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' Executive Summary

There is only one Korean study so far on antidepressant adherence,
which is the most important factor on the success of depression drug
therapy, though depression is a major disease with a significant
burden on patients. The objectives of this study is to seek for more
effective treatment of depression in Korea by identifying factors
affecting adherence and to help clinical practice guideline
development by providing cost effectiveness analysis among different
treatment paths. Since the antidepressants have various spectrums of
efficacy and side effects profiles and there is no study showing an
absolute superiority among them, there exists a difficulty selecting a
first line therapy. One of the major long term goal of the Clinical
Research Center for Depression (CRCD) is to develop a Korean
clinical practice guideline on depression and this study on cost
effectiveness analysis on treatment paths will be helpful for the
guideline development.

In this study, extensive literature reviews and outcomes research
using the Health Insurance Review Agency (HIRA) claims database
from January 1, 2006 to December 31, 2008 (3 years) on patients
characteristics, antidepressants prescribing patterns, medication
adherence patterns and related factors were performed and a cost

effectiveness analysis model was developed based on these results.

[Literature review]

In this study, efficacy of each antidepressant class - tricyclic
antidepressants (TCA), selective serotonin reuptake inhibitors (SSRI),
and new antidepressants (NAD) - was confirmed through a review on

systemic literature review articles. From the final 24 studies selected,



efficacy, recurrence, discontinuation, and suicide were compared
among antidepressant classes. In terms of efficacy and recurrence,
most of three pairwise between-class comparisons did not reveal
significant differences. In terms of discontinuation comparison
between TCA and SSRI, discontinuation from side effects was
significantly higher in TCA while discontinuation from inefficacy did
not show any significant difference. As a result, overall drop out did
not reveal any significant difference between TCA and SSRI. In the
comparison between SSRIs and NADs, most of studies did not show a
significant difference in terms of discontinuation though few studies
did. There was a small nhumber of studies comparing NADs and TCAs
in terms of discontinuation and most of them did not show any
significant difference. Finally, antidepressant classes were compared in
terms of suicide, only comparisons between TCAs vs SSRIs, and
SSRIs vs NADs were available and did not show any significant
difference. A quality assessment on the final 24 studies show 9

‘moderate’s and 15 ‘high’s.

[Status of antidepressants use in Korea]

The subjects included in the current status analysis of
antidepressants use were the patients in age of 18 to 85 who has a
diagnosis of depression and prescribed with antidepressants between
January 2006 and December 2008. Those patient used a community
health center (public) service, a medical aid service, a non-electronic
claim, or a Disease Related Group (DRG) claim were excluded from
the analysis to minimize bias in drug utilization.

The percentage of claims by female patients was 65.80% while the
total expenditure by them was 56.51%, hence, female patients with
depression tend to have a lower average expenditure than the male
patients. The wuse of new antidepressant drugs (NADs) in

monotherapy only has been annually increased from about 537,000
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claims in 2006, about 788,000 claims in 2007, and about 1,064,000
claims in 2008 whereas the corresponding claims (SNRI+others) in
2004 was only about 265,000, reported in Kim et al. (2008) which
had slightly different exclusion criteria. Among different classes of
antidepressants, TCAs monotherapy took 40.21% followed by SSRIs
monotherapy 25.96%, NADs monotherapy 14.19% SSRI+NAD
combination therapy 5.79%, TCA+SSRI combination therapy 5.37%
TCA+NAD combination therapy 3.21%, and so on.

For the analysis of antidepressant adherence, the subjects in 18 to
85 years old were selected based on the first antidepressant
prescription (index date) between January 2007 and June 2008 with
at least one inpatient diagnosis of depression or two outpatient
diagnoses of depression in one year prior to the index date. The
Medication Possession Ratio (MPR) used in antidepressant adherence
analysis was defined as the ratio of total antidepressants
administration days during the 180 days after the index date. In
addition, to reflect other profiles of adherence, persistency was
defined as the continuously prescribed period for antidepressants from
the index date.

In antidepressant adherence analysis data set, female patients took
about 66.34% (211,279), the average MPR was 52%, and the
average persistency was 118.08 days. The adherent group defined by
MPR (more than 75% of MPR) was 34.12% of total research subjects
and the adherent group defined by persistency (more than 90 days)
was 64.30%. When restricted to prescriptions from a psychiatry
specialty only, the antidepressant adherence was higher in terms of
both MPR and persistency. Among the monotherapies prescribed from
psychiatry specialty physicians, NADs monotherapy recorded highest
percentage (59%) of patients who has MPR greater than 75%
(adherent group) followed by 54% in SSRIs and 45% in TCAs.
Among the combination therapies, SSRI+NADs showed 61%, followed
by TCA+SSRI+NADs 57%, TCA+NADs 53%, and TCA+SSRIs 49%.



For 90 day or more persistency by monotherapy prescriptions from
psychiatry specialty physicians, SSRI 18.26% followed by TCAs
10.03%, and NADs 8.63%. For that of combination therapy
prescriptions from psychiatry specialty physicians, the use of
SSRI+NADs showed 9.65%, followed by TCA+SSRIs 8.40%.

In a multivariate analysis of factors affecting the antidepressant
adherence, the low antidepressant adherence in terms of MPR was
associated with female gender, organic disorder, anxiety disorder,
somatoform neurotic disorder, eating disorder, personality disorder,
chronic obstructive pulmonary disease (COPD), peptic ulcers, minor
liver diseases, and severe liver diseases. In case of persistency,
female  gender, TCA+SSRI combination  therapy, TCA+NAD
combination therapy, SSRI+NAD combination therapy, hospitalization
before the index date, eating disorder, nonorganic sleep disorder,
congestive heart failure, peripheral vessel diseases, COPD, peptic
ulcers, minor liver diseases and severe liver diseases were found to

be significantly associated with the low antidepressant adherence.

[Relationship between antidepressant adherence and recurrence of

depression]

In this study, the relationship between antidepressant adherence for
the initial 3 months after the index date and the recurrence rate of
depression was examined. Those recurrences in 6 months from the
index date were excluded. The recurrence rate of the adherent group
was about 10% lower than non-adherent group whether in
monotherapy or in combination therapy. However, there was a
difference among the antidepressant classes: a lower recurrence rate
was found in SSRI and NAD groups whereas TCA group showed a
higher rate. Although there was a limitation in time period observed,
it seems the non-adherence group by MPR has about 28 days earlier

recurrence and non-adherence group by persistency has about 27
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days earlier recurrence. The factors found to be significantly
associated with recurrence of depression were over 30 years of age
(especially 60-69 years old), female gender, comorbidity such as
myocardial infarction, cerebrovascular diseases, diabetes melitus,
cancer and hypertension. When these factors along with adherence
and persistency were considered together, the adherent group
revealed 35.4% lower risk of having recurrence compared to the
non-adherence group and the persistent group (> 90 days) showed

38.9% lower risk of recurrence with respect to the non-persistent

group.

[CRCD cohort analysis]

One critical limitation of a claims data based analysis is severity of
depression cannot be easily reflected in the analysis though it is an
important factor in drug adherence. To solve this problem, a linked
data between Clinical Research Center for Depression (CRCD) cohort
with depression severity information and HIRA claims data was used
to examine the results of claims data based analysis by depression
severity. However, there were only 834 patients with antidepressant
treatment in the linked data and limited our examinable ability. In
this data, the adherence was higher in the order of NADs > SSRIs
> TCAs. There was no significant relationship found between
depression severity and antidepressant adherence though all classes
of antidepressants revealed quite higher adherence compared to the
adherence estimated by claims data. This result may be attributable
to the facts that clinical research environment is different from real
world and these patients were recruited from mostly general
hospitals. Another more reasonable explanation is exclusion of
patients with minor depression (HAM-D score less than 7) in one of

the CRCD cohort selection criteria.



[Status of non-pharmaceutical psychotherapies]

A combined use of non-pharmaceutical psychotherapies and
antidepressant therapies has been reported to improve antidepressant
adherence in several studies (CRCD, 2010). Although there s
limitation in interpreting the results of claims data analysis as a
causal relationship, it seems that the use of psycho-therapies
(excluding a routine therapy) above certain frequency (> 4 times in
male, > 3 times in female) along with antidepressant therapies is
associated with increased adherence. Since the number of suicide
attempts is lower in adherent group, it is expected that the use of
psychotherapies is associated with a lower suicide attempts. According
to the HIRA claims data, it seems that claims of antidepressant
prescriptions are increasing while the use of psychotherapies is
reduced about 25% in 2008. Therefore, it is necessary to introduce
some efforts to encourage psychotherapies in treatment of

depression.

[Cost effectiveness analysis]

According to the results of cost effectiveness analysis on treatment
paths, SSRI group was found to be the most cost effective
treatment as a first line therapy. Specifically, when comparing
monotherapies, the effect measured as the probability of avoiding
recurrence was high in the order of NADs, SSRIs, and TCAs.
However, TCAs was a dominated strategy since it had a high cost
than SSRIs. Also NADs was less cost effective than SSRIs since the
incremental cost effectiveness ratio (ICER) comparing to SSRIs was
more than 73 million KRW which is cleary above the threshold level
in Korea. This result was consistently observed in various sensitivity
analyses as well. In switching therapy comparisons, a similar results

were obtained - starting with NADs had better effect but ICER was
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worse than monotherapy results, i.e. more than 140 million KRW. For
the combined model considering both monotherapy and switching
paths, SSRIs were the most cost-effective treatment as a first line
therapy given Korean CE threshold level around 20 million KRW. The
use of TCAs as a first line therapy was an inferior strategy compared
to others. However, a caution is needed to interpret this results since
CEA considers the employed strategies are all exchangeable, i.e. the
CEA results do not hold for a situation such that antidepressants are
not exchangeable, for example, depression accompanied by any of

severe anxiety, insomnia, somatization, etc.

[Conclusions]

Twenty nine percent of patients were adherent (more than 75%
MPR in 90 days from the index date) among the patients who were
prescribed with antidepressants for an acute depression and 34% of
patients among the ones already diagnosed as depression before
were adherent (more than 75% MPR in 180 days from the index
date). These results were comparable to the ones reported in the
international literature. As antidepressant adherence increases,
recurrence risk, defined as hospitalization in psychiatry department,
emergency visit for depression, suicide attempt, and restart of
antidepressant therapy after 6 months from discontinuation,
decreases. In addition, adherence was higher in the patients who
received psychotherapies along with antidepressants. This result
suggests various attempts to promote psychotherapies along with
antidepressants is necessary. From a cost effectiveness analysis on
treatment paths, it seems SSRIs are most cost effective first line
antidepressant class unless patients have severe anxiety, insomnia, or
accompanied with physical symptoms where NADs are more

appropriate.
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(index date)2 dt%], HYo|™ 14 o|Yo] LSF2=E 19 o) YUY E= 29 O
ol HaEeh 18M o 85M DT AUXE YHCZ oA, #3% E4Al Medication
Possession Ratio(MPR)2 ‘20074 1%-2008d 6% Ao X we2X XY
(index date) ¥ 180¥ ¥
Eot, 2SO Oyt XM BEPOLI| 8l PersistencyE index dateZHE 32
HE X&XHOZ MYPW2 It AU,
of+3k WX OFOIM 489 HIEZ & 66.34%(211,279%)= UYEFRT
MPR2 H3d 52%, persistencye 118.08%°[t. MPROIAN &3 (75%°42
MPR)Z HQI #Xfo| H|&2 34.12%, persistency?lX £3(90¥% °olHE Hol &
Xte] HI&Z 64.30%F YEGG. UM HPH2 FLo F£AEIEII MPRY
Persistency 25 Z|EfoflM Xgdt2 HQETH QUCh Mo}
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ol F¥S UIXz QU tigh oiHF M 2o MPRY P %14, 71R4
Paol- LM% R O71EF P48 o, "AReH, AATOH, TIHA g HIER, Aot
oF HA¥S I
TCA+SSRI,

argtolN MAY

of

EOF
L

H>

2
o
o
o
Hofl, g

HY,
Aoz QLAY Persistency? H2O
TCA+NADs, SSRI+NADs#, Index d

(=]
ofg H|F|UE LTI, UL FUPNEIOlN SUNMEH, Ux
(o]

oY Mo

12
H>
olo
H

7 U2y, FSE oY 2ol L9 R
=
[ -

ofF Hm
oo
o)
oE
1o

)
~—+
5]
9
>
°
40
o
r=
ic
olf1
=9

BTG, OHYTEE

’ o

4m g
r

E =2
o
FASEY WO Ui

a
o, 2, FFURY, TS oY AR Q0] {2 AN

HOR LpEpTt

2 HAFME index date®H 67HY U9 MYUHUXE A9t index datefE
3MEL FoAxIE 67HY o|FQ MU HAHE EUEH FAEIEY US|
H&-gZ%l Y3 monotherapy2dt switching? 2% 10% FE RFUYL. o0

I
2XIZ2e| Aol EXOIFET SSRIZY NADZOIME 2329 MO WXt
TCAZOIME Q012 £330 MBo| EUTH IS HYo| YUK|T A3Tet Xy
WILK|Q) J|2te| HPIME B2 SRl FQ O 28U UW O] YojLp HOT Lpgt
I X3 MUK T2t HOIME XISTO| Of 27U UK HWO| UojLp A
OF ZAIEUCL MYl FYS T RUSS HH 304 oA AY(S| 60-694)),
of, MIFM, LU, Yy, ¥, DEYY F KACHI WLy 0| YU
ol FYS Fr QASH 28018 U XACEE A I[P MU FQ 233
S HIASZO| HH MUUO| 35.4% WAL, X4RL HXAZECH XLLHO|

fou

1ION

In3g |puol

Dg-25U3P

of

J|jooH p

i
g

1021

09 d

Dy

Uaby buljpioq



A8 B2t

x

201
HASHI| Hoto] L2F USHTMEQ Xtz AAISIRL L,

| i o]

xgo

a
o

N O & v o 3 © M of ot R T ™ JJ
+ < _ WU o i & < o _ ~& T o
K < D oo - F Moo o X _ 5
By &g s R mE
M oa o o & F R RE M
Mz 5 o K Ke -1 H R - ™ BB
5 o 2 o 5 3 ir R o &
ar o o ol o Y 5tk T Moo o
& OF M g W o8& - % 5 g ow
V — B o T~ M o
m o ME g &% SR ool @ oom
< LH UO x._ o8 m- = ol Y =] FI
KW G do o A — 3 g ™ KM ogp T o
N o o K oo oo K3
S oy & B g & TN S5 Lo ot
SR o BT Em S
p— i = “_ -
Ko ™ — T JJ =r < ~N =L Y
o o X = T _o|_.__o b1 ] ﬂn ﬂ. ol ._ME 2 T
ar ofl o %o To ~ N
oF of LH 2 B g RO 3 o —
o o I o a— K JJ B0 KK =
ST o ®° M__M i m_m M: ol > ._._on Bl ke
.AIO B or MU 8J .. Ko M._ 4 J nlvh “A.l_”_ ofl
° n U w3 & 2 S wmr O o
A T TUE ¢ E
o 1 X & o = g T oo XK = wm
Ko & s oF == ©oF M g T Ho— W R
Hom K ke of - 8er BT oo <
mcmﬁwﬁﬂu..xo mﬁ»ﬁ%___l_.ﬁﬂm”m___
w 2 or & S & B g oo u O
R L x_omuﬂw___.__._._éulgmﬁ
—_ - ol o = —_ [
wEEE D, RN
a ) M o i . K
o = & K x o 5 Koo KK om o
N N X o = oft A= = U
Ko sk U g2 Mo & BT XMoo
wn o r § O FPLeoazg N
o+ T AT T ] B
Koy o Fo ol o 2o 51 mm oM T e Fo ._u_n_ o
W 30 oF 3o o B 53 & W gy =< K
ar Ol = o = of ED ar of O%
o) 0 (o) | N (<) o
-— mO © m < — e O_I _n
w < H I _ o -0 UK v o W 31 <F
= g oo waes s L rRrxy oo
M oo <K 32 O Ue o o F RO F U oK

[ ¥i E i I 4 d e I+ks ve lak vrabina Asansa
National Evidence-based Healthcare Collaborating Agency

]

SSRI,
2

X|=g

oM YHEAH Y
I Switching2°lX &

X
monotherapy? 3¢Ht o

k

[}
[

o X
2EF

o402

NAD,
S4M FHY IIZEC O EOF ArYH BEo|M HUY FQ SSRI

|

=
[

|-0

—
—

—_

2 SSRIZO| 71 H[§ay
a

[

—_

2
NEXMOZ Monotherapy2®ojlM ruf

TCA=LE = YHECOY TCAY FL= SSRI H*f H§2 =OF BFO Hioro|H,

M
|2 # Y| (ICER)?t 7300

_Xi_

bS]
A

1]

ELLERTE G

BRI’ 2
NADs?I SSRIOl H[*f Zit= Ha XU ICER

—
AIZEA| HIGmBROl X| 20

ol
0|



JI-_E_O
| AJOJ7 287150
2153t

OI-|_II:I
oz gg
RIZ} 7P
S Hganx =
Y 2NE U
A
_ Monot
py2it Swi
witchin
g

o

49

jl'oll |:||5|.| HI

=

oAt O Hi}
[

|

e
=

Lo

[

Xa

L
W 10 4

P T
I—I10
w _I_RE... vl T
dmIL Q_ORIO._AA_LHL_O_._._OQO
eﬂmhuﬂu_______m.._wl Rr -
c K K nolon_a_ao____r 2 %
2 ._._n.kI;IRma Mo._w. o ol AR
e AT N 9 B Kl = mu\ H no N K
ﬁw.ﬂ.m_.l__._q_._._._ S.__Jlm_ ﬂAII..?._._.___ O/OO_h olo o_OOIHWw-__.__
(ﬂ._m..n_:__mum_.olﬂ_m_. 9_#%._.&_”“1_0%
w._oﬂtn_._u.m_.mx_._._____,uﬂ ZWmﬁwu_mﬂEo_a?_
nwmuméwaluﬂa% Tt oﬂyqu
xr T ._t%oa M_.Wu____ulo ._..Alo_om_.e._._.a ,._.Almu
uzalulérﬂ:_omu =3 m_épuo_umﬁﬂg
1mm||*_.x|ol WoE = Ko R o o
© 0 = o < % ._.u._._ m__. m 3 m__ Ko o o Kb mA.U_ %o
R o 5 * ai:__ ur R 3 B ._*w - ofy o w=__._ BE _M_V_I___ Ju
mLA_:_Zuanolo_::T ponmxaa o
s © o = Kb <0 L R ~ Ro olo lor ol &r i 0 M
Mo o = o ot W_ oR ._..mﬂ 5 b o oA R s Wm it
____Ex_ﬁmﬂuwo_.mmwmu_g %mmwgﬂﬁg
M . & - . = & =[] o RO B RO IH oo
xon_.AM_Pmmu..Ec_aol puucolé____.muhlé
EmMNIoR.AE U A_.W_U\Hmﬂ
z & T W oW g ool 5 U
o 7, - = = T g < o I B3 b -
=_._|_.=|_xﬂm.._1n_|..tﬂ ._.ox\/._._n|on_7..||
o ol &2 Ko o o ¥ Jo g or 7% ny o N s < 4 MA_____
o o Ropl oF uo#muru o o_olm._m_T___ zo o oF
g o 1 T 5 o o o go Ko o = 0 < ®°
wxauzuﬂ Wy Ho/o_oam:wa
2 EN S 5 o w oD A &r ook O
n_._l_._._._._l._l LN — o ..|Io_|7o_| oo
ol O =< _JAO = __AI =_=__
Im_u.r_RIn_. U i oE,RE_.r_oxﬂLxl
S ol 0 _Wl o] JJ od m-_____ ol oF H o X of = 5 o)
mo_._._wu.S&BmuWAmﬁ ..omMMoxE_.E_._.._
EWM._ml_;m_.._mﬂ wzmo SN o____._..xllm._plx_o
ﬂmc_ou:_.hgﬂkmg @ol%mooaq.m_w__n
o§gQWQEW%% S 3
v om_u._wxo_J. ooe..u.ﬂoa.o____yl
- DR N E o I w0 Qg T E
I Y| o W F Ro 53 oF ® o ™ oF 3
70____._."_L|.Moa| — Rlol oF
xﬂe_ﬂo_. m 3 mJ WP/o\xzu M ool &
g R o R To = S <F <N ol = D
© o < >
wn _u_H_ 4._|_.A_JA m
xlst,._:w_mulo
~ K O o Ulo g
HMOM_ ojn
v

- Xii -

H}X™ O
|_—|_E 11|' °
[ =]

A=
SSRI THEQuo| %
= TI-IEILI-



A8 B2t

a
EL

(=}
sy

ie]




184 O 654 U|ZH HOI2 THOR o 2006 FAUUUHUEANE DSM-IV
of ULTZS MWL U F2 22 | BY SYE| 5.6%, 19 Bl 2.5%
2 FAIEUCHCIAIRRAE SrZAL

—
A% 2F O WA XXl Y

MY
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ri
H
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ry
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of
o8
kX °
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i

= L
JELR AU 2T FHS ZAICH Eo 194 o) 15.
IR (FUAUZBEZAL, 2006). $2FL2E A% 9
420 PO HIEHUN WE Tt FAO AH. oS Fad TU=rH[E 1AT o 40UH
of °oI2& HC=R YEODH, HIgME NP 227 #XY F MU=H:= o 1,647Y
T

2o LAY (ALEHUSAHAE, 2008).
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L2 BNXgE QoHNU, XgIrssE0l e =2 REUOY. 22F XEO U°
YESHPH T S ot H, XEH o|YZ ¢

ok Y. J3Y Xg7tX] HuE 2HE 2H YUHOE FF 22T XM
YA A= WY =3=7 RIS ¥ + UH(Akincigil §, 2007; Cantrell T,
2006; Melartin &, 2005). 234=9 F2 L2FOE X&LHQ XgE Y2 A%}
1Y BYEEI HZ 30 oYl FU42

24%, 671¥ 15% +ZF2=2 ¢ 2 ACE
=9l 1/3HX| 1/2+F22 HEEY 92 s

¥ |XX2E Ao YU AFAY Y= AGet JjHo| 215 E Ao, E

sleoE 925 X OHISY oYt FOUAASE O[S Hraoto] HIGHIY WIS
SO0 22F UTXIM YHZ HFOID YO JUJME OFITX| ofof ter ARt
oju|et Afgro|ct

THH Ho|EH|o|AE o[§st= AFSCl 1 AIFEANE S0t FAF FA%tL U, °f
23t T Ho|EHo|AS O] g3t ARE YUK}
U GgorH, 1 xpool AF 24| ol
UA=bl(Andrew T, 2007) YSAES FoHMe &M HEAM FU=
71 g A4 YAl otHHHE JHYS FEol T HAl £2
+ Us FAHFESOl EAUY. °f FEY Medication Event Monitoring
System(MEMS)%} €2 1 got FU3E AT T Gto 2 T YXH
BAXRE o3¢ FUESE AFIF FA g2 ¥ U= AHolH.
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2.1. §o%+3k X|H U £H

2.1.1. Mo re Zof Arg

Cramer 5(2008)2 =3gX(compliance, adherence)® X|&’d(persistence)
9| gojet UHH 1996HAIM 2005ENX| F¥Z HESIAUC. oo H=EH Yz FH
oM ARXtE HWOIY AT SOIHQU FAE Aot T Fojo HoAE WX ¢
1 &8$E(compliance, adherence), XI&’d(persistence)?| §°/2 T230 Atg
ot UUCE. EE XA M (persistence)22HE 22 % (compliance)? GHI°IEE F
o] oot A7k 2 5 AU olHT Fofof tish HHHA IAHY Fuist Fof glo
| £ JtX| go|g Z8oto 3= (adherence)? SO12 ALSts U HEH
. E9t &3 (compliance)d Z|E2 YUYZ o= A (80%7t 71 WOl AHE&E
s oMo &Y™ (cutoff point)Q] HedE QUS| ¢t FEE
Ol AUTH. o] FYY YHHQ FHFoZ UL FAMo|L HDtepo| FH
2 & % UEHI(Caro T, 2004), #3&(compliance)?t 50%, 75% S2

g e Aol & ¢ U dFYHA(cutoff point)¥ &= AL H|QHo}
© HOME UG OFQ MU UE EEL] Fos WHEHAU M ALXAH +
HZQ Jro|EEQlE IO RO, XY 30W FU ALOM AUWEA UEYE= A
HMyHo M2 o2 589 A2 AOIAl ©IoF7| St ®X}p JHQI EHIEC Fedt
H AEOHX] 941 ZAEC] U= &=3TO "ivt FHAUS Y = UM (Sackett T,
1976; Sabate, 2006; Cramer, 1995; Lopatriello &, 2004; Roter §,
1998; Eisen &, 1990).

Cramer $(2008)°M %3t X|&Md(persistence) U FFAME FARE F
ol YT T2 FHiL 2XE T YUHOZ XXM (persistence)2 HHY
22 uiof ooty o2 §OE A8Ste Bt QIMIIATH (XL’ persistency, A
Mol +8& continuous adherence, 3HH|& discontinuation rates). X|&7d
(persistence)Z X[&XQ X|g9Q| ARN £, XgAXOM X|gIF FTE WX A
O0F THIHQl Huo| it o¥E X|ZHOM HIMSIH ALRE|Q gCi(Catalan §,
2000; Yu &, 2005; Cramer &, 2005). X|&’d(persistence)2 XMoo=z X
oIl MAYIX[Q I, XY (refill) H, H{E= U OlHY HYPH HH(White

S, 2002; Mauskopf &, 2005), LHIIt o HEHS WorRt wuxfe H2
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(Grant 5, 2004; Cramer 5, 2004), SX3 212 o CfA| HMYS Y= S
X &0t ©X Hlg 9 Yt g%l AU, X2 X|AIZo] § LAY X[}
UTE X £IF ¢ WHAHY = X2 A ¥ Xz FRO TE &©X Hg F
o AoIXQl uiH E9F X|&/d(persistence)? o2 ArZE AL (Malone &, 2003;
Carswell &, 2004). T2 AFYM XM (persistence)2 ZFPXU =3k
(compliance)2tl ?|89t1, QHE 3T E FHYoIL XEHYO=E OE AEoP2|k

stiCt(Sikka 5, 2005).

2.1.2. =8k X444 (adherence, compliance vs

persistence)

Cramer 59 ISPOR Work Group2 2J%EZ2 H43t: 59 YAH2 HESIE=

£ JIX|9] EE gojo] FE HoHtn YTHAY 2-1). JHUMOE 2k
o

o YIS JX|D U= WY TFEY, AAYFLE IS EBY + U= A I
2 & F 7 =& X1 YH. &FE(compliance)E H

oot ojAfYl MY, ¥, k)| Uep oofE H8&&UZ WA He FFTUAE A
H =Y (Cramer T, 2008).

COMPLIANCE

..»/; “\'\..
./).’.- ™
% of doses taken as prescribed N
Start Medication Stop Medication
or or End
Observation Observation
Start Medication Stop Medication
or Days taking medication or End
Observation Observation
\ {without exceeding permissible gap) .

— %

o

PERSISTENCE
J2 2-1. &2 (compliance)?} X|&M(persistence)?| 74

source: Cramer 5, 2008
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2.1.2.1. =3k

i

okE &3 = (Medication compliance; §2° adherence)e 2A7f FHot= A4S
289 AP2|, 83, Yo EUX|Lo mfE Foots WFZ WU, ASEIEe MY
AN FopEe] g3 IE «AXfe WF HA'E FoYH & A4, =3

A E
2 ol YD HIZRM JSUG(IY 2-1). ol Folt Ny UM o
o o

2
2802 MAPI|I|S O|golo MYMOR EXiot ¥ 4E UL HIXEB 5L 0|§vtol
IYMOoE XXotY £ UM (Cramer T, 2008).

<H 2-1>2 o8| 9t MYE oFFol UXt &3k IjHZ HAEH. MX} RUEFY
(Medication Event Monitering System: MEMS)2 H#ot 2tAH0

ot =
FEI, W 1247 24H9| 812 28] B§)% ofzt 20| HEOHs SO Y A

2 JP5ODI| Of: MRYSSS FEO MFOIN FIMOZ FH oA §F2 ASY

YTt QAL 80| Gl U] ULE A & YTk <E 2-1>94 X 4F9 &

SELE 28%/28U2 100%0|1, THe YL 369%(10%/28Y)2 HA| & Lo £
Al

3 E (282+10%)/56¢LE A4S0 68%US L &+ A (Cramer &, 2008).

# 2-1. 7120 E =S HIZ

g od o E 5] 23 = = =
R { V N N N v

.= { { y y y y
3= { { y { { v
A J y y { { y
5% d

, 6 { v y
G v
8% v v

Source: Cramer &, 2008

3o gigt Heol= EP Medication Possession Ratio(MPR), Continuous
Measure of Adherence(CMA), Continuous Measure of Medication
Gaps(CMG)Y %oz UEW = UTH MPRZ A2 I Gjsto] xgdr2 8
Fo UL TYM Ao XXOz Fzx MOIL(Steiner and Prochazka, 1997).
SO MYEIUS I HYHY YHH 23k
HYHQU HMXT RUEFOIM A Y = U=

o2t ERS0| 2$E0| WIOH: QU X

r

ald

HEXD, SNl My YIXE 24

U 8O MEAIYO| BEOfTE. 2L

o € £+ %7 Y29, Cramer &

rir

OF
A=
o
—

ne

2
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(2008)

2.1.2.2. X|&A

%E X|&/d(Medication persistence)2 AMHE A2t oI s X|A4XMO= X|

2o FHo| MEL WEL WICH OB XML XZO MM FHOHs A2tel |
0T Y 4 UK 2-1). 4B 2HIo| WA X2HS %2 Aot
I [RO| UTH oY Wols KB ARt EE TYXII|Z FUY AR, BEI|
o FBHL ZYOIE HOE MYM E: YYN M2 £ D XXt ¢ 4 Ut X|
44 EMo 587tZ(permissible gap)'e LAY HMYIX|Y I|2(between
refills) X g0t 9Nt YAZ 0j3) YoSE o Wastch 243 FHY wHe o
ST XE Yol FASIHOl SAo| Y2 FOOf YTt O|F W WX} Hgots §

ol RAHY AFoIY 2XEQ nipp I|HEX] ¥2 W A== HUerY I)F F ol
(Peterson &, 2007; Burrell 5, 2005). oo 95 X|&MHE X|g27F fu <
ool +2A ALMSZ JEEY. X|&G2 EOF 3 J1tY FEAEE, 1271E)
M Z™o1of ﬂ—ﬁ—*&(persistence)ﬂr H|H 4 (non-persistence)dt Zo| &Xg 13

tte O|E#LE BME £ QUCf(Cramer T, 2008).

2.1.2.3.

Sawada $S(2009)2 =#ZE(Adherence)E X|&/d(persistence)lt &3k
(compliance)2 &% YL2H US+3= AFLE AWIRY. Sawada T
(2009)%M = XA LR XZIFO XAXOoE XYZ Wopite AUz H9
o1, ol ¥XPL XgE X|&0teX| qfUCZ WOrE HY S &3k
(compliance)e MPRZ B7I'"2 £ Ue HMYH &F, 2A1E0 T2s 372 8 +
U of2et £ IX| Q012 «AX WFo AT GE ZHZ ZHOPI| HFO| BEE £F

X|Z29| UAFMOl {IH= AUOpL TX[If FSL K HQOHLLF # ofLa} dojy QS
Ct. o2t 28L& (compliance)®t X4
A

(persistence)® FUMQ FBHE YEFAOl SHUL L0 o= ZHEof

ofar 3ttt &ZLk(compliance)? XI&Md(persistence) § 71X BEo ZHE %UE
2§ YEFMol gt E o T COIBHE IMEH = U WMHOZ FE REXNOE H
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of

J|jooH p

i
g

1021




ON

10N

4D243|o L'E: posbg-adUusaping |ouUoi]

0"
0D

uIIDIoqgD|

o

i

Q&H FAASE UL UXE RARH X FHY B

&g (compliance)®t X|&’d(persistence) UMEHQ muto] AYL ‘1’ ‘R
T O|REH M Mo WHOo=Z YEOOF JUCk(Cramer F, 2008). Ahn §

(2008)%1{=  Medication Possession Ratio, Number of prior

flo rir

antipsychotic drug therapy attempts, Time to switch antipsychotic
medication, Duration of uninterrupted therapy(15% 0|92 gap 34),
Polypharmacy(60¥ ©°I, 271 °l%fe antipsychotic XM¥Z A0 X1 Y&
F9)9 5 &8k WM XESL FUHMOR 1= Latent Class AnalysisH §
A HHS o130 CIFEHO| otYE Xtgo sS4 ME 3= d2 FAYSIE o
ALt

Cramer 5(2008)°IM= HIUE BHAE Tl A=&3=Y
2 BOI3 ot 8olet WHEY YUY S PPl N FYS Lot Yo U

g U WS AgOE e, UABIHN
=
(]

re
-]
)
R
nx
9E

2y, o

1z

r

(compliance)® X|&’d(persistence)®l et

HWE M50t dtd o ¥Fof TPE Ao YoM HFEZ HAE

S & (compliance)® X|&’d(persistence)Zt Xfo|def ti3t & ¢ Y =

o MO Mo MYIE IO . BESE LY Us 2HE AHEOq A
(o]

AN
Yot 22 SOIOPHl oW, YT UL FAY AHL EoH QJorKQl 2o

TMe 2
BZ30| £80] € &+ AY(Cramer &, 2008).

Iep 2 AoME Y2NE 8%t XY %S FAEFTO OiYh Hop Pt
OISE oI A= =3 X&Y & o 242 WoOIUT

2.1.3. SAXSE &Y NE MyA7

2.1.3.1. Y& 49 53X 8

Ahn $(2008)°IME 0|2 California Medicaid? 19969%E 20039 Atoje|
A antipsychotic M¥2L2 Index dateZ of ARAIZ F 1 o4 HAEHZA
Hog e I|159| e #Xt(International Classification of
Diseases(ICD)-9=295.0-295.9, & the word ‘schizo’)g M¥siUL. o &

Xtof| tfsfo] 149 WEI|IZE FQU Medication Possession Ratio, Number of

(-

prior antipsychotic drug therapy attempts, Time to switch

antipsychotic medication, Duration of uninterrupted therapy(15% 0J%t9|



gap %%4), Polypharmacy°l i3t XEE ZHHI¥Y. Gibson §(2004)2 US
Michigan Medicaidg& Aot A1t FU(1996 1¥U-19974d 9¥) A==
ARG 1270 Mol 2 2¥ O B2 U 1WH O FUEEFOoZ [T AX};
(ICD-9=295.xx)& HM¥ot 374y, 12941¥S FHUE iYY. 3 month
continuation, Time to discontinuation(30¥ 0|29 gap 34), Medication
Possession Ratio(12 months)? X|Eo|| g4itt &3 & =30,

el A= 2002'H 50N 12X Statistics Canada®llM 65M °F%g
Xt 7,736%° i*i Canadian Community Health Survey2 &89 XA
. Q2223 WU ¢ DSM-1V(Diagnostic and Statistical Manual of
Mental Disorders) ?I1E£& M8, 22F F3&0 UE I3 £3=8 &M
5171 A 2F2 4919 1§ (major, comorbid major, depressive
symptoms, no depressive symptom)22 FEOIAY. Non-adherenceE® &9l
Sp7| Qo “FAol Z8MoF ot &FOll HItH HA 589U A2 582 oMY o
o AEYUI?7Y IS MBI (Sewitch F, 2008).

Chodick 5(2008)°IM & statin treatment®| i3t X|&Md (persistence)2 A+
st e, olA2k¥ MHS(Maccabi Healthcare Services)? MAICZ gl GHo|JHE
Argot 1995W°lIM 19980 plan®l TS Al oidh 1998W 1¥ 1¥S 7IE
OF 18M| OI49 4AUCE o1t AHEZ ME O|§TH AFAIE)S B0 A
index date®™ 34 FQ AEEZ 80X 2 AFHCZ Hoord, 19984 1¥
-2006'd 12¥ 19 oY AFHHZ 52 AFOZ AMI, HYd HEE(CD-10:
410-414), PCD(440-447), 28’ HFH(428), HYy UZ(433-438)9 ILEE
J|Zo2 oY, LDL-CE 7|1Z22 low efficacy, moderate efficacy, high
efficacy 3 182 WFu9t9, PDC(Proportion of days Covered)®
Persistenceg AU, PDC=MTH F 2HY ¥)/(index dateFH X=F=
AEOIY A E= 20079 7 19VX] I1ZHO=2 Holstil, PDCZI 80%°|d°lH
adherent, 20%°|"f 80%¢°I5°|H Partially adherent, 20%¢©|5I°|H

nonadherent® Y25}, Persistencee refill sequence model#?t PDC 2%
Z2H WH HE2=Z PDCII 80%°1 ©IHAM {o712t0] 30¢Q A& J|1ELZ H
ULE YE SO U T EFY AHEZ MY AFHO| I HYHINX| 68U Ol
Z WM nonpersistent® HYY.

Curtis $(2009)%Me EH43F3Y AS+3T WMo Uit ARE Ao, 8

of WAHY ZATLXIFO| AHFot U= oF 1,700 ol Gigt O|= health care
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organization?| HHOIEoJA 1998 1URE 20054 7HMNXE AHRI|IUCE o}
¥LH bisphosphonate Zx7|X|lg ¥ 14W?t9] #3EE THIorAH. M=EL
bisphosphinate AXl= CfE2 bisphosphonate X4 ¢10| 2|A%F 6IHY o|Fof X|

2E AMHOIE ¥R Foord, 671¥ °|F° MZLE bisphosphonate Xg°| €

EME index dateZ FOASIACE. MY HAGUOIEQ Fe FUTt §F XS £
R SOl U XpmIr BEILZE FJee= AE RO e MPRO et ¥HE HF
ottt U2 £7° M2 MPR2 index date ©[%°| XHWE Ao F FojFZ ¢t
©o| 0|2 index date °|¥o| ULF Uk O APYOIUI, MPR 80% OAHS &
=9 JAAUOF ZHFOIYCE,

g oregurg/edgol it &3 & AL California Medicaid program®l £

O XSS QCE £EREG], 18M OFLE 1999 7¥-2001E 4% Atoj9f
OAB/Ul(overactive bladder/urinary incontinence) X2 Argst%n AR
UFA 28 O OAB/UIZ HUHEZ HH¥II53° UHY index date 30¥ °lF
OAB/UIZ T2 HMo| Qs UXE Wz oitt. 671, 1274 follow-updt
1, 6 month discontinuationt no discontinuation 1§ 2t Hu
discontinuation group4 re-starters® non-restarter 1§ 2t Hu, Cox
Proportional Hazard Model on persistence, Logistic regression of
MPR>0.8° tigt X[ EE 2[X|1 +3=E FMOIUY(Yu. §, 2005).

2.1.3.2. YL2H +3& EHXEH

Akincigil $(2007)°IMe 18M °I F82 LEF22 ML MUXYM 2F
U hE HMIX| 225 B8 T2 ¥e2H £§& Fol ¢ ¥XE WdeZ 2003
HollM 2005E7X[2] of 300 FolIAll M5 0t= Northeast United States? <=,
o, YUS O1&(WTLY X))o HFE X2E FMOIRY. X=AE ¥ 16F8 ¥
o120 2 SIHoH, Older generation(TCAs, MAO), Newer
generation(SSRI, other)d %u#0z FFOIAUC. FLrY HFEo| 3 ¢
2 Xl oF 50% HEIt M2 HIEY F2HE 580U3S ¢ = AU
Il &3k XBAE T R 16F FU MUY 75%E X&4Y FLE=E
MPR 75% ©OIf22 I|ESIUL, 482 switch¥t 3¢ X=%M FA7|19t HUCHH
8te 108 HOot, &3k (refill adherence)E USHAXIE(ZH|ULXf, FoiU,

F2 AC)0| J|xvto] BAGLCE

A M ol g
oZ nE
rlo

oo rr

H
N
JO
1]
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QSN GFBXE ASEO| WY O|2H D

Cantrell $(2006)°IME 0|29 IHCIS(National managed care
benchmark database)®lA 20013 7#£E 2002W 6&”IX|Q ALIIZF X4
13| O SSRIE MYUZ 18M o[ U2 JIZLE SfRY. 2F &hXpof| s A
71t QU XE SSRIE AHYW2 42 |ndex dateZ of1, oM 6IHY FOU LK
BANEIL YoM 22F Ee= AW D2 AL U= FE AR,
MPRZt LOT(Length of Therapy)g& #3t-2 249U =H, MPR2 Index date
O|F¥ 180Y% Oo|Yiol 2E SSRIE MYY2 Sx2] &S 180¥E YUe #°ld, LOTY
F2E Index date®E XgF3T EE 180Y oMo OfX|9F X{go| Ele UIX[Q
SN2 Ot ol XjgFH2 15% oY UAHO| U= FEE JRY. MPR/LOT
el &3 FIE EMOIUEL ol 180Y FU 80% MPRZ ZfX|HA 15U2t
9| X|zFH 2t glo| APt 90Y FU XEE X&t= WX 2E&2 FHIINY.

Olfson $(2006) ATIME 1996WEE 2001WMX|9| 0]2 MEPS(Medical
Expenditure Panel Survey) X&& AI80% 2522 X|g& AET 18M4 o
9] BoUZ EUUYOZE oUL. X|ZAX M 30Y oY FHI FLA M X[z

0UL ATOIHOU 60 FUAN FHUU FL, XE A &

rlo

=
Hu

rr

[¢]

w

s
EOIATt. MEPSY SEXOPA 24 671 $9 6819 Y QRS

of. 2$EE 30Y O XEUAO| Y2 FQ NEBFUCE AFOIHD, M U Y 0|
ol Yoo XBE FUY 2 31Y O X&Y 1F0F Uko| EMoHCt. Eot
g 30Y O YLLH XIS XA FIU FUU F L 31Y O 90% Ol X
BE FUU 2T 00Y O XEE XAY T U YNH SY L MUIA HIY A
oF B0 X[O|7t UEXIE HIIOILL,

Stein §(2006)°M= 0U=9 M= HEY = Us 3020 AZBEY HAX=
(2,500% oge mMEAXI ZerE)E UL XNEE A 2001d 7EEEH 2002
" 12 Ao HZ Fe2H HMYS L2 22 Index dateZ It FMZ YR
Cf. ARIIZE Yo xA%E SHHOPY Venlafaxine, Venlafaxine ER(extended
release), Fluoxetine, sertraline, paroxetine, paroxetine controlled
release, citlopram® ¥L2X Y2 WU, 184 °[4°lH, Index date °|™ 6
A FEQU X2 E W2 HMo| gl Index date ©|™ 67H¥L} o|F 1274¥ FO A
£HOZ HHUXAZ JXOI¥OH, Index date °™ 67} °o|F 1274¥ T XA
13 o EUFM(ICD-9-CM = 300.01, 300.21—~3, 300.30, 309.81,
308.30, 300.02, 293.89, 300.09, 300.00)°l4 2EF(ICD-9-CM
=296.2, 296.3, 300.4, 311.0)2 FUR SAFMZ [T L2 Ho| Y= MEF2

_12_
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22 ofULt. Index date °l¥ Xx7| 67HHZ FL2H AHg G X 1274Az 9
20|48 WYL EMOICt. Multiple medication® Z2 2|12t NYE FHQ &

kUL E B IS Adjusted MPRO| 80% ©Ol4Ql At HEE &3EE Ho
ot EMot1, H|axg@(non-adherent), &gEW¥Z(adherent, no change), &
S 8T WP Z(adherent, dosage titrated), &g uH|Z(adherent, medication
change)2 Ye F%+3To GE EFE °l801o ZF U ogH| g, FEAN H|E,

CHE oiu|g, FU[8E WO,

Hr

Mullins §(2006)°IX & sertraline, paroxetine, citalopram M| ZfX] 2FX|oj|
gt SA=FE=E FAPIREH, U=2 R N AFEY HX=E Y Xp=E (300
o] MEHXL TEE)E AHEotl 1999 1¥FEH 20029 6HMNX|Y |12t FU A
IR 422 M HYPW2 92 Index dateE 3t EMOIAC. G2 Index
date®| 4o|?l 18-64M|°|1, 22F XY FH¥UCD 9 CM=290.13, 290.13,
290.21, 290.43, 292.84, 293.83, 296.2, 296.3, 298.0, 300.4, 301.12,
307.42, 307.44, 309.0, 309.1, 309.28, 31I, or 648.4), post-traumatic
stress disorder X2t (309.81), ¥2 social anxiety disorder TIT ‘4t
(300.23)°| Y& WAZOZ BIUCE. EY Index date?t 2002 1Y 1Y O[MO|
o, Xyror HHFX[AHO| jndex date 180UMEE %A%t jndex date 30¥ °|¥
DX A& AO{OF 3t A48t index date 30 O|¥LWX| AMEJ HQE YYo= ot
Q. MZ NMYU+ 1.5H4Y MZ MYURRH 15¢ F § U 1Y Index
SSRIE O MgE=(refill) AFEY H&22 32 FAStL UMY MHHYES O
+ EXAE YYEM(refill=1240)2 & Hlul MOt

Bogner $(2006)%Me U= JFH£2 20 1x 2SS U=
prospect studyE TIoIAY. U2 DSM-IVZ|EQ major depression®l4
minor depression(DSM-1V  ?IE 37 ©°I& WESH HDRS(Hamilton
Depression Rating Scale)®d+ 10d °gold, %A 1Y oY F/4°l X&HE= 2
Q) XSS o Aoz 60Nl OJ40|1, informed consentE QXY FE0] Qo
0y, MMSE(Mini-Mental State Examination) 18% ©|42& gol2 i3} It
¢ #XpoIct MZ HEMHM U2 MYLZ EME Index dateZ O
F, 63, 9F, 12F=2 OtUH. W YOI MY of9 JHo 1F o
oM ¥ HZ ¥EoM 2 ASS MH{ oFH, 1 X0l 4N HZ ¢
AT 80% OPdel HH 2FFCZE Hoo}Ct. Latent ClassE F%oIq Z

classti®lM known adherence(80%°l *WYE <42 E89 Ho| 2ISH F2),

_13_



unknown adherence(MYE 29 iU TFA| FtXetord oFof It I|EE[X| ¢f2
3%), known nonadherence® Xto H|gn =3¢ XY AEFZ HI 2
class& adherence 37 222 H5I%tt. Charlson comorbidity index®l ¢
Ite HEsSH LHI| eS| 4ith Yes/No HEEA SIUZE YesE HiHOIHOH
FUrEo] A Footil O|F HLHSE SFAUC

Hunot $(2007)°M & Southeast England®lA 5712 1x} XIg7|&e| 178% 9
UXE QYL E ofRT. 18MOIM 74MI12] FI2ME M2 MYL2 HXZ, 20004
9¥oYM 2002'd SAMX| HO[E{H[O|A HMIZE HMU M 7U OJYof HL2HE MY
2 UXE WHoE oStRY. 43, 37HY, 671 212 follow-up S, &3%9

2T 2Th oY AR 2 XY AWM YN 2oy ol

nz

e ox
1o
rir

il I

ol

& 0

Rl

e

rir

M

|o

Hu

olo

o

=3

=

e H 118
k>~
N
=2
=
JiT
ofo
J
N
[
o
[
Ra
HU
o oY

(=]
o
e oJAter AoIoiM ZHOIHEX| oy
2&

Primary nonadherences(%£2%|

o ¥
oA

A
re
Rl
(11}
Jg
ro
o
8
0
oE
¥
oft
re
4> my

N -

oo
0% o

AJZISEX] &), discontinuation, recommencement(FHO|¥ 8F Ol
2 «oIstct. AEHQI(intermittent) adherencedlXe %92
H 282 X&0te X2 4isf MARS(Medication Adherence Report Scale)
E ZMIREY, MARSE 68%2 XI17|YAez XWoIN 58 XNME=Z HO Al F
H+7t 6%¥(ow adherence)?lX 30 (high adherence)?X|2 X3 UL}, °|

Al O|2% Hx=2 247 O 24H-HUAUCZE Jow, highZ FAEOIQY. OHX|9Ge=

o
Ral
I

2

9
JT
ol

adherence behaviourg #%3017| {18 prescription refill datag +XSIRY. 6
ol follow-up?IZt S WX HgUN B4
R, 474 o) refillgt FLE ¥

Sawada S(2009)ME= XE 2RE FHM Fe2H9 XL &5k

HEH 20064 4YRE 2007 3Y I $U MO OBI|UL YR WKE o

2 refill issue dates2 H|umd}
&

r

Index dateZ OIUL. MYIIEZ FF o8 MLWN(ICD 10 code=F32,
F33) ¥92H £AHE WI| MERQE 24X, G22H FAE LI M 67HY ool ¥
BAS(Cl: LM, JI2A%H, FEAY, YHYUYAT)Z T WX ¢ UX=Z oY
Ot X9| 92X X2 gt XLE2 M W& °lF 1, 3, 67HY AN BII=ENU
J_l_ d

1
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XL 283 UXE YE FolH.

Brook 5(2006)2 Y 2L X|Ho| kALEO| BXBt prospective cohort2 Xl
Wt AFOIT. 18M| OIYLE 22F FHO TE Lo YISHE FUSIH Index
date 671 M T FLSNE MYWAH Ho| g1 nontricyclic ¥$2HE Index
datell Xgior oo 2 FLZ YEHHUECZE © HEXE O9fistl Y = Us M
22 YHOR oL, 2000 4¥€EE 200149 4e€NX| 12t FOU nontricyclic ¥
QEHE Xyurop ofxo 2 M Y2 Index dateE % general practitioner?f

Yok AU T2 GIHYE HEOIHCL. &£3EE  MEMS(Medication Event

Monitoring System)E ©|801% 2HIE FU+(18—30A AU XHEEH SUH=
FUYH & ), FI FAULHYE HU+E EMSP MEMSE H %), FAFTMU>
(38 o1 ULX2E 2 HX| U2 E)E FFONL M K| &8 B FE2
Oxls 29152 THT 24 W UHT ZHO02 Yo

Van Dijk §(2007)2 @¢2H, D¥YSY FAETZOMONN v&SEo et A
AL BMoYC. YIEHLQ Dispensing registration database®l Dutch

general practice registration databaseg& 9A%t X8 200149 FO ¥L2
N, $LEYUAN = FFUGYOHE =8¢ AX 12| A W0 ofet Xrgor 2
F Ue ¥XE XA, HE3Ee ZIIFHOIY MEAS OlWoHX| ¥2 B¢ F It

X el oo FPEAD, =915 F¢ 2000E o] EE= 2002 FRI[0 N

WS FQIL @I 200140l AT 29| Mol Y& FLE Hootyct. MELS ©f
OYOIR| e FQBL CHYI T ASWHE ALGOIECE. 20014 UXIY Mye FRY
Xfof A R AYUKS AFOIHD(ND Myl FRUKE U 200240 HYE),
FRURCL AURL Z Fay

BEH MUY FEU AO[o £ FoTFS AXLY 2
Lt A= 80% ©lI%te] &3EE 21 UXE
Horgo|gio 2 ZtFot: FIF WY o ARoME 200140 EAE N FX[Q A

= x 2 oI¥G. H&23E = 80%E cut-off point
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2.2.1.2. IAF

Gibson(2004)°01M 7gAtge] <o M IIX| olanzapine, risperidone,
haloperidol®l W3 &HQQI A3 gHI2T HD  EMZ HASQAY.
Sewitch(2008)9 AFoM e PHMUEAEY AS Agd HEIEE EAPIR=H 1
U Q0T AY, HE, BTYH, I8, U0, E2=9, uSF, AL
ojuiof] FMAFZHZ FHY MZo, FX|9, 4E gl 4, 27 X, XA,

Positive Interaction Scale(0-16%H), HM¥Hde HE, 159 MEYM Fuol F2

o?.'. filo

oh qUE OFEX R, TEA, FUH AP, A R FU L2F AILAE U=,
22% 5k, HE WERUAR, 227 oY HE BUFM FHAR, AHF 92 &
QUSHAULE. 367H9 TYUGEHE FTULAOE EUSIYUY. Ahn F(2008)°1M et 2O
YPUEAZO EAEZEE latent class analysisZ2 2M% FokE U4, 28k §

9|2l Medication Possession Ratio, Number of prior antipsychotic drug
therapy attempts, Time to switch antipsychotic medication, Duration
of uninterrupted therapy, Polypharmacy? 57(X| &3& HHQAXSE latent
class analysisZ cluster22 &2f% H £4&3- S4° T2 & clusterg ¥
3oz gt H HZY OE Y FUSS HuIIRY. FUHHOZE X4
£E ZYdIACt.

Chodick 5(2008)9 AEE X5 i3t X|&£d(persistence) oAM= ALUH
2 AP, Y, BTYH(BE, UZ, AME, °1F), AFXFClAsAY 58, R

Ha , 84, =, ,
3¥), AH S22 HJYN, MNYFYHE XYZ poverty index(PIH4 S, WSXAH, Q3
UM, SESE, UA 29), B21™ MHBPXY U8R AR(NI, olA=tHe F2 o
X7t ot

O|RIXte] ZHQ OJAZA HFIIZH(O|US AHEY index date?tX])Z F7Idt

gk, 1YY, COPD, 357 Ol MY, Y, W Y,
, AIDSE Zu3t= Charlson Comorbidity IndexS %40t}
of i3t 3= HAE U Yu S(2005)°0Me &3 &

Mt B ot %G HULH, FULHL Urinary

re
rin
o)
re
lo
u
8 o gy

=

fa}
I
o]
off
oo
12
ma
=2
=

|
Tract Infection, H|9t, 2% skin infection, fall/fracture®l i3 ¥ 2U4E2
UTI drug, topical drug, antipsychotic, FL2X1°l gt AZ EASINLY.
Discontinuation® 3l Index drug?®! tolterodine topical drug use®l s
ME 29| HHUUAE HYD, polypharmacy, Y|, 2F =ZAAWTHO sl
Me ¥Y BEBAE  UHUAY.  Adherence(MPR>0.8)°  UidHXM&
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index-drug(tolterodine), index-drug(oxybutinin ER)Ol GisHA Q| A
£, previous UTI drug use, OAB/UI HTEo| s o JAUAHE HACL.
Van Dijk §(2009)9 AN F22H, u¥

o] HIEZEO UiRh HHLQAS MUY, FUHHOZ = 2UXPIL HIOJEH|o|A0 FEEH
oo HEHUHH(K70, K90, 1EY HL), UEYAHEHZF, ICPC-chapter PN
I8 dETLo] UAUEXE BOIAY, U0 gD AY, AH X|9of et
XEE W ozHY WH, NJYEHE EUSIR L HIMAAM O|FSHE onl 1
2M1E9 QUFNT of MAAUCERE OFH2 QAW U =29 YHTL UFU
oto] HIWSFRCt. EQF 2UXfO HFHHE LY, W{QXp £ XHHQF UM HESt=X|
o] qHE HUOIAULt, H[EZEY| S 80% cut-off pointe YLHo|Zt= Ip oo

70%E MEO O[YOR FHopHA Horgolool tish 90% cut-off pointdll tigt 2

U X=H, B EISFOH M 2rX

O A X
T, 1

fllo
114

U FHORY. Linear model2 ©|3%1% =W ALHLE FHH 4S9
o Aol AYPE FHIRL, ATt practice leveldllM XFf =2o0|WE & HES
FR0171 /%t Multi-level analysisE HAISHAL.
o) EOEA O
2.2.2. ¥ F%zsk
Y2 Xz X7 FHL2 OO o AFTUY oy UPLLANM TR, @

92Xo 2$E FYRL| Yot J|E FUBSS FI A ATUH LA YN
o o} 0

SO it olRO{HLl o2t ZitE AUHOIX|UZ FAH. FUEE(comorbid

medical condition) UHOZ Lo AgETet [AO| YX|U A, AgEel Xol|
Uit Zps TS| Ut Alofel AMSI WML MBO| NBL YHHOZ oL £
R SEC| WM YUYS FL UOE YN YT PN XY: YN Fo4rS
EE MO MYWLAE E@E F9I X YUT. Busch $(2004)2 HAYZS
HYOR ot Aol AS0| 5242 YLK FOALSEI} £ HOR HINY
Cf. £SEO| Ot FMH HE{HAS] W CFE Wgto] FBASEON CHFOT Hf Y

2.2.2.1. A9 A4YH g9l

rir

SOASEL ENOIL M WYY FAP| O3 JH| 29U HTXLGo| ojsiH BN
Q 20}

o
P2l doiME TRt 2910] Xgotl AY. Lingamit Scott(2001)e &% XL
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92X FOFASEY| PYL UAE ALY L FHY B

9] oM, ARRH 40| £IEE AFY = UKol UM RR AAZU UWgol £
Zofo] £33t ZES Y=P| @l ST
1) 8, 99

Frank 5(1992), Peveler §(1999), d%¥4 5(2002)2 4o TE +3x9
X0l WAHY £ QUG OfAUCE. OfX|9 oHH Yo mfEf ¢Y2H|Y =3k, £ XA
gof| xto|7r Uty HuskeE HIRPE A4 Isaccson F§(1999)% van Dijk §
(2007)2 %ol B¥EY FU=3ITI 2 o= H o Ay Y9 LUHE F
(2008)% sawada 5(2009)2 AFYME HAdol ol HIgH £3&=7F =0l Hi
oY, Demyttenaere §(2001b)2 X9 Z¢ A, AMAIF, 715 219 M
0% B #8EE =Y + Ues WH Y2 IIE T2 Y CIE Y = U232

En L
Cramer(1998)& UO[7} %248 M ARl Hjef 23571 QoD auryoz o
N QXD oY AL UMEX|E =TI HIOYCH UM 5(2002), AHE
$(2008)2 ATOUME AFO| FIEOl WA ST} FIOHe HOE HIOICE
Sawada 5(2009)2 S#8| 604 OlAel UXISOIMY £
UHHZ |saccson $(1999)9 AFME HHO| YL FHLSEC| FYL O]
WAL,
2)

a |
S

M

A
e

JHo

Olfson $(2006)2 829%9 983F WX ¢
2 AS4AZO| We A0 YQLNE XJJo| FEOH: FYS HATD orHLt, ofx
(2002)2 AFOIME Olfson S(2006)% Y er2Z0| £24

=
o
| 242 WoeN 2SET We HOB eyt

Jjot

dn

nS

[e]

923 MOIF HQUX TL WUV HAUXO| WRAMET GOl Yt Sorr
=2

o
o
GE24l Demyttenaere §(2001la)2 F/°l Jet AXPIF X|goM Y Ip5/dol



QLN FEXE ASEC| WY OJ2N NN

=0 oron xud Mool FQ &3E 86%°QUY| HISH XWi Mt 76%E Xto|It
USE BB, Olfson §(2007)d Ad= §(2008)Y ALRAYME FUSA LE
Bt & 92701 I XM g2H FA+IEI =UH. °F% §(2006) 9
Al oty oy g2 58 FU UXE 67U AT AN 2270l HYE K=

¢t Odds

FEH FR2I FU4&SE0 F¥S UG Bagk ARIL o ANY(Anderson
& Tompson, 1995; Fairman &, 1998; Tai-Seale &, 2000; Lawrenson
S, 2000).

Tai-Seale §(2000)2 2,000%2| &X HAXNGEE B4 Al TCAH FL2HE
Arget 2XIF SSRIAIES A F9HEN &35 HHO Stk o2t A A
£ Isaccson §(1999), Lawrenson 5(2000), van Dijk §(2007)2 49 &
X|ote Zato|ty, EIF BFH Andersondt Tompson(1995)2 629 ULAELS HUE

ot 21t SSRIPH TCAA U=2EH =3 =2F FU SHX|T 1 Xpo|z Of¢ Xor Y4X
op7F 4 3FUCH Hotopf §(1997)= HIEFEMOl ZuE FoH ©l2%h X2 X0l
M2 TCAE ArSUCd g o=t ot Ad= $(2008)9 AFME
TCAY% HuWE T  4HE A1t  SSRI(Odds ratio 1.807),
MAO-B-inhibitors(Odds ratio 1.747), SNRI(Odds ratio 1.462), ?Z|& %<2
2X|(Odds ratio 1.308)29 F%4x=3EQ XoPt HFE FAXCZ {SAH.
Demyttenaere(ZOOS)E M22 22N 3571 0 BasiiY,

O|F Be2Ho A2 =3=IF XO|E HOl= A2 FL2M U429 74E, §F

f

o

A

oF grHEo| XO|Z J|QISt HOZ =2 4 T} Thompson 5(2000)2 TCAH %2
of Hi#| SSRI %89 A$EIt £ Ol B AV OUESO| WI| w20t
EQIT EY Cramer S(1989)2 A$EL MY ool J4 BUET| HCH:
Hure obgol mgulio RO YLD MIBIYCE. WapK oFZo| Sojuol Mol

=38 MUAMRHE AFELSO Y (Masand, 2003).

Hunot 5(2007)9 ATOIME 18-744|2] 178%9 $2% FAVE UXE HA0R
GOSN XY TP WOl YN FAAZEC| OfHY FYS UXEXS EHOIY

_20_

fou

1ION

IDJY3|D3H paspg-a3uaping |puol

gojjo o

aBvw BUIIBIO
UaDy DUIIDIOC



E I e

(=}
228

4. 1 Z Beliefs About Medicine Questionnaire(BMQ)2

gt 22 (Odds ratio 3.30)2f, ¥L2HE =89t
(Odds ratio 1.65)° ¥92H 582 FUol

)

1 Xy oier ™

L
—_

ol Q0B

L
—

| N Manal Fui aro=hertc d Haslth s Cnlles
National Evidence-based Healthcare Colla

PN 5(2002)9 HFYME ]

= 5 E:Is_
L 5 .
o o iT 4 mo
_ = B3 J Ro
N . B M2
OF R P
.._M o ~° _._J_._ _w_o
o P oo oy
o 2 I g o
—_— o]
ko ° u oF
oo ol &I
w.m m° [l ._o._m Tt
Ke & © o
- o l
o 11 11 of ©
~ = H .__AI g
= oxﬁ > SIS
O o T
S o H m o
_.__O ._.Al Ll_._ C__O _.___O
O o ©° =
c g M N MIW
S o 2 —
o o [
S5 < ;
s % = oy oW
R A 5 °
T S
et m =
° U ol ~ ._.A.O
ros 2 o
B wm oo
e U U
RT o m._lw . 0 °
R & W = &
W o T ~ ol
ol oo T ™ 82

1

T
oo LH
Jo0 oo
)
o i
s U
o|J m\h
S
o Z
8 r
Uo X°
_ Mo
@ of
s ®
X
< &
s
g Ue
o3 >
o
5 K
I xo
T <
W T
ol g
<R
o
W
D 0
X or
2
T
3 O
R
5 -
of T
Ho Ue

boratin

g Ag

Charlson

L=
—

& $(2008)9 AN

ojgt WAL LfERLX| of

ol

HH

off H[ch

oF
M

= #XtSo X7

5(2007)Y AN

£, van Dijk

d

22

OF
=

=2
—

(2002)Y AqYM o

=
o

eIL R

4) & YU 2

(1999)2 %=X=2%

=
o

o] Aol GisiM Croghan

= X=7

o grop
(2006)9 AFOIME HA|Z

AITt oL, Tai-Seale
Hopx|ar Moxlg 22 JfEXge T it HF A

IHYL ¥

L=
—

=
o

It 8RO Qlfson

(2000)2 BUX =

=
o

ayrr E

L
—

oM JHUX=
TIF 2294 ZE22 HASIRY.

=
o

Ix|2

4l

g X=o oigr o
(2009)2 SQrAtKN|

o] 4&

(2007)2 YQSX| URS

=
o
VIt 248 Y2 £3=71 RHL BUSIQAY. Sawada

, 2008). Hunot

=
o

=
o

benzodiazepines?t 17H¥™ FL2H A&Q X|£’d(persistence)ell
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It e ALE YEHRHRH(Odds ratio 2.14).

2.2.2.3. 7|89l

=79 Y S840 X g0 T XA H
AL, Peveler $(1999)k %2

T2 UX[=Xo] gt EMS A% n|

TIF 3999 Ao Yt FES L2 Y =3I 63%(0dds ratio

HH xo17r Ye AL HUSHAT. oo H|g| FE QAUMFo| FAU&EI O

ojStx| QQITh. EYH CHINX X|2O| XF, BB YOS o
X

N
3

Hu
off

oo
am ’
230 Uit DG 5O XY FBXRO Uit ASEE FolTl Y Ay o
Lr
M

= A2z UHHRH(Katon &, 1995; Lin &, 1999; Katon &, 1999). E¥%t Lin
o

$(1995)2 @At |8 £7| 1HY FO YLLH BEYHOIL FAO| FOIHE %2
FUOIH of ETHE WSS WS FQO| XAMOZ YOLHE 2§Y 54l U1
SIOB Katon $(1992)E 9&5T 20| W D2 Ho| We 90| A&
£2 HOE wuergLt,

w
=
on
flo
o2
4o
Mo
=
Jr
ofo
1o
™
N
o
"
=
rir
J:
h:
re
=
1o
=
of
o
fllo
ns
rir
)
[
of¥
ri¢

A
AYe So BATIMOP HY KR
X2\ §FO| MU P YOI J|2oPE, ol oAt Quol mE HE

AT SOl X0 QIS HY 4 QUTH OJASt R FS WAL AEE FIMPIE
ol Bultman®t Svarstad(2000)E UNOIALS AAS WAO| §Xto| ¢o.gxXo|
oF A XA opg DX QUOT gxfel XFof Yt FWH ML wM £
SO Y% OIICHD SIUCE. ©f Y1 Hunot $(2007)° ATOIME HLeH| 285
gL 2 ASET WL MO A HEY TEEQ X QOB LERTE,
Sawada 5(2009)9 HFOIM YL 2§ FUC AES 63.1%7F OAtet 4
o Qo] U HOF EATIUICH TP YRISL AN HTh MUY AASS GO
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H
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=

2
ol
N

HMY IHs4ol YTk Van Dijk $(2007)2 HIZ xYxte| SXo|
£ QICHE APAO| OfE| PPMSIX|E X|SH HyXte| oy

of THYt XIpMOI ¢1o] WRAL FXOIUCE. Et Fairman S(1998)2 QLN M
ey 3E

ot ATOIME OARYL SUHOT ForASEC

3) ArYIT QU4 Y X%

Bull $(2002)2 ZTHHI $o2H 2EFTo| QI FP2 oD EBhorY
Oh. & W3, olE, A8 FWY URSO| JTASO| HY| FUY WOl &

JtEel XX ASE FHHYU FUS FoE Ao,

YUK S AU Yol Q85 XZo| YO AT
2 ZEOIL YTt Sirey $(2001)° ATFIN 92F AAUKE Uy o
oIl 65N D YXIE AFRIX Golo| THYF QI ©f BO| Of1 QUOm ArYH Yol

GEXE FEULUY AL 654 O AJAMYU FAAH HEHTL HOSFRT.

QKO HATYO|

L

o
FROIME Q2F0 Y AfYN QA FHOT HASHAI|I| YoM LIS T
O o MY WA WIS ¢ Lurol w2 s

3, B Y Y LN Uit HE

o Wopt UUTH(Paykel 5, 1998). WM 9250 UYSAO| Tl §xt & oz

15 B TR AE X|U AlAWO| 83 Ot &g o & QI I|EIL Y
o

2 L
SXIL J1E, OJAre] EOM| Yt EjEI} ASEO| ¥S UA 4 UTH(Frank, 1997).

4) M¥H 2E

Esposito $(2009)2 AROIME X LM Huo| YojMel US| bl
of %y olg FYO HZ XTI Qoo YYS UK HOB IAEUCL § FL ]

SEoP| Y o Me $XhE0| 159 A Y9eN AgE XAos HOE Ueny
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QSN GFBXE ASEO| WY O|2H D

2.3. §%=sk:9 FA4H uH

FUEIEE FHO| Aol T X HIL IHYEY AGEHD UY. Hess F(2006)
41 MEDLINEZ A0t 19904 1¥9A 20069 5&MX|Q] EHS HESA WF
Mol HlojEofN ATt *Zk(adherence)E ZHots WHE DESIACE. o[FA
BEYU t22RE EYEIEE FYOe U2 7I1EY X828 X1 ForYg + A
™ol Ao
<E 2-2>° FUAHZRE oM 117X ZHYHZ HASIR.

Hess §(2006)°| 23 FA&FE=E ZEHT o =1E HESq 48 &3 &
= AMESO] HlW3 A, CMA, MPR ¥ MRAZI Y% &2 H%OH, MPRE G2
EQudbn =2 FE YEWOD S patricia §(2006)2 E%&3Lh
(persistence, adherence, compliance) ¥ X|&X|&M (continuity)°l tidt o

o XIEE OgY HAS $OIO, FALSEE HOIOPI| YU YHOZN anniversary

o2

rir

"

models, minimum-refills models, refill-sequence models, proportion of
days covered models, hybrid models® 57X ¥#HZ HASICE. Steiner &
Prochazka(1997)°14 19694W 1#9M 1994W 6¥NX|9 F®Z HEY ALY
refill compliance® =% i) 28%(compliance) H42 HI(HAHAQ O|HH
=), i) refill A E PRELAAY oFAA), i) XA 4SS AHRY > UYe
JIRE B otYEr X2t O|ROX|z FYU gap ARt UHY HI%te FHWEA Arg,

o 3ILX|o|| os| SABHECED BRUCE,
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Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

H 2-2, 2=2%(adherence) X0 AIRE dhH

HEH A Z
od o
CMA  SXZNUS/=H7tzio| 5t FHARDIZE &8%
. . =x7|7te| HIRSE,
CMG  ZHMIEIX| 42 Yo Bl/=AIZHZ0| & oxL goz 3t
[== I e — =
o _ _ _ EX7|7t9| Hla8k
CMOS  (EMsiX| pe 24l BexuE weol B/mwRe g L Lo TR
o S

XEAL0[2] 7|7t

CR (HAZENY-21E ZHY4)/(ZSHETY-XSHTLY)*100 ro
|_O
AL =t Z+z49]
CSA  X{db U/x{ut 7+A A-z AIIRte| 7+49|
o
— x| Z=EX20I_ OS2 0\ - X d|olA x| =X 10| x{10]I
DBR 113:(%—75-'0’8‘_!"‘2 X‘l.:.’é‘_r"e) —Lx'ile‘r]/(—’s-lo’é‘_r"e 'Il:’é‘_r"e)} FF| ‘i‘%E RS
MPR  ZHYU4-9 BHE7|ZH| H(ratio) ASAIE HIE
MPRM ZH|Y40| &t/(OtX|2bETU-MSHTU+OX |2 HF710 5 MAE 7|12
ZHL4)*100 st 3 HI8
MRA  (ZMY42| &H/H71712F L4)*100 My =S HWES
AES AIESH Y49

PDC (M= L4/Ht7|2E L42)*100% T1.02 ZcH= &

goh

o

==

d HO
H—|H?_—E

[(RIZH0lMoR ZHIE SAE/SIR0| HLE 2)*100)/FZt
23 AEAOlol 7ol & Ys

Source: Hess &(2006)

CMA: Continuous Measure of Medication Acquisition

CMG: Continuous Measure of Medication Gaps

CMOS: Continuous Multiple Interval Measure of Oversupply
CR: Compliance Ratio

CSA: Continuous, Single Interval Measure of Medication Acquisition
DBR: Days Between Fills Adherence Rate

MPR: Medication Possession Ratio

MPRm: Medication Possession Ratio, modified

MRA: Medication Refill Adherence

PDC: Proportion of Days Covered

RCR: Refill Compliance Rate

RCR

=350 fPot= Z¥XBEE Medication Possession Ratio(MPR), Measure
of Adherence(CMA), Continuous Measure of Medication Gaps(CMG) &
O] Utt. Medication Possession Rate(MPR)E ‘@WQ2NIg £ W J|1ZH(Y)/H
H X&X QX AFgo] TR J|1ZH(Y)’'E, Andrade F(1995)2 HuUAN| FoF
£SEY ittt ol AFYME EE(%)E YEYE MPR X|E 80%E J|1ZC=R
poor/good compliance2 2ot df AT, %3 2yt AZFEHEMAIGIIANM 5

_25_



Y HR(2008)E MPR 75%E &8k9 J|Z0=2 %1, Sawada 5(2009)9

HAME 80%E ZIELZ oAH. o2 W MYMYS LZ Y(multiple refill

measurement of adherence in pharmacy administrative databases)

CMAE M9t HolM a8 42 UM+ &3 HMYUAH UW+2E UE Ae

2, HNY AAZ MZOp OO HAY Afoje] UB &2 Otf| d3Y o|RE YUY=E
L=

UG, CMGE #X7t %22 L{0HK 2 21Uy AH|ES Ut

X|&/doA HIMBEH| ArRSt= 20| Definition of continuous medication,
Permissible gap, Time to Discontinuation, discontinuation date,
Proportion of Days Covered(PDC) &° Ut. Definition of continuous
medication2 £° JdHE HAXQl %29 Ho|Z WUt Permissible gap A4S
9| ooty E£4oIM 120 He X&gS A0t XNy 2te] £2IpI|2 3 G
HACILt. Index data®t *E& discontinuation date 79 ¥, ¥, Wk £E
Time to Discontinuation®|2f 8t1, discontinuation dates 3823 WoflA <F
2 APt MIPMOH  olTXYol o8 I|HEHe AHFUSE P,
Proportion of Days Covered(PDC)E %4&9| MM ZHN|ULE HII7|12H9 U+ Y
T AoE UEZ A3 U9 HiZO|G,

2 g9ME ol XES Jt2H HAXRE AEOI9 &3 k(compliance) X
B2 MPRZ AI8310] 75%2 &30 75% O Ff 759% OFdQl &2 LB

—
golstyl, X|&4d(persistency)? X|EZ 22F 429 24

1o

g X&% BF IAY 90
UL J|FOZ OYS U AL XAOH: FI XA 9 L HACHET,
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2.4. $9EH 235t 285 Mol UxE ¥

Hardeveld §(2010)2 HHX F¢1&Z Sl =2 ¢2F BoH(MDD) Xz ¥
e ol M 2922 =3t DX} PsycINFO2L MEDLINES A48t MDD Xjte]
olEL oF W iR HAHY FTHOEZS SYWOIAT. 1 Zy, S50 JUEA9FE
#3oMeE MDDY Xj#o] e =UoH(5H ¥ 60%, 109 ¥ 67%, 159 ¥
85%), Ul FLo= © R2(159 ¥ 35%) A= UERH. X}, 2254
°|¥ MDD2 Mo UCM= O oMALQ; FHIYH TUNFTH Apot T2 UYH 2
Qlo| I FATH A FHAQ NOE YEIGON YEH, AZOAR, A
2 UFFAEH 222 XYL AUC| ge A2 UEHFRGH.

L2F o #XolM Y HPXE YU QU It X|EZEOoF & XgYHS 7Y
A%t Geddes F(2003)2 MEDLINE, EMBASE, CINAHL, PsyclLIT,
Psyndex, LILACSE ArgotY gXdxz°f W3ot= X&X X|go ot g2 T
H AE A7Y HAHN FUHOERZ AL STE 31909 FEY ME AT 4o
(4,410%)E UHLE EMTH 2L, X4Xo2 Y2 SNE 58Y 3¢ X=2E FHUAH
O 25 THESC|l 7097 R YEIF2H(95% Cl 62 - 78; 2p<0-00001), H
2% (placebo) w2 FAHEES 41%= YEL guSt(active) X2 HEUE(19%)Y
T XOIE HRG. EY, XAMOZ P2HE S8 HIXISOl Y42l HtH XHuH
O oE olgo <3t FH(withdraw)©| #M WAL (active drug 18%, placebo
15%; OR 1-30, 95% CI 1-07 - 1-59; 2p=0.009), X|gzilts &3 X2
M H 3 YEED. g92H X4HQU Xge 27 HUAHS & 2/3%E ALA

oW, ol 22Xl MY AH, FXHY FZE(randomization) MY X272, EE
Yo UFE Xg2IRMfs I TS UX FUYGH.

Soares-Weiser §(2007)2 MEDLINE, PreMEDLINE, EMBASE, CINAHL,
BIOSIS, PsycINFO, SCI, CENTRAL, LILACS, grey literatureg $tll %34

ol xwerxio] tf3t SX|QYOR ArgE|E Lithium, Valproate, Lamotrigine,

;

o

oY

=

I

1

oF O
=

fo

my

fllo

Carbamazepine, Olanzapine, Imipramine, Quetiapine, Perphenazine?|
0ot xjEoy RoH(RCTs U+2 HoHE HHEUY. 1 ZM, valproate(OR=0.32,
95%CI=0.15-0.69, p<0.004), lamotrigine(OR=0.69, 95%CI=0.49-0.95,
p=0.02)= placebo-controlled trials?fQ| H|uoA 2F oo =} U= A

o2 YUEHFHOH, MN=E UHuYM SYX|E(combination therapy)®°l AHg&E1
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QSN GFBXE ASEO| WY O|2H D

ULOE BFOID AR WM thYt PP Ay IFHE YA

QLN M3 923 AL Wof(remission) ¥ WL WXo| TAHMOIX|G,
q%0] A4 SARNM oL FE XATX, UMAH YQIH FAY MY YK
AYWUE H O oWACS 47} oL YE UXE UMK YTt Kaymaz 5

(2008)2 MDD *|29 X|& E: &X| THIM SSRIsY TCAs? X5 (efficacy)
UofH I f3to] MEDLINEZF EMBASE, Cochrane LibraryE ©|-§3t°12007d 5%
UMl IJs¥t BE  published randomized, placebo-controlled,
double-blind clinical trials& ZAOIRL. ©f I 548 DA Hli(remission) ¥
X SAOS RFE A4XE 25 EENAG. 1, 2% XgFoM HEoiT 307 A+
4,890%9 HTOUXE o2 FMTH ZY, HY2H X DACIM HLUHHEO|
placebo?ol H8 WUCHOR=0.30, 95%CI=0.25-0.35, p<0.001). °l=
SSRIs(OR=0.24, 95%CI1=0.20-0.29, p<<0.001)¢t TCAs(OR=0.29,
95%CI1=0.23-0.38, p<0.001) ZFoM [T =AW, X|& AN oY
TOE Woko] Udct, ESH XL omAE EXF(OR=0.37, 95%CI1=0.31-0.44,
p<0.001)7t YU oMAL $Xf(OR=0.12, 95%CI=0.06-0.26, p<0.001)Hc}
SXDA o|xo] H2H=E QA Y (protection)HF FOYBH| ¢ WALt O[H o
mACol o @E2H FU* FE LH Ude /AW HBEIZo| wASIAL
(meta-regression coefficient=2.15, 95%CI=1.01-3.29, p<0.001). T2t
e omACofMe ZXAH %z FHZ F2M MY uTAE RFA =Y
(OR=0.32, 95%CI=0.27-0.38, p<0.001), °|& CtF(multiple) °ILAE ¢x}
M9 &=XHHQU  4EFTA= XO|E HAH(OR=0.11, 95%CI=0.06-0.21,
p<0.001). T UALoM= LEHAH AFFCUY =XPHQA AEFHOA U 2 X
o YNey, cC1of F=° e  3IA  YEHEH(abrupt: OR=0.10,
95%CI1=0.03-0.28, p<0.001; gradual: OR=0.19, 95%CI=0.01-0.87,
p=0.032).

Glue S(2010)2 UHEEMZ Tl < @€l (double-blind) 547H (Xt
9,268%)9 placebo-controlled AN 27 MUWX| TS FIFHSHI| ot
UXIHQl 27 2T subtype®l HYF HAIH FUHLEZ AYOIAUT. UXpHQ
TSHHNEE Review Manager version 5.02 A8 UZD 5o MUE
(ORZN)Z ALIOIRCH, 48 FAYHS A8 AMUE ORUD X AY, A=
w(drug class), MY AAR % X229 FFLE UM ZAOIRY. &4 B

=1 a
HO g2H XEe HES FHP RFUAH(OR = 0.35; 95%CI 0.32-0.39).

1
o
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QN FHASES| FYS UXE RALY X FHY W

B Aolds My HAN SHDMO| Uizt HAX 2H DAL Foto| % 42F Ul
=

Ay W 2| FQ GO[E{HO| AN YLLK ABQWO| TS My HHH 2 H
MOPHCH(E 3-1).

OII

H 3-1. 88 AN 2oi0Ee] MAXN SeindEs st Il F2 AT

==
T2 =oigA ZARUTI
= H2|0tH= http://www.koreamed.org
= SEEL|O|E{H|0|A http://kiss.kstudy.com
= O|SH=20|0|E{t]|0| A ZIAY http://kmbase.medric.or.kr
=l o« HAMAZHHMHIA (PRISM) http://www.prism.go.kr
= 23| = A http://www.nanet.go.kr
« RO AT http://www.dlibrary.go.kr
» SI2NSSE™EEY (RISS) http://www.riss.kr
= Cochrane library http://www3.interscience.wiley.com/

- Cochrane Systematic Reviews Database
- Database of Abstract of Reviews of Effects (DARE)
- HTA database

29| = TRIP database http://www.tripdatabase.com
= CRD database http://www.crd.york.ac.uk/crdweb/
- DARE
- NHS EED
- HTA
= PunMed Clinical Query http://www.ncbi.nim.nih.gov/sites/entrez/

I F2 HoJEHo|ARE 2o E(Koreamed), SH&HIOIEHO|A(KISS), ot
= 2H|O|E{H|O| A (KMbase), HHMATHHMH[A(PRISM), ZYTMY, ZUFY=MY
AW QBIANHA(RISS)S YQUSIC. 29 HOEHO|AL Cochrane Iibrary,
TRIP, CRD, PubMed Clinical Query? ZMZ MASIL, HM2 2010d 4¥Y
30| 3 OIGCE XA3t HMHMBL <HZ 12 20| H|A|SFFC
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3.1.2. ¥ Q=Y UYEH

SUMY 7|22 <E 3-2>9 2T AFOXAL HHH SUDL AT WY

: y
U, YQ2NS H§Ot 925 WAE UAIOR ofyCh Yoo o429 % 2 H|
IE 2M0Z o0 27 IO U ARE TEOIHD ZB(outcome)ZE %)
ul, SUASE, WUE, FOF KLY, NUAE, XM WA 5 ECF GO HF FYX
EE EUCIUCH E9t SRAME AN BaX| WEEY M2 YNOZ oy

MY JIE0| W MY SHDE AR OfY FQ HNOIED, $2F WXES UYL
2 OIX| ofe FQE WMPBIHCH(E 3-3). YOeM o%Eel % U AWE Hlmers
HO|OZ Bl HIDIL O FQ HOIUTH FAT F UOIM E B HIE
ool soIX| OO Hejets HOZ SigCt. E3t % ole] X|Zoto TUAE H|mo
it ob27 MFH|DIL ofY naivedt HIWL ZPHHIWMY FL MIOIUTH. LISX

X

St BN EIL HAEHO| UK ¥ FL MYUCIHL, NAN SUDMOM et 1%t

Ao TS HFEM AVE HABK S F

WYX ofe FQ MBIYUTL 2O TQ AW} FEIS FS AA| HYSrHLt.
=gots 923 WX ojYos MU £

=
Of, HAW, kOl 5 SY YUFE GYEO Y& FQ BE IUOIYOY HEF, YN
OI

1 FLE MU, ZIER™F(dysthymia)ely EI|¢y 225 (late-life
depression), FAIYH Q2F(psychotic depression), X|&7F °gL 2&F
(treatment-resistant depression, difficult-to treat depression)22 %YoH
UXpe ZUSIRT. &AXo FFEO TE BROT UXEE ZUSIRY. mato] FQ B
(Hamilton Depression Rating Scale, Montgomery - Asberg Depression
Rating Scale, Clinical Global Impression scale §)& Ar8%Iq #9224 X|=
2 QA% AF B2A4E =2 HARE 2O HitiMe EHEHA alE FR/OP| oL
2 HoorRtt.
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Q2N SHLSE YL UKL 2

H 32 2N 7I1E

AZY X BAHE Bt

= Aol

Study design HAX EsAnEt

Patient ALEHE =2E5t= 225 =Kt

Intervention SILE2X|

Comparison AR2H 2 27te| H|wHT

Outcomes ;*Hg;l(su-f TZ_OE(adherencF dlsconrtmuatlon)

relapse, recurrence), XHFA|E, KPaAMZE

7|Et SaEMpeer-review)E A stEX|of YHE M2

H 3-3. =8HHA 7|1E

CESECRCRCR=RORCIIr

HAXN SsinFE A7t ot

iAZ0| R2F X7t ofd

RSN AdZ7E HlwIt ot

oF=7t AIFH|w 7t Ot

e ZaHoutcome)7t MAIE|X| P2
ZIE52M A0E HMAlHK| ets

Tofl ZetE F90| HEGHK| 42

o 19

I'

3.1.3. XIg8 =&

ABESLS HelES YA L2t 4 P ATXK(PIY, SHI, SSI)7t SUHOE 4y
2L WO AYEQUTL oA UKL ofHe FS

g oYU MY NN SUDY 2¢o| U ATSES

goloHn, MYIIZEOE ARCXQL, Uy URZ, FM, AUNEE FHOIUC. WY
HlojEiHlo| A, AT MY, WP £, o HAuE, ol 1go|Y

AH
AH
I2E HM I 52

LOISTUTE, YT AT} UXAE LQABLE,

Moy MAMSHDMY EW|E WN AW, WL, B 5HY X4y

(discontinuation), &2 YR, %4&
NADs, NADs2 TCA M| 7[X|2 Yo =l

SMQ ABOtI, JHSOIX| O FQ ANB] J|aots A

=~

2 ZF A2 2 TCA2 SSRI, SSRI%
0 ol IHse B HiE

X
2 oIRY. SIH1ELR EF

oT
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MY HAXMZH AR HYI= Ml BY ARLXK(PIY, SHI, SSJI)?Zt 22t =¥otd
AEE UNO YAYUKXE OIF = A2E OIAUC. QAUXI o2 FE HI3X7t EH
=259 oS o|FUL. TP EH= HANIUOLEY H2 Bt =AU
Assessment of Multiple Systematic Review(AMSTAR)E A&3tdH(Shea
S, 2009). AMSTARE % 1191 ¥32=2 o|o(Fom 2t g=° Ois o, oYL,
MY, Mgedoz Boryd = AY4. AMSTARY =2 <H 3-4>9 Z0.

H 3-4. JAXZSnE 2EIF =7 AMSTAR

AMSTAR &= =t
Q1: Was an ‘'a priori' design provided?
Q2: Was there duplicate study selection and data extraction?
Q3: Was a comprehensive; literature search performed?
Q4: Was the status of publication (i.e. grey literature) used as an
inclusion criterion?
Q5: Was a list of studies (included and excluded) provided?
Q6: Were the characteristics of the included studies provided?
Q7: Was the scientific quality of the included studies assessed and
documented?
Q8: Was the scientific quality of the included studies used
appropriately in formulating conclusions?
Q9: Were the methods used to combine the findings of studies
appropriate?
Q10: Was the likelihood of publication bias assessed?
Q11: Was the conflict of interest stated?
A2 ¢: Shea &5, 2009

Yes

/No

/Can't answer
/Not applicable

3.2. g4+Z1

3.2.1. SUHPM % MY Zy
FUi F2 HOEHIo|AN Mo HHH SHUDY SHAMAN FUWSH 1,9582,

3SY 8,243202 F 10,20120| AMEUCHIY 3-1). 2H M2 uoto]
1% AEY 27 FYSY 0, IYLY 10620 MYHYD, XZO2 AECLY 124
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Aruaby BuIIDIOGD][0Y) AADIYF|DIH PasD-2duUapIng [DUOIIDN

A0 2xt2 MHFEHAY. HFHOZE YUFS HAY Zdt 100AUO°| K= 2420 HH
HUH. UFEUS <BE 12.3>9 HAOIAH.

ZUf X 22| CIOIE{HI0|A HMEHS: 10,2017

= 2| O 0|E{H#|0] £:1958H = LH olo|E{Hj|0] £: 82437

The Cochrane Library: 407 . Koreamed: 29471
Cochrane Systematic Reviews: 2. KISS:7,018H
774 3. Kmbase: 171A
DARE: 2964 1. PRISM:210H
HTA: 3474 :

TRIP: 114 A4

CRD Search: 553 A
DARE: 249H

NHS: 277 A

EED HTA: 27H

4. PubMed Clinical Queries: 8844

1A HE =

(Fol=e 1067, =Sk 070

235 i H|: 100H

ReviewZ} ofY: 14H

C&F20| 22= =HAPF ofY: 14
SEEH HELL Bl W7 obd: 60
12}:_?;_7'_'- ElIx H|—|j|. OI-LI 4;"—|

sl & outcome0| HA| L X &S 7H
EHEEY B4E HAGHE ES: o
HTofl =Z5E B0l =6 B

24t ZE 3 M

e = o

= HAH =%

2474

a3 3-1. % AAN 2HDEo| 2 MY



Mol HHE SE A

-8

27t XM HII} ofY FQE 4ZO|UC, & ATO|M LQISHNXL st AT} ot
9 7, ZWE YFMOE W NFEMAIL HAEO| UK %S FQ 90U H
OfITH, ATO| EYPE 2HO| FHOP MAEl UK ¥ H 1A, FHEY 4T

HAKIALQ O S| <22 1240 FA|E|O] YLt

=
o

2
L
=
ria
r-IIJ
JHJ
Jhu
rlo

3.2.2. 259

D2EZE AN MHAPSIRE 4E°| A (outcome)E EUE Tt MU (relapse,
recurrence), £%#3k(adherence, discontinuation), XMA|L, XpAAEZES %
3 MPEUAM HESIUC. =D, K| oitf HASIUZ W HDRS(Hamilton
Depression Rating Scale), CGl , HAM-D, MARKS § E3& Agoto] U% £
ZolM FIPt HRE u(response)d l(remission)?t Y= ZHOER H HIRL
UUL, HATH HS X2 HME HoIot s mofgh APE UYUT. FoH I
o s HARYE Ak goly &+ UARY. FU4EIE UdMeE &3k
(adherence)& QI ¥ AF HPYIUA= UL, AEFH(discontinuation)
2 ZNE goIvt FHUO| HEES XX|St{M o] HUE TE RO XAISHACE. XpaAY

L[

243 KAAIEO| ToiME 1719] SHO| AME|QSH| XHAo| Y HES L9t 2¢Ol

--

X|A|OFRICY.

EH HAY SUDY ATOM UAPHUS EYOLD Y= WEIL oW S Hols

x| goIsty| isto] SUA4IL IR Be TCA SSRIQ %EFU(discontinuation)

of THYt UXAT Efon B2 IYOIUCH(EE 12.6). TCAY SSRIE HlmYt 2%
[}

Y 1620 oisf =AY Zar oF AFIF ALY 929 1X HFE XS US 2
ARG, DY 1XF AHE S+ EUOIL AYIGEE ERH AF M2 FX s B8
of ¥2 S «UY £ UUH. M o JfX] FHUO| HHX §E FHY ZYS XY
Ot UG THOI| oHUG. R EWOl EYUOIL U= 1A AH9 EWALE &
¢t Z0F 1980 =4RoM A2 2006'ATX] S XU AU, EHH AL
oF 1xf Aol BAQE ARIf FUSHH| LXK 2 = U=H Ol HRSHUANM o
E% Y (discontinuation)® gt ALUUE T2 HAOIX] 2 FL TN IYH FHS
SERO0E YA HEoIH.

TCA, SSRI, NADs M 2l o3 212t & 2 HWE ", &&=, Xy A 2
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3.2.2.1. ny

TCA% SSRI9| mit H|WOM 1070 A+, 3449 EYY
o9t IMX[O|= Anderson 5(1998) 1A Tr &Q

o

A8 82t

[y}

of HISHAM KoUSHH HaHQ HOo=2 LEIH(E 3-5).

B 3-5. TCA2} SSRIQ| &= =1t H|w

F
ot A

ALt o F

_ = bl SR k=l =4
ot dader  mama  or RO EEL ED olees a2y
Rando
Anderson . . -0.03 (95% ClI
(2000) SSRI vs TCA efficacy 102 10,706 effect size m ~0.09, 0.03)
effect
rando
Anderson ) -0.23 (95% CI
VAN
(1998) SSRI'vs TCA  HDRS &4 1,377 effect size m ~0.40, ~0.05)
model
_ Rando
Barbui Peto odds 1.14 (95% ClI
= (2001) AMI vs SSRI  Responders 1330 ratio m 0.94, 1.38)
effect
Failure to
. respond at rando o
)SA\?;H?“??”Y: end point 7 1345 odds ratio m 1'5‘;’9(9? éz)c !
P (6-12 model 29 L
weeks)
Failure to
Sertraline vs  respond at rando o
Clomipramin end point 3 304 odds ratio m 0.92 (95% Cl
0.58, 1.46
e (6-12 model
weeks)
Failure to
. respond at rando o
Cipriani Sgg?rilire]eixs end point 1 207 odds ratio m 0'535(9?/;5)0 !
5 (2010) P (6-12 model 49, 1
weeks)
Failure to
. respond at rando o
Sl(;;t r?;l;?n;s end point 5 641 odds ratio m 0.5326(9? /51)C !
P (6-12 model 0 1
weeks)
Failure to
. respond at rando o
?\l%rrttrrai“??inv; end point 1 210 odds ratio m O.(E)S?é7(9? é)g)C !
Py (6-12 model ol
weeks)
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= i VN S k=l 2N
Nige =] i ol =L DNE:S ) (=) Exictol oo HEREA At
Failure to
. respond at rando o
S;grarlcl)?”engs end point 1 64 odds ratio m 10-?9(95 5/o37C)|
P (6-12 model A
weeks)
Sertraline vs Fr?a”slgsn:jo . rando 1.25 (95% ClI
Imipramine (16-24 1 104 odds ratio mon;lel 0.58, 2.70)
weeks)
failure to
: remission rando o
SAen?tr?ilTelir:/: at end 4 989 odds ratio m 1(2)%(59‘? /;3C|
bty point (6-12 model e
weeks)
failure to
Sertraline vs  remission rando o
Clomipramin at end 2 272 odds ratio m O§154(9?/;2)Cl
e point (6-12 model T
weeks)
failure to
. remission rando o
Sﬁ;trraallgien;/s at end 5 641 odds ratio m 0'5327(9‘? /;253 !
P point (6-12 model R
weeks)
failure to
. remission rando o
Sgstrr?iln?ngs at end 1 207 odds ratio m O§j7(9? 2’8)C !
P point (6-12 model Al
weeks)
failure to
. remission rando o
S'\e;lratrarl(l)rtw”en;/s at end 1 64 odds ratio m 162?18(92245 !
P point (6-12 model T
weeks)
Sertraline vs Ffe”stggntdo : 104 odds ratio ra?ndo 1.22 (95% Cl
Imipramine (16-24 model 0.52, 2.89)
weeks)
Fluoxetine Ff‘e”sufngo 21 ooq0 Petto Odds fixed 095 (96% Ci
vs TCA pond Ratio model 080, 1.14)
HDRS (50%)
F'uoég“”e F;"S“fngo » g3 PeftoOdds  fixed 192 (95% C
. bond Ratio model  0.92, 3.98)
Ciprani Maprohlme HDRS (50%)
(2009) F'uo\fme Ff‘e"surgngo 1 53  PetoOdds fixed 081 (95% Ci
. . P N Ratio model 0.27, 2.36)
Mianserine  HDRS (50%)
F'“O\f:“”e Ff‘e"surgngo 1 g3 PetoOdds fixed 038 (95% Cl
Vs pond Ratio model  0.14, 1.04)
Amineptine  HDRS (50%)
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1

Axusby Guljpioqpjjor) 24DdY3jPaH

YN FULSEO| FULS UKE QU

8% PN B

BIKpA 1 =M
ot dader  smam o FRE O SR S0 dees 2y
Cipriani  Sertraline vs (f(jiflfr?aci/o 2109 Relative Ra:]do 0.95 (99% Cl
S (2008) TCA respond) Risk offect 0.83-1.09)
non rando o
' SS.FCESAVS treatment 270 Risk ratio m 13?; 4<’9?./; A)C !
de Lima response model
£ (2009) SSRIS vs absence of _ _ rando 101 (99% Cl
TCA f.ulll 270 Risk ratio m 0.80, 1.29)
remission model
Mac- response fixed 111 (95% Cl
Gillivray ~ SSRI vs TCA  using the 2,951 relative risk  effect '086 1.43)
S (2003) CGl score model o
acute rando
Fluvoxamine phase 935 Relative mmod 0.99 (95% Cl
vs TCA Response Risk | 0.86, 1.14)
(6 weeks) ©
acute rando
Fluvoxamine phase 1829 Relative mmod 0.95 (95% Cl
vs TCA Response Risk ol 0.80, 1.14)
(2 weeks)
Fluvoxamine acute rando
Vs phase 195 Relative mmod 1.09 (95% ClI
Heterocyclic ~ Response Risk ol 0.86,1.40)
S (6 weeks)
Fluvoxamine acute rando
VS phase 192 Relative mmod 0.97 (95% ClI
Heterocyclic ~ Response Risk ol 0.60, 1.56)
Omori & S (2 weeks)
(2009) acute rando
Fluvoxamine phase 935 Relative mmod 0.98 (95% Cl
vs TCA Remission Risk | 0.71, 1.35)
(6 weeks) ©
acute rando
Fluvoxamine phase 1829 Relative mmod 0.94 (95% Cl
vs TCA Remission Risk ol 0.69, 1.26)
(2 weeks)
Fluvoxamine acute rando
Vs phase 125 Relative mmod 1.16 (95% ClI
Heterocyclic ~ Remission Risk ol 0.93,1.44)
S (6 weeks)
Fluvoxamine acute rando
VS phase 192 Relative mmod 1.18 (95% ClI
Heterocyclic ~ Remission Risk ol 047, 2.95)
S (2 weeks)
Sorl vs Toa  Efficacy (al J076 CO;?S”IZO” "ando 0007 (95% Cl
Steffen studies) difference  model 0042 0.055)
S (1997) Efficacy Common rando
SSRIvs TCA  (HDRS 3185 risk m 0031 (5% C
. . -0.026, 0.088)
studies) difference  model

CGl: clinical global impression, HDRS

. Hamilton Depression Rating Scale
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SSRI%t NADs9| zit HluwoflM 1071 AN F 5229 ZHE &ASIAL. 9
2% F venlafaxinedt SSRIE H|uWY Hr3(response)d A (remission)llM
G mOXQl Qo3 %xjo|g =AY £ YUY (Bauer &, 2009;
2002). Weinmann $S(2008)9 %3 (response rates)?ME
SSRIEHL 7t QAUZ AL =+ UAUAH. EPH sertralined}
mirtazapine2 Hlw3 Z(Failure to remission, 1-4 weeks)oX {2
mirtazapine® 2 ZWE HO|L} o|Z XH$t Hut(Failure to respond at end
point, 6-12 weeks;
remission at end point, 6-12 weeks)olME {238t Xo|7t gl AC=E YEG

Cf. E3t Ciprani §(2009)°%M fluoxetine I mirtazapine, fluoxetine 1t

venlafaxine©|
Smith s,

venlafaxine©|

Failure to respond, 1-4 weeks; Failure to

venlafaxine® HI@%t ZTolH Qo3 AO|E LAY 4+ UUTI(E 3-6).

B 3-6. SSRI2} NADse| 1} H|w

SHRIA Sal=Ex =M
@2 mder  mmmm or SO FROE S dewe zm
Venlafaxine SesEarEe 29 Odds Random  1.15 (95% ClI
Bauer = vs SSRI ratio effect 1.02, 1.29)
(2009) Venlafaxine Remission 23 Odds Random  1.19 (95% ClI
vs SSRI ratio effect 1.06, 1.34)
Failure to M-H
Sertraline vs respond at 3 797 odds ran do,m 1.08 (95% ClI
Bupropion end point ratio model 0.80, 1.47)
(6-12 weeks)
Failure to M-H
Sertraline vs respond at 5 506 odds ran do,m 0.94 (95% Cl
Mirtazapine end point ratio model 0.68, 1.32)
(6-12 weeks)
Failure to M-H
Sertraline vs respond at : 160 odds rando!m 1.17 (95% ClI
Nefazodone end point ratio 0.63, 2.17)
Cipriani (6-12 weeks) model
S (2010 Failure to VoH
Sertraline vs  respond at : 49 odds ran do!m 0.73 (95% Cl
Reboxetine end point ratio model 0.22, 2.43)
(6-12 weeks)
Failure to M-H
Sertraline vs  respond at ’ 212 odds ran do,m 0.96 (95% Cl
Tianeptine end point ratio model 0.54, 1.70)
(6-12 weeks)
Failure to M-H
Sertraline vs respond at 9 340 odds rando’m 1.36 (95% ClI
Trazodone end point ratio model 0.87, 2.11)
(6-12 weeks)
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QN FHASES| FYS UXE RALY X FHY W

_ o ™ NS 2NEY 24
oo odade  mume  or SO RHSE S EL gees am
— [=]) — =
Failure to M-H
Sertraline vs respond at 611 odds rando’m 1.07 (95% CI
Venlafaxine end point ratio model 0.74, 1.54)
(6-12 weeks)
Sertraline vs F;aelggoen;o : 248 odds rahf]:jHo’m 0.94 (95% ClI
Bupropion (1-4 weeks) ratio model 0.55, 1.60
. Failure to M-H
Sertraline vs odds ’ 1.40 (95% ClI
Mirtazapine respond 2 596 ratio random 1.00, 1.94)
(1-4 weeks) model
Sertraline vs FfellngOengo , 03 odds raT\;jHo’m 6.0 (95% ClI
Reboxetine (1-4 weeks) ratio model 0.87, 41.21)
Sertraline vs F?élngoengo , 199 odds raT\;jHo’m 1.24 (95%Cl
Trazodone 1 1"\ ceks) ratio model 0.55, 2.81)
Sertraline vs Ffelggoengo i 048 odds raT\:jHo’m 0.63 (95% Cl
Bupropion (16-24weeks) ratio model 0.36, 1.08)
Failure to M-H
Sertraline vs  remission at 479 odds rando!m 1.10 (95% ClI
Bupropion end point ratio del 0.74, 1.64)
(6-12 weeks) moce
Failure to M-H
Sertraline vs  remission at 596 odds rando’m 1.15 (95% ClI
Mirtazapine end point ratio del 0.82, 1.60)
(6-12 weeks) moce
Failure to M-H
Sertraline vs  remission at 160 odds rando’m 1.07 (95% ClI
Nefazodone end point ratio del 052, 2.21)
(6-12 weeks) moae
Failure to M-H
Sertraline vs  remission at 49 odds rando,m 2.55 (95% Cl
Reboxetine end point ratio del 0.80, 8.11)
(6-12 weeks) mode
Failure to M-H
Sertraline vs  remission at 212 odds rando’m 1.04 (95% ClI
Tianeptine end point ratio del 0.59, 1.85)
(6-12 weeks) mocde
Failure to M-H
Sertraline vs  remission at 9 340 odds rando!m 1.32 (95% CI
Trazodone end point ratio del 081, 2.13)
(6-12 weeks) moae
Failure to M-H
Sertraline vs  remission at 3 412 odds rando,m 1.00 (95% ClI
Venlafaxine end point ratio del 0.63, 1.60)
(6-12 weeks) moce
. Failure to M-H, 9
S’\iirrttlegein\és remission 2 596 (:d,[? S random 1.19§8(92 103)C !
P (1-4 weeks) atio model T
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. Failure to M-H, 9
S?giggﬂ;s remission 1 122 odtc_i S random 3(')6?3 (9158/05 Agl
(1-4 weeks) ratio model R
Fluoxetine Failure to Petto . o
S respond 1 123 Odds flxzdl 18958(92 ZJS)C !
Bupropion HDRS (50%) Ratio moade i
Fluoxetine Failure to Petto . o
S respond 1 103 Odds flxzdl 15"23 4(92 /; 4)C !
Duloxetine  HDRS (50%) Ratio mode 0%, 3.
Fluoxetine Failure to Petto . o
VS respond 1 300 Odds rgézzl 13‘;’ 1(9? §6)C l
Milnacipram HDRS (50%) Ratio B
Fluoxetine Failure to Petto . o
_ = VS respond 2 265 Odds r;lgzc(; 1.16 31(92{;)5;:'
C'ggg‘é)s Mirtazapine ~ HDRS (50%) Ratio ol S
Fluoxetine Failure to Petto fixed 0.93 (95% Cl
VS respond 2 421 Odds model 0,63 1.37)
Reboxetine HDRS (50%) Ratio R
Fluoxetine Failure to Petto . o
VS respond 1 387 Odds r;lézz 1 (; 35(9? éES)Cl
Tianeptine HDRS (50%) Ratio T
Fluoxetine Failure to Petto . o
VS respond 3 110 Odds r;lézz 0552)6(9? fES)CI
Trazodone HDRS (50%) Ratio R
Fluoxetine Failure to Petto . o
& respond 9 1891 Odds r;lgzg 1 14 ?5(9? /;O)Cl
Venlafaxine HDRS (50%) Ratio T
relative
Fluoxetine benefit(50% random
Hansen vs or greater 1340 Relative offects 1.12 (95% ClI:
5 (2005) . improvement ’ Benefit 1.02, 1.23)
Venlafaxine on the model
HAM-D)
Milnacipran Response 1008 Odds Random  1.11 (95% Cl
vs SSRI (6-12%) ratio effect 0.76, 1.64)
Nakagaw Milnacipran Remission 1028 Odds Random  0.98 (95% ClI
as vs SSRI (6-12F) ratio effect 0.73, 1.32)
(2009) Depression
Milnacipran Scale-end 963 2:22{'??2 Random  0.04 (95% CI
vs SSRI point score o effect -0.11, 0.19)
(6-12%)

Na:agaw Milnacipran response at 504 risk ratio random 1.04 (95% ClI
(206?3) vs SSRI acute phase model 0.86, 1.25)
Omori &  Fluvoxamine a%létse g:sse 994 Relative  random  0.76 (95% CI
(2009) vs SNRI (6 Wpeeks) Risk model 0.56, 1.04)
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Fluvoxamine aRZ:teorﬁ);:S(g 350 Relative  random  0.80 (95% ClI
vs SNRI P Risk model 051, 1.25)
weeks)
Fluvoxamine ?{Zl;teor?:ss(g : 412 Relative random 0.95 (95% ClI
vs NADs L Risk model 0.78, 1.16)
weeks)
Fluvoxamine ?{C:te :Shas(g 643 Relative random 0.78 (95% ClI
vs NADs esponse Risk model 056, 1.08)
weeks)
Fluvoxamine Eglrjnt.e p::s(g 994 Relative  random  0.73(95%Cl0.45
vs SNRI 1SS! Risk model 1.20)
weeks)
Fluvoxamine :;JT:ES?::S(E 350 Relative  random  0.82 (95% ClI
vs SNRI Risk model 0.30, 2.24)
weeks)
Fluvoxamine ;Clrjnt.e F’hr?S(Z : 412 Relative random 1.1 (95% ClI
vs NADs emissio Risk model 0.83, 1.45)
weeks)
Fluvoxamine ?{Clri]tzs?hr?s(g 643 Relative  random  0.65 (95% CI
vs NADs emissio Risk model 034, 1.25)
weeks)
. . pooled
Venlafaxine . Relative -0.38 (95% CI
vs SSRI effect size 20 1857 Risk random ~057, -0.19)
model
Smith S Venlafaxine response 17 odds g?}cggg 1.26 (95% ClI
(2002) vs SSRI rates ratio 1.02, 1.58)
model
Venlafaxine Remission 16 odds r‘;?%'gg 1.43 (95% ClI
vs SSRI rates ratio 1.21, 1.71)
model
Mirtazapine acute phase Relative  random  1.06 (95% Cl
Watamab  vs SSRI  Reseonse (6 12 2626 o el 097, 1.16)
atama weeks) ch
e s
(2008) Mirtazapine Eglr;tgs?::s(g 1 2626 Relative  random  1.09 (95% Cl
vs SSRI Risk model 0.95, 1.26)
weeks)
Venlafaxine remission . ) random 1.05 (95% ClI
_ vs SSRI rates 3142 Risk ratio model 097, 1.13)
We'”ﬂa” Venlafaxine response MH risk  random  1.06 (95% ClI
ns 8523 i | 101, 1.12
(2008) vs SSRI rates ratio mode 01, 1.12)
Venlafaxine . random  -0.09 (95% CI
vs GGRI  °cffect size 865  SMD " odel  -0.16, -0.02)

671 A°M 1419 NADse TCAE Hlu®t nudp %F LU, o] AL F

Bauer

5(2009)°IM

Ao E

4 (conditional
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method)2 Agoto] S

(response)®| &

MOtRIE U QOIOHX 2 AME LEHEES ¥

H 3-7. NADs2} TCAQ| &1} H|w?

I, Venlafaxine®|
A
T

TCA

H] 3}

oY HAY BHOE

SoBpy|

ARoY HFHMN(random effect) ZHo=2

T AAHE 3-7).

—— =
ot sader  smme o) SOF 0 SR sqed dees zm
Venlafaxine Response 16 Odds Random 1.22 (95% ClI
vs TCA ratio effect 0.96, 1.54)
conditional
Venlafaxine R —— 16 Odds maximum 1.21 (95% ClI
vs TCA ratio likelihood 1.03, 1.43)
Bauer & method
(2009) Venlafaxine Remission 7 Odds Random 1.06 (95% ClI
vs TCA ratio effect 0.74, 1.63)
conditional
Venlafaxine Remission 7 Odds maximum 1.05 (95% Cl
vs TCA ratio likelihood 0.77, 1.63)
method
Milnacipran Response 537 Odds Random 0.87 (95% Cl
vs TCA (6-12%F) ratio effect 0.59, 1.30)
Nakagaw Milnacipran Remission 537 Odgs Random 0.82 (95% ClI
a = vs TCA D(6—12$_) ratio effect 057, 1.19)
epression
(2009) Milnacipran Scale end 820 i?ggssg Random 0.07 (95% Cl
vs TCA point score effect -0.07, 0.21)
(6-12%) ©
Nakagaw Milnacipran  response at Risk random 0.95 (0.80,
as 297 . | 113)
(2008) vs TCAs acute phase ratio mode .
. . pooled o
Ve:sla;acﬂne effect size 9 579 Reéz_lastllve random (3(;?,3(9869? !
model
Smith &  Venlafaxine response odds rz(.r)m(zjlce)r?w 1.29 (95% ClI
(2002) vs TCA rates ratio 0.89, 1.85)
model
Venlafaxine Remission i odds rgor\?jlce)r?w 1.03 (95% ClI
vs TCA rates ratio 0.46, 2.32)
model
van den Venlafaxine response odds pooled 08776 (95%
Broek & 7 947 . random Cl 0.6623,
(o09) VS TCA rate ratio model 1.1626)
Mirtazapine acute phase Relative random 0.96 (95% ClI
Watamab  vs TCA Response 9 1501 Risk model 0.85, 1.07)
e = (6 weeks)
(2008) Mirtazapine a(F:{ute_ phase 9 1501 Relative random 0.9 (95% ClI
vs TCA emission > Risk model 0.73, 1.11)
(6 weeks)
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3.2.2.2. ¥EX| 7 FH(discontinuation)

TCA SSRIQ HIO|M HX§OZ oIgt FTo| Yt AJs QOISH Xfo|F Hols
AP A4 F O 52 UL HUD, WYR AU FUYME SO KO|E HO: B

It QUUCt, AL BILQo[L FUE QI%H ASFCHS S Hdk(overall drop out)dt
o] &QIotS W, AT Xoof Us AFA Y= AFY AT FAY FES YUEH
= ¥ = AN

TN GE2FTHY ZBU4E 1390 A+, 31UM HHEH, SSRIZH TCA Y3 %EF

ool M} UyUggZ =AY £ UUH(Anderson, 2000; Anderson G,
2005(random effect model); Barbui &, 2001; Steffen &, 1997).
Anderson F(2005)%Me 1PuY PY(fixed effect model)2E BEAMIUS Z

| M=
Ot Qo3 xfo|7t iYoL W@ DY (random effect model) 2 A2t

o
S5 SSRIY AEFHOl TCARY HUY. Sertraline imipramineZ H|uwgt
AP =AY O sertraline®l |A%H XH2 A4SFUS HYS ¥ AR

A
(Cipriani 5§, 2010; de Lima S, 2009). E% Bech 5$(2000) oM
fluoxetine 2t TCAQ| H|uwoj| Tjoo] O|=ZoflM S84EH APt WX ¥2 ALE 2
B2 HABIRY, HE2L2 OFARMDU fluoxetine o AEF Ol 25| o
2 UL, HOmARLE HE Mot Zar {OJot KXo Qls NOE UEHTG,
Hotof §(1997)2 SSRI? TCAE HuUY ©f TCAE old TCA% newer TCA,
heterocyclics2 Y40 2Mo1%t. ©° AN old TCA= Amitriptyline,

o2

bl

o
e 3

imipramine®| E¥ERI, clomipramine, desipramine, dothiepin, doxepin,
nortriptyline2 newer TCAZE, amineptine, bupropion, maprotiline,
mianserin, nomifensine, trazodone2 heterocyclics®& E{oICt. 2 AR
ME bupropion?t trazodone2 NADsZ £F3t¥1 LHX| %22 TCAR 275
24, Hotof §(1997) ¥ ZIt old TCA HuIHS ZFLo F2dtA SSRIC
AEFTO| M2 motst 4 QUYL newer TCA, heterocyclicst SSRIE H|u 3t
0 g9t Xpop7r PSS HAUY = AUY. T 2RI M IIXE 2T YO
TCA% SSRIE H|WoIRE W= SSRIZE |25 ASFTHOl XA HEHGTH(E 3-8).
1190 Aol 23209 ZUE AQASIUS I, £EGo2 QAU ASFH2 &F H H2
HAPOIM  SSRIZE TCAOl HIBH (Al AdSFHOl XHIZ LAY = AYH
(Anderson, 2000; Anderson, 1998; Anderson &
S, 1995; Montgomery &, 1994; MacGillivray &, 2003; Steffen &,

2
o
=

, 1995; montgomery
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1997).

Mot ZapofMgt

BEETR

Bech

<H 3-10>9} Zo| afEo=

I Qoet Afo|g Mol HmL

1997).

H 3-8. TCA2} SSRIS| M4l ek==CHoverall discontinuation) H|w

=

S(2000)9 AFtofM = HAH|
93| SSRI9
CH(E 3-9).

OFBFTO| He

et HEFUS

LEELER)

9719 AHofM 1822 &S A
%At (Anderson, 2000; Anderson,
1998; Anderson &, 1995; Bech &, 2000; Cipriani &, 2010; Cipriani
S, 2009; Montgomery &, 1995; Montgomery &, 1994; Steffen §,

oY HAY BHOE

o2 FTo| ALt FUCH DFATE 2
X

IS YD, HIOjRHRNE

- — ™ e =N 24
o sl ot same o SO 2R ED 0 e zm
Anderson Overall drop Relative fixed 0.88 (95% CI
(o00) ~ SSRIvs TCA outs % 10583 ok effect 083, 093)
Anderson Overall drop Relative random  0.88 (95% ClI
(1998) SSRI vs TCA outs 22 1484 Risk model 0.75, 1.03)
. . . Fixed o
SoR) ws Ton  CRCUTUES oo sape piek mils  ateer el KD O
Anderson n 0.84, 0.97)
= (1995) model
© discontinuatio Odds Random  0.87(95% ClI
SSRI'vs TCA n 62 6029 ratio effect 0.75, 1.00)
Barbui S Peito Random 0.86 (95% ClI
=) d (o]
(2001) AMI vs SSRI Drop out 40 4706 cr):t(ijs offect 0.75-0.98)
discontinuatio
Fluoxetine vs n (any 1 1634 odds fixed 0.64 (95% ClI
TCA reason) ratio effect 0.52, 0.80)
Bech S (O1=¢7)
(2000) discontinuatio
Fluoxetine vs n (any 14 673 odds fixed 1.16 (95% ClI
TCA reason) ratio effect 0.78, 1.70)
(H|O|=¢71)
. failure to M-H, o
SerFrqhne. VS complete 7 1457 od(js random 0.94 (95% Cl
Amitriptyline ratio 0.74, 1.18)
(any cause) model
Sertraline vs failure to odds M, 55 (95% ClI
. . complete 2 272 . random
L Clomipramine ratio 0.29, 1.07)
Cipriani (any cause) model
S (2010) ; i _
Setralme v§ failure to odds M-H, 0.71 (95% Cl
Desimpiramin complete 1 77 - random
ratio 0.28, 1.75)
e (any cause) model
Sertraline vs Lao"r:r?eig L o odds ra“:']:jHo’m 154 (95% Cl
Dothiepin P ratio 0.69, 3.45)
(any cause) model
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i H|wCHor = DNE:S ) (g)_'_ Ep o HEREA Ant
Sertraline vs e i odds S 0.62 (95% Cl
. . complete 5 641 - random
Imipramine ratio 0.40, 0.96)
(any cause) model
Sertraline vs failure to odds MH, s (95% ClI
o complete 1 210 ; random
Nortriptyline ratio 0.47, 1.50)
(any cause) model
. Failure to Petto .
Fluoxetine vs fixed 0.78 (95% ClI
TCA complete 47 4136 Odds 0 068, 089)
(total) Ratio
. Failure to Petto . o
Fluoxetln_e_ VS complete 4 351 Odds fixed 1.75 (95% ClI
Maprotiline . model 0.93, 3.30)
Ciprani (total) Ratio
S (2009 i
St ) Fluoxetine vs Failure to Peto fixed 0.67 (95% ClI
. . complete 2 93 Odds
Mianserine . model 0.27, 1.70)
(total) Ratio
. Failure to Petto . o
FIuox_etlne_ S complete 5 30 Odds fixed 0.71 (95% ClI
Amineptine ! model 0.37, 1.38)
(total) Ratio
Cipriani Sertraline vs Az:aﬁ?ifféle'ty 17 2907 Relative ~ Random 0.83 (99% ClI
£ (2008) TCA Risk effect 0.66, 1.04)
dropout rate)
de Lima Sertraline vs number of ' 270 Risk ratio random  0.47 (95% ClI
£ (2009) Imipramine drop outs model 0.30, 0.75)
fixed
SSRI vs Odds 0.86 (95% ClI
overall TCA ~ dropouts 94 8618 0 effects 4007000
model
. fixed
SSRI vs Relative 0.91 (95% ClI
overall TCA dree au e 8618 risk it 0.86, 0.96)
model
fixed @
SSR' VS. old drop outs 51 4,807 Od(_js effects 0.82 (95% Cl
Tricyclics ratio 0.72, 0.92)
model
. fixed
SSRI vs old Relative 0.88 (95% CI
Tricyclics eligp U 31 e risk CIEES 0.82, 0.94)
Hotopf & S Todgl
(1997)* Vs ixe o
Newer drop outs 24 2,676 OdQS effects 0.89 (95% Cl
) . ratio 0.74, 1.06)
Tricyclics model
SSRI vs . fixed o
Newer drop outs 24 2,676 Rel_at|ve effects 0.92 (95% Cl
) . risk 0.81, 1.03)
Tricyclics model
SSRI vs fixed o
hetero drop outs 17 1168 OIS gppeqrg 102 (95% C
: ) ratio 0.78, 1.35)
Tricyclics model
SSRI vs . fixed o
hetero drop outs 17 168 Relaive g 102 (5% CI
: ) risk 0.83, 1.25)
Tricyclics model
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withdrawing .

Mac- . fixed o =
Gilivray ~ SSRI vs TCA from 6 o375 relatve e 076 (95% CI z
= treatment for risk 0.68, 0.90) =
S (2003) model o

any reason a

Fluvoxamine drop out 57 1949 Relative  random  0.99 (95% ClI g

Omori £ vs TCA (any reason) Risk model 087, 1.12) a
S " =5

(2009) Fluvoxamine drop out Relative  random 0.67 (95% Cl a

VS 5 247 :

) (any reason) Risk model 0.33, 1.35)

Heterocyclics a

Drop-out due common 8

Steffen 1o gelerse risk random LD (el "‘
= SSRI vs TCA  event or lack 33 4423 . Cl 0.012, a
S (1997) : differenc  model =
of efficacy, all o 0.085) =

alb

studies

I 3-9. TCA?I SSRI9| SuEEo= 9ISt A4EZTHdiscontinuation due to lack of
efficacy) Hlu?

_ = ™ NS =l =24
om  osmder  mmme  op SA B S0 deey am
Anderso SSRI vs failure drop 82 9406 Relative fixed 1.10 (95% ClI
n(2000) TCA outs Risk effect 0.95, 1.28)
Drop outs
Anderso SSRI vs due to 19 1132 Relative random 1.13 (95% ClI
n(1998) TCA treatment Risk model 0.84, 1.51)
failure
discontinuatio Fixed o
S§|_F({:| AVS n due to 52 5446 Risk ratio effect 13;)1(9?/56)0 !
Anderso failure model o
n
S(1996)  ggRi v discontinuatio  Random  1.13 (95% Cl
TCA n d_ue to 52 5446  Odds ratio offect 0.90, 1.42)
ailure
discontinuatio
Fluoxetine n (lack of . fixed 1.27 (95% ClI
vs TCA efficacy) 111634 oddsratio o 08 1.82)
Bech S (O|=H7)
(2000) discontinuatio
Fluoxetine n (lack of . fixed 1.06 (95% ClI
vs TCA efficacy) 14 673 oddsratio oot (54 2.10)
(H|o|=H7)
failure to M-H
Sertraline vs complete . ’ 1.48 (95% ClI
Amitriptyline (due to 7 1457  odds ratio random 0.92, 2.38)
. ) model
o inefficacy)
Cipriani
S (2010) Sertraline v failure to M-H
; ; complete . ’ 1.02 (95% ClI
Clomipramin (due to 1 166 odds ratio random 0.06, 16.66)
e . : model
inefficacy)
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. failure to
Sertraline M-H
complete . ’ 0.57 (95% Cl
Imiprvasmine (due to 2 258 odds ratio rranr(w)ciljoerp 0.23, 1.40)
inefficacy)
failure to M-H
Sertraline vs complete . ’ 1.0 (95% ClI
Nortriptyline (due to 1 210 odds ratio random 006, 16.20)
. ) model
inefficacy)
. Failure to .
Fluoxetine Peto Odds fixed 1.28 (95% ClI
vs TCA complete 32 2834 " Tpoyo model 096, 1.69)
(Inefficacy)
Fluoxetine Failure to .
Peto Odds fixed 3.01 (95% Cl
Ciprani vs complete 3 209 Ratio model 073, 12.41)
= Maprotiline (Inefficacy) I
2009 i i
2009 Fiuoxetine  Failure to Peto Odds  fixed 218 (95% Cl
vs complete 1 53 Ratio  model 040, 11.74)
Mianserine (Inefficacy) A
FIuo:gtlne E?)I:#r(laettg 1 63 Peto Odds  fixed 1.04 (95% Cl
Vs P Ratio model 0.20, 5.49)
Amineptine (Inefficacy)
efficacy
SSRI vs Bzoz 9Qlst . Random 1.09 (95% ClI
TCA  discontinuatio 0/ 8892 Oddsratio Tt gy 132)
Montgome n rate
alggs) efficacy
SSRI vs Bzoz oIt 67 6852 Risk Random -0.1% (95% CI
TCA discontinuatio difference effect -4.5%, 4.2%)
n rate
Montgome efficacy
= SSRI vs 2xo=2 Qlst . Random  1.18 (95% CI
A TCA  discontinuatio 40 4481 Oddsratio “ogen g9 157)
n rate
Drop-out due common
Steffen SSRI vs to lack of 33 4423 risk random -0.007 (95% ClI
S (1997) TCA efficacy, difference model -0.020, 0.006)
all studies

H 3-10. TCAQl SSRIQ| R=aI82= QI5t

ok==LHdiscontinuation

due to side effect) H|m

0:| =3 EaS ;J_

%7 ulmehot suma 5 RN 2N sdew oz za
Anderson SSRI vs side effect 9% 10553 Relative fixed 0.73 (95% ClI
(2000) TCA drop outs ’ Risk effect 0.67, 0.80)

Drop outs due . o
SSTFE:IAVS to adverse o1 1298 ReFIE_atll(ve ranczljorln O.(()S%O(Qg §7CI
Anderson effects ® moce ol
Discontinuation i
(19%8) SSRI vs due to 19 1132 difselflgnc rF;?%lgr% =65 [t O
TCA ag\\g]ste 2 o model -8.1%, -1.7%)
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discontinuation Fixed o
SSTFg AVS due to side 60 5694 Risk ratio effect ngé6(98§4§3 l
Anderson effect model T
= (1995) discontinuation
(o)
SSRI vs due 1o side 60 5694 Od(_js Random  0.68 (95% CI
TCA ratio effect 0.58, 0.79)
effect
discontinuation
Fluoxetine (adverse 11 1634 odds fixed 0.47 (95% Cl
vs TCA event) ratio effect 0.36, 0.62)
Bech & (O1=297)
(2000) discontinuation
Fluoxetine (adverse 14 673 odds fixed 1.25 (95% ClI
vs TCA event) ratio effect 0.64, 2.46)
(H|O|=¢+)
failure to M-H
Sertraline vs odds ’ 0.74 (95% ClI
L complete 7 147 : random
Amitriptyline (side effects) ratio model 0.55, 1.01)
Sertraline vs failure to M-H, .
Clomipramin ~ complete(side 4 344 ?gt?s random 0_8325(9? 2’9? !
e effects) model IR
Cipriani  Setraline vs  failure to odds M, 044 (95%
='ogig)  Desmpiram complete 1 77 ratio random 043 128)
< ne (side effects) model e
Sertraline failure to M-H, o
S complete 4 586 ?:t?s random 0.5329(92 q°2)c !
Imipramine (side effects) model B
. failure to M-H
Sertraline vs odds ’ 1.07 (95% ClI
S complete 1 210 ; random
Nortriptyline (side effects) ratio model 0.53, 2.14)
) Failure to Peto . o
Lose  compee @ w0 oo el 02RO
(side effect) Ratio T
Fluoxetine Failure to Peto . o
VS complete 3 209 Odds r;lgglgl 0.81116(9? §3§: !
Ciprani &  Maprotiline (side effect) Ratio R
2009 i i
( ) Fluoxetine Failure to Peto fixed 1.04 (95% Cl
VS complete 1 53 Odds model 024, 4.64)
Mianserine (side effect) Ratio T
Fluoxetine Failure to Peto . o
VS complete 2 232 Odds r;lgglcejl 08122(9‘? é’gf !
Amineptine (side effect) Ratio e
side effect=
SSRI vs olst 67 6852 Odds Random  0.70 (95% ClI
TCA discontinuation ratio effect 0.61, 0.79)
Montgom t
ey = rate
(1995) side effect= Risk
SSRI vs olst 67 6852 differenc Random -7.9% (95% ClI
TCA discontinuation effect -16.2%, -0.4%)

rate
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side effect=
MonIgom  ssi vs ol5t 45 agy  0dds  Random 068 (95% Cl
y S TCA discontinuation ratio effect 0.57, 0.80)
(1994) rate
Mac- withdrawing fed
- SSRI vs from treatment relative 0.73 (95% ClI
Gillivray TCA due to side | 2907 risk effects "5 60, 0.88)
£ (2003) offects model
Fluvoxamin drop out o4 1779 Relative random 0.82 (95% Cl
_ _eVvsTCA (side-effect) Risk model 0.66, 1.03)
Omori & ~Fgvoxamine
(2009) Vs drop out 5 247 Relative  random  0.84 (95% Cl
Heterocyclic  (side-effect) Risk model 0.39, 1.81)
S
Drop-out due common
Steffen SSRI vs to adverse 34 4477 risk random  0.053 (95% ClI
S (1997) TCA event, all differenc model 0.021, 0.085)
studies e
SSRI2t NADs9 243 Tof &9t AuoM HY ASFH2 <H 3-11>° MLk 29|
770 d+, 22U AWIF HF AEEUY T UM gt xpo|g HAEH
sertraline®l mirtazapine2t X2 %g FHY {3t xfo|§ HUL(Cipriani &
2010), fluoxetine ot reboxetineZ HlW3UZ W fuloxetined X2 AESFT

qoot Xo|E YEL(Cipriani T, 2009).

770 At 167219 £XLO0= QIvt FH A M=
dl, venlafaxine SSRIIA SSRIZ?| ¥ FH2
5(2010)Yy HAFoYM
j £ AHQF

Cipriani

venlafaxine? ZtZt H|Wd}R S

QoIot Xto|g
<E 3-13>9 67 A7, 202004 AARZO
SSRIE H|u5I%

LEFHCH(E 3-12).

%tt(Bauer 5, 2009).

2 I venlafaxine? %2

3UMTU o3t XO|E Y
HAt(Bauer 5, 2009).
sertraline?} mirtazapine,

sertraline®| M2 %EZFT2 HO|:=

sertralinet

H 3-11. SSRI2} NADse| BExigo=z QI5t k=& discontinuation due to side effect)d|x
_ o ™ StXp =l =24
@2 smder  smam or SO B S0 s zm
Bauer & Venlafaxine drop out 30 Odds fixed 1.45 (95% ClI
(2009) vs SSRI (side effect) ratio effect 1.23, 1.70)
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Failure to M-H
Sertraline vs complete odds ’ 1.48 (95% ClI
Bupropion (due to side 3 27 ratio rfnr(])%oerln 0.43, 5.01)
effect)
Failure to M-H
Sertraline vs complete odds ’ 0.35 (95% ClI
Mirtazapine (due to side 2 596 ratio r%%%%T 0.17, 0.74)
effect)
Failure to M-H
Sertraline vs complete 1 160 odds rando’m 0.58 (95% Cl
nefazodone (due to side ratio model 0.24, 1.39)
effect)
Failure to M-H
Cipriani  Sertraline vs complete 5 79 odds rando’m 2.00 (95% Cl
£(2010) Reboxetine (due to side ratio model 0.11, 36.64)
effect)
Failure to M-H
Sertraline vs complete i 212 odds rando’m 1.43 (95% ClI
Tianeptine (due to side ratio model 0.23, 8.73)
effect)
Failure to M-H
Sertraline vs complete odds ’ 1.99 (95% ClI
trazodone (due to side 2 340 ratio r?nrg)(iljoerr 097, 4.07)
effect)
Failure to M-H
Sertraline vs complete 5 611 odds rando!m 0.33 (95% ClI
Venlafaxine (due to side ratio model 0.17, 0.64)
effect)
Fluoxetine Failure to Peto . o
VS complete 1 123 Odds nﬂéﬁ& O'(()s£118(92 éc‘;1)CI
Bupropion (side effect) Ratio T
Fluoxetine Failure to Peto . o
VS complete 1 103 Odds r;lgglgl 05%8(9? /;853 !
Duloxetine (side effect) Ratio A
Fluoxetine Failure to Peto . o
VS complete 2 490 Odds ,L'éf& 1 6195(92 SA)Cl
Milnacipram (side effect) Ratio T
Ciprani &  Fluoxetine Failure to Peto . o
(2009) VS complete 2 265 Odds r;lgglgl 063311(9? é)5§: !
Mirtazapine (side effect) Ratio T
Fluoxetine Failure to Peto . o
Vs complete 3 243 Odds ,L'éf& Og%o(g? /;6)Cl
nefazodone (side effect) Ratio R
Fluoxetine Failure to Peto . o
VS complete 1 168 Odds r%ggl O.(&)S;O(Q? é>3)C !
Reboxetine (side effect) Ratio e
Fluoxetine Failure to Peto . o
VS complete 3 830 Odds r;'éig 1'(;?7)1(9? f;O)CI
Tianeptine (side effect) Ratio T
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Fluoxetine Failure to Peto . o
VS complete 3 110 Odds nﬂéﬁ& Og;(gg é’S)Cl
trazodone (side effect) Ratio B
Fluoxetine Failure to Peto . o
VS complete 10 2036 Odds r;léig Og?ﬁ(g? é)S)Cl
Venlafaxine (side effect) Ratio T
Nakagaw  Milnacipran d;gpag\%rgge 173 Odds Random  0.71 (95% ClI
a 5(2009) vs SSRI event ratio effect 0.48, 1.04)
leaving the
Nakagaw  Milnacipran trial early due 120 Risk random 0.74 (95% ClI
a 5(2008) vs SSRI to adverse ratio model 0.53, 1.04)
events
discontinuatio random
SSRI vs n (because 4779 Relative offects 1.21 (95% ClI
Venlafaxine of adverse ’ Risk model 0.90, 1.62)
events)
discontinuatio
GarrtIeEhne SSRI vs n (because of 4770 Relative g?ggg 1.49 (95% Cl
(205’5) Mirtazapine adverse ’ Risk model 0.79, 2.81)
events)
discontinuatio
SSRI vs n (because of 4779 Relative r:f?sgg 1.08 (95% ClI
Bupropion adverse ’ Risk odel 0.53, 2.18)
events)
Fluvoxamine drop out (side 3 041 Relative  random  2.18 (95% ClI
Omori £ vs SNRI effect) Risk model 0.67, 7.11)
(2009) Fluvoxamine drop out (side 5 643 Relative  random  0.89 (95% ClI
vs NADs effect) Risk model 0.54, 1.40)
t
WZ ar;ab Mirtazapine  drop out (side 11 2604 Relative  random 1.22 (95% Cl
(2003) vs SSRI effect) Risk model 0.87, 1.73)

B 3-12. SSRI2} NADs2| & efE=ttoverall discontinuation) H|m

- — ™A NS =il =4
o1 Hlmefet syxE  or Q(DJ)T iﬁct% N C R
— o oL =
Bauer & Venlafaxine overall drop Odds fixed 1.06 (95% ClI
31
(2009) vs SSRI out rate ratio effect 0.95, 1.19)
Sertraline vs I(::aol:Tl]Jpr)Tett(e) 3 797 odds rahf\;jHo’m 1.42 (95% Cl
Bupropion (any cause) ratio model 1.02, 1.99)
. Failure to M-H,
Cipriani Se.rtrallne. VS —— 5 506 ons random 0.68 (95% Cl
= (2010) Mirtazapine ey eeves) ratio model 0.47, 0.99)
Sertraline vs Fcf)':ﬁrfettg . g odds ra“:'];j'j)'m 115 (95% Cl
Nefazodone b ratio 0.60, 2.21)
(any cause) model
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Sertraline vs Failure to odds M-H, 0.57 (95% Cl
. complete 1 49 . random
Reboxetine ratio 0.12, 2.71)
(any cause) model
Sertraline v alure to odds M40 95% ¢
. . complete 1 212 . random
Tianeptine ratio 0.49, 2.54)
(any cause) model
Sertraline vs Failure 1o odds M-H, 1.31 (95% Cl
complete 2 340 . random
Trazodone ratio 0.80, 2.14)
(any cause) model
Sertraline vs Failure 1o odds M-H, 0.58 (95% ClI
; complete 5 611 ) random
Venlafaxine ratio 0.25, 1.34)
(any cause) model
Fluoxetine Failure to Petto . o
VS complete 1 123 Odds r:é:c(; 1322(92 é)Z)Cl
Bupropion (total) Ratio DA
Fluoxetine Failure to Petto . o
Vs complete 1 103 Odds nqucej| 1 _(())36(92 é)O)CI
Duloxetine (total) Ratio T
Fluoxetine Failure to Petto . o
S complete 2 490 Odds rgéigl 0_5923(9&13 ?’:8)0 !
Milnacipram (total) Ratio T
Fluoxetine Failure to Petto . o
VS complete 2 265 Odds r;lgzzl O.(E)S(;z(?)? fl’ A)C !
Mirtazapine (total) Ratio D
Ciprani &  Fluoxetine Failure to Petto : o
(2009)0 VS complete 2 118 Odds rggzzl 0524(9? 6)653 |
Nefazodone (total) Ratio T
Fluoxetine Failure to Petto . o
VS complete 2 421 Odds r:égg 0'5110(98 SA)Cl
Reboxetine (total) Ratio T
Fluoxetine Failure to Petto . o
VS complete 3 830 Odds r:éig Oggg(g? éB)Cl
Tianeptine (total) Ratio T
Fluoxetine Failutre to Petto . o
VS complete 3 110 Odds r;lgzzl Ogg 1(9? 6’3)(: !
Trazodone (total) Ratio B
Fluoxetine Failure to Petto . o
S complete 10 2036 Odds rggz(; Ogée(g? /;59
Venlafaxine (total) Ratio T
Nakagawa Milnacipran Odds Random  0.97 (95% ClI
S(2009)  vs SSR drop out % ato effect 074, 126)
Fluvoxamine drop out 5 386 Relative  random  1.04 (95% ClI
Omori vs SNRI (any reason) Risk model 0.71, 1.54)
S(2009) Fluvoxamine drop out 643 Relative  random  1.00 (95% ClI
vs NADs (any reason) Risk model 0.74, 1.35)
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Watamabe Mirtazapine drop out 11 9307 Relative  random  1.07 (95% ClI
S(2008) vs SSRI (any reason) Risk model 0.92, 1.26)
Weinmann  Venlafaxin tolerabilit _ risk ratio random  1.05 (95% Cl
5008  vs SSRI y model  0.93, 1.20)

1) X0l tieh ARl AEeE

H 3-13. SSRI2I NADs?| sutE=oz °QIst RESTHHdiscontinuation due to lack of

efficacy) H|m

— —
ot Bl chor summ  On TOF L EE. sMed oegs 2y
— o HoLTI
Bauer £ Venlafaxine drop out o5 Odds fixed 0.70 (95% ClI
(2009) vs SSRI (inefficacy) ratio effect 0.55, 0.90)
. Failure to _
sereline  complete o Lo, odds M 107 95% ol
B . (due to ratio 0.50, 2.28)
upropion inefficacy) model
. Failure to _
Sert\::llne complete 1 160 odds ra,\:: dHo,m 488 (95% Cl
nefazodone in(gf?ii atgy) ratio model 023, 103.18)
. Failure to _
Sert\;gllne complete 1 49 odds ra,\f1 dHo’m 0.33 (95% Cl
Reboxeti (due to ratio 0.01, 8.59)
Cipriani £ eboxetine inefficacy) model
(2010) -
. Failure to _
Sert\:gllne complete 1 21 odds ra,\g dHo,m 0.62 (95% Cl
. . (due to ratio 0.10, 3.81)
Tianeptine inefficacy) model
. Failure to _
Sert\;gllne complete 5 340 odds rahf] dHo’m 0.64 (95% ClI
trazodone (due to ratio model 0.23, 1.81)
inefficacy)
. Failure to _
Sertdline  Complete ., odds M 06g 5% c
) (due to ratio 0.18, 2.50)
Venlafaxine inefficacy) model
Fluoxetine Failure to Peto , o
S complete 1 123 Odds fixed 2.74 (95% Cl
. ; . model 0.38, 19.95)
Bupropion (Inefficacy) Ratio
Fluoxetine Failure to Peto .
Ciprani S Vs complete 1 103 Odds fixed 381 (5% Cl
(2009) . ; . model 0.56, 25.87)
Duloxetine (Inefficacy) Ratio
Fluoxetine Failure to Peto , o
VS complete 2 490 Odds fixed 1.19 (35% Cl
. X ! . model 0.69, 2.02)
Milnacipram (Inefficacy) Ratio
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Fluoxetine Failure to Peto . o
VS complete 2 265 Odds r;lgigl 252 4(92 qu)C !
Mirtazapine (Inefficacy) Ratio D
Fluoxetine Failure to Peto . o
VS complete 2 118 Odds fixed 0.13 (95% Cl
; . model 0.01, 2.15)
nefazodone (Inefficacy) Ratio
Fluoxetine Failure to Peto . o
VS complete 2 421 Odds r:zzzl 0535;9? é3)7)CI
Reboxetine (Inefficacy) Ratio T
Fluoxetine Failure to Petto , o
VS complete 3 830 Odds fixed 081 (95% Cl
! . ! . model 0.41, 1.60)
Tianeptine (Inefficacy) Ratio
Fluoxetine Failure to Peto . o
VS complete 2 70 Odds r;lgig 0584(9? qOQ)CI
trazodone (Inefficacy) Ratio T
Fluoxetine Failure to Peto . o
S complete 10 2036 Odds fixed 1.32 (35% Cl
. ! . model 0.87, 1.99)
Venlafaxine (Inefficacy) Ratio
Nakagawa  Milnacipran déiz ?st 1143 Odds Random  0.99 (95% ClI
S(2009) vs SSRI inefficacy ratio effect 0.66, 1.48)
discontinuatio random
SSRI vs n (because 4779 Relative offects 0.70 (95% ClI
Venlafaxine of lack of ’ Risk model 0.47, 1.03)
efficacy)
discontinuatio random
Gartlehner SSRIvs  n (because of a77p  Relative Ll 082 (95% CI
S(2005)  Mirtazapine lack of ' Risk - odel 0.24, 2.86)
efficacy)
discontinuatio random
SSRI vs n (because of 4772 Relative offects 0.77 (95% ClI
Bupropion lack of ’ Risk model 0.42, 1.43)
efficacy)
NADs®et TCAQ HuojA 474 A 529 WM dSFH AUM venlafaxine©|

TCA% H[ul

57 a7, 62
TCAE H|uW5I% S
Q0|8 xjo|2 HA

-'f'—
o,
HACH(E 3-15).
JUEEOF Ol ok
X| U4ULH(E 3-16).

rgog QItt FUoME venlafaxine®} TCA, milnacipranit

Zt2t venlafaxined milnacipran®| o2 YU

ofo] He oFEFTS UEHHS ZTt Qo3 Kto|E
o|%

ST toxs 274 A7 379

_56_

gt 7

LHERHCH(E 3-14).

o =]
M2 Ad=SF

gojot

Xpoprr &A

MNION

3 Jouc

$DC-2dUdPINE

=

JY3J|DAH Pk

aby bupioqgnjjo) 240

fou



ON

10N

4D243|o L'E: posbg-adUusaping |ouUoi]

0"
0D

uIIDIoqgD|

ol

i

YQeH| Fo

SEOl PYL AL QALY U

A8 B2t

H 3-14. NADse} TCAS| M| 2kE=THoverall discontinuation) H|u!

e A7 BKpp k=nl; 24
o7 H|m Lot k=anioNE:3 @) (g)T zxicto) oy HEHEA Za}
Venlafaxine overall drop . fixed 0.77 (95% Cl
vs TCA out rate = e i effect 0.65, 0.90)
Bauer &
(2009) Venlafaxine overall drop 15 risk fixed -0.03 (95% ClI
vs TCA out rate difference effect 0.00, -0.07)
Nakagaw . .
= Milnacipran ) Random  0.99 (95% ClI
a8 s vs TCA drop out 795 Oddsratio " ot 062, 133)
(2009)
van den . withdrawal pooled o
Broek & Ve\:msl,a;acine rate 7 947 odds ratio random 1'5339(9? é’ 4)C l
(2009) (all cause) model DA
Witar;ab Mirtazapine drop out 7 1166 Relative random  0.87 (95% ClI
(200‘5) vs TCA (any reason) Risk model 0.70, 1.08)

B 3-15. NADs2t TCAL| Rxtgo=z QIst 2fEf Tt (discontinuation due to side effect)
H|?
N A7 B il 24
o7 H|m it =iyt @) (g)T Zxictel oy ERRA 2o
Venlafaxine drop out 16 Odds fixed 0.76 (95% ClI
vs TCA (side effect) ratio effect 0.61, 0.94)
Bauer & —
(2009)  venlafaxine drop out 6 d”fr;enc fixked  -0.01 (95% Cl
vs TCA (side effect) o effect -0.04, 0.01)
Nakagawa Milnacipran d:gpagsérgge L5 Odds Ra;]do 055 (95% ClI
5 (2009) vs TCA ratio 0.35, 0.85)
event effect
leaving the
Nakagawa Milnacipran trial early due . . random 0.61 (95% CI
5 (2008) vs TCAs to adverse e RISKS it model 0.42, 0.88)
events
van den . withdrawal pooled o
Broek & Ve\:wsl,a;acﬂne rate 7 947 cr):t?s random 1522(9? S 4)C l
(2009) (side effects) model R
Watamabe Mirtazapine drop out 8 1266 Relative  random 0.68 (95% ClI
S (2008) vs TCA (side effect) Risk model 0.45, 1.03)
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T 3-16. NADs2t TCAZ|
efficacy) Hlu!

oY HAY BHOE

saEz=oz 9QIst 2k=ZxCkdiscontinuation due to lack of

= o BKp k=nl; 24
o7 H|mCHOt =iyt @) (g)T zxicte) oy HEHEA Za}
Venlafaxine drop out 15 Odds fixed 1.07 (95% ClI
vs TCA (inefficacy) ratio effect 0.78, 1.47)
Bauer K
S(2009) Venlafaxine drop out 15 diffﬁenc fixed 0.00 (95% ClI
vs TCA (inefficacy) R effect -0.02, 0.02)
Nakagawa Milnacipran  drop out due 902 Odds Random 1.27 (95% ClI
£ (2009) vs TCA to inefficacy ratio effect 0.82, 1.99)
3.2.2.3. X4
ks g Hlugt FHZ Cipriani

T g Zopo| st TCAY SSRI, SSRI NADs
$(2010) 1U°INLH, NADs TCAE Hlufh FAH2 oF AL

r

QE BN Z F A QS AOls YYUTHE 3-17 ~ B 3
(placebo)t HITOIES U SOIet Afo|7} QU ATS YAY & AT
H 3-17. TCA2} SSRIS| XA & H|jw
o R SNEX
it =] mis ol k=anipNE: ;;L L=INES ﬂ".-_{%;l =M o HER2A! Zot
Sertraline vs suicide odds M-H, 0.33 (95% CI 0.01,
Y attempte 1 187 ) random
Amitriptyline d ratio model 8.29)
Cipriani Sertraline vs suicide odds MH, 2.08 (95% CI 0.18,
= . . attempte 1 166 . random
£ (2010)  Clomipramine d ratio model 23.34)
Sertraline vs suicide odds M-H, 0.09 (95% CI 0.00,
. ; complete 1 154 . random
imipramine q ratio model 1.85)

I 3-18. SSRI2t NADs2| AMah £ H|w

SNESS
o sladet  EmNE L B Thac 24 9d  olEes 2y
e =TI
. suicide M-H, o
sgﬁrarl(ljn?oxs attempte 1 239 ?:Sc? random 0.33 (92/56;: 001,
Cipriani brop d model :
S (201 ici _
S (2010) Sertraline vs suicide odds MH, 0.20 (95% Cl
i . attempte 1 346 . random
Mirtazapine d ratio model 0.01, 4.29)
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3.2.3. 887l %

AMSTAR ZIE BoIot= Yo s &ed Y= ey ¥ S(2011)%M=
yes JH+E Z1ZLE 0-3%= low, 4-7’l= moderate, 8-119= highZ H2& A
O MHEoItl oM. NA= FHOM XHot= 2ol UXO|L ©Xf yes? =
countttes g 2RHOoRE F QUPIf o 2 & UAY. A9 ZAUO sy
AMSTAR =& Argoto] RYIIE = Zos <E 3-19>% ZH. 2 AoME
F 24U HFUY SO Wit ZFIL +% ZY AU HO| lowE HIIEH FLe

H
[e)
U1, moderates 9% highe 1512= YERT,
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i Q1 Q2 Q3 Q4 Q5 Q6 Q7 Q8 Q9 Q10 Q1 o2 7H4
Anderson(2000) of o o2 ol ot ol ot o o ol ot 6
Anderson(1998) of ot Ol o2 ot of ot o o ol ot 5
Anderson 5(1995) ol ol o ol ot ol o of of o oL 7
Barbui S(2001) ol of ol ot ot ol o of of o o 9
Bauer &(2009) ol of ol ol Ot ol o of of o o 10
Bech &(2000) ol tef=E7t ol of ot of ot o o ot o 6
Cipriani 5(2010) ol ol ol of o ol o ol ol ol ot 10
Cipriani 5(2009) of o of of ol of o o o ot ot 9
Cipriani 5(2008) ol ol of of ot ol o of of o o 10
de Lima S(2009) of o of of ol of ol o ot o2 ot 8
Gartlehner 5(2005) of o ol ol e =7t ol ol ol ol tHE=7t ol 9
Hansen 5(2005) of o ol of ol of ol o o tHE=ot ol 10
Hotopf S(1996) of dg=7t o of e =7t ot o of of o o 7
MacGillivray S(2003) of o of of ol of o o o tHEf=E7t o 10
Montgomery 5(1994) CHE=E7t ol ol ol ot ol ol of of o oL 7
Montgomery 5(1995) 27t e} of of ot ol ol ol ol oL ofL2 6
Nakagawa 5(2009) of of ol ol o ol o of of o o 11
Nakagawa S (2008) of o ol o2 otig=E7t ol ol il ol ol ot 8
Omori 5(2009) of o of o2 CHe=E7t of o o o ot ot 7
Smith £(2002) of o of ol CHE=E7t of o ol ol o ot 8
Steffen 5(1997) of o of o2 CHg=E7t of o o ot ot ot 6
van den Broek £(2009) ofl o ofl olHe  theg=ot ol ol oll oll ot o2 7
Watamabe 5(2008) ol of ol o2 thg=Eot ol o of of o ot 8
Weinmann S(2008) of o of of CHE=7t of ol o o o2 o2 8

At=2: Shea 5, 2009
Q1: Was an 'a priori' design provided?
Q2: Was there duplicate study selection and data extraction?
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Q3: Was a comprehensive; literature search performed?

Q4: Was the status of publication (i.e. grey literature) used as an inclusion criterion?

Q5: Was a list of studies (included and excluded) provided?

Q6: Were the characteristics of the included studies provided?

Q7: Was the scientific quality of the included studies assessed and documented?

Q8: Was the scientific quality of the included studies used appropriately in formulating conclusions?
Q9: Were the methods used to combine the findings of studies appropriate?

Q10: Was the likelihood of publication bias assessed?

Q11: Was the conflict of interest stated?
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B 4-1, 220 tdAS

2= NEH WHO-ATC classification code

Amitriptyline NO6AAQ9
Clomipramine NOBAAO4

Dothiepin ATC ZE g2
Doxepin NOBAA12
TCA Imipramine NOBAAQ2
Nortryptiline (nortriptyline) NOGAA10
Amoxapine NOBAA17
Maprotiline NOBAA21
Quinupramine NOBAA23
Mianserin NOBAX03
Citalopram NO6ABO4
Escitalopram NO6AB10
Fluoxetine NO6ABO3
SSRI Fluvoxamine NO6ABO8
Paroxetine NO6ABO5
Sertraline NOBABO6

Setiptilin ATC ZE g2
Milnacipran NOBAX17
Trazodone NO6AX05
Venlafaxine NOBAX16
NADs Nefazodone NO6AX05
Bupropion NOBAX12
Mirtazapine NOBAX11
Tianeptine NO6AX14
Others Medifoxam.ine NOBAX13
Moclobemide NO6AGO02
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dataset2 FHROIQAH(AY 4-1). eHHOIHE YRFOZ HAEHUAHY 2¥EUS Y=
oHOAFRON e BAIMe etHolEtE MENYF EHRAHY DRGE e #XeE HASHA
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H 4-2. A4, o120 chAIXt 5442006 ~ 2008)

T 4 oy
Hol ER(E) HIE(%) ER(F) HIZ(%) R(E) HIE(%)

18-29M| 165,615 10.6 59,387 114 106,228 10.2
30-39A 223,007 14.3 75,810 14.5 147,197 14.1
40-49A 320,878 20.5 106,879 20.5 213,999 20.5
50-59A| 337,244 216 106,898 20.5 230,346 22.1
60-69A| 298,359 10.1 101,537 194 196,822 189
70-84XM| 218,083 13.9 71,578 13.7 146,505 14.1

Al 1,563,186 100.0 522,089 100.0 1,041,397 100.0

4.4.2. YN Arg ¥y 2

4.4.2.1. 29 AU

Ufl, o UBQYEES MME AL 2006-2008H(3WA) YUAL
(3.13%), 97t 12,979,586 (96.87%)2 2 2006 1AME7|%

2719 HE20l YHURE T8I0 FR2HE HEY2 AL

H 4-3 g4, AgE F7d(2006 ~ 2008)

I 419,951
g 20099 14}
LIEHSTH(E 4-3).

L | U 2l2H
TE BMMZTARN)  HIE(%)  BHMHARN)  HIE(%)  BHMARN)  HIS(%)
e =2 4,589,241 34.2 200,187 477 4,389,054 338
= oy 8,810,296 65.8 219,764 52.3 8,590,532 66.2
18-29A 996,523 74 27,977 6.7 968,546 75
30-39A| 1,671,416 125 41,830 10.0 1,629,586 12.6
o 40-49M 2,547,909 19.0 70,908 16.9 2,477,001 19.1
= 50-59A 2,920,688 218 89,704 214 2,830,984 218
60-69A| 2,965,044 22.1 95,705 22.8 2,869,339 22.1
70-84A| 2,297,957 17.1 93,827 22.3 2,204,130 17.0
A 13,399,537 100.0 419,951 100.0 12,979,586 100.0

AmE ZT oMo HIFO| HHQ o 65.4%2 I UL
O UERJT Qelo] FoL FUHUNY H|F



o
g2

M| A3y

I 44, RUYBH 7192006 ~ 2008)
Hx| U olaf
QoUZH
HMAMZASN)  HIE%)  HAHAESRN) HI2(%) A ZAZ(N) HI2(%)
SN2 1,528,982 114 88,674 21.1 1,440,308 11.1
eI 2,197,941 16.4 152,043 36.2 2,045,898 158
el 907,905 6.8 139,569 332 768,336 59
o 8,764.709 65.4 39,665 94 8,725,044 67.2
A 13,399,537 100.0 419,951 100.0 12,979,586 100.0
Nes¥s YRAALE ANE 2y YUUE FI HRAALIT WA 58.4%=2 7P
E=UCL. Ol UUD QYoM FUSIFHOM O HE Y} £02 2 HAULE HY
CH(E 4-5)
I 4-5. TRn=EH HA44(2006 ~ 2008)
x| U 2laf
za=2
HAMASN)  HIS(%) A ZAZ(N) HIS(%) A ZAZ(N) HIE(%)
Qto] 1,176,552 88 12.342 29 1,164,210 90
Lizt 2018,015 15.1 121,951 29.0 1,896,064 146
AlZat 1,167,657 8.7 37,099 88 1,130,558 8.7
Al 7,830,075 58.4 149529 35.6 7,680,546 59.2
7|Et 1,207,238 9.0 99,030 236 1,108,208 85
A 13,399,537 100.0 419,951 100.0 12,979 586 100.0
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4.4.2.2. ¥22N9 H|§

FLEH H§2 TN FAMI0| SHTSt= 2006'dFE 2008ENX| 3d A
2 YA, #X 1UT FAYW FYUS AR,

2006'd-2008'd9| ¥L M| HMYLL LT XY HERYSqHIE FAHL &4 1
X 5,301 AUo|UCH YU Z2 oF 8,453 ¢, U2 °F 6,848% o= ¢
YU g0 of 1.23H] =AM, YFSHE HMYL2 227 XY 1UT FAHIE2 114

Helo|nl FYAUL IWMAOIUTH(E 4-6). W HYL2H|E AyYure oixjo] izt AL
MIHEM 20069 o 4,401 ¥, 20079 5 o

AKE 2008A7X| FIFEME EUC. A BF HEL o 5,100 ¢
A 3 AYG(E 4-7).

Y 923 WX JHo TE H|§Z MMEH, gigol of 6,655%
§(43.49%), %’d°| 8,646 U(56.51%)2F HA| H|§ F oo H|Fo| &£A Y
EPtCh J2{4 etxp 1909 FoH|§2 FUgol 149 S5HUCE ojge o gMeRr}
T, FYUE G790 3T 1HMYUCE odo 20t OHAUHY T2 U &+ AY. 949
FULIL 65.80%20Y| Y6t H|EL2 56.51%F XX|ote HO2E ¥ £ UXO o
A oXpf HIFL EUXID G H|sto] 101 H|S2 W2 Jioz LEGUTH(E 4-8).

AUXIAYO| T2 H[EL ‘60-69M'7t &% 3,662 YUOE Y o H[ZE XX|OIH
1, §4Z0F ‘50-59M4'2t ‘70-84M17F 2&F 3,300 ¥, 3,100% Yo=F E2 H|§3S
XEX|SFICE, Xt 101G HF H|L2 70-84M°, ‘60-69M, ‘50-594'9] &MZE 22
139 5HY, 129 4HY, 119 3HY 202 F2 H[ZZ HOAN(H 4-9).

XNSNIHE MHEH PUDNTL oF 6,440 21(42.09%)22 I W2 H|E2 H
Ue Y £ YW, 4o Yyt o 3,883 U(25.38%), AAHY 1,256 ¢
(8.21%) =MYUZ HAY 4 UAUCE. YD, UYnf, MFoke] XgatEo| HH| H]ZojA
XfX|ote H|&O| 75.67%=2 =2 H&Z HYZ ¥ + UH(H 4-10).

o ) 2 MUEH M2o| & 4,478 ¢
0F JPY WUD, GO HFI(Y 2,887 Y), HA(Y 1,378 Y) &0|0F YE

SOH(E 4-11).
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fy

fllo
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NAgET YQIHE My

QFE UL FUWUO o 5,128% W, FUMEO| o 4,282 WYL o
o 3,463% 9, WY O 2,428% Y AME 2 HI$L XX|GYCHE 4-12).
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Eixtel

olg]

42N Ag ey

Q|2 H|2(2006 ~ 2008)

H =,
ool M
HZRUFOHIZSH HZEERIREF HzERSxREE

e Bl gr YU Bl 2 AU Bl g 33U
Y 845260492 2013 1407 170175786 405 295  672,206003 1,601 1,088

ol 684847931 53 28 226396543 17 10 456500132 35 19

A 1530108422 114 30 396572328 30 10 1,128706,136 84 20

B 4-7. S2=M LU= 2= BAte| AE HIE(2006 ~ 2008)
el [
HZRYFHHIZEH HzEeREE HZRERRES

B 2l B S 2 o 24 2 B S
Rl 2BB3E06 1M 1265 418680 3B B2 1BHOLBT 158 106

006 oM 20679184 64 ¥ eRrd 2 2 1By B 24
BHIE 40066480 - - MW - - 3651328 - -

QR 2770026 201 1430 834448 3 01 226400 165 1,131

07 °Bf  2BUBAE b % 77000311 15 10 1559616 b 19
g 510757521 - - 1omaTe - - 3BENA6 - -

R UMD 2007 1400 TBASB M6 3B X110712 166 1098

008 °Bf 23778 B % 8IB0B 15 9  1RNMW 3 18
BHIE 502642 - - 1536060 - - 485701 - -

H 4-8. YLSHE MLU2 223 X9 A IE HIE(2006 ~ 2008)

Ciel Hel

cho
AALUFHH I ZESH Ala=olgetd AZAHAXEEZ
o= 2 WE = el mR =g e,
olfl 09860993 2047 1478 80449326 A2 302 326506393 1631 1140
g o osmee 58 W 84420 19 10 17124560 39 20
A eeeae3A 145 31 162873606 35 11 49770083 108 2
olgl 435300498 1981 1332 8976460 408 287 345650610 1573 1027
M om0 5 8 13972268 17 10 2850442 B 19
A 846208 B 29 2%EW7B 27 10 6091402 72 19
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fouaby Bulpioqp]|o) 24DOY|DAH paspg-2duUaping |[PUCIIDN

Crof: e
S NZ2UFOHESEY REEREEE] NEEEAEgS

= X Tz =0 X e 9% 2 Tz 0!
U 48,440,805 1,731 1,308 10,485,682 375 286 37,948,583 1,356 1,014
18-29M| 2f2f 60,774,844 63 39 20,181,985 21 12 40,584,870 42 26
A 109,215,649 110 40 30,667,667 31 13 78,533,453 79 27
U 69,025,344 1,650 1,247 14,682,477 351 270 54,329,242 1,299 967
30-39A 24 92,497,846 57 36 30,489,301 19 12 61,994,888 38 25
A 161,523,190 97 37 45,171,778 27 12 116,324,130 70 25
U 124,597,019 1,757 1,263 25,272,054 356 266 99,274,929 1,400 982
40-49M| 2f2h 128,575,754 52 32 43,630,273 18 1 84,909,497 34 21
A 253,172,773 99 33 68,902,327 27 1 184,184,426 72 22
UA 181,028,909 2,018 1,402 35,554,396 396 285 145,004,683 1,616 1,089
50-59A| 224 148,985,559 53 28 50,083,500 18 10 98,519,934 35 19
A 330,014,468 113 29 85,637,896 29 10 243,524,617 83 19
bave) 216,578,627 2,263 1,522 41,997,736 439 311 173,362,156 1,811 1,176
60-69A| 224 149,667,245 52 24 48,449,024 17 8 100,322,674 35 17
A 366,245,872 124 25 90,446,760 31 9 273,684,830 92 17
A 205,589,787 2,191 1,502 42,183,440 450 328 162,286,409 1,730 1,148
70-84AM| 24 104,346,683 47 22 33,562,459 15 7 701,688,270 32 15
%l 309,936,470 135 23 75,745,900 33 8 863,974,679 101 15
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42N Ag ey

E 4-10, BOSHE MYWS 225 #ixjo] MEn=o| THE HIR(2006 ~ 2008)

CHol: M

AAQUTCH|ZZH AR IHES AAHSRHE
=S A o 3 2| a4 3 2| HH 3u
ole 175314 %0 99 26537 214 28 90098 7% 7
omto] sy  3BYEXT 3l 18 94008 8 5 2646017 2B 13
A a2 M 19 121440 10 5  B55%5 0 13
olel 27029742 2216 1321 6691516 383 244 2205480 182 1047
Wz ol 1180R0M &2 12 31996497 17 4 853188 45 8
A 3WHI6 1@ 12 786013 39 5 74682 152 8
ole 77200753 2083 1531 18865502 509 403 58088087 1564 1113
Nzm ol 820206 5 13 20083076 18 8 27969210 5 7
A 155090 18 14 BoIBSM B 8 80706 74 8
ole 28511018 13% 1362 4781288 30 207  1603878% 1073 1082
MADE o 43423307 57 37 17604853 19 12 879 3 %5
A 6BMR5 & 3 %471 B 12 a7e0es 57 %5
o U DM 23 101 4mAn 4B 26 5645 24 13
o R 2mumi &5 1 587557 9 3 230542 % 10
A W64 M7 14 54188 73 3 278sies 3 A
o UE @R 295 18l QOB 60 & 82K 2@ 1AW
So % TemeR % 7 286 2 5 Ay 2B 1
A 6086886 28 19 1575070 67 6  B7MEN 20 13
. E OmEB 218 152 BMEE &8 %6 U082 215 120
o % oMM % 1 aeese 13 5 6@ 2 9
A X7 %0 14 17708422 57 5 595084 201 10
__ 9® 13320 610 3301 190380 &b 60 1MAB 584 2716
s o %6431 46 13 294 14 5 23 29
A 13608488 1716 23 196783 247 11 11626501 1466 13
e BE B 2®8 R 98 X8 28 OUBI3 224 14
Sy % ixesu 106w 51387 19 6 AissT 87 9
A 127mes5 T4 B 17825 B 12 1108580 6% 15
o™ @G0 3261 262 1334183 702 587 485503 256 208
QTH;E;} oy 73737 76 2 306310 2 11 42114056 M4 13
A 6951506 0 X 167 142 12 5756439 4% 18
olel 7318213 1376 1072 1515475 285 231 577700 1085 80
97| fﬂ L%l sweom % 2 25 5 30009 15 8
A 126420 6 2 3601 18 5 870l &2 8
olel 282l 023 2045 437061 6389 4601 18455205 26811 19465
et Qs 12497060 4175 3376 ASTR0ST &7 60 750050 3201 2681
A B34 1410 9430 92518 298 1985 26015784 11150 7330
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H 4-11. $92H Auwe S258ixlo| X|d HS(2006 ~ 2008)

ol- ®o
chof: F2d

= o AZQATOHISEH Aol AlZEExEeT
& B % d Y A e 2R A A =R
) I8l 247954837 2592 1504 47547337 497 332 200249572 2,093 1240
B Q3 199,885,357 64 33 70324648 23 12 129450144 42 22
iy A 447,840,195 140 34 117871985 37 12 329699716 103 22
& oS 73796281 2027 1449 14853192 408 298 58923513 1618 1129
2 AL QY 64,002,949 56 31 20789603 18 11 43201,029 38 21
® 7| 137,799,230 117 32 35642795 30 11 102,124,542 87 22
5 ol 31265482 1934 1404 6493052 402 200 24684790 1527 1,079
® oIM QY 26,323,018 48 27 8373208 15 9 17822387 32 18
. A 57,588,500 101 27 14,866,261 26 9 42507177 75 19
2 o 43046549 1,951 1,394 9194362 417 306 33852,187 1534 1073
= Qfay 37,927,252 46 26 12779763 15 9 25147489 30 17
A Al 80,973,801 95 27 21974125 26 10 58999676 69 18
® U 32348535 1684 1331 7201897 375 296 25146637 1,309 1,026
o LJE 21,227,680 53 30 7523938 19 11 13,703,742 34 20
g 7 53,576,215 128 32 14725836 35 11 38,850,380 93 21
4 oled 33936761 2,192 1442 6,872,487 444 300 27064274 1,748 1,106
a ol 26,928,722 45 26 9006944 15 9 17921779 30 18
5 A 60,865,483 98 27 15,879,431 26 10 44,986,052 73 18
3 ol 22136863 1902 1406 4200436 361 270 17548098 1507 1,090
@ 9|2y 13912,538 63 32 4402473 20 11 9,382,083 43 21
3 7 36,049,401 156 34 8602909 37 11 26,930,181 116 23
< o 160,329,798 2042 1443 32443626 413 304 127483684 1624 1111
Qaf 128,335,965 54 31 40775615 17 10 87,179.863 37 21
Al 288,665,762 118 32 73219241 30 10 214,663,547 88 22
ol 28063876 1948 1304 5357317 372 248 22479502 1560 1016
ze o 19,632,494 48 25 6449567 16 8 13,011,947 32 17
A 47 696,369 112 25 11,806,884 28 9 35491449 84 17
oS 20566446 1727 1374 4553439 382 305 15932174 1,338 1,052
=2 9y 18,744,630 44 26 5,862,711 14 8 12789175 30 18
7| 39,311,076 89 26 10416,150 24 8 28721349 65 18
U 26022559 1518 1244 5461667 319 260 20439463 1,192 963
= oy 26,219,125 41 25 8340182 13 8 17,808,385 28 17
A 52,041,684 79 25 13801848 21 8 38247848 58 17
ol 20544750 1644 1,163 4606828 336 236 17683008 1,289 904
M= QY 22,950,052 42 25 7294650 135 8 15414346 28 17
Al 45,494,803 82 25 11901478 21 8 33098254 60 18
U 25510,751 1,501 1,122 5008715 295 217  20,145186 1,185 874
Mt 2y 16,499,955 43 20 4927495 13 6 11421388 30 13
A 42,010,706 105 21 9936210 25 6 31566574 79 13
oS 30148462 1549 1383 6,398,133 329 283 23292233 1,197 1,067
#2 oy 27535476 47 25 8681204 15 8  18639,103 3 18
7| 57,683,937 95 26 15079337 25 8 41931336 69 18
ol 389081496 1498 1274 8262409 318 273 30458095 1,171 978
Ag QA 25,658,189 44 25 7986967 14 8 17,550,384 30 17
A 64,639,684 107 26 16249376 27 9 48008479 80 18
ol 8607046 1676 1227 1720888 335 260 6,822,688 1,328 942
o2 9,064,529 48 27 2877575 15 9 6,076,888 3?2 18
Al 17671575 91 27 4598463 24 9 12899576 66 19

_75_



42N Ag ey

CHof: R
AAQOIFOIH| 2N Alz=olgct= AZEsIxIRE

OOF=EH
ees g "3 FU st "3 EZug A T
. oIl 276883613 3123 1,898 51533071 581 381 225,269,235 540 1,499
;;‘ 2|24 151,287,278 105 47 60,362,116 1?2 26 90,855,641 63 18
= Al 428,175,890 280 52 111,895,187 73 29 316,124,876 207 21
. QIR 340,174893 2,237 1479 66,816,038 439 299 270903038 1,782 1,146
% ;._J Q2 172,651,908 84 36 60,327,205 29 16 110,682,003 5 19
Al 512,826,801 233 43 127,143,243 58 18 381,585,041 174 22
IRl 190992478 1,368 1,313 43407103 311 290 147252075 1,055 1,014
HE 224 51,763,421 67 41 17,535,147 23 15 34,003,453 44 26
A 242,755,899 267 54 60,942,250 67 19 181,255,528 200 34
U 37,204 507 938 8% 8419574 212 196 28,781,654 726 691
Ol 22 309,145324 35 27 83,172,075 10 8 220,959,036 25 19
A 346,349,831 40 27 96,591,649 11 8 249,740,690 28 19

4.4.2.3. QX MYFY

FLEM MY P2 HHEH go2N ERE BAM Uxs UUAYOAME TCA
It 40.21%E P WAL, SSRIZI 25.96%F F HHE 2 HEZ HQY. 1 ¢
222 NADs, Others? #Mg 234, HEAMAYME= SSRI+NADs?I 5.79%=2
g WYL, TCA+SSRI, TCA+NADs?f 5.37%, 3.21%= A4 YEGTH
4-13).
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E 4-14, SR 2

5.
1, HEAHIME  SSRI+NADs(8.69%,

5.44%), TCA+NADs(3.07%, 3.22%)° 2XM2 Y,

4-14).

=M XMUL(2006 ~ 2008)

I 4-13. 222H MYLaE 3EHZH2006 ~ 2008) HAIA 214~
R QFet MM 24~(N) HIZ(%)

TCA 5,387,822 40.21

crolgu SSRI 3,478,390 25.96
NADs 2,390,256 14.19

Others 28,587 3.75

TCA+SSRI 719,804 5.37

TCA+NADs 463,669 3.21

TCA+Others 5,045 0.27

HEQH SSRI+NADs 796,953 5.79
SSRI+Others 969 0.14

NADs+Others 3,467 0.14

3+ or more 124,575 0.97

A 13,399,537 100.00

YTEHE oMM DLQHM LY, 2 FUIA TCA(30.15%, 40.53%),
SSRI(25.18%, 25.98%), NADs(24.82%, 13.84%) &A=& 2 HE&Z HY

5.70%), TCA+SSRI(3.34%,

ol FUSHH YERLT (R

LEHEN
AR, UH 224

BMAM 744N HIE(%) BMIM 744(N) HIZ(%)

TCA 126,604 30.15 5,261,218 40.53

crolgu SSRI 105,729 25.18 3,372,661 25.98
NADs 115,752 24.82 2,274,504 13.84

Others 247 2.61 28,340 3.79

TCA+SSRI 14,039 3.34 705,765 5.44

TCA+NADs 14,263 3.07 449,406 3.22
TCA+Others 51 0.30 4,994 0.27

HEQH SSRIH+NADs 37,651 8.69 759,302 5.70
SSRI+0thers 33 0.20 936 0.14
NADs+Others 65 0.21 3,402 0.14

3+ or more 5,517 1.44 119,058 0.96

A 419,951 100.00 12,979,586 100.00
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20064-200819] AT YRS HYPHS HEH, UL TCAZL
44.10%, 40.45%, 37.62%=  AZHo| g5 H|&0] A0,
SSRI1(24.99%, 26.07%, 26.47%)%2 NADs(14.71%, 14.30%, 13.77%)

MUHOE HyH o] SIS & 4 UUC WEAWIME Y £ HIZS KXo}

rir

rir

SSRI+NADsZ°| 20064-2008" ZZ 5.20%, 5.84%, 6.11%2 Z7I8t=
%S HED, 1 ¢2oZ &2 HRL HO: TCA+SSRIZ(5.05%, 5.49%,
5.48%) 3t TCA+NADs(3.21%, 3.25%, 3.18%)22 HEHI QAISH ofAte H
HCHE 4-15).

oX

T 4-15. A=Y ULEN MULH(2006 ~ 2008)

ol

SEEIY 200641 200735 20084
MM A(N)  HIZ(%)  BMAM AxN)  HIZ(%) BAMIM H4N)  HIE(%)
o oA 1485442 44.10 1802903 4045 2089477 3762
o SSRI 841826 2499 1187668 2607 1408896 2647
2  NADs 537415 1471 788201 1430 1064550 1377
2 Others 8699 141 10119 312 9769 572
TCA+SSRI 170030 505 250022 549 200752 548
TCA+NADs 113672 321 158550 325 191447 318
¥ TCA+Others 2,163 0.21 1,721 0.25 1,161 0.32
€ SSRIHNADs 178499 520 273041 584 35413 611
W SSRHOthers 462 009 %5  0.14 142 016
NADs+Others 1087 013 1162 013 1218 016
3+ or more 29,191 0.90 42643 0.98 52,741 1.02
] 3368486 10000 4556485 100,00 5474566 100,00

el FHE MYH YN NMYYHE <H 4-16>2 LY. FTUHMBHUN
I HAQHOM Bo] o|ZEH AZFF 2 SSRI(34.08%)°I%11, TCA?F NADs#9|
27.29%, 21.12%2 1 T AXOIC, HLQHOME SSRI+NADsY H8X|
It 7.73%=2 ¢ 52 YIEE, TCA+SSRI2 TCA+NADs?t 1.66%, 1.99%2
=2 ULEE HACH o|gf T FUHH, WH, UM I TOl MYEH AF2 TCA
2(32.89%, 35.50%, 44.79%)°|U1, 222 SSRI(29.87%, 25.60%,
23.60%)2 NADsZ(17.41%, 18.85%, 11.69%)YUS U 4 UCt. %8 QHOYA]
= TUHHN HUYME FUHIHHY ZO] SSRI+NADs(7.80%, 6.35%)2 H
Sa¥o] I =2 HEE XX "HH QM= TCA+SSRI(6.67%)9 HE2H

IDIYI DI PIsD-IIUIPING |DUCIIDN

pIoqD||0) 2

Y builj
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fou



fMuaby BuilpioqDp|jom 24D3UlDaH PasDg-20Uaping [DUCIIDN
U L2 12jjo0 1o p i Ping | BON

o
Ho
Mo
>
4m
12
H>
olo
H
=
of
o
fllo
a
>
rir
)
re
HT
J

%2
o
=
oX
ol
N

o I 2 HEE HYCL.

oSt YN MYPNSL HHR PEOP] MMEYX|D HEI Hyoryol I
CHEX| OQITH. AWPHS TIURMOIY TCA, SSRI, NADsZ &MZ, H82HoIX
SSRI+NADs, TCA+SSRI, TCA+NADs#9 #A2 =2 HEZ HYS & = AN
CHE 4-17).

T 4-16. 227| Y F22H XMULAH2006 ~ 2008)

o=7IHEE

- g EeiHe 1448l ol
A Hig MM Hig AN g HAIA Hig
7=N) (%) Z2{N) (%) 742{N) (%) 72N) (%)

o TCA 417323 2729 722818 3289 322264 3550 3925417 4479

o/ SSRI 521,006 3408 656547 2987 232404 2560  2,068433  23.60

2 NADs 390,300 2112 495996 1741 225828 1885 1,278,132  11.69

2 Others 5116 448 3707 506 1525  6.11 18239 305

TCA+SSRI 30,503  1.99 68431  3.11 36,303  4.00 584,567  6.67
TCA+NADs 31481 166 55019 202 24920 233 352249 387

g TCA+Others 813 042 584 047 111 041 3537 018

'§ SSRI+NADs 125813 773 178749 780 58684  6.35 433707 489

E SSRi+Others 208 046 175 0.5 55 0.1 531 0.06

NADs+Others 507 0.29 362 028 77 009 2431 008
3+ or more 5822 047 15553 083 5734 066 97466  1.13
Al 1528982 10000 2,197,941 10000 907,905 10000 8,764,709 100.00
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42N Ag ey

4-17. M S22 XWAA(2006 ~ 2008)

g4

R|HQFA =2y oy
BMIM 74(N) HIZ(%) HAIA 24(N) HIZ(%)
TCA 1,792,694 39.06 3,595,128 40.81
crolgu SSRI 1,207,539 26.31 2,270,851 25.77
NADs 879,198 15.66 1,511,058 13.42
Others 10,810 3.62 17,777 3.82
TCA+SSRI 231,743 5.05 488,061 5.54
TCA+NADs 157,268 3.20 306,401 3.22
TCA+Others 1,738 0.25 3,307 0.28
HEH SSRI+NADs 268,083 5.69 528,870 584
SSRI+-Others 357 0.14 612 0.14
NADs+Others 1,364 0.14 2,103 0.14
3+ or more 38,447 0.88 86,128 1.02
Al 4,589,241 100.00 8,810,296 100.00

TSR HYH FHE YUUOIM 59.94%2 TCAMEY %20l I U

o
0, SEgX|g°M = TCA+SSRIC ¥WEQMO| 2.02%=

=0 WL

IT o

E HA[Y. oo H|sy

J|EfmOAS SSRIZH MM NWH4: F 33.48062 AX[ote] JPY £ WTE Xfx|ot
W QMoME SSRI+NADS?I HAQ] 8.79%2 £ HIFS XIX|oict, ot

[,

HADoME UMl HAo 93.81068 AX[SHet]| Hle J|Efs

77.20%=2 4

oM TUQ™O HIZO] FHHOR I UHES ¥ + UH(E 4-18).
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Q2N %
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A8 B2t

I 4-18. FlR2n=EY RS XLA(2006 ~ 2008)
Tlzats
R|HQFA ol 7|Etat
BMIM 74(N) HIZ(%) MM Z4=(N) HIE(%)
TCA 2,049,568 59.94 3,338,254 26.18
crolguy SSRI 2,621,449 15.39 856,941 33.48
NADs 1,365,473 10.44 1,024,783 16.86
Others 18,224 8.05 10,363 0.69
TCA+SSRI 607,098 2.02 112,706 7.75
TCA+NADs 353,042 1.52 110,627 442
TCA+Others 3,977 0.47 1,068 0.13
HERQH  SSRHNADs 698,563 1.58 98,390 8.79
SSRI+Others 848 0.18 121 0.11
NADs+Others 2,946 0.1 521 0.16
3+ or more 108,887 0.31 15,688 1.45
Al 7,830,075 100.00 5,569,462 100.00
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CE:
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=
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o]

2H|9] HYYdS AYERZ H|ug
HYUFIF [NQ 35.48%=2 P = LS
XYM FUSFAC. ©TU 65M OlFFlM=
51.86%2%2 654 O]9l
GE FUA Gigt
U0 (Beers,

Folert s
ofSHue| YYO2 Ho|x
1997; Fick §
gQHoIME 654 UJgL,
HUC(H 4-19).

o
==

b AT 654 U|TF WXZoYM L
EE AX[oIe

H &3S
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oM ArgH%

I 4-19. SHHE 22N XLA(2006 ~ 2008)
bl
SRS B5A1 ojot B5A Ol&f

MM Z44=(N) HIZ(%) MM Z44=(N) HIE(%)

TCA 3,380,234 35.48 2,007,588 51.86

crolguy SSRI 2,818,657 29.58 659,733 17.04
NADs 1,641,932 13.94 748,324 14.81

Others 22,297 343 6,290 453

TCA+SSRI 592,050 6.21 127,754 3.30

TCA+NADs 330,842 3.27 132,827 3.08
TCA+Others 3,710 0.23 1,335 0.36

HERQH  SSRHNADs 633,136 6.49 163,817 4.07
SSRI+Others 821 0.14 148 0.14
NADs+Others 2,596 0.12 871 0.18

3+ or more 101,935 1.1 22,640 0.63

A 9,528,210 100.00 3,871,327 100.00

GEO| WE  REYW  gHo WegN AYWUNES AHEH, TCA HZLY

Amitriptyline®| 22.81%=% P &2 0322 NADsY
Trazodone®| 12.85%, SSRI2 Fluoxetine © 10.51%%2% &2 Q1xo| XY HE
2 HAZZ ¥ = AUH. 2006H-20081Y 2t AL MY H[X FgZ ERH.
TCAZHIZS Amitriptyline(25.30%, 22.72%, 21.36%)2 ZASI¢1D, SSRIQ
Citalopram(2.14%, 0.45%, 0.03%)°| &A%t HIH Escitalopram(2.76%,
5.45%, 6.76%) 2 7%t YAS HEUCY. NADsOlME Trazodone(12.33%,
12.89%, 13.155)% Tianeptine(1.24%, 2.77%, 5.05%)° &?ot1 ASS
o 4 UCt(E 4-20).

MEE XX|OED,

<E 4-21>0 HAE RV FEO| U2 2FY Y2 YOH MYl 2
S oFIMOM TCARS  Amitriptyline(19.90%, 23.76%, 26.07%,
22.74%)9 XWHO| MY EH UEHTH CHQ0R FUMEBOIME SSRIZY

Paroxetinell Escitalopram®| 14.30%% 12.04%=% &2
#2 SSRIQ Paroxetine(13.18%)3 NADs®? Trazodone(11.09%)°| = 4
EfGCh  Heln o loME=  NADs? Trazodone(15.45%)°|
(13.43%) TS0 &2 H2S XX|giC}.

[o o]
HE3 HY1, Fud

Amitriptyline
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H 4-20. g=0f M2 2RE 422 YR2H XU (2006 ~ 2008)

il
Ay | 20064 20074 20084
BAIM HIE MM HIE MM i BMIM HiE
7==(N) (%) UZ(N) (%) ra () (%) U(N) (%)
Amitriptyline 3,761,286  22.81 1,045,615 2530 1276901 2272 1438770 2136
Amoxapine 2,585 0.02 705 002 860  0.02 1,020  0.02
Clomipramine 161,419 0.98 41,618 1.01 55,120 0.98 64,681 0.96
Dothiepin 18,971 0.12 5,653 0.14 6,023 0.11 7,295 0.11
TCA Doxepin 4,210 0.03 1,916 0.05 1,118 0.02 1,176 0.02
Imipramine 960,660 5.83 246,361 5.96 333064 593 381,235 566
Mianserin 14,267 0.09 6,324 015 6,739  0.12 1,204 0.02
Nortryptiline 1,074,869 6.52 285962  6.92 374,778  6.67 414129  6.15
QUnUPrAM - go4541 603 250880 607 2787 610 400874 595
Citalopram 116,023 0.70 88329 214 25457 045 2,237 0.3
Escitalopram 876,197 5.31 114213 276 306,598 545 455386  6.76
Fluoxetine 1,733,749 1051 447,790  10.83 600,254  10.68 685,705  10.18
SR Fluvoxamine 238,118 1.44 59,571 1.44 83,651 1.49 94,896 1.41
Paroxetine 1,450,468 880 333909 8.8 495374 881 621,185  9.22
Sertraline 849,516 5.15 221,790 537 291854 519 335872 499
Bupropion 269,493 1.63 63895  1.55 99,342 177 106,256  1.58
Milnacipran 169,027 1.03 44,835 1.08 57,397 1.02 66,795 0.99
Mirtazapine 473544 2.87 138,782 3.36 157,960 281 176,802 2.62
NADs Nefazodone 1 0.00 1 0.00 - - - -
Trazodone 2,119,390 1285 509,608  12.33 724314 1289 885468 13.15
Venlafaxine 614,659 3.73 161,290  3.90 211,494 376 241875 359
Tianeptine 546,555 3.31 51,051 1.24 155,638  2.77 339,863  5.05
Medifoxamine 2 0.00 1 000 1000 - -
Others
Moclobemide 39438 024 13,065 032 13,771 025 12602  0.19
A 16,488,988 100.00 4,133,167 10000 5,620,495 100.00 6,735326 100.00
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® 4-21. 927|8 SEHo IE 27 429 P20 XU (2006 ~ 2008)
Sl
Mo T B HH oA

HAIA Hig MM HIE HAIA HIE BAMIA Hig
1(N) (%) 2A(N) (%) ra () (%) A(N) (%)

Amitriptyline 369,702  19.90 641,068 23.76 285446 26.07 2,465,070 22.74
Amoxapine 10 0.00 143 0.01 189 0.02 2,243  0.02
Clomipramine 7,005 0.38 6,132 0.23 7326 0.67 140956 1.30
Dothiepin 5009 0.27 1,268 0.05 1574 014 11,120  0.10
TCA Doxepin 397 0.02 522 0.02 286  0.03 3,005 003
Imipramine 18,137 0.98 62,588 2.32 23846 218 856,089  7.90
Mianserin 1,074 0.06 3916 0.15 293 0.03 8984 008
Nortryptiline 88,361 4.76 137,776  5.11 48227 440 800,505  7.39
Quinupramin 4513 024 28108 104 32321 295 929509 858
Citalopram 18,173  0.98 37,164 138 12,384 1.13 48302 045
Escitalopram 223655 12,04 269,817  10.00 75,407  6.89 307,318  2.84

SSR Fluoxetine 87,371 470 126,527 469 83632 764 1436219 1325
Fluvoxamine 9,741 052 22919 085 6,487 0.59 198971 184
Paroxetine 265,664 14.30 355,644 13.18 99,023 9.04 730,137  6.74
Sertraline 93575 504 129,711 4.81 63,736  5.82 562,494 519
Bupropion 63,941 344 86,477  3.20 14710 134 104,365 0.96
Milnacipran 30,259  1.63 42,089 156 8846  0.81 87,833 081
Mirtazapine 154,493  8.32 158,620 5.88 54414 497 106,017 098

NADs  Nefazodone - - - 1 0.00 - -

Trazodone 195,100  10.50 299,288 11.09 169,214 1545 1,455,788 1343
Venlafaxine 132,606 7.14 151,348  5.61 46,194 422 284,451 262
Tianeptine 81,965 4.41 132,245 490 59,664  5.45 272,681 252
Medifoxamine - - - - - 2 000

Others

Moclobemide 6,896 0.37 4,953 0.18 1,790 0.16 25799 024

A 1,857,707 100.00 2,698,323 100.00 1,095,010 100.00 10,837,948 100.00
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Q2N SHLSE| YL UK

2 5-1. 22A A=

2olEy 3 FAY B

HI
A

AMEH

WHO-ATC classification code

Amitriptyline NOGAAQ9
Clomipramine NOBAAO4

Dothiepin ATC ZE g2
Doxepin NOBAA12
Imipramine NOBAAQ2

TCA

Nortryptiline (Nortriptyline) NOBAA10
Amoxapine NOGAA17
Maprotiline NOBAA21
Quinupramine NOBAA23
Mianserin NOBAX03
Citalopram NO6AB0O4
Escitalopram NO6AB10
Fluoxetine NOGABO3
SSRI Fluvoxamine NOGABO8
Paroxetine NOBABO05
Sertraline NOBABO6

Setiptilin ATC TE g2
Milnacipran NOBAX17
Trazodone NOBAX05
Venlafaxine NOBAX16
NADs Nefazodone NOBAX05
Bupropion NOBAX12
Mirtazapine NOBAX11
Tianeptine NOBAX14
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20064 20074 2008
A A A

-ge502 I3 oy g Er Ttk (312 67 20] =
. =] — o -
23| of&f QU= =8& d9 = DA 7| 7F 2HY)

Index date

a8 5-1. 3= 2ME HI0|EH|0A

5.1.3.1. #8§& (Medication Possession Ratio, MPR)

20074 18~20084 68 Alo] & @92 Hy(index date) ¥ 180% ol
YQSNIE HYWS T SOIULE NOOHC. o2 HTU Ao HYUo| FREL F
S HQBIHI, NI HTA F YLLH SUULTL 180U AMeIE FoE SO
20| Yregotx| gporet,

MPRO| 75% O|Zrel 39 ‘HA3F'OZ, 75% O

o
oS
olo
A
|o
Hu

2
lo
o

1°]

=+

5.1.3.2. X|&/ (Persistency)

2007'd 1¥~2008'9 6% Afo] X Q22X XY (index date) ¥ HULSNE F
oo XA&XMOoZ Xyure J|Zt(duration of uninterrupted therapy)22 2|5}
ALk, o ©f X|&/45|gtA(permissible gap)2 14YUE otFY. =, O™ xyol ot
X9 Zof o MY APHZE J|2t0] 15 O]9t e ME Oo(X XMYOo =z tFIL

X&MYUSIE O0Y TR FLE HX[LF'2=2, 90Y oM B¢ X&'ez2 ¥

ojstoict.

_88_

fMuaby BuIIDIOGD]|0) IDIYFDIH PIsDG-2IUIPINT JDUOCIIDN



X B Bt

(=}
228

200749 1¥~20084 63 Afo| H

5.1.3.3. Mgyt

[N

- K
- o T
=1 82 mt B o
3 Rl = <
™z = R m @
s IW Wo ~ o b L
o ™ s " N g
| D |_IM| e Lo Lo
& = 3 KO e u| o -
- o % & Ho Ho 2 3
BN e} H______._ - o - - -
o 2 oK = o3 og o
Y M= 0y I B ¥
o J
u H ° mo o Clo o < o
ol — KO A = » <
olo o I{ I e 0w o
0 < R F o5 o5 = —
wir = Jo Zo 2 2 X ©
|_- Rr JF ~ of &r ~N O O — ol O 9o — g9 ™
o B i - M ol e O GO Y R GO O i
. R i R
o > = £ g
. [ o
“_nol_. oA JiJ mq_v on ko R
° o} = o <
RO = =5 g or &
A S A WL 0
=) OL X =B ol Ko Rl 30
= o - KR RO
< X° z = T Pl S =
< oju 2 . T - Z =
= 0 ur 8 o =% Eg_R_®
o — B F N QK ST s EE
z g° o o ol o = X g (B o KD B R
= R o B @mEpRERND TR
o h H =il B RI T o K Rl zp 3O i = U A
LH or ol mo K =1 oo Fo I | K 2 0 o W XD e ol @
J - ke K e ] mM N T o = KIE -
- r g J o5 <E o o R0 H & o
50 olo o = o Lo _."_“__._ 5 Fo - B <3
" <p X5 o Ok = & = <
KD ~ 50 z (=]
: uir . = R H rd =
of . — = 0o o K
Ro <t T OE b M R R0 Zo o RO ol
. 4 _l_-_ ml 4 o O____= ._7...0 _.__0 n/._. u_.__._
J - . o of g % oF 0 & \
iy — A_.-_ — =y = =< - Te]
© . . 83 . —~ ° R ]
=) Tp] To) ) To) — N 0RO =

National Evidence-based Healthcare Collaborating Agency

F64

_89_

g FrE Zol




2) Charlson comorbidity index®| Z%E ForEst

FLSH SRl THHOE FE2 UEH I1FE0 Us UWPHUOEN
Charlson comorbidity index(CCl) S8°| Z3¢= ForEed HYolsiyrt.

HBY oM HEY Foo ArgStl U= ICD-10 ZEZM CCIE st A+
2 Halfon(2002), Sundararajan(2004), Quan(2005) S° UH. ° %
Halfon 2 ICD-9-CM H9E UBH HEE T ICD-102=2 wHEgt o[,
Sundararajan $2 ICD-9-CMZ} ICD-10-AM2| ZFE W nof A
B HEE HX Ho=EM 22 EFMO=Z IJNUE|UL. Quan? Hele ol FHS
Brgore] M2 dEE HH HolY(Sundararajan §, 2007).
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H 5-3. Charlson comorbidity indexo0f Zgt=l SHIEIS

oy
AE

A
~

x

A8 B2t

iy

ZI5HH JEEX| ICD-10 2=
AI_:L71AH
(MyocarZialcl)r;arction) 1 121, 122, 1252
SEENEX 1 143, 150, 1099, 1110, 1130, 1132, 1255, 1420, 1425, 1426, 1427,
(Congestive Heart Failure) 1428, 1429, P290
LxHoElet ’ 170, 171, 1731, 1738, 1739, 1771, 1790, 1792, K551, K558,
(Periphral Vascular Disease) K559, 7958, 7959
Lol e, ’ G45, G46, 160, 161, 162, 163, 164, 165, 166, 167, 168, 169,
(Cerebrovascular Disease) H340
(Der:1|eDHntia) 1 FO0, FO1, FO2, FO3, G30, FO51, G311
Tt Rt ’ J40, JA1, J42, JA3, J44, J45, J46, J47, J60, J61, J62, JB3,
ronic Pulmonary Disease , , \ , , , . ,
(Chronic Pul Di ) J64, J6b, J66, J67, 1278, 1279, J684, J701, J703
< Sl E SRS
(Connective Tissue 1 MO5, M32, M33, M34, M06, M315, M351, M353, M360
Disease-Rheumatic Disease)
R 1 K25, K26, K27, K28
(Peptic Ulcer Disease) S ’ ’
H= 7HEIE} B18, K73, K74, K700, K701, K702, K703, K709, K717,
L O° EEe 1 K713, K714, K715, K760, K762, K763, K764, K768, K769,
(Mild Liver Disease)
7944
AHEEB0| 8= Yy E100, E101, E106, E108, E109, E110, E111, E116, E118,
(Diabetes without 1 E119, E120, E121, E126, E128, E129, E130, E131, E136,
complications) E138, E139, E140, E141, E146, E148, E149
Stz =6t oy E102, E103, E104, E105, E107, E112, E113, E114, E115,
(Diabetes with complications) 2 E117, E122, E123, E124, E125, E127, E132, E133, E134,
P E135, E137, E142, E143, E144, E145, E147
lu]i=] 5 G81, G82, G041, G114, G801, G802, G830, G831, G832,
(Paraplegia and Hemiplegia) G833, G834, G839
AIXEXIS} N18, N19, N052, N053, N054, N055, N056, N057, N250,
(Renla_loDiEsgase) 2 1120, 1131, N0O32, N0O33, N0O34, N035, N036, NO37, Z490,
7491, 7492, 7940, 7992
C00, CO1, C02, C03, C04, CO5, COB, CO7, CO8, CO9, C10,
C11, C12, C13, C14, C15, C16, C17, C18, C19, C20, C21,
C22, C23, C24, C25, C26, C30, C31, C32, C33, C34, C37,
ot 5 C38, C39, C40, CA1, C43, C45, C46, CA7, C48, C49, C50,
(Cancer) C51, C52, C53, Ch4, C55, C56, C57, C58, C6O, C61, C62,
C63, C64, C65, C66, C67, C68, C69, C70, C71, C72, C73,
C74, C75, C76, C81, C82, C83, C84, C85, C88, C90, CI1,
C92, C93, C94, C95, C96, CI7
Sk 0|&9| 7HEst
. K704, K711, K721, K729, K765, K766, K767, 1850, 1859,
(Moderate or Severe Liver 3
. 1864, 1982
Disease)
Hojd e 3 C77, C78. C79, C80
(Metastatic Carcinoma) ’ ’ ’
SXAMHAZATIE
T Ti=Ee 6 B20, B21, B22, B24

(AIDS/HIV)

A28 Quan &, 2005
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Q&H FAASE UL UXE RARH X FHY B

5.2.1. G144 £

FLSHE 580 Xje FAEIEE EMOI| Yol % [T 4-1]9 HLEM H|
OlEjMIof M F%EZE BAMO| XA NSO HOEMS HEZ PYoriT(2d
5-2). 4.1%2] ¥2ME A3 HA w©Xje] HFZ EMTH AY OtherZOM YU
7t O[3t £3& FMIYME HSIAUT. OtherwZ Mt FLSHE XYl
index dateE 20074 1M 20084 6% FL2H MYZ W UXE FE
o, H HYgU gA HFO| 184 o[gollM 854 DjHUL = 3t 1,561,506%°| H
of ZHE AT, o XM HEp FF &F XE =917 Y index date °H
off S2FC=2 19 O UH E= 29 O AME YIOHX| ¥ UXi= HYOHUC.
EI TCAZ FoAM Amitriptyline2 ¥22X| X2 °|2o] 4E X|2o= YIHIIA At
S0t YSHEIY X2 T2 25mg ©I9te low-dose Amitriptyline %93
AL ®2 AXE HOIRY. HATH X GoiME 5.2.3%fM X2 EAIRY.
T IIX] ZAUZ HINIZE o|F HOo|EjMof| EYE AF UXfE 318,490%0IU0, ASH
W HIEE 2,286,467, BHIME 1,586,62820AUT. o1 FUHEAMM LioA HE
€ 2 U MYgLS = AR oL
£ 24 UdX= 318,490%2=2 9/g0| 211,279%L= TN ALGEXY
66.34%%E XX|3fULt. HYF2EE= 60-69M17F MHI 22.82%= Y &2 HEE
H{1, 21.54%, 19.26%= 50-59M 40-49M|9] M2 2 HE&2 YUHYHA
Y 5-3).

i

-

e :8

X
T

—
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)]

22X X index date F
2007 1& - 2008 6 2 xS 22 St
(31 XM Al HZHO0| 18A| 0|4 85A Ot

1,561,506

e

Yo2¥| £

A
olo
H1
r&
og
1z

AT

HHA:

Index date O|F0| R2F2Z 13
Ol4 @13, = 23 o4 2z &2
SHX| 42 AR

20074 1€ - 20082 6E =AM A MYY OolH| 2=
2= 13| o1y YUE Ei= 23] 0y 2l2f wEet 184 0]
< 85M| OJ2F SXt

360,544H
HHA:
Index date 0|0 Monotherapy
ZAMlow-dose Amitriptyline2te |
& M2 AR
42,054
=3 EA MRt
2007 12 - 2008 6E R2M A M o™ 22

Sz 13| ol YUE E= 23] 0 2l2f wEet 184 0]
< 85A| Of2h 2K}

AFCHAXIO| ChSt 6702 O|L ERSA MUA
HIO|E{HIO|ATS
OFER{HIH =2 286,467
HMIMZ44: 1,586,628
(S HMIMLoIM combination therapy

W A2 IKE 71 AHAS H2)

T

rlok >
> 00
NE

= 24
N 1=

& %|Z Ho|EfAl:
x4k ¢

lass & XML HO[EH|0|A F=
318,490

>

a3 5-2. =28k EME ¢t dataset 1= flowchart
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Auaby Bulpioqp]jo) DI DI Paspg-adUaping [PUCIDN

Q2N FHASEO| FYS UXE QALY U FHKY B

80,000 22.82%

21.54%
70,000

19.26%
60,000 16.58%
50,000
12.16%

40,000

30,000 a3

20,000

10,000

O L] ] L] L]

18-29M|  30-39AM|  40-49M| 50-59A| 60-69A|  70-84 A

a3 5-3. Haktel HEE BEX

5.2.2. Index date 2|& YQ2X Xwu4

20079 1¥-200849 6% Ao/ H FLEH HYUZ Index dateZ I
318,490% 9 X tith F2H MYFLS AU (R 5-5~F 5-6).

#Ux4E I|ZCE Index date?t Index date 67HY oY H2H AMYIA
HlWgt B Index datelMe TCAS SSRIE S Q¥OZ 8%t FQ?
27.07%, 27.50%% Index date 67H¥ ©OJU{oA 2] TZQ¥o HI3| =2
HACk SIX|U B¢ QHL2 Index date®llM HI3 Index date 67HY OJUofIM W=}
O EATh. TCA, SSRI, NADs 37l °o)¢ %482 28%= #9 H&°| Index date
flME 1.85%4l H® Index date 67H¥ OlY{oME 6.12%F & 3.34 =2 Y
BT, HdUE FEI FL9 Index date?t Index date 67H¥ ©lYiolM YL
SSRI(28.94%, 25.98%)2 TSQHOZ =229t LIl £2 HIH oj4de 3 xjo|L
OfYAX|TE TCA(27.98%, 24.81%)° HIEII EUC. HBawMol He H¥2
SSRI+NADsE =283 #97 22 10.05%, 11.60%%= 7I’¢ &2 HI&S KXot
1, %49 Q2 TCA+SSRIZC| 10.36%, 11.84%= =UH(E 5-5~H 5-6, 1
Y 5-3).

: —
N
pu IN o
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H 5-5, Index date®] Aol M2 SHSH| oAt
_ ] A 01N

= 2HRt(N) - HIE(%)  2K(N) HIZ(%)  2Xk(N) HIE(%)

TCA 86220 2707 27106 2528 59115  27.98

22 soR 87576 2750 31024 2894 56552 2677
% NADs 52752 1656 19827 1849 20905 1558
TCA+SSRI 31211 980 9321 869 21890 1036

sg  TCA+NADS 22006 7.19 7344 685 15562  7.37
2% SSRI+NADs 31947 1003 10771 1005 21176 1002
TCA+SSRI+NADs 5878 185 1819 170 4050 192

7 318490 10000 107211 100.00 211279 100,00

H 5-6. Index date 671ESCte| MHo| ME SHPLIA XLt

A>uaby Bui3pioqDp]|o) IDIYF|DIH Paspg-2IU3PIng [DUCIIDN

T =Y oy
T R(N)  HIE(%R)  BAEN)  HIE(%)  #X(N)  HIE(%)
TCA 76,819 24.12 24,396 22.76 52,423 24,81
g:j SSRI 77070 2420 27,851 25.98 49,219 2330
NADs 45820  14.39 17,462  16.29 28,358 1342
TCA+SSRI 355696  11.18 10,576 9.86 25020 11.84
e TCA+NADs 27,204 8.54 8,757 8.17 18,447 8.73
2% SSRI+NADs 36,481 11.45 12,438 11.60 24,043 11.38
TCA+SSRI+NADs 19,500 6.12 5,731 5.35 13,769 6.52
A 318,490  100.00 107,211 100.00 211,279 100.00
30.00
2500 -
20.00 o
1500
10.00 -
Tl
0.00 - —
SSRI NADs TCA+SSRI TCA+NADs SSRI+NADs 3+ormore
Monotherapy Polytherapy
M Index date Index date 67§ 20| L}

18
[e]

I.

2] 5-4. Index date?} Index date 6712 O|LH A X

o

ooll
10
IlHo
o
0
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Buiypioq

KatiaBvs
NUoDY

Q&H FAASE UL UXE RARH X FHY B

Ao T2 Q2N XUIYALS |ndex date? Index date 67H¥ O|UfoflA
SAE B2 HUY. 50-594 ol HYFQ ZHeE ©UQYM F TCAFO MY =
= YrH -

H, 40-494 o9t AFPFM= SSRIZ H[&O| P =2 YE

flo 4n

=

o Mo

A = UY. FEAYAME 50-59M4 o AFH F¢ TCA+SSRIZY H|Z0| If
=1 70-79M19] #H9o| TCA+NADsZ°| 7 =2 H&S XXEgE ¢ =+ UH.
40-49M oJst AYFECl HQE SSRI+NADs#O| &2 HE2 HYUYE 5-7~H
5-8).

BHIM ASE 2IZC2 AU %I HMYLZ Index date?l Index date 671 °f
Holsl TCAZS Amitriptyline®l ZtZF 15.31%, 15.50%2 /¢ &2 H|&Z HO|
1 4ZO=2 NADs#? Trazodone(11.80%, 13.94%)1t SSRIQ Fluoxetine
(11.66%, 11.52%) =ME 2EAG. At JHYE FAE0I0] HHEH, |ndex
date? FAMoIME SSRIQ Fluvoxetine®l 13.36%E 7P¢ &2 QL= XNYEHA
1, 7|Ett= TCAZY Amitriptyline(29.41%)°| 71 =2 H|&2 HAL. Index
date 6IH¥ OolU P2 BUYYMEz EF HEH UYEEEH NADsY
Trazodone(15.34%)° I &2 H&2 HYD, II§YEsE FUSHH TCAZY
Amitriptyline(30.35%)°| £ YEtHth(E 5-5~E 5-6).

o2t MYYLS 65M U|UD OFeE FETH Zit Index datedM FAaol P
2 65M O]9t 654 ool FUH SSRI(48.14%, 36.22%)E UEO=E HE
o HIZO| I =UH Ao YIS JEtYYME TCA(47.44%, 55.25%)8 ©=2
£83% HZ0| =AT. Index date 67H¥ OlYiolMe IIEfoM TCA(47.55%,
6.57%)9 H|&° 2 A2 FUT P2 Eolu, FUIM= 654 0|2 FojIM
€ SSRI’l 44.33%% =24 654 OooMes M Zol EF JARIY
NADs(34.31%)2] H[2°| =22 & &+ AUAUH. ASE HYYLS W 654 0/
BUIIN Index datee SSRIZQ Fluoxetine (15.10%)°], Index date 67
2 olYoME NADsZQ Trazodone(14.73%)° 7I¢ &2 H&L HO|= ZHQE
HQIstH, YHX| ZoME Index date®t Index date 67HECIUON FUSIH 65X
ootat 654 ol JIEEt= TCARQ  Amitriptyline(26.15%, 26.35%%
34.35%, 35.98%), 65M ©° UL= NADs? Trazodone(15.35%,
17.56%)°| 7I’g &2 Hl&Z XS ¢ = UAH(E 5-9~F 5-10).

Hu

a

1
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H 5-7. 9| 2 SR2N| XL
Pl
a2 18-29A| 30-39A 40-49M| 50-59A 60-69A| 70-79M
= NS EIPNES NS EIPNES NS EIPNES
H o 00 H (=) OO H o % H (=) % H o % H o %
N) [& (%) N) 2 (%) N) [Z (%) N) 2 (%) N) [Z (%) N) 2 (%)
oy TCA 2,110 8.7 5,609 145 14.044 229 19,152 279 26,530 36.5 18,775 355
oo SSRI 12,405 51.0 16,081 415 18,618 304 16,343 238 13.857 19.1 10,272 194
= NADs 2,863 1.8 5,130 132 9,574 15.6 12,073 176 12,669 174 10,443 198
TCA+ SSRI 2,510 10.3 4512 17 6,781 11.1 7,066 10.3 6,236 8.6 4,106 78
B8  TCA+ NADs 767 32 1,860 48 4076 6.6 5,599 8.2 6,170 85 4,434 8.4
2% SSRI+ NADs 3,170 13.0 4,655 120 6,905 113 7,033 10.2 6,086 84 4,098 78
TCA+ SSRI+ NADs 488 20 878 23 1,336 22 1,350 20 1,138 16 688 13
Al 24,313 100.0 38,725 100.0 61,334 100.0 68,616 100.0 72,686 100.0 52816 100.0
H 5-8. Index date 67HE O|LHS| HAHM M= SIS ALUUA
e
o 18-29M| 30-39A 40-49M| 50-59A| 60-69A| 70-79M
= NN N N N Xl Lo N

H 9 H 9 H 9 H 9 H 9 H 9

cio; TCA 1,752 7.2 4811 124 12,341 20.1 16,839 245 24,096 332 16,980 32.1

C&  SSRI 11,039 45.4 14271 36.9 16,429 26.8 14,311 20.9 12,008 165 9,012 17.1

= NADs 2,437 10.0 4,420 14 8,297 135 10,498 15.3 11,002 15.1 9,166 174

TCA+ SSRI 2817 116 4,987 129 7,625 124 8,007 17 7,270 10.0 4,890 9.3

#e TCA+ NADs 830 34 1,989 5.1 4674 76 6,723 98 7,391 10.2 5597 10.6

Q¥ SSRI+ NADs 3,955 16.3 5,586 14.4 7,826 128 7,755 1.3 6,758 9.3 4,601 87

TCA+ SSRH+ NADs 1483 6.1 2,661 6.9 4,142 6.8 4,483 6.5 4,161 5.7 2,570 49

A 24313 1000 38,725 100.0 61,334 100.0 68,616 100.0 72,686 100.0 52,816 100.0

- 100 -
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v L2 101100 {3 HP i P L8 |

YN FULSEO| FULS UKE QU

8% PN B

x

H 5-9. Index date2| Filutet 7|Efnt EE XAAN

. T Al 7|EHt
o THAZAN) BB  TAMZAN) BB BANZAN)  HIS%)
Amitriptyline 101,133 15.31 32,815 7.66 68,318  29.41
Amoxapine 81 0.01 64 0.01 17 0.01
Clomipramine 5,440 0.82 4,661 1.09 779 0.34
Dothiepin 840 0.13 747 017 93 0.04
TCA  Doxepin 272 0.04 3 0.00 269 0.12
Imipramine 35,762 5.41 26,602 6.21 9,160 3.94
Mianserin 779 0.12 681 0.16 98 0.04
Nortryptiline 46,584 7.05 22,124 517 24.460 10.53
Quinupramine 39,563 5.99 25,328 592 14,235 6.13
Citalopram 6,573 1.00 4,949 1.16 1,624 0.70
Escitalopram 45,272 6.85 36,435 8.51 8,837 3.80
Fluoxetine 76,995 11.66 55,753 13.02 21,242 9.14
SSR Fluvoxamine 10,785 1.63 8,141 1.90 2,644 1.14
Paroxetine 72,052 1091 57,204  13.36 14,848 6.39
Sertraline 41,713 6.32 32,581 7.61 9,132 3.93
Bupropion 13,166 1.99 9,475 2.21 3,691 1.59
Milnacipran 8,390 1.27 4816 1.12 3,574 1.54
Mirtazapine 25,249 3.82 21,475 5.02 3,774 1.62
NADs Nefazodone 21,808 3.30 2,736 0.64 19,072 8.21
Trazodone 77,954 11.80 56,136 13.11 21,818 9.39
Venlafaxine 30,065 4.55 25,440 5.94 4,625 1.99
A 660,476  100.00 428,166  100.00 232,310 100.00
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# 5-10. Index date 67H& O|LHY| Filutet 7|Etut OFEE *{defat

. T A} 7|EFat
o TUMZAN)  HIB%)  BHATAN)  HIS%)  ZAKZSN)  HIS%)
Amitriptyline 324,719 15.50 135,566 9.20 189,153 30.35
Amoxapine 329 0.02 276 0.02 53 0.01
Clomipramine 21,473 1.02 18,689 1.27 2,784 0.45
Dothiepin 2,998 0.14 2,726 0.19 272 0.04
TCA  Doxepin 408 0.02 7 0.00 401 0.06
Imipramine 122,775 5.86 96,218 6.53 26,557 4.26
Mianserin 2,983 0.14 3,471 0.24 312 0.05
Nortryptiline 134,848 6.44 73,413 498 61,435 9.86
Quinupramine 122,501 5.85 83,742 5.69 38,759 6.22
Citalopram 15,593 0.74 11,711 0.80 3,882 0.62
Escitalopram 132,890 6.34 111,027 754 21,863 3.51
Fluoxetine 241,350 11.52 185,656 12.61 55,694 8.94
SSRI Fluvoxamine 34,445 1.64 27575 1.87 6,870 1.10
Paroxetine 216,537 10.33 178,209 12.10 38,328 6.15
Sertraline 127,227 6.07 102,984 6.99 24,243 3.89
Bupropion 43,427 2.07 34,388 2.33 9,039 1.45
Milnacipran 24870 1.19 16,029 1.09 8,841 142
Mirtazapine 80,961 3.86 70,148 4.76 10,813 1.73
MADS efazodone 54172 259 0374 064 44798 7.19
Trazodone 292,082 13.94 225,937 1534 66,145 10.61
Venlafaxine 98,682 4.71 85,630 5.81 13,052 2.09
A 2,095,270  100.00 1,472,776 100.00 623,294  100.00
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I 5-11. 65A| O|2tzt

Ol&follM Filnfet 7[Etn 2f2E XY

al
x

A8 B2t

FOFAL

oo
65| Ojgt 65A1 ol
Ao Filat 7|Efat ol 7|Efat
FHAMIA g BAMIA g BAMIA HIg BAMIA HIE
ZA(N) (%) 244=(N) (%) Z(N) (%) Z42=(N) (%)
Amitriptyline 23,561 7.02 36,590 26.15 9,254 9.98 31,728  34.35
Amoxapine 60  0.02 11 0.01 4 0.00 6 001
Clomipramine 4,021 1.20 640  0.46 640 0.69 139 015
Dothiepin 448 0.13 43  0.03 299 0.32 50 0.05
TCA  Doxepin 2 0.00 177 013 1 0.00 92 0.0
Imipramine 21,299 6.35 5,720 4.09 5,303 5.72 3,440 372
Mianserin 376 0.1 42 003 305 0.33 5 0.06
Nortryptiline 15,692  4.68 14,130  10.10 6,432 6.93 10,330  11.18
Quinupramine 18,334 547 9,045 6.46 6,994 754 5190 562
Citalopram 3,659 1.09 952 068 1,290 1.39 1,356 1.47
Escitalopram 28,049 8.36 5,345 3.82 8,386 9.04 672 073
SSR Fluoxetine 50,636 15.10 16,475  11.77 5117 5.52 3492 378
Fluvoxamine 6,828 2.04 1,550 1.1 1,313 1.42 4,767  5.16
Paroxetine 47,178 14.07 9,755 6.97 10,026 10.81 1,094 118
Sertraline 25,119 7.49 5,676 4.06 7,462 8.05 5093 551
Bupropion 7,929 2.36 2330 1.66 1,546 1.67 3456 374
Milnacipran 3,565 1.06 2,165 155 1,251 1.35 1,361 147
NADS Mirtazapine 14,264 425 1,931 1.38 7,211 7.77 1,409 153
Nefazodone 1,590 0.47 12,082 8.63 1,146 1.24 1,843  2.00
Trazodone 41,895 12.49 12,021 8.59 14,241 15.35 6,990 757
Venlafaxine 20908  6.23 3269 234 4,532 489 9,797 1061
A 335413 100.00 139,949 10000 92,753  100.00 92,361 100.00
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H 5-12. Index date 670& O[LH2| 65A| O|2Fat Ofoll M Fiolniet 7|Efat AFSE XU

65A ojgt 65A1 o4&
Ao Holat 7|Efat ol 7|Efat
BAMIA HIE MM g BAMIA Hig BAMIA HIE
Z(N) (%) 1(N) (%) ZA(N) (%) 242=(N) (%)
Amitriptyline 98,721 859 96,048 26.35 36,845 1142 93,105 35.98
Amoxapine 264 0.2 33 001 12 0.00 20 0.01
Clomipramine 16,185  1.41 2,264 062 2504 0.78 520 0.20
Dothiepin 1,716 0.15 126 0.03 1,010 0.31 146 0.06
TCA  Doxepin 2 000 241 007 5 0.00 160  0.06
Imipramine 77718  6.76 16,704 458 18,500 5.73 9,853 381
Mianserin 1,506 0.13 146  0.04 1,165 0.36 166  0.06
Nortryptiline 52,388  4.56 34311 9.41 21,025 652 27,124 1048
Quinupramine 60,553 5.27 23455 644 23,189 719 15,304 591
Citalopram 8,639 075 2221 0.61 3072 095 1,661  0.64
Escitalopram 84,914 7.39 13,069 359 26,113  8.09 8,794 340
SRl Fluoxetine 167,786  14.60 42511 1166 17870 554 13,183 509
Fluvoxamine 23,021 2.00 3992 110 4554 141 2878 1.1
Paroxetine 146,201  12.72 25404 697 32,008 9.92 12,924 499
Sertraline 78,880 6.86 14,961 410 24104 747 9,282 359
Bupropion 28220 246 5716 157 6,168  1.91 3,323 1.28
Milnacipran 11,674 1.02 5122  1.41 4355 135 3,719 144
NADS Mirtazapine 46,145  4.02 5683 1.56 24003 744 5130 198
Nefazodone 5,398 0.47 26,398 7.24 3976 1.23 18400  7.11
Trazodone 169,281  14.73 36,804 10.10 56,656 17.56 29,341 1134
Venlafaxine 70,078  6.10 9,282 255 15,552 482 3,770 146
Al 1,149,290 100.00 364,491 100.00 322,686 100.00 258,803 100.00

QYI|UFE AZY HYYYNXM Index date?t Index date 670 oYM F&
) D& SSRIZC P =2 H[&EZ E¥0, UMY TCA
#(44.70%, 43.55%)° =2 H&2 UHUEs HE Y2 EAH. dSE=z 4HH
M Index date¥ Index date 67H& OIY{oM FEUHEYA FUFEHU2 SSRIY
Paroxetine(17.50%, 16.69%1 16.61%, 15.92%)°, <¥2 TCAZY
Amitriptyline(17.01%, 17.20%)° =2 H|&Z HUL. FUYME= Index date
2t Index date 67H¥ ©lU{olM 22 TCAZS Amitriptyline(17.53%)°|, NADs
29 Nefazodone(17.91%)°| =2 H&2 HAUL4(E 5-13~H 5-14).

ot
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H 5-13. Index dateQ] QU7 |IHUSH AUSH XfLIA
B SeEH He ol
923 MM B2 BUM HIE MM B2 BMM IS
72(N) (%) 2=(N) (%) 7=(N) (%) 72(N) (%)
Amitriptyline 11,643 10.57 17,338 13.59 8,726 17.53 63,426 17.01
Amoxapine 1 0.00 5 000 7 0.01 68  0.02
Clomipramine 377 0.34 361 028 320 064 4382 117
Dothiepin 327 0.30 92 007 7% 015 345  0.09
TCA  Doxepin 33 0.03 32 003 11 0.02 196 0.05
Imipramine 1,177 1.07 3,041 2.38 1,147 2.30 30,397 8.15
Mianserin 9% 0.09 262  0.21 16 0.03 405 0.1
Nortryptiline 6,440 5.85 6,497  5.09 2,246 451 31,401 842
Quinupramine 281 0.26 1,499 117 1,706 343 36,077  9.67
Citalopram 787 0.71 1,897 1.49 795 1.60 3,094 083
Escitalopram 15,472 14.05 15419  12.08 3,999 8.03 10,382 2.78
SR Fluoxetine 6,917 6.28 7,724 6.05 4,707 9.46 57,647 15.46
Fluvoxamine 735 0.67 1,529  1.20 421 0.85 8,100 217
Paroxetine 19,274 1750 21,192 16.61 5265 1058 26,321 7.06
Sertraline 7,494 6.80 8,247 6.46 3,722 7.48 22250 597
Bupropion 3,905 3.55 4518 354 756 152 3987 107
Milnacipran 1,944 1.77 2,403 1.88 471 0.95 3572 096
NADS Mirtazapine 9,573 8.69 8636  6.77 2,897 5.82 4143 111
Nefazodone 4,763 432 5891 462 2407 484 8,747 235
Trazodone 10,031 9.1 12,442 9.75 7,779 15.63 47702  12.79
Venlafaxine 8,368 8.05 8597 6.74 2303 4863 10,297 2.76
A 110,138 10000 127,622 10000 49,777 100.00 372,939 100.00

- 105 -



H 5-14. Index date 671" O|LiQ] U7 |a=H

re
o2
I
1z

o oo
SYTE SYHHA H ol

e e
72(N) (%) ras (V) (%) 742(N) (%) ras (V) (%)

Amitriptyline 29,064 10.04 48858 1327 24564 16.88 222,233 17.20
Amoxapine 2 0.00 20 0.0t 38 003 269 0.02
Clomipramine 1225 042 1,056 0.29 1,208 083 17,984 1.39
Dothiepin 1,006 035 267  0.07 263 0.18 1462 0.1
TCA  Doxepin 42 0.01 54 0.01 16 0.01 296  0.02
Imipramine 3026 1.04 9,177 249 3338 229 107,234 830
Mianserin 322 0.1 1,002 027 54 004 1,605 0.12
Nortryptiline 13,198 456 17,047 463 6,272  4.31 98,331  7.61
Quinupraming 672 0.23 3,723 1.01 4,811 3.31 113,295 877
Citalopram 1,147  0.40 4012  1.09 1987 137 8,447 065
Escitalopram 40,842 1410 43969 11.94 11,270 7.75 36,809 285

SSR Fluoxetine 16,483  5.69 20,688 562 12,694 872 191,485 14.82
Fluvoxamine 1,757  0.61 3,851 1.05 1,149  0.79 27688 214
Paroxetine 48334  16.69 58598 1592 15,660 10.76 93945 727
Sertraline 18479  6.38 22312  6.06 10,683 7.34 75,753 586
Bupropion 12,234 422 15,039  4.08 2431 167 13,723  1.06
Milnacipran 5,009 1.73 6,118 1.66 1236 085 12,507  0.97
NADS Mirtazapine 28,458 983 27645 751 9,253 6.36 15,605 1.21
Nefazodone 10,661  3.68 14290 388 4940 340 24281 188

Trazodone 32484 1122 44062 1197 26,056  17.91 189,480 14.67
Venlafaxine 25175  8.69 26,368  7.16 7,584 521 39,555  3.06
A 289,620 100.00 368,156 100.00 145507 100.00 1,291,987 100

923 AWS VMM WOl wot Bl BHMO FAY WEE A 57NN <E
5-15>° YUEYICH Q2% oMALIt 10.27%=2 I =2 HE&2 XKoL, O3
o2 Hejy MUY TSIt 5.51%, 3.29%2 A e,
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Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

orASE0| PUL UK RARY P FHY B

I 5-15, 235 AHZ 7% SXtof| ciSt MA| HAMAL FaH Bz
1 F32 24 omas= 2,717,016 10.27
2 10 EEf (L) THY 1,457,753 551
3 F41 7[Et =0+ Fof 870,179 3.29
4 M54  HIE 863,087 3.26
5 M17 REHES 816,943 3.09
6 E11 &I%EI—HIQ% iy 667,439 2.52
7 K29 g F MoIX|HE 627,645 2.37
8 F33 LA 224 ZFof 626,888 2.37
9 F34  X&d 712[™S] Hok 538,628 2.03
10 M51  7|E} Z=ZHEH Zfoj 477,215 1.80
11 J20 =24 712X|g 467,960 1.77
12 K21 P-Ale A=ZlSt 360,858 1.36
13 Jo3 =Y HxY 339,926 1.28
14 M47  HNHFZF 332,846 1.26
15 M75 o7 &H 330,939 1.25
16 M48  J|El HFHE 298,100 113
17 163 L EME 270,788 1.02
18 K25 AL 262,629 0.99
19 JO6 CHEEAM L Abg2E 290l M AV |E S 253,913 0.96
20 F20 HiEEY 224,898 0.85
21 23 =718 FHILRY 224,795 0.85
22 M13 7|Ef HEH 211,600 0.80
23 S33 ot 2 SHtel A I olcHe| B, &t ¥ 7I1E 206,238 0.78
24 H10  Zoig 200,426 0.76
25 HO4  =27|2e Zhol 199,624 0.75
26 Jo2 =24 sH 190,225 0.72
27 M50 ST Xkof 185,677 0.70
28 Jas - HA| 183,022 0.69
29 N40 TEMOl B4 179,556 0.68
30 F45  AlHE  Zof 179,507 0.68
31 N95  mZ7| ¥ Vet HAV|HEF Eof 179,396 0.68
32 M79 S| 225X 242 J|El HXZ] Elof 179,072 0.68
33 K88 =2 HEEL 168,450 0.64
34 Jo4 =4 25RE 9 g 166,156 0.63
35 B35 HiMZE 162,835 0.62
36 N30 g2 162,815 0.62
37 JOo 2d ZoFHZLII] 161,380 0.61
38 11 e AlEH 154,505 0.58
39 F51 H|7| 21X 4 Efof 147,958 0.56
40 120 M= 147,648 0.56
41 M81 HEEH0| Sl= 083 146,165 0.55
42 E78  XITHHE CHA} Hof 2 7[El X[HS 135,719 0.51
43 N76 2 2 ZH9o| Vet B 131,939 0.50
44 F31 UIM M= ZOl 129,747 0.49
45 H25 LA HHLEE 125,476 0.47
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a9 52 L 20 sEe
46 K27  MMEYE 22lo AstY HY 124,438 0.47
47 M2 MRmAZ o 117,308 044
48 FI0  2LISAE0l Qe A & AS Fol 113,788 0.43
49 U2 oty 29 110473 042
50 G4 JlEt £E E5Z 110,432 0.42
51 N18  Bhd SEWH)7IsHA 109,962 0.42
5 Jo1 2429 109,157 041
53 M19  J[Et pEE 107,457 041
54 M65 SEUH U UXY 106,167 0.40
55 H81  MX7|Is9| Aol 106,048 0.40
56 G470 o 105811 0.0
57 K59  7IEt 75X EXt Hoj 102528 0.39
5.2.3. Low-dose AmitriptylineQt& Xdt:= gxp EA

ol QAFet HEQF ZO| Amitriptyline2 LUF WX E MIo= Yt %=
2 oo AUtk(Beers, 1997; Fick T, 2003). oHX|Q UL AXE2 FHEZ
T3 UL uEZ MIOIO] PHH MI| AESIH HH| G 4oz LiNBFI] oHE
UL},

XL Amitriptyline ®¥Q
O] FL2H M YU oM

Mo

XSS HIHSH?] M 20079 1¥-20084 6¥ At
9 O UH E= 29 o) A Y= 18
Mloofir 85M Ot #Xr 360,544% T, Index date ©|¥o| TUULHO=R
Amitriptyline®l ZgE F BYMIM A= 1,448,905U, A=MYHE== 1,887,993

oAk, o] F low-dose Amitriptyline% %, MBEFE TFSU T,

4o
Mo OF
oM
|o
Hu
|_\

2002; Dworkin §, 2003) § @¢2H A& °|9 HE a0 AMEEH= FLIt
QIMHOICHE ST ENY XHES FOM% Amitriptyline?] A 29+ ¥ §F2 4N

U, <E 5-16=>% EO| 25mg¥TF OloIt EH+ 90%°l PR
Amitriptyline 25mg8&32& ?IE22 °| §F oI5t HMYZ Ws AXUE Gifo=
low-dose Amitriptyline X% RUHH EHS5ZS HHEUY. Low-dose
Amitriptyline@t2 ZI& XYwre $Xts 42 054HOZ MA|2] 11.66%°| dYot:
AoE YEHON(dd 5-5), BMIME 1,013,861UHL2= YEGT.
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H 5-16. Amitriptyline E<Q|4H aH2n

2ol 2t M o 82 (mo)

= 100% (ZIcHzh 365
9" 99% 75
] 95% 35
= 90% 25
m

-3 75% 20
) 50% 10
25% 10
g 10% 10
8 5% 10
T 1% 10
g 0% (ElAz) 5
3

a

(2]

S

a

o

)

g

> 42,054

o (11.66%)

/

360,544
(100%)

12l 5-5, ®x| &KX} | Low-dose
Amitriptyline x{gitt2 3ix} 4

Low-dose AmitriptylineZ MYY2 #xXjo] 5442 HMHEH TN HUX 42,054
% 8740°l 32.08%, °/8°| 67.92%UH, AYEE= 50-59M17f 29.76%=2 1%
doy G ZO0R 60-69M 23.95%, 70-84M 22.86%, 40-49M| 16.07% =
02 504 °oPgIM 2 BEE YHHEH(E 5-17).

-
58
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H 5-17. Low-dose Amitriptyline Xttt 3ix}

A

m

o
T2 BtXt=(N) HIE(%)
=24 13,489 32.08
o
oy 28,565 67.92
18-29AM| 807 1.92
30-39A 2,288 5.44
40-49M| 6,757 16.07
ot
50-59A| 12,517 29.76
60-69A| 10,071 23.95
70-84AM| 9,614 22.86
M| 42,054 100.00
HPZO| ME P o ANYEEoME <E 5-18>9 Zo| FAIU FL 654

Syeoy ooz
6541 OAFel WXL B

E+E 65M 019 AXIt §

BXt| 69.82062 J[EfMO| H|B| £ UENIOm oFI|MEYE 2X
3, oJelofA| FUHIH

[= N

HOZ UEpYTH(E 5-19, 1Y 5-6).

H 5-18. g&do| mE Filut o B2
Zalat 7|Ekt
e
MM ZAL(N) HIE(%) MM ZAL(N) HIS(%)
654 ojat 454,276 69.82 230,026 63.33
6541 Ol 196,382 30.18 133,177 36.67
B 650,658 100,00 363203 100,00
¥ 5-19. ggo| ME Y=IHEE 2=
Baime S3e 2 ol
e BAIA HIZ BAIA HIZ BAIA HIZ FHAIA HIE
1(N) (%) 1(N) (%) 1(N) (%) U(N) (%)
654 mjet 75039 6178 93758 6233 38329 6699 477,176  69.69
65 OlAf 46424 3822 56662 3767 18888 3301 207585 3031
] 121463 10000 150420 10000 57,217 10000 684761 100.00
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Auaby Bulpioqp]jo) DI DI Paspg-adUaping [PUCIDN

92X FOFASEY| PYL UAE ALY L FHY B

O|EI|BEHO IE QYR EE(HLHS)

100%
90%
80% 38.22 37.67
70%
60%
50%
40%
30%
20%
10%

0% T T

33.01 30.31

65A| O &
Wes A Ojgt

FUHUZEHUOIY FHUEHA Yo FH E= ¥
14 low-dose Amitriptyline £ Ao=2 UERH. 59 oY
3¢ 80.43%7F BUMM MY A= Ao Y% FUHUIEHA F2 19.28%
O BTN XNYE HOZ YUY I X0|§ HAY. ol TUNFO| FE o|F= 2
ol vt o UzrRFS0] B U= FUHUEYAUY £ oot Ae=

oH(E 5-20).

H 5-20. ZMIoiFo| e RIIHEE X
sainie Sopsel 9 ol
TE O oiM 82 3MM 8IS BMM B8 MM ug
ARN) (B AAN) B ARN) (B ARN) (%)

Py 23,420 19.28 42,242 28.08 34,254 50.87 550,742 80.43
7|Efat 98,043 80.72 108,178 7192 22,963 40.13 134,019 19.57
A 121,463 10000 150,420  100.00 57,217 100.00 684,761  100.00

NALEOME <E 5-21>0 20| M0 24.32062 I £ HFS AX|OHYLD
OBL | 15.42%, S 11.40%20F UEHFOn, 1 9 X|oAs 2 Afo|
HOIX|S OIITH EY, Ol WAME WCHE Afo|g HO|X|& 9QITh UHH, YA

ojfo E EXoMe BUM FL ME 21.46%, Bl 15.19%, T4 13.49%
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=22 low-dose Amitriptylineg F°| XN¥dt= HCE UHGOTH, J|EfoA = N
2 29.44%, A7| 15.82%E H|3tlEs 2 X[o|E HO[X|&= %A

H 5-21. Zilat oFof| mE X992

o x| At 7 |Ett

= MMZN) HIE(%) GMMZIN)  HIE%)  SMAMARN) HIZ(%)

M2 246,537 24.32 139,618 21.46 106,919 29.44
B4 115,551 11.40 87,781 13.49 21,770 7.65
21 38,812 3.83 25,983 3.99 12,829 3.63
Cht 57,331 5.65 31,288 4.81 26,043 717
o 26,189 2.58 16,603 2.55 9,586 2.64
ch 59,036 5.82 43,361 6.66 15,675 4.32
= 18,787 1.85 12,259 1.88 6,528 1.80
47| 156,294 15.42 98,823 156.19 57,471 15.82
a8 33,368 3.29 14,440 2.22 18,928 5.21
5= 46,736 461 38,234 5.88 8,502 2.34
Y 50,534 498 37,012 5.69 13,622 3.72
= 28,236 2.78 14,149 2.17 14,087 3.88
e 21,907 2.16 8,327 1.28 13,580 3.74
a5 40,242 3.97 27,175 4.18 13,067 3.60
ad 50,269 496 36,574 5.62 13,695 3.77
Xz 24,032 2.37 19,031 2.92 5,001 1.38
A 1,013,861 100.00 650,658 100.00 363,203 100.00
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Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

$O N FUAASEC] FUL UXE ALY ¥ FHY B

H 5-22, HEZ0| ME XFEZE

oy A 65| OfZt B5M| Ol
= MMARN) HIZ(%)  FMMAN) HIE(%)  SMMAN)  HIE(%)

ME 246,537 24.32 164,889 24.10 81,648 24.77
24 115,551 11.40 76,825 11.23 38,726 11.75
21 38,812 3.83 28,630 4.18 10,182 3.09
CH=t 57,331 5.65 39,538 5.78 17,793 5.40
e 26,189 2.58 17,431 2.55 8,758 2.66
CH 59,036 5.82 39,753 5.81 19,283 5.85
= 18,787 1.85 14,917 2.18 3,870 1.17
47| 156,294 15.42 110,616 16.16 45,678 13.86
aH 33,368 3.29 21,613 3.16 11,755 3.57
5= 46,736 461 30,480 4.45 16,256 493
Y 50,534 4.98 30,403 4.44 20,131 6.11
= 28,236 2.78 18,053 2.64 10,183 3.09
e 21,907 2.16 14,157 2.07 7,750 2.35
4= 40,242 3.97 26,710 3.90 13,532 411
ad 50,269 4.96 36,448 5.33 13,821 419
A= 24,032 2.37 13,839 2.02 10,193 3.09
A 1,013,861 100.00 684,302 100.00 329,559 100.00

Low-dose Amitriptyline X%219] 49 507X|] F4EHS <H 5-23>¢ ZO
o F32(F=9 224 JEmALE) 33.08%, FA1(TYHOH[LLH WIHJECH)
10.15%, F34(284 II2%°f) 9.53%, F33(HEUA Q24 Hof, ®X HE)
9.27% =°|UY.

H 5-23. Low-dose Amitriptyline Xgt719| FAHHH

T oY AbEH SHIA uI2
2 3Ic °° 7= (N (%)
1 F32 4zl 224 oma 335352 3308
2 FA1  ZEEOfLH “*Hg i 102845 10.15
3 P34 28y 7|20l 96,640 953
4 F33 RN 224 Hof, S A= 93994 927
5 ENl E4ES SHist ola2-H|9E  Hixt 33999 335
6 F45 A3t o 27239 269
7 163 TSSOl HTB| ot LHMS 2729% 269
8 N0 Eeiy(er) nEey 20084 198
9 NI8 | T 15,176 1.50
10 F51  HI7|2% 283 14904 147
11 F20 mEAN MASc 8892 088
12 GM 30|55 532 8731 086
13 FI0 29 L=S=0il 3t gl o A5 Zol 7298 0.72
14 G43 ZZF0| gl HES[EH HES] 6,708  0.66
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e i ER T
g2  Fc ce A= (N) (%)
15 F43 3M AEHA HIE 5910 058
16 F31 =4 H3d Zof, & gdxYy 5642 056
17 K21 AEHES SHist 9-Alzo=xis 5447 054
18  E14 =4+E SISt AMEYe Y 4,719 047
19 G20 mziad 4626 0.46
20 K29 B4 =8N S 4303 042
21 G40 AgHo| HIxig FHich SATRMNZEN 2Ex) E4d 7 U 7Y 57 4,155 041
22 120 =0ty EME 3961  0.39
23 F48 MNAMUX(mZE ZFF) 3816 038
24 M54 2 EE 52 HHsHs XIMEH-HE| Oy 29 3895 0.38
25 F38 7IE} ot 7|2[HS] Eof 3414 034
26 K25 ZE0| U= SMAUL 3441 034
27  M48 HF FEA-XMZo| Clgt 2 3428 034
28 M51 EMHZS SIS SRR W Ve F7HT o 3443 034
29 M79 XMAMEHe| ZOIEIE-CHY 2 3,195 032
30 R51 =5 3,134  0.31
31 167 HmEd tilSWel viz| 3,088 0.30
32 MO6 EFZAL SOl JOIEIA EEE-CHUEL 3032 030
33 169 HAo|etE EHo| 2RF 2,195 0.28
34  F42  ZUN ML Ee DM 2,764 0.27
35 G45 HE-LM S ZSF 2,775 027
36 M7 UBN Uy RSpEX 2694 027
37  C34 F7|HX|Q AMAIME 2518 0.25
38 FOO =M AUXsto|HHM ALl X|of 2,501 0.25
39 F40 ZHIEB 2576 025
40 H81 mo2 2540 025
41 E10 E4E SHist a2l oF gk 2402 024
42 G63 =2 BRE LN W 7MEY B|M ChY MAEE 2304 023
43 111 (SEY) A IsHA(AEN)S Sttet TErd ey 2,323 0.23
44 M9  7J|E} RHEO| QUbA REME-CluF Ho| 2,344 023
45  M15  dbMd MA(Z)BERS 2245 022
46 G56 = EE E5F 2,093  0.21
47 G62 SUSRUM e AMAES 2,086 0.1
48 K58 HAE SHIS X1=2d HEET 2,143 021
49 M50 EHWZS SHiSH ST Fof 2024 020
50 G470 JHAl Y RX| Hoi[EHE 1931 0.19

5.2.4. #35(MPR)

M| UXZ 318,490% 9
OEE TEY FQ 750 OjIrL
ZOE o oYt X[O|E A

=

32.60%°ll

A
=
Hig =AUt 65ME JIELE A

28 MPRZ 52%%H. MPR 75%% 7I1ZE28 &3
65.88%, 75% O 34.12%°IUH. 75%%E

FEO AL YOS 2SEE 37.13% o149
Y2Y ASES 654 /T ASET}
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32.55%9Q10| H[#| 65M| O[4e] ASEL 38.07%2 65M UMl Hlg| EUTH.
Index date O[Ol UYTH YK O|To| YU UXFRO| ASEL A 38.20%,
45.90%Q1H| Ho] QATIZE WYH WX ASEL 2% 33.67%, 33.08%Z2

3
St YT MYH %2 23ES WS A
o

&3 FFEI R UXRN 2T

HEQMoME NADsY 23L& 7P %1 TCA BERYY &SEIF 7P RIUT.
FE2YoAMM= SSRI+NADsSE &M =28¢ 2AMY &3E7l 44.23%2 P =U
Ct. o9t £3E9 P2 BFUY MUSUXUZ YO R St 2MOM FUSAH LERL

f=d
N
m
H=
>
HU
r
=2
>
rr
0
rin
oQ
oy
rlo
Ha
4n
ol
ne
S
4]
lo
L
=
o
19)
X
o
Q
—+
o
]
o

Ty @
oM T2 2Tt Ao QABIHOL 22.80%2 ASEJ O £ UELD, HUQH
M oA] MIZ0| QAISH XS UEIHOL TCAZ(25.99%)° &2 HIg2 B

(E 5-24~E 5-26).

A
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H 5-24, HA| Extzo

X &

OfA D

=(MPR 7|&)

ST = S
sixa Medication Possession Ratio (MPR)
T2 7m)T moyy  BE O 75%012 HIE  75%01  HIE  P-value
< °TF R &) (%)  H@) (%)
] 318490 052 034 209813 6588 108677 34.12 -
. 24 107211 085 033 67404 6287 30807 3743
== O 211279 050 034 142409 6740 68870 3260 '
OOl 2758 051 034 153485 6745 74053 3255
ks 654 (0.01
ol 90952 085 035 56328 6193 34624 3807
Index o1 11000 045 034 8638 7259 3262 2741
dateof| 0.01
ojgioies? 9 306590 052 034 201,175 6562 105415 34.38
Index Y 31669 055 035 19571 616 12008 382
date 0™ {.0001
ojey’ N 286821 052 034 190242 6633 96579 3367
Index Y 25964 064 030 14047 541 11917 459
date 0|& {.0001
ojey N 292526 051 034 195766 6692 96760 3308
o TCA 76819 044 035 5645 7349 20364 2651
S5 SSRI 77070 053 033 51033 6622 26037 3378  (00f
% NADs 45820 053 036 28494 6219 17326 3781
O 35% 050 033 24713 6943 10883 3057
G 27204 052 034 17797 6542 9407 3458
H
co 0.01
28 SR aoug 061 033 2035 5577 1613 4423 <
TCAt+
SR+ 19500 063 029 10976 5629 8524 4371
NADs
) 2t S22 Msi= Ml & SiLRtE MA| SEKEMe| 5% 0|2t AL fisher's exact testE AA[GIFHS
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fuaby BUIIDIOCGD]|0) 24DIYFIDAH PRsD-2oU3pIing |[PUCIIDN
U L2 12jjo0 1o p i ping | I3ION

QN FHASES| FYS UXE RALY X FHY W

H 5-25. i}t 2 EXZ9| =M FA4-S=(MPR 7|E)

Medication Possession Ratio (MPR)

g sixi
T (=) mooy EE 75%08H HE  75%014  Hg  P-value
ST mxt (H) (%) (H) (%)
P 208791 054 033 134131 6424 74660 3576 -
A =y 73,188 056  0.33 45,627 6234 27561 37.66 001
°= o 135603 053 034 88504 6527 47009 3473 '
0 teats4 053 03 106139 6546 56015 3454
S 65: (0.01
Oljﬂ 46637 057 034 27992 6002 18645 3998
Index U 6,758 047 0.33 4798 7100 1,960 29.00
date0|| 0.01
ooz o 202033 054 033 129333 6402 72700 3598
index v 20704 056 034 12452 6014 8252 3986
date <0001
oo N 188067 054 033 121679 6460 66408 3631
index v 19106 061 031 10869 56,89 8237 4311
date 0|5 (0001
ool N 189685 053 033 123262 6498 66423 3502
TCA 31043 045 032 24004 7515 7030 2485
Ctol
He SSRI 58148 054 033 37663 6477 20485 3523 (001
NADs 27488 059 034 15490 5635 11998 4365
TS%ART 26757 049 033 18687 69.84 8070 3016
TCAT 16877 053 035 10702 6341 6.175 36,59
b NADs
c8 001
ew SR a0 061 033 17271 5619 13466 4381
NADs
TCA+
SSR+ 16841 057 032 10314 6124 6507 3876
NADS
1) 2t S22 AMek= M = SHLigt: XA BIX[20| 5% 0O|PFl AL fisher's exact testE AlA|

Q'I_l
52
dlo
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H 5-26. 7|efn}t 22 BXIZ| Y2=2H FAES=(MPR 7|E)

Medication Possession Ratio (MPR)

I00Y3|DaH paspg-23uaping |puoiIDN

210qD]|0Y) O

S %ﬂj S 75% ot 75% Ol P-value
o B SXIA(N)  HIE(%)  BEARMN)  HIE(%)
A 138363 040 034 106996 7733 31367 2267 -
oA 42781 044 035 31415 7343 11366 2657
M {0001
o 95582 038 034 75581 7907 20001 2093
o1 828 03 033 68022 8070 16264 1930
o1z : <0001
O s077 045 035 BgTe 7207 15103 273
Index o 6,837 0.33 0.31 5773 84.44 1,064 1556
datedi| <.0001
olpioiz) ol 131526 040 034 101223 7696 30303 2304
Index \% 14985 040 0.34 11,650 77.74 3335 2226
date 0.1994
o’ N 123378 040 034 95346 7728 28032 2272
Index \% 12872 041  0.33 9937 77.20 2935 2280
date 0} 0.709
ojel N 125491 039 034 97059 7734 20432 2266
TCA 47317 041 036 35021 7401 1229 2599
cllgw  SSRI 21545 043 033 16461 7640 5064 2360 0004
NADs 19930 041 035 14871 7458 5068 2542
TSCSART 15077 034 032 12563 6333 2514 1667
LiADJ’ 15171 037 033 12192 8036 2079 1964
S
HeoH! .0001
SSRIF 9931 039 033 7876 7931 205 2060 |
NADs
TCA+
SSR+ 9383 033 030 8012 8539 1371 1461
NADs
Z 1) 2t =28 M5E Al = SHLiEtE FA| SHREQ| 5% 0|2t AL fisher's exact testE AA|
SRS

A0 e 2t Q010) Uit 22 XIO|E IOIT AW EE 2 Y=ol UM @2

= 1% 2 F StHSL: TN AXR9 5% O/
A

ne
o¥
4o
B
Rony
1o
o
Iy
oX
o
7~
—h
7
>
0]
q-
%)

[Tk
=
&
o
b o
rE
ot
Hu
>
s
-
K
oft

Hu
o rH
4o rQ o
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S4D2Y3|oaH

pljod
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usby Buipioq

A3

o
4o
Mo
=
4m
J

H>
olo
H
=
of
o
o
a
>
re
HT
J

8% PN B

X|g F0to] Holstgct
BN ASEQ| 2 ROI0 U HAS MABIELL,
YUY FUrug QRO TE QLN FAASE MPR 75% Ol¥E JIZ0E W

T 5-27. TA| ixbzel Filutd SHiEe RF0 mE gEH FAES=(MPR 7|F)

Medication Possession Ratio (MPR)

o NS — o . _
=2 ) — HE 75% 0|3t 75% Ol P-value
HRE O OSRMN)  HIB(%)  EXRN)  HIS(%)
. Y 11,702 0.56 0.32 7,289 6229 4413  37.71
712 Hol {0001
N 306,788 0.52 0.34 202,524  66.01 104,264  33.99
| Y 15,305 0.68 0.31 7173 4687 8,132 5313
HAEE Hof! (0001
N 303,185 0.51 0.34 202,640 66.84 100,545  33.16
" Y 649  0.61 0.33 364  56.09 285 4391
x= {0001
N 317841 052 0.34 209,449  65.90 108,392  34.10
. Y 11,492 0.68 0.30 5365  46.60 6,137  53.40
U4 Zof {0001
N 306998 0.51 0.34 204,458  66.60 102,540  33.40
Y 134,139 0.56 0.34 82,676 61.63 51,463 3837
a2 7|12 Zoj {.0001
N 184351 049 034 127,137 6896 57214 31.04
2 Y 137,758 0.56 0.34 84,598  61.41 53,160 3859
7|2 =of? <.0001
N 180,732 049 0.34 125215  69.28 55517  30.72
=0t Zo, Y 148744 052 0.34 98,356  66.12 50,388  33.88
LAY = TIEL 0.006
NzA sy N 169746 052 034 111,457 6566 58280 3434
Y Y 1,594  0.50 0.31 1,138 71.39 456  28.61
HAL Zok {0001
N 316896 052 0.34 208,675 65.85 108,221  34.15
|7 | Y 51947 057 034 31283 6022 20664 3978
AT XK {.0001
Mol N 266543 0.51 0.34 178530 66.98 88,013  33.02
0 Y 3,070 0.6 0.32 1,962  63.91 1,108 36.09
0174 Elof 0.02
N 315420 052 0.34 207,851  65.90 107,569  34.10
apazs Y 33 052 032 223 66.37 (I
Hof" N 316,154 0.52 0.34 209,590 65.68 108,564  34.12 '
0 Y 29 0583 0.31 19 6552 10 3448
o A Eof 0.97
N 318461 052 0.34 209,794  65.88 108,667  34.12

Z 1) 2t S22 MSH= M Z SHLfetE MA| SRR 5% 0|2t AL fisher's exact testE AlA|
SiA=Z

2) &5, &=d Zohi, 2 2| 7|2l =gt
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UQEN| FOF 23k HYHEXM
YU MRS W WK HOUWS P& AN, AHF, S L FFHH, 4
FHAE Boflel FLof o] HES IIX|X| 2 #Xfe FU+FEIF H = YENHH(H
5-28)
H 5-28. il ZE SX2e| MAnA SHIER K70 2 22 FEe38=(MPR 7|&)
Medication Possession Ratio (MPR)
- CIgN S _ % 0|2t % Ol
T= 2(%';:'r)_'_ |37t 2E _ 5% 0 _ 7% Ol Paale
SEB mR} LN S Hg &%l  Hig
(N) (%) (N) (%)
. Y 10,013  0.55 0.32 6,390 63.82 3,623 36.18
7|12 =of? 0.36
N 198,778 054 0.33 127,741 6425 71,037 35.74
. Y 14,062 0.67 0.31 6,739 4792 7,323 52.08
HAHE " {0001
N 194,729 053 0.33 127,392 6542 67,337 3458
) Y 545  0.62 0.32 303 55.60 242 44.40 (0001
-e N 208246 0.54 0.33 133,828 6426 74,418 3574 )
! Y 10546  0.67 0.31 5,045 4784 5501 52.16
U= Fof" €0001
N 198245 053 0.33 129,086 65.11 68,159 34.89
Y 87693 058 0.33 51,697 5895 35996 41.05
a2 7|12 Zof {.0001
N 121,098 051 0.33 82434 6807 38,664 3193
ot Foff, AlME 2 Y 101912 0.55 0.33 64,481 6327 37431 36.73 (0001
7|Ef A0 N 106,879 0.53 0.33 69,650 6517 37,229 34.83 '
: Y 1279 051 0.31 891 69.66 388 3034
Al Fof" (0001
N 207512 054 0.33 133,240 6421 74272 35.79
Y 40,711 0.58 0.33 24,094 59.18 16,617 40.82
H|7 2% 4~mHEol {.0001
N 168,080 0.53 0.33 110,037 65.47 58,043 3453
Y 2812 055 0.32 1,818 64.65 994 35.35
o174 =of" {.0001
N 205979 054 0.33 132,313 6424 73,666 35.76
_ . Y 306 052 0.32 206 67.32 100 32.68
a0 9 2= moy <.0001
N 208485 054 0.33 133,935 6424 74560 35.76
) Y Y 27 050 0.31 19 70.37 8 29.63
AN Fof {.0001
N 208,764 054 0.33 134,112 06424 74652 35.76

“dst= A

JjED UE WAL WIHE XF, 4T YOIS FURYOR JIXD
qoptls BE FUNYWS JIX|L UE URECH 2SEJ FUHHO| g

I =4 HHESH(E 5-29).
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1

Axusby Guljpioqpjjor) 24DdY3jPaH

I 5-29. 7|Etnt Xl SiXRze| HAuy SHIES 70| OE AR2H F2Ue8=(MPR 7|F)
Medication Possession Ratio (MPR)
— ESGYES _ 75% 0|2t 75% Ol
= @) g BE o —— P
om mx} LIgNES Hg 2Kk g
(N) (%) (N) (%)
" Y 3171 037 0.32 2,568 80.98 603 19.02
7|=d ol €.0001
N 135,192 0.40 0.34 104,428 7724 30,764 22.76
. Y 3,037 037 0.33 2441 80.38 506 19.62
HA Hof (0001
N 135,326  0.40 0.34 104555 7726 30,771 22.74
) Y 164 041 0.35 123 75.00 41 25.00 046
-e N 138,199 0.40 0.34 106,873 7733 31,326 22.67 '
" Y 2408 0.36 0.33 1,953 81.10 455 18.90
U= Ehol <.0001
N 135955 0.40 0.34 105,043 7726 30912 2274
Y 62,330  0.40 0.33 48586 7795 13,744 22.05
a2 712 Zof €.0001
N 76,033  0.39 0.35 58410 7682 17,623 23.18
ot Rlof, AlFE =Y 6535 035 032 54,006 8277 11260 17.23 (0001
7|et MZBHEoH N 73,007 044 0.35 52,900 7246 20,107 2754
. Y 488 0.31 0.28 435 89.14 53 10.86
Al Eof 0001
N 137,875 040 0.34 106,561 7729 31314 22.71
. Y 19,440 0.34 0.31 16,239 83.53 3,201 1647
H|7[&& ~H ol <.0001
N 118923 0.40 0.35 90,757 7632 28,166 23.68
. Y 582 0.33 0.30 502 86.25 80 13.75
Q1A Eol <.0001
N 137,781 0.40 0.34 106,494 7729 31,287 22.71
_ . Y 60 0.31 0.29 54 90.00 6 10.00
&2 2 55 ol 0.02
N 138303 0.0 0.34 106,942 7732 31,361 22.68
. Y 3 058 048 1 33.33 2 6667
A OZF|IM EOl 0.13
N 138,360 0.40 0.34 106,995 77.33 31,365 22.67

E oo 2t

X1
=
A O
75%°P8 &AX=S

2 F Sitate Tl 8ol 5% 0j2td 39

OjXls Sur

r

o] o
O J|TOR FOALSES 4

fisher's exact testE AA[BIZS

= #o| o2 Charlson comorbidity index®l X%t
oo UrdHOF H|AYIM WA FUFHEQl nEAt

. MPR 75%

INPFS T

o | =2
o, ZUXY W, ASYY, FF AW, 35
My Y ZWFO FUrNEO| Yt FQ X2
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I 5-30. XA &XI22] Charlson comorbidity index0f EstEl SHHAISID 7 Q| Fe SHt
M Q0| W2 YRBH FALSZ(MPR 71F)
o Medication Possession Ratio (MPR)
== %EQ)T mmy B 75% 0O|ot 75% O P-value
STYER SxMN) HIB%)  BXRMN)  HIE(%)
oy Y 12426 056 034 7634 6144 47923856 o,
meer N 306,064 052 0.34 202,179  66.06 103,885 3394 ’
28y Y 26,684 0.54 0.34 16,836  63.09 9,848  36.91
NCFSR N 291806 0.52 0.34 192,977  66.13 98829 3387 0001
arxsin xSk Y 69,179  0.50 0.34 46,712  67.52 22467 3248 0001
N 249311 052 0.34 163,101 6542 86,210  34.58
Wi mm ¥ /883 056 034 47863  60.71 09713929 o,
== == N 239,656  0.51 0.34 161,950 67.58 77706 3242 ’
x(p" Y 22,776 0.64 0.33 11,820 51.90 10,956  48.10 0001
N 295714 051 0.34 197,993  66.95 97,721 33.05 '
Ot MMM Y 149,439  0.51 0.34 100,492  67.25 48947  32.75 0001
| 2let N 169,051 053 0.34 109,321  64.67 59,730  35.33 '
AStRZ! Y 36,810  0.51 0.34 24,723  67.16 12,087 3284 0001
st N 281680 0.52 0.34 185,090  65.71 96,590 34.29 ’
ASE e os 0w s s e e <O
HEx Fimis Y 131,366  0.50 0.34 89,001  67.75 42365 32.25 0001
N 187,124 053 0.34 120,812  64.56 66,312 3544
HE0| gl= Y 86,785 0.55 0.34 53,616 61.78 33,169 3822 0001
S N 231,705  0.51 0.34 156,197 67,41 75,508  32.59 '
StH= =ut Y 42240 058 0.4 24457 57.90 17783 4210 o,
it N 276,250  0.51 0.34 185,356  67.10 90,894  32.90 '
urAlp[ Y 10,227  0.60 0.33 5756  56.28 4471  43.72 0001
N 308263 052 0.34 204,057 66.20 104,206  33.80
ez Y 7414 088 034 4095  57.56 3019 4204
—eE= N 311376 052 0.34 205,718  66.07 105,658  33.93 '
o) Y 28,202  0.52 0.34 18,365 65.12 9837 34.88 0.005
= N 290,288 0.52 0.34 191,448 65.95 98,840  34.05 '
Z=EL0|MO] Y 6,169  0.50 0.34 4158 6740 2,011 32.60 0.01
ZHxE N 312,321 0.52 0.34 205,655  65.85 106,666  34.15 )
0| Y 5179  0.51 0.34 3,438  66.38 1,741 33.62 0.4387
Ink=FIl N 313311 052 0.34 206,375 6587 106,936  34.13 ’
SMM Y 116 048 0.34 83 7155 33 28 45
Hozm=) N 316,374  0.52 0.34 209,730 65. B8 108,644  34.12 0.2047
st Y 98,590 0.56 0.34 59,919  60.78 38,671  39.22 (0001
== N 219,900 0.0 0.34 149,894  68.16 70,006 31.84 ’
_ Y 67,168 0.55 0.34 42088 62.66 25080 37.34
IXEs .0001
N 251,322  0.51 0.34 167,725  66.74 83597 33.26
1) 2t SEe IAMEH= Ml = SiLiatE ME| SOl 5% 0|2l ZL fisher's exact testE A[GIES
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H 5-31. HAlal Zl2 #XK29| Charlson comorbidity indexol| Z&tEl SHEEISK 1
Fo StiEs {70 ME SdESH F£U4eS=(MPR 71E)
L Medication Possession Ratio (MPR)
72 %@)T mmy  EE 75% Ojgt 75% Ol Prale
STEOHRL sx(N)  HIS%) ERMN)  HIS(%)
wmoan Y 6941 056 034 4285 6173 26% 3827 o0
meen N 201,850 054 0.33 129,846  64.33 72,004 3567 ’
28N Y 13,024  0.55 0.34 8,130 6242 4894 3758
Al N 195,767 054 0.33 126,001  64.36 69,766  35.64 <0001
xS Y 36,370 052 0.34 23864 65.61 12,506  34.39 (0001
et N 172,421 054 0.33 110,267 63.95 62,154  36.05 )
EiT xE Y 37635 055 0.34 23,320 61.96 14,315  38.04 (0001
N 141156 054 0.33 110,811 64.74 60,345 35.26
x(op" Y 12,468 0.63 0.33 6,488 52.04 5980 47.96 (0001
N 196,323  0.53 0.33 127,643  65.02 68,680 34.98 )
OrAY TH|AHA Y 91,331 053 0.34 59,483  65.13 31,848  34.87 (0001
i | Skl N 117,460  0.55 0.33 74648 6355 42812  36.45 )
PEI N Y 19,657 052 0.34 12,897  65.61 6,760 34.39
ST N 189,134 0.54 0.33 121,234  64.10 67,900 35.90 {0001
At Y 110,024  0.53 0.34 71829  65.28 38,195  34.72 (0001
N 98,767  0.55 0.33 62,302 63.08 36,465  36.92
HE FimE Y 82905 053 0.33 54,166  65.34 28,739  34.66 (0001
N 125,886  0.55 0.33 79,965  63.52 45921  36.48
SHH=0| Y 48584  0.56 0.34 29845 6143 18,739  38.57 (0001
o= Yk N 160,207 053 0.33 104,286  65.09 55,921 3491 ’
StH= =t Y 20347 057 034 12252 6022 8095 39.78
ST N 188,444 0.54 0.33 121,879  64.68 66,565 35.32 (0001
urAIp[) Y 3530 055 0.34 2,185  61.90 1,345 38.10 0,004
N 205261 054 0.33 131,946 64.28 73,313  35.72
ammmd Y 3419 058 034 2009 5876 1410 4124 o0,
o= N 205,372 054 0.33 132,122  64.33 73,250 3567 )
o) Y 16,429 055 0.34 10,339  62.93 6,000 37.07 (0001
= N 192,362 054 0.33 123,792 64.35 68,570  35.65 )
==L 0|A9 Y 3,780 0.52 0.34 2,493 6595 1,287 34.05 0.03
P N 205011 054 0.33 131,638 64.21 73,373  35.79 ’
oA Y 2596 0.53 0.34 1,661 63.98 935 36.02
l’?éonm N 206,195 054 0.33 132,470  64.25 73,725 3575 <0001
SxA Y 78 047 034 56 71.79 22 2821
o zm = N 208,713 054 0.33 134,075 64.24 74638 35.76 <0001
aslor Y 52,107 0.56 0.34 31857 61.14 20,250 38.86 (0001
N 156,684  0.53 0.33 102,274  65.27 54410  34.73 )
_ Y 40,158 056 0.33 24687 6147 15,471 38.53
IXEE €.0001
N 168,633 0.53 0.33 109,444  64.90 59,189  35.10
Z: 1) 2t S22 MGk M E SHLiEtE | BKE=9| 5% OIPH AL fisher's exact testES AAIGIH

- 123 -



I 5-32. 7|etnt X2 EXK29| Charlson comorbidity index0ll Z8t=l SHE=ISIL 1O 9 TR
o
T

70| W2 =M FArSE=(MPR TIE)

Medication Possession Ratio (MPR)

o =N — S =
= () m37t j_;l-_—_l._— 75% 0|2t 75% 0|4t Prale
EXRE O SXIN)  HIS%)  EXEMN)  HIE(%)
NEPT Y 7330 044 0.35 5381  73.41 1,949 26.59 0001
N 131,033  0.39 0.34 101,615 7755 29418 2245
e Q-‘?‘-X,_‘I” Y 17,054 044 0.35 12,457  73.04 4597  26.96 0001
N 121,309  0.39 0.34 94539 7793 26,770  22.07
arxsin xSk Y 41,364 0.39 0.34 32,115 7764 9,249 22.36 0.07
=== N 96,999  0.40 0.34 74881  77.20 22,118  22.80 )
wEm st Y 20,947 048 0.36 35,237 69.16 15,710  30.84 0001
N 87416 0.35 0.32 71,759  82.09 15,657 1791
- ) Y 13,407 0.52 0.35 8,791 65.57 4616  34.43
X| 0K <.0001
N 124956  0.38 0.34 98,205  78.59 26,751 21.41
OrA | AfA Y 74278 0.38 0.34 58,620 78.92 15,658 21.08 0001
e[ ES ko, N 64,085 0.41 0.35 48376  75.49 15,709  24.51 ’
stz x5y Y 21834 040 0.34 16,876  77.29 4958 22.71 0.89
= N 116,529  0.40 0.34 90,120 77.34 26,409 22.66
PO Y 90,398 0.37 0.33 72,257  79.93 18,141 20.07 0001
N 47965 044 0.35 34,739 7243 13,226  27.57
A= 7ixiE Y 63,552 0.37 0.33 51,276  80.68 12,276 19.32 0001
N 74811 0.42 0.35 55,720  74.48 19,091 25.52
sH=0| gl Y 48,611 0.45 0.35 35,153  72.31 13458 27.69 0001
s N 89,752  0.37 0.33 71843  80.05 17,909  19.95 ’
= =Ht Y 27,058 0.51 0.35 17,839  65.93 9,219  34.07 (0001
St N 111,305 0.37 0.33 89,157  80.10 22,148  19.90 ’
t.'_H\_IIle-Hlﬂ Y 7902 055 0.34 4925 62.33 2977 3767 0001
N 130,461 0.39 0.34 102,071 78.24 28,390 21.76
AEpEE) Y 4619 049 0.35 3,112 37.37 1,507 32.63 0001
= N 133,744  0.39 0.34 103,884  77.67 29,860 22.33
o) Y 15,494  0.40 0.33 12,109  78.15 3,385 2185 0.009
= N 122,869  0.40 0.34 94887  77.23 27982 2277 ’
Z=EL0|M9] Y 3,242 037 0.32 2613  80.60 629 1940 0001
Zhais) N 135,121 0.40 0.34 104,383  77.25 30,738 22.75 ’
oA mator) Y 3,266  0.41 0.33 2536 77.65 730 22.35 0,67
N 135,097  0.40 0.34 104,460 77.32 30,637 22.68
S3AM Y 53 0.37 0.33 43 8113 10 1887 0.62
HAZE =Y N 138,310  0.40 0.34 106,953 77.33 31,357 2267 ’
Tstor Y 57844 047 0.35 40549  70.10 17,295 29.90 0001
N 80,519 0.35 0.32 66,447 82.52 14072 1748
_ Y 34860 043 0.35 25961 7447 8899 2553
IXEs <.0001
N 103,503  0.39 0.34 81,035 78.29 22468 21.71
Z: 1) 2 28 PASkE A T SiLieteE MA| BRE=Q| 5% 0|2 AL fisher's exact testE AAIGH
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98, Index date ©°|¥9 ¢
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H 5-33. TA &X2e =8 &#A 22UMPR 7|&)
75% 0|5t 75% OAt
zre0) B GE Ee BB g 9% AEWD
(N) (%) (N) (%)

oA 142,400 6740 68870 3260 0798 0785 0812
B65M| OfAt 56,328 6193 34,624 3807 1269 1245 1293
cre;  SSRI 51033 6622 26037 3378 1561 1524 1599
2% NADs 28494 6219 17,326 3781 1751 1704 1.798
TCA + SSRI 24713 6943 10883 3057 1115 1082 1.149

g TCA + NADs 17,797 6542 9407 3458 1259 1219 1.300
2% SSRI + NADs 20345 5577 16,136 4423 2064 2006 2.125
TCA + SSRI + NADs 10976  56.29 8524 4371 1547 1492 1.604

Index date O|F I§i5i4 19571 616 12098 382 1059 1.048 1071

0|2/ Index date O Qg4 190242 6633 96579 3367 1052 1050 1.053
2 Index date 0|5 YUSIH 14,047 54.1 11917 459 1070 1062 1078
Index date 0|% QJzH&l4 195766 6692 96760 3308 1042 1.041 1042

71&N Hob 7280  62.29 4413 3771 0879 0843 0917
rlgH Fob 7173 4687 8132 5313 1763 1701 1.827

A=Y Foh 5365  46.60 6,137 5340 1670 1603 1.740

Al 2 2 7I2ol 82676 6163 51463 3837 1288 1267 1.309
Z;:[ %ggoﬂéﬁ"“g X7 98356 6612 50388 3388 0874 0860 0888
NP 1,138 71.39 456 2861 0643 0570 0.724

HI7 |2 mHEol 31283 6022 20664 3978 1090 1067 1.114

JEZE I 1962 6391 1,108 3609 0787 0726 0854
Charlson Comorbidity Index” 3.14+268 3.32+2.80 1.004 1.001  1.007
;li oEY 59919 6078 38671 3922 1416 1389 1443
s T 42088 6266 25080 37.34 1109 1087 1.131
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fMuaby BuilpioqDp|jom 24D3UlDaH PasDg-20Uaping [DUCIIDN
U L2 12jjo0 1o p i Ping | BON

I 5-34. il g #XEo| =3

4m
d

H>
olo
H
=
of

%L UxE ALY Y BN B

= &3 Q2UMPR 7|E)

75% O[5} 75% 0|
zeol B o o B B8 o 0% METR
(N) (N) (%)

ol 88504 6527 47,099 3473 0854 0836 0.871

B65M| OAt 27992 60.02 18645 3998 1283 1251 1.316

cl  SSRI 37663 6477 20485 3523 2288 2210 2.368

2% NADs 15490  56.35 11998 4365 2885 2775 2.999

TCA + SSRI 18,687  69.84 8070 3016 1430 1374 1489

g TCA + NADs 10,702 6341 6,175 3659 1674 1601 1.751

2% SSRI + NADs 17271 56.19 13466 4381 2790 2685 2.898

TCA + SSRI + NADs 10314  61.24 6527 3876 1623 1551 1698

Index date O|F I§i5i4 12,452 60.14 8252 3986 1065 1.052 1.079

0|2/ Index date O Qg4 121679 6469 66408 3531 1062 1059 1064

2 Index date 0|5 YUBIS 10,869  56.89 8237 4311 1044 1036 1.053

Index date 0|% Q254 123262 6498 66423 3502  1.046 1045 1047

71EN Hob 6,390  63.82 3623 3618 0857 0818 0898

HrlgH Fok 6,739  47.92 7323 5208 1677 1614 1742

g S5 Hof 5045  47.84 5501 5216 1574 1507 1644

st 19 7|EEo) 51697 5895 35996 4105 1403 1375 1.432

EE RS I S 891 69.66 388 3034 0631 0552 0720

H|7 |2 4mHEol 24004  59.18 16,617 4082 1141 1114 1170

EE S 1818 6465 994 3535 0746 0687 0816

Charlson Comorbidity Index” 2.73+251 2.79+253 0970 0965 0974

bJ 1= — =Tl 31857 6114 20250 3886  1.136 1.108 1.165

=H}

qst TRES 24687 6147 15471 3853 1101 1073 1.130

F 1) R+ EEEX}
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¥ 5-35. 7[Etnt 2lE BXEe &8k ##E RAUMPR 7IE)
75% 0]at 75% O|At
geol Bs HE  EA BB e 9% HERZ
(N) (%) (N) (%)
ol 75581 7907 20001 2093 0758 0737 0.779
654 OJAt 38974 7207 15103 2793 1306 1270 1.343
crol  SSRI 16461 7640 5064 2360 0946 0910 0964
2% NADs 14871 7458 5068 2542 1011 0972 1052
TCA + SSRI 12563 6333 2514 1667 0599 0570 0630
e  TCA + NADs 12192 8036 2979 1964 0708 0675 0742
2% SSRI + NADs 7876 79.31 2055 2069 0795 0752 0840
TCA + SSRI + NADs 8012 8539 1371 1461 0482 0451 0514
Index date 0| ¢zl 11650 7774 3335 2226 1025 1006 1.044
019/ Index date O 22l 95346 7728 28032 2272 1.026 1023 1.029
2 Index date 0|5 YUBIS 9937 7720 2935 2280 1041 1029 1053
Index date 0|5 Qlafzis 97,059 77.34 20432 2266 1020 1019  1.021
7|2 Eof 2568 8098 603 1902 0815 0742 0896
ZAE Fof 2441  80.38 506 1962 0887 0806 0976
U2 Hof 1953  81.10 455 1890 0875 0785 0976
’g%*:'lf ?Ig;‘%gﬂggj' Eﬂ X 54006 8277 11260 1723 0573 0557 0589
T Aol 435  89.14 53 1086 0532 039 0714
HI 7|2 Ao 16,239 8353 3201 1647 0679 0651 0709
Q1Z4 ol 502 86.25 80 1375 0722 0565 0922
&2 Y E53o) 54 90.00 6 1000 0399 0169 0941
Charlson Comorbidity Index"” 3.40£2.85 450+2.98 1.022 1017 1.027
;li OEet 40549 7010 17,295 2990 1789 1739  1.840
s TXES 25961 7447 8899 2553 1.134 1101  1.169
Z ) 4+ 3sHRt
ZO2 CCI9 2z 3figsts A R& EEDio] QIS HMA| #XZAS H
W, opy, PAUD FUHAolN J|RY Foll, Byl MHY W e MY Fof, YA
Jol, AATOH, CCIOM r/gmaf/dmaiet, AfUY, FF A, FTE o9 2HH
gto] YQEH|o| WO SOoHASEO WAO| Yt O HQULUCH(E 5-36).
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I 5-36. ZF| BX}22| Charlson Comorbidity Indexo0f ZstEl SHERISHDL 7 2| TR SHt
28t st &8 #3H QAMPR 7|F)

75% O|ot 75% 0|4t
a0 Bh UE BUe B pgg 9% AT

(N) (%) (N) (%)
GPS 142,409 6740 68870 3260 0817 0803 0.831
65M| Ol 56328 6193 34624 3807 1154 1132 1.177
ool SSRI 51033 6622 26037 3378 1499 1463 1535
2 NADs 28494 6219 17326 3781 1727 1681 1775
TCA + SSRI 24713 6943 10883 3057 1107 1074 1.141
w2  TCA + NADs 17797 6542 9407 3458 1274 1233 1316
QY SSRI + NADs 20345 5577 16,136 4423 2046 1988 2.107
TCA + SSRI + NADs 10976 5629 8524 4371 1560 1504 1618
Index date OIF i3I+ 19571 616 12098 382 1051 1040 1.063
ole)/  Index date 01X Qg4 190242 6633 96579 3367 1052 1050 1.054
22 Index date 0|F UZI% 14047 541 11917 459 1066 1058 1.074
Index date 0% Q34 195766 6692 96760 3308 1.043 1.042 1044
7124 ol 7289 6229 4413 3771 0910 0872 0950
HAIHE Hof 7173 4687 8132 5313 1670 1611 1732
U=ZA Hof 5365 4660 6,137 5340 1624 1559 1.693
mag 9 7HEEo 82676 6163 51,463 3837 1290 1.268 1311
= g BRI g5 6612 50388 3383 0935 0820 0950
ALzl 1,138 71.39 456 2861 0643 0571 0725
H|7 | ZI%] 4ealof 31283 6022 20664 3978 1134 1109 1.158
o124t} 1962 6391 1,08 3609 0802 0739 0870
T =FET, 46,712 6752 22467 3248 0814 0797 0832
S A 47863 6071 30971 3929 1268 1242 1295
%|oH 11,820 5190 10956 4810 1386 1.343  1.430
ORAITARA T RS 100492 67.25 48947 3275 0880 0865 0895
Z3txz| 2s 122053 67.74 58128 3226 0821 0807 0835
AshHe 89001 67.75 42,365 3225 079 0782 0810
ccl @3 zms 53616 6178 33,169 3822 1088 1066 1.111
SHZ=0| gl Y 24457 57.90 17,783 4210 1399 1363 1435
s =6t ity 5756 5628 4471 4372 1234 1180 1.290
HHAlDH] 4095 5756 3019 4244 1196 1135 1.261
AR 4158 6740 2011 3260 0884 0633 0938
ZET o[Afo] 7HEIE 3438 6638 1741 3362 1103 1035 1.175
SN HozZEs 50919 6078 38671 3922 1314 1289 1340
JE DY 42088 6266 25080 37.34 1139 1116  1.163
SUEE  oxgs 24687 6147 15471 3853 1.126 1097 1.156

- 129 -



2 EX|22e| Charlson Comorbidity Indexof] Zgtel SHI=ISL 7 2| F
2 SHHEE st =8 #3H RQ(MPR 7|&)

75% 0|2t 75% O

a0 Bh UE BUe B pgg 9% AT

N % N
oy 88,504 6527 47,099 3473 0860 0843 0879
65M| Of4 27992 06002 18645 3998 1200 1169 1.232
chel SSRI 37,663 6477 20485 3523 2230 2154 2308
2 NADs 15,490 56.35 11,998 4365 2843 2734 2955
TCA + SSRI 18,687 69.84 8070 30.16 1423 1367 1.482
He TCA + NADs 10,702 63.41 6,175 3659 1678 1605 1.755
24 SSRI + NADs 17271 5619 13466 4381 2760 2657 2868
TCA + SSRI + NADs 10,314 61.24 6,527 3876 1627 1555 1.702

Index date 0| izl 12452 6014 8252 39.86 1064 1051 1078
ole/  Index date OIF Q34 121679 6469 66408 3531 1061 1059 1.064
2|24 Index date 0|F Q&3I4 10869 56.89 8237 4311 1041 1033 1.050
Index date 0|S Qg4 123262 6498 66423 3502 1047 1046 1048
712N Hof 6,390 6382 3623 3618 0869 0829 0910
AR Elof 6,739 4792 7323 5208 1615 1554 1678
=N Hof 5045 4784 5501 5216 1547 1481 1615
mag 9 7HEEo 51697 5895 35996 4105 1383 1354 1412
= S BRI a8 6127 37431 673 1050 1030 1072
ALl 891 69.66 388 3034 0632 0553 0722
HI 7[RI kol 24004 59.18 16,617 4082 1159 1.131 1.188
ol1zixtof 1818 64,65 994 3535 0757 0695 0.826
xS A3 23864 6561 12506 3439 0851 0828 0875
e At 23320 6196 14315 3804 0966 0939 0.994
X|oj 6488 5204 5980 4796 1401 1342 1462
OHAHIAA] s 59483 65.13 31,848 3487 0909 0890 0928
Zexz! 2st 12807 6561 6760 3439 0950 0918 0984
Azl 71829 6528 38195 3472 0883 0864 0902
cCl  ZAZ ztmst 54166 6534 28739 3466 0854 0836 0873
S=0| Q= P 29845 6143 18739 3857 1059 1031 1087
sz Sut g 12252 6022 8095 3978 1065 1026 1.104
HFAID}H] 2185 6190 1345 3810 0913 0846 0986
AlpEIst 2009 5876 1410 4124 1086 1006 1172
ZE ofAte] ZhlE 2493 6595 1287 3405 089 0832 0966
SHN HoHEs 56 71.79 22 2821 0568 0332 0974
JE DY 31857 61.14 20250 3886 1121 1.093 1.150
SUE  nxgs 24687 6147 15471 3853 1.126 1097 1.156
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¥ 5-38. 7|etn} ZI2 BXI2Q| Charlson Comorbidity Indexof Z=Z&Hel SHIAISHaL 1 Q] F

2 SHEE gt =S= 23 22UMPR 7|E)

fMuaby BuilpioqDp|jom 24D3UlDaH PasDg-20Uaping [DUCIIDN
U L2 12jjo0 1o p i Ping | BON

_ TR Om koW

Hst0l gt HEg Exk odlg oo 95% dEiE
(N) (%) (N) (%)

01 75581 7907 20001 2093 0785 0762 0808
65Nl Ol 8974 7207 15103 2793 1158 1125 1193
cle;  SSR 16461 7640 5064 2360 0867 0832 0903
2 NADs 14871 7458 5068 2542 0989 0950 1.030
TCA + SR 12563 6333 2514 1667 0581 0552 0611
sg  TCA + NADs 12192 8036 2979 1964 0712 0679 0747
2% SSRI + NADs 7876 7931 2055 2069 075 0714 0800
TCA + SSRI + NADs 8012 8530 1371 1461 0470 0440 0502
ndex date OfF 2EHE4 95346 7728 28032 2272 1026 1023 1029
ZEH/ ndex date 0|& QIYEA 0937 7720 2935 2280 1035 1024 1046
ndex date O/ QEHEIA 07050 77.34 20432 2266 1022 1021 1023
712 o 2568 8098 603 1902 0843 0765 0927
HAIE Fof 2441 8038 596 1962 0795 0721 0877
oy= Hof 1953 8110 455 1890 0814 0729 0910
L 2 7 48586 7795 13744 2205 1049 1020 1078
zg ig%gﬂ LA R 7B Y 5006 8277 11260 1723 0647 0629 0666
SO 435 8914 53 1086 0545 0405 0735
71 RIR 2Bl 16230 8353 3201 1647 0721 0691 0753
oIz4xof 502 86.25 80 1375 0769 0600 0985
&7 U x| 54 90,00 6 1000 0391 0163 0934
CTES =T 32115 7764 9249 2236 0808 0783 0833
s M 35237 6916 15710 3084 1640 1591 1690
x[of 8791 6557 4616 3443 1331 1274 1390
SRATANY TR 58620 7892 15658 2108 0831 0808 0854
ZBIEE| g 16876 7729 4958 2271 1456 1114 1200
AsHI 72257 7993 18141 2007 0710 0690 0730
o 2B vuE 51276 8068 12276 1932 0726 0706 0747
0] gl 35153 7231 13458 2769 1093 1059 1129
S sS4t g 17839 6593 9219 3407 1589 1533 1646
HEAIDH] 4905 6233 2977 3767 1265 1200 1334
NEpais 3112 3737 1507 3263 1145 1070 1226
ot 12100 7815 3385 2185 0948 0904 0995
S ojAo| ZHxst 2613 8060 629 1940 0855 0779 0938
oA malot 2536 7765 730 2235 1145 1040 1261
JE | nEy 40549 7010 17295 2990 1535 1490 1581
EE  oxEs 25961 7447 8899 2553 1153  1.117  1.189
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Ol Bilnet JEnt2 Lo HH(E 5-37, H 5-38), TURM SSRI, NADs
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5.2.5. X|&%d (Persistency)

oot HAION It D M|

wr

X2, IIEe &M

oFr A
=2 T
L Ural

olo
a=

§Uxt= [N, UL, JIEM 22 64.30%, 68.64%, 55.38%

ot

Xtz 242ZF 36.94%, 40.63%, 27.82%

5.7, E 5-39).
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Q8N FUASEC| FUL UKL LAY

o

A8 82t

100.00

90.00

80.00

70.00

60.00

50.00

40.00

30.00

20.00

10.00

0.00 T T T T T T 1
Index 302 602 90Y 120 150Y 150
“ oer ojer o ojer ojer oja
13 57, #oSN 28 XA
H 5-30. §988 =8 a7zt
R|&eUs (%) HATK%) 7 |Et2H%)

Index date 100.00 100.00 100.00
Index date - 30 0|2t 82.47 85.20 76.84
30 ofAk - 60 O|Tt 71.80 75.47 64.32
60 of&f - 90 ojgt 64.30 68.64 55.38
90! Of& - 120 O|gt 57.82 62.58 47 61
120 Of&F - 150 O|2t 51.25 55.96 40.35

150 0| 36.94 40.63 27.82

M| WXZ 318,400%9 YLLH WF SUHULE 118.08UE UEHON 90U
|ZO2 90Y oS &% oF ZW o 64.39%7 YN FALSEE Ho|
S OB UEYTL MPRE JIZ02  A3EE WUt EM(52%)01 HleH
Persistency® 7IZ02 AW £3EIt SUTH. YLLHE 90Y oMY FUOK| %41l
=80t 28 2SER0T HOO IOIME HA(67.07%)0 oAl H[sH, 65N OfAt
=12(66.329%)°1 654 DIFRIRO HIS| ASET} EUT 1AL Index datecll

UUTH FO|L OO UUTH oM S O|FT X HEf R2 +3EE HAG.

r
|o
Hu
oX
10
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He
Py

%2

HRG.
56.53%% TCAZC| 7P &2 H|

TCA+SSRI+NADs Al d&29 A4=2 o) &
EUTH(E 5-40). YAt J|Efnfo M &

gt

2(72.93%)°AM9] &8 &7}

CIQWS XY LX) s QAR 3

U Mo HAIE NADs®O 68.56%%=2 P4 %1, Z[EtaoX s
22 YEYY(E 5-41~F 5-42).

H 5-40, ™Al 2Xk2e| 22X S22 XS4
A cgH 28 x4z
e - %(l)fe; He gy g Pale
(F) (%) e M} (D:) (%) Ol (&) (%)
7 318490 10000 11808 67.67 113690 3570 204800 6430 -
LM 107211 3366 12280 6583 35308 3293 71903 67.07
A {.0001
oM 211279 6634 11568 6847 78382 3710 132897 62.90
6N 20750 7144 11684 6803 83059 3650 144479 6350
S {.0001
0 o092 2856 12116 6667 30631 3368 60321 6632
Index o1y 11900 374 9407 6841 6201 5211 2600 2268
dateo]| <.0001
olgioi=) 9 306500 9626 11901 67.47 107489 3506 199101 64.94
Index \% 31669 994 11130 6812 13009 41.08 18660 58.92
date <.0001
oslolel N 286821 9006 11882 6758 100681 3510 186,140 64.90
Index Y 25964 815 12856 6119 7856 3026 16108 6974
date <.0001
oimoie) N 292526 9185 11715 6814 105834 3618 186692 6382
TCA 76819 2412 11308 7123 28721 3739 48098 6261
ctol
=SSRl 77070 2420 11761 67.33 28134 3650 48936 6350 (0001
NADs 45820 1439 11356 6988 17778 3880 28042 61.20
TSCSART 35596 1118 11960 6574 12410 3486 23186 65.14
L%;; 27204 854 11876 6583 9624 3538 17580 64.62
HE
eu SR 681 1145 12557 6372 11744 3219 24737 6781 (0001
TCA+
SR+ 19500 612 13249 5851 5279 2707 14221 7293
NADs
= 1) 2t =S SIS M = siLtate MA BHAIE-o] 5% 0]9rY A fisher's exact test= AA|

ol
30
I]IO
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Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

H 5-41, il 2z SXZe| g2 58 X5y
TR SEM =58 XE7(2
= SiXy Hlg mm  EBE %(I)%fl Hlg 902 g  P-value
@ % T oER (%) oM@ (%)
)
A 208791 10000 12543 6506 65467 3136 143324 6864 -
LM 73188 2298 12858 6351 21595 2051 51593 7049
M {0001
O 135603 4258 12373 6582 43872 3235 91731 6765
oWl 162154 5091 12395 6560 52371 3230 109783 6770
o1y - {0001
M0 46637 1464 13057 6290 1309 2808 33541 T2
Index o9 758 212 10473 6725 3067 4538 3691 5462
dateof|
olgy {0001
o) 9 202033 6343 12612 6483 62400 3089 139,633  69.11
Indexy 20704 992 11944 6624 7450 3598 13254 64.02
%T;? (0001
o) N 188087 9008 12608 6490 58017 3085 130070 69.15
Index 'y 19106 916 13280 60.10 5263 2755 13843 7245
date
ol (0001
e N 189585 9084 12468 6550 60204 3174 129481 68.26
TCA 31943 1003 12582 6640 9409 2946 22534 7054
ctol
S SSRI 58148 1826 12206 6606 19601 3371 38547 6629 (0001
NADs 27488 863 12599 6559 8643 3144 18845 6856
T 26757 840 12277 6591 8791 3285 17966  67.15
1G3E 16877 530 12679 6465 5158 3056 11719 69.44
o (0001
og R 30737 965 12771 6321 9460 3078 21277 6922
TCA+
SSRI+ 16841 529 13405 5027 4405 2616 12436 7384
NADs
F 1) 2 = Fdsks & & stuEt: A EXie2l 5% 0|2 FL fisher's exact testE &A
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£

Duration of uninterrupted therapy

§ AL
—_rL-E- -—Eﬂ)"‘ gz 900E| D|D|_|' 90°E' 0|§ P-value
o g oy e e P s
- (N) N (V) =0
5 138363 10267 6946 61734 4462 76629 5538 —
A 42781 10865 6834 17507 4113 25184 5887
A {0001
ol 95582 10000 6979 44137 4618 51445 5382
I sas o785 6as4  d0ii2 4759 4174 524
o1 = <0001
%?ﬂ' 54077 11019 6851 21622 3998 32455  60.02
ndex o 6837 8025 6618 4134 6047 2703 3953
dated|| {0001
oleioimt) 9Bl 131526 10384 6943 57600 4379 73926 5621
Index v 14985 9754 6773 7336 4896 7649 5104
date {0001
ojiell N 123378 10330 6964 54308 4409 68980 5591
Index v 12872 11431 6214 4839 3759 8033 6241
date <.0001
oEole) N 125491 10148 7006 56895 4534 68596 5466
TCA 47317 10330 7298 20568 4347 26749 5653
clolgw  SSRI 21545 10179 6860 9984 4634 11561 5366 (0001
NADs 19939 9495 7135 9932 4981 10007  50.19
TSCS/ET 15077 10140 6617 6868 4555 8200 5445
TCAT 15171 10483 6637 6539 4310 8632  56.90
NADs
HRQH {0001
SSRI* 9931 10646 6542 4209 4329 5632  56.71
NADs
TCA+
SSRH+ 9383 11248 6106 3544 3777 5639 6223
NADs

Sh= Ml = SiLIZIE XA| SHKERO| 5% O[T A fisher's exact testE AAGIFS
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=
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1

S4D2Y3|oaH

n—_—
pjjed

i

usby Buipioq

A3

g
o

A8 82t

PN FUHEeE QR0 T2 90Y Ol X[&4% FALFEE MEHEHWHE EEo A
go| FUHEUOCR Ue FL FUSIEIN 2 YHH, & A FFHOML: FFHIE ol
It e UXtE EYESEI W2 A2 U &+ UY(H 5-43)

B 5-43. ®A BX2e| AN SHESE K70 O E 2N B8 XI5y
Duration of uninterrupted therapy
o LN S - ~
= (@) mo7t HE 90! ojat 90! of4t P-value
HXb O SKEAN)  HIB(%)  BXEMN)  HIS(%)
, Y 11702 12375 6447 3804 3251 7898  67.49
7|12 Zol <.0001
N 306788 11786 6778 109,886 35.82 196902 64.18
RAIH Y 15305 13268 6094 4279 2796 11,026 72.04 (0001
zlof” N 303,165 117.34 67.91 109411  36.09 193,774  63.91 '
) Y 649 12478 64.15 213 3282 436 67.18 (0001
- N 317841 11606 6768 113477 3570 204364 64.30 '
, Y 11492 13394 6044 3123 27.18 8369 72.82
A3 Hof (0001
N 306998 11748 6786 110567 36.02 196431  63.98
29 72 Y 134139 12155 6585 45260  33.74 88,879  66.26 (0001
ok N 184351 11554 6886 68,430 37.12 115921  62.88 '
Y 137,758 12170 6580 46,407 3369 91,351  66.31
7|2 Ztof <0001
N 180,732 11531 6894 67,283 37.23 113449  62.77
%El S v ugTa 11882 6724 52420 324 96324 6476
Jler Az (0001
xtof N 169,746 117.43 6804 61270  36.10 108476  63.90
, Y 1594 11871  66.29 565 3545 1029 6455
AAL RO} {0001
N 316896 11807 6766 113,125 3570 203771 64.30
H|7 |21 Y 51947 12215 6562 17514 3372 34433  66.28
ACHXE <.0001
SDHEfOf N 266543 11728 6804 96,176  36.08 170367 6392
1 Y 3070 12302 6442 1004 3270 2066  67.30
o174 =of" 0.0005
N 315420 11803 6770 112686 3573 202,734 64.27
antay s Y 336 11623 6648 129 3839 207 6161
S 0.3055
Zfof N 318,154 11808 6768 113561 3569 204593 64.31
JESTIY Y 29 11500 62.31 11 3793 16 62.07 08471
zof” N 318461 11608 6767 113679 3570 204782 64.30 '
1) Zt S=g Msi= Ml & SILIRIE TE| SEKEMe| 5% D|PH] AL fisher's exact testE AN[GIFHS
2) =F, U=M Toll, O 2| 7|2xo =&t
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B 5-44, P} 212 BRIZO| MY SUHs R0 WE HReH 28 X4y
Duration of uninterrupted therapy
3| A
e ‘:ﬂr mmz  BE 90 ojat 90 ol¢f P-value
STEHEHAL sxp(N) O HIB(%)  BREMN)  HIS(%)
3 Y 10,013  0.69 0.46 3,117 3113 6,896 6887
712 Eol 0.6272
N 198,778  0.69 0.46 62,350 31.37 136,428 68.63
Al Y 14062 0.74 044 3,668 26.08 10,394  73.92 (0001
ol N 194729  0.68 0.47 61,799 31.74 132930 68.26 '
0 Y 545  0.69 0.46 170 31.19 375 6881
x5 0.9631
N 208246  0.69 0.46 65,297 31.36 142949  68.64
3 Y 10,546  0.74 044 2,731 2590 7815 7410
A=Y Hof (0001
N 198,245  0.68 047 62,736  31.65 135,509 68.35
a9 e Y 87693 0.71 0.46 25855 2945 61871  70.55 (0001
ZHoH N 121,098 0.67 047 39,645 3274 81,453 67.26 '
=0t o, Y 101912 0.70 0.46 31,0564 3047 70,858  69.53
A H Vet {0001
AlAM Zfof N 106,879 0.8 047 34413  32.20 72,466  67.80
! Y 1279  0.66 047 434 3393 845  66.07
AL of” 0.0494
N 207512 0.69 0.46 65,033 31.34 142,479  68.66
H|7 |2l Y 40,711 0.69 0.46 12,527  30.77 28,184  69.23
ADixh 0.0046
S=HEOH N 168,080 0.69 0.46 52,940  31.50 115,140  68.50
Y 2812  0.68 047 911 32.40 1,901  67.60
o1z =xtof" 0.2353
N 205979 0.69 0.46 64556 31.34 141,423  ©68.66
&0 3 2= Y 306 0.63 0.48 114 3725 192 62.75
xrol 1) 0.0307
ol N 208485 0.69 0.46 65,353 31.35 143,132  68.65
) Y 27 059 0.50 11 40.74 16 59.26
d FH Eol 0.3033
N 208,764  0.69 0.46 65,45  31.35 143,308 68.65
F 1) 2t s=22 FMsie M & Siiete M| &Kol 5% 0|2t AL fisher's exact testE AA[GIFS
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paspg-aduaping [PUciIbN

1

Axusby Guljpioqpjjor) 24DdY3jPaH
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B 5-45, 7[Etn} 212 BIRIZO| MY SUHs R0 WE HReH 28 Xy
Duration of uninterrupted therapy
3| A
7= :ﬂf sy EE 90 ojet 90 oy P-value
STEHEAL sxie(N) HIS®%)  BKEEN)  HIS(%)
) Y 3,171 059 0.49 1,304 41.12 1867 58.88
7|2 ol <.0001
N 135,192 0.55 0.50 60,430 44.70 74,762  55.30
FAIER Y 3037 060 049 1220 40.17 1817 5983
of” N 135326 055 050 60514 4472 74812 5528
! Y 164 059 0.49 68 41.46 96 5854
== 0.4328
N 138,199  0.55 0.50 61,666 44.62 76,533 5538
0 Y 2,408  0.60 0.49 953  39.58 1,455 6042
AT Eof .0001
N 135955 0.5 0.50 60,781  44.71 75,174 5529
a9 e Y 62,330  0.58 0.49 26,313  42.22 36,017 57.78 (0001
= N 76033 053 050 35421 4659 40,612 5341 '
E0t Zhof Y 65,356  0.54 0.50 29,887 45.73 35,469  54.27
AAE & 7|t <.0001
AMzM mof N 73007 056 050 31,847 4362 41,160  56.38
" Y 488 0.57 0.50 212 4344 276  56.56
MAL pof 0.616
N 137875 0.55 0.50 61522 4462 76,353 5538
H| 7[RI Y 19440 057 050 8425 4334 11,015 56.66
At 0.0001
2=HZOY N 118,923 055 0.50 53,309  44.83 65,614 5517
Y 582 057 0.50 249 4278 333 57.22
o174 =&tof" 0.3805
N 137,781 0.55 0.50 61,485 4463 76,296 5537
P T Y- 60 062 049 23 3833 37 6167
) 0.3645
Zlol N 138303 0.55 0.50 61,711 4462 76,592 5538
) Y 3 067 0.58 1 3333 2 66.67
M ZFHA Rl 1.0000
N 138,360 0.55 0.50 61,733  44.62 76,627 5538

Z 1) 2t S22 745tk M B SHet: A 2REee| 5% 0P AR fisher's exact testE AA|

)
o
=2
H
o
rin
o
rs
11}a]
i
E
I
fo
¥
kO
ol
r
1)}
ris
re
Kl
g
2
ic]
|
R
g
ol¥
[e]

| &3&=° 01Xl

- 139 -



H 5-46. Tl 8XKk22| Charlson Comorbidity Indexoil Zate Sttalsta 1 o 8 St
2 ofsh x4 el
Duration of uninterrupted therapy
SlKpA
e 7@7 oy EE 902 ofgt 02 018 P-value
B SXEN)  HIS(%)  BEREMN)  HIS(%)
NEPOL Y 12,426 11774  66.19 4545  36.58 7881 6342 0.0373
N 306,064 11809 67.73 109,145  35.66 196,919 64.34 ’
28y Y 26,684 11716 67.32 9,751 3654 16,933 63.46 0.0027
Al N 291806 11816 67.71 103,939 3562 187,867 64.38 ’
otz At Y 69,179 11507 68.15 25921 3747 43258 6253 0001
N 249,311 11691 67.52 87,769  35.20 161,542  64.80 ’
st xlst Y 78834 119.07 6643 27827 35.30 51,007 64.70 0.0071
N 239,656 117.75 68.08 85,863 35.B3 153,793  64.17
x(op" Y 22,776 12629 63.29 7107  31.20 15,669  68.80 0001
N 295714 11744 67.96 106,583  36.04 189,131  63.96 ’
OrA mAHM Y 149439 11566 68.16 55486  37.13 93951  62.87 0001
i | Pkl N 169,061 12021  67.17 58,202  34.43 110,849  65.57 ’
> =l | Y 36,810 11366 67.98 14,135 3840 22675 61.60 0001
zst) N 281680 11865 67.61 99555 3534 182,125  64.66 ’
Astajor Y 180,181 11479  68.39 67,984 37.73 112,197  62.27 0001
N 138,309 12236 66.48 45706  33.05 92,603  66.95
HEx Fimis Y 131,366 11575 68.14 48879  37.21 82,487  62.79 0001
N 187,124 119.71  67.30 64,811 3464 122,313  65.36
=0 gl Y 86,785 120.05 66.62 30,113 34.70 56,672  65.30 0001
S N 231,705 11734 68.05 83,577  36.07 148,128  63.93 '
BHHZ= =HE Y 42240 12206 65.53 14,189  33.59 28,051  66.41 (0001
SR N 276,250 11747 6797 99,501  36.02 176,749  63.98 ’
urAIDH” Y 10,227 12021  64.45 3,576 3497 6,661  65.03 04181
N 308263 11801 67.78 110,114  35.72 198,149  64.28
Axpxsf) Y 7114 11688 66.18 2,553  35.89 4561  64.11 0.7355
N 311376 11806 67.71 111,137  35.69 200,239  64.31 ’
o) Y 28202 11502 67.65 10,677 3786 17525 6214 0001
= N 290,288 11837 67.67 103,013 35 49 187,275  64.51 ’
Z=EDO|MO] Y 6,169 11273 67.80 2,407  39.02 3,762  60.98 (0001
ZHxE N 312321 11818 67.67 111,283  35.63 201,038  64.37 ’
0| Y 5179 10843 67.94 2,202 4252 2977 57 48 (0001
k=l N 313311 11824 67.66 111,488 35.58 201,823 64.42 ’
SHMM Y 116 11632 68.85 43 37.07 73 6293 07716
Hozm=) N 318,374 11808 67.67 113,647  35.70 204,727  64.30 ’
Tstor Y 98,590 12110 66.30 33,507  33.99 65,083  66.01 (0001
N 219,900 116.72 68.24 80,183  36.46 139,717 6354
axjEs Y 67,168 11986 66.64 23,280  34.66 43888 65.34 (0001
N 251322 11760 6794 90,410  35.97 160,912 64.03
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QN FHASES| FYS UXE RALY X FHY W

B 5-47. ™ilat FIE &X2e| Charlson Comorbidity Indexoll Z&tel SHtalsint 1 2|

2 SHHES i XI&d 220l

Duration of uninterrupted therapy

fruaby BuiIpioqp]jo) IDIYIPAH PIsDY-dU3PINT [PUCIIDN

B ek S 902 ojat 902! oAt P-value
ey (%4) rc"iﬂ'ﬁ j_;{-_—_|._— = — = (=]
BRE SXREN)  HIR(%)  BEXEMN)  HI(%)
aazan Y 6941 069 046 2142 3086 4799 69.14 .
N 201850 069 046 63325 3137 138525 6863
251 Y 13024 070 046 3967 3046 9057 6954 o
Al x" N 195767 069 046 61500 31.41 134267 6859 '
orzam mam 36370 069 046 11418 31.39 20952 6861 oo
N 172421 069 046 54049 3135 118372 6865
T 37635 069 046 11560 30.72 26075 6928 s
N 171,156 069 046 53907 3150 117249 6850
- Y 12468 073 044 3377 27.09 9091 7291 <0001
N 196323 068 047 62090 3163 134233 6837 :
oM mAM Y 91331 068 047 29058 31.82 62273 68.18 (0001
e S N 117460 069 046 36409  31.00 81051  69.00 :
3R %l Y 19657 068 047 6332 32.21 13325 6779 0o
ST N 189,134 069 046 50135 3127 129999 6873 :
aser T 10024 068 047 35345 32.12 74679 67.88 <0001
N 98767 070 046 30,122 3050 68645 69.50
Az e ¥ 82905 068 047 26566 32.04 56,339 67.96 (0001
N 125886 069 046 38901 3090 86985 69.10
stE=0| gl= Y 48584 070 046 14394 2963 34190 7037 (000"
= N 160207 068 047 510763 3188 109,134 68.12 :
M= =ar Y 20347 0.71 0.45 5939 29.19 14408 7081 (0001
Ch o) N 188444 068 046 50528 3159 128916 6841 :
T 3530 069 046 1105 31.30 2425 870 o,
N 205261 069 046 64362 3136 140,899 6864
amma) Y 3419 070 046 1039  30.39 2380 6961 0207
= N 205372 069 046 64428 3137 140944 6863
of Y 16429 068 047 5203 3167 11226 6833 o0
N 192362 069 046 60264 3133 132,098 6867
Z=SgoAte] Y 3780 066 047 1274 3370 2506 6630 o0
ZHaIs) N 205011 069 046 64,193  31.31 140,818 6867 :
oA Y 259 064 048 933 3594 1663 64.06 (000"
g N 206195 069 046 64534 3130 141661 68.70 :
SHM Y 78 064 048 28 3590 50 6410 oo
Hozmx’ N 208713 069 046 65439 3135 143274 6865 '
il Y 52107 071 0.45 15,128  29.03 36979 7097 (0001
N 156684 068 047 50339 3213 106,345 67.87
_ Y 40,158 071 0.45 11,682 29.09 28476 7091
XS {0001
N 168633 068 047 53785 3189 114848 68.11

S MSH= Ml = SHLIRIE TR SiKEeQ| 5% 0|2t AL fisher's exact testE AABIFS
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I 5-48. 7|Elat ZI2 &XFE2Q| Charlson Comorbidity Indexoll Z&H=l SHEEISHI 7 2| F

2 SHHES i XI&d 220l

—

Duration of uninterrupted therapy

MNION

2IDIY3|DIH PasD(-22UIPINT [DUC
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Aduaby Buypioqpjjo

2 ot - 90 izt 90 ofA P-value
= (%‘) -‘_c‘-i'&ﬂ' _-E!;—_I._— _ = [ _ = (=]
HX SXEN)  HIS(%)  BEXKENN)  HIR(%)
ATz Y 7330 057 0.50 3,156  43.06 4,174 5694 0.0057
N 131,033 0.55 0.50 58,578  44.70 72,455 5530
S5 AlEF Y 17,054 0.58 0.49 7,164  42.01 9,890 57.99 0001
N 121309 055 0.50 54570 4498 66,739  55.02
arxsip X3k Y 41,364 055 0.50 18,431 4456 22933 5544 0.7723
N 96,999  0.55 0.50 43303 4464 53,696  55.36
ain msH Y 50,947  0.60 0.49 20,287 39.82 30,660 60.18 (0001
N 87,416 053 0.50 41447  A7.41 45969  52.59
(0" Y 13,407 0.64 0.48 4790 3573 8617 64.27 (0001
N 124,956 054 0.50 56,944 4557 68,012 54.43 )

ObA mAfA Y 74,278 0.55 0.50 33,756 4545 40,522 5455 0001
i Skl N 64,085  0.56 0.50 27978 4366 36,107 56.34 ’
Hstxx| mEt Y 21,834 055 0.50 9,790 4484 12,044 5516 0.4764

N 116,539 0.55 0.50 51944 4458 64,585 5542
At Y 90,398 054 0.50 42,023  46.49 48,375 5351 (0001
N 47,965 0.59 0.49 19,711 41.09 28254 5891
A= 713 Y 63,552 054 0.50 29,342 4617 34210 5383 0001
N 74,811 0.57 0.50 32,392 43.30 42419  56.70
=0 g Y 48,611 0.59 0.49 20,004 4115 28,607 58.85 (0001
S N 89,752 0.54 0.50 41,730  46.49 48,022 5351 )
SiH= =H} Y 27,058  0.63 0.48 10,144 3749 16,914  62.51 (0001
S N 111,305 054 0.50 51,590 46.35 59,715  53.65 )
urAIp[" Y 7902 063 0.48 2,898  36.67 5004 63.33 (0001
N 130,461 0.55 0.50 58836  45.10 71625 54.90
Axpxsf) Y 4619  0.60 0.49 1,866  40.40 2,753  59.60 0001
N 133,744 055 0.50 59,868 44.76 73876 5524
o Y 15494 054 0.50 7061 4557 8,433  54.43 00114
= N 122869 056 0.50 54,673 4450 68,196  55.50 ’
ESE0|Me Y 3,242 054 0.50 1,492  46.02 1,750 53.98 01038
Zhais N 135,121 0.55 0.50 60,242 4458 74879 5542 )
x| maler) Y 3,266 053 0.50 1545 4731 1,721 52.69 0.0018
N 135,097 0.55 0.50 60,189 4455 74908 5545
S3AM Y 53 053 0.50 25 4717 28 5283 0.7826
soizpx’ N 138,310 0.55 0.50 61,709 4462 76,601 55.38 ’
Tstop Y 57,844  0.60 0.49 22974  39.72 34870 60.28 (0001
N 80,519 052 0.50 38,760 48.14 41,759 5186
TS Y 34,860 057 0.49 14020 4280 19,940 57.20 (0001
N 103503 0.55 0.50 46,814 4523 56,689  54.77
1) Zt S=g Msi= Ml & SILIRIE TA| SEKEMe| 5% D|PH) AL fisher's exact testE AN[GIFS
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I 5-49, ™A BiXEe| X|&5H BRI
90 Ojgt 90 o[
Hekeol BIRpA HIS BIRpA HIS (R?gtcﬁ 95% Alz|7zt
(N) (%) (N) (%)
oA 78382 3710 132897 6290 0786 0773 0.800
65M| Ol 30631 3368 60321 6632 1172 1150 1.194
ciol  SSRI 28,134 3650 48936 6350 1030 1006 1.053
QY NADs 17,778 3880 28042 6120 0934 0910 0958
TCA + SSRI 12,410 3486 23186 6514 0948 0921 0975
we  TCA + NADs 9624 3538 17580 6462 0921 0893 0951
2% SSRI + NADs 11,744 3219 24737 6781 1048 1018 1.079
TCA + SSRI + NADs 5279 2707 14221 7293 1028 0989 1.068
Index date OF @34 13009 4108 18660 5892 0988 0977 0.999
ole/  Index date OIF Q4314 100681 3510 186,140 6490 1.027 1.025 1.030
2 Index date 0|5 US4 7856 3026 16,108 69.74 1070 1061 1.079
Index date 0|% Q234 105834 36.18 186692 6382 1077 1076 1078
A Hof 4279 2796 11026 7204 1212 1165 1.261
U= Hof 3123 2718 8369 7282 1243 1188 1.300
mam 9l 7o 45260 3374 88879 6626 1137 1119 1.155
z;:: ig{jﬂH HHE R VB 500 3524 96324 6476 0958 0943 0974
KAzl 565 3545 1029 6455 0871 0779 0975
H|7|2IA] 4o 17514 3372 34433 6628 0930 0910 0.950
Charlson Comorbidity Index"” 3.29+2.77 3.15%+2.69 0974 0971 0977
Jlgp OEY 33507 3399 65083 6601 1165 1.143 1.187
SHHS  axss 23280 3466 43888 6534 1046 1026 1.068
F) Wty HEX}
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Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

QeH SOHASEO| YL UKL QOIEN U FNKY W
H 5-50, Aot Z2 SXEe| K&y #Eel
902 gt 90 0[4}
@320l Te 9B B OB g % MR
(N) (%) (N) (%)

0 43872 3235 91731 6765 0808 0791 0826

6541 0J4t 13006 2808 33541 7192 1162 1132 1.194

ciel  SSR 19601 3371 38547 6629 1010 0978 1044

2% NADs 8643 3144 18845 6856 1012 0974 1052

TCA + SSRI 8701 3285 17966 6715 0857 0825 0891

sg  TCA + NADs 5158 3056 11719 6044 0852 0815 0891

2% SSRI + NADs 0460 3078 21277 6922 0971 0935 1008

TCA + SSRI + NADs 4005 2616 12436 7384 0918 0876 0963

" ndex date OfF S+ 58017 3085 130070 69.15 1037 1034 1040

%ﬁﬂ/ ndex date 05 US4 5263 2755 13843 7245 1065 1056 1.074

ndex date 0% Qa5 60204 3174 129481 6826 1078 1076 1079

HAE Hoj 3668 2608 10394 7392 1216 1165 1268

o}z ol 2731 2500 7815 7410 1194 1138 1254

57 25855 2045 61871 7055 1195 1170 1221

n .

%E ig’{j& HAE R 7B 050 3047 70858 6953 1020 1009 1.050

T o 134 3393 845 6607 0818 0720 0930

HI7 [ SetEof 12507 3077 28184 6923 0926 0903 0951

o1z¢z0f 911 3240 1901 6760 0875 0803 0955

Charlson Comorbidity Index"” 275254 2.75x£250 0967 0963 0971

st mag 15128 2903 36979 7097 1075 1047 1.103
=H}

zs  TRES 11682 2909 28476 7091 1077 1048 1.107
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H 5-51. 7|t} 2z S| X|

[y [
sFQ0l 0% olE 08 ofY 0dds  g5er, A2zt
SIRI(N)  HI8(%) SHKIMN) H[E(%) Ratio

oy 44137 46.18 51445 5382 0795 0776 0814
654 04} 21622 3998 32455 6002 1240 1211 1270
cfol  SSR 9984 4634 11561 5366 0881 0851 0912
2% NADs 9932 4981 10007 5019 0796 0769 0.824
TCA + SSRI 6,868 4555 8209 5445 0815 0783 0.848

we  TCA + NADs 6,539  43.10 8632 5690 0912 0677 0949
2% SSRI + NADs 4299 4329 5632 5671 0866 0.627 0908
TCA + SSRI + NADs 3544 3777 5639 6223 0866 0823 0910

Index date OF Qieisis 7336 4896 7649 5104 0968 0951 0984

019/ Index date O 2lasls 54,3908  44.09 68,980  55.91 1.019 1.016 1022
22 Index date 01F YUl 4839 3759 8033 6241 1.073 1060 1086
Index date 0% QPHZK 56895 4534 68596 5466  1.053 1052 1.054

" 9| 71l 26,313 4222 36,017 5778 1133 1108 1.159
oij i::fgoﬂéof"“g X o9ge7 4573 35460 5427 0844 0825 0863
H| 7|2 4 Eof 8425 4334 11015 5666 0892 0863 0923

25[ k=013 22974 3972 34870 6028 1335 1304 1.367
=t XSS 14920  42.80 19040 5720 1039 1012 1066
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fMuaby BuilpioqDp|jom 24D3UlDaH PasDg-20Uaping [DUCIIDN
U L2 12jjo0 1o p i Ping | BON

EELIC

FLSE FYS XL 8

il

a
R

(=}
=

A8 B2t

I 5-52. 7|Elnt ZI2EXEL| Charlson Comorbidity IndexXZgh X4 #2R0l
90! ojot 90! oAt
50l SR HE e Hig gggg 95% Alzj77t
(N) (%) (N) (%)

N 44137 4618 51,445 5382 0796 0777 0816
65M O4 21622 39.98 32455 6002 1236 1207  1.267
HeeH 40,484 4559 48,317 54.41 1.156 1.100 1.216
ctel  SSRI 9984  46.34 11,561 5366 0882 0852 0912
2#  NADs 9,932 49381 10,007 5019 0796 0769 0.825
TCA + SSRI 6,868 45.55 8209 5445 0942 0890 0.996

tgﬁ-t% TCA + NADs 6,539 43.10 8632 5690 1053 0995 1115
o SSRI + NADs 4299 4329 5632 56.71 1.002 0942 1.065
Index date 0] U&Sl4 7,336  48.96 7649 5104 0966 0950 00983

Ql9l/ Index date O 2=l4~ 54398  44.09 68,980 5591 1019 1016 1.022
22 |ndex date 0|5 QB4 4839 37.59 8,033 62.41 1072 1.060 1.085
Index date 0| 22iSl4 56,895 4534 68,596  54.66 1.053 1.052 1.055

- 1 2| 7|27%tol 26,313 4222 36,017 5778 1.133 1.108  1.160
Oij %g’g"ﬂéof"“g X 7B o9g87 4573 35469 5427 0644 0825 0663
H|7 | &N SHEof 8,425 4334 11,015 5666 0892 0863 0.922
Charlson Comorbidity Index" 3.99+2.86 420291 1.003 0999  1.007
;luEt et 22974  39.72 34870 6028 1.329 1297  1.362
s TXES 14920 4280 19940 5720 1036 1009 1063

7 1) B+ BEEUA
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B 5-53. Hx| &Xk22| Charlson Comorbidity 2{2te| SHtalsint 1O | F SHIEES &
18t XI8N TRALQ!
90 |zt 90 0|4t
gl BIRpA HIS BIRpA IS ggt?g 95% Alz|7zt
(N) (%) (N) (%)
oA 78382 3710 132897 6290 0799 0786 0813
65M Ol 30631 3368 60321 6632 1.131 1109 1.153
crol  SSR 28,134 3650 48936 6350 1.003 0980 1.026
2% NADs 17778 3880 28042 6120 0925 0901 0949
TCA + SSRI 12,410 3486 23186 6514 0944 0917 0972
we  TCA + NADs 9624 3538 17580 6462 0926 0898 0956
28 SSRI + NADs 11,744 3219 24737 6781 1037 1008 1.068
TCA + SSRI + NADs 5279 2707 14221 7293 1029 0990 1.070
Index date 0| IgigIs 13009 4108 18660 5892 0983 0972 0.9S3
ole/ Index date OF Q4514 100681 3510 186,140 6490 1.027 1025 1.029
23 Index date 0|5 ZIe 7856 3026 16,108 69.74 1067 1059 1.076
Index date 0|S Q234 105834 36.18 186692 6382 1077 1076 1078
A Hof 4279 2796 11026 7204 1174 1128 1221
mam Y3 Hof 3,123 27.18 8360 7282 1220 1.165 1276
Zut 0 Q| 7|2l 45260 3374 88879 6626 1139 1121 1158
28 ygarmol 565 3545 1029 6455 0871 0778 0975
H|7 2%} 4o 17514 3372 34433 6628 0946 0925 0967
S8 ARH 9,751 3654 16933 6346 0959 0931 0987
SRS M 25021 3747 43258 6253 0896 0878 0914
H|Ep 2s 27827 3530 51007 6470 1047 1025 1.068
X |of 7107 3120 15669 6880 1.128 1091 1.166
ORAITIAA T ALE 55486 3713 93951 6287 0914 0899 0929
CCl Aty 67984 3773 112,197 6227 0840 0826 0654
A 7hus 48879 3721 82487 6279 0884 0869 0.899
Sex Sbt gty 30,113 3470 56672 6530 1.142 1114 1171
HEAIO}H] 3576 3497 6,651 6503 1087 1038 1.137
ot 10677 3786 17525 6214 0961 0935 0988
SEC oMo 7Hals 2407 39.02 3,762 6098 0913 0863 0966
7t ;e 33507 3399 65083 6601 1.127 1105 1.149
=H}
Nt TRES 23280 3466 43888 6534 1060 1039 1.082
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fMuaby BuilpioqDp|jom 24D3UlDaH PasDg-20Uaping [DUCIIDN
U L2 12jjo0 1o p i Ping | BON

o gN SOHASEOl FUS UKL QURM U FHA W
I 5-54. ™At X2 3XkEe| Charlson Comorbidity 2tzte| SHtRslul 1 9 T SHb
zsts Tt X4y SEell
0% ojgt 90 of4
FeRel Ts WE B OB pag B U
(N) (%) (N) (%)

o} 43872 3235 91731 6765 0812 0795 0829

6541 014 13006 2808 33541 7192 1133 1.103 1.165

clel  SSRI 19601 3371 38547 6629 099 0964 1029

2¥  NADs 8643 3144 18845 6856 10038 0965 1.043
TCA + SSRI 8791 3285 17966 6715 0857 0825 0891

we  TCA + NADs 5158 3056 11719 6944 0853 0816 0892

29¥  SSRI + NADs 0460 3078 21277 6922 0965 0929 1.002
TCA + SSRI + NADs 4405 2616 12436 7384 0921 0879 0965
index date OFH 9f5+ 58017 3085 130070 69.15 1037 1034 1039

Soi  ndex date OI% QA4 5263 2755 13843 7245 1064 1055 1072
Index date OIS 95+ 60204 3174 129481 6826 1078 1077 1079
Bl ol 3668 2608 10394 7392 1192 1143 1244
o= Aof 2731 2590 7815 7410 1.183 1127 1242

LR 25855 2945 61871 7055 1190 1165 1216

Al = o

ox%g iijg()ﬂéof"“% = B 31054 3047 70858 6953 1046 1025 1068

=T sl 434 3393 845 6607 0817 0719 0928
H17 2% 4010l 12607 3077 28184 6923 0933 0909 0957
olz4xiof off 3240 1901 6760 0879 0806 0959
yRgE et 11418 3139 24952 6861 0925 0900 0952
o A 11560 3072 26075 6928 0932 0906 0.960
o 3377 2709 9091 7291 1112 1061 1.165

o B mze 20058 3182 62273 6818 0945 0925 0965
Azt 35345 312 74679 6788 0898 0879 0918
A5 2 26566 3204 56339 6796 0898 0879 0918
ESE olael 7t 1274 3370 2506 6630 0925 0859 0997
Holy mae 033 3504 1,663 6406 0900 0825 0982

JE megy 15128 2903 36979 7097 1070 1.043 1098

=H}

T 11682 2909 28476 7091 1093 1064 1.124
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I 5-55. 7|Etnt Fl=2

[

S Zoet X5y el

Xk22| Charlson Comorbidity Z{Zio|

Sut

gt o o F

9034 mjat 90 0J4¢
¥3Rel Te WE B 6B paig % HERD
(N) (%) (N) (%)

oty 44137 4618 51445 538 0813 0793 0833

6541 014 21622 3998 32455 6002 1166 1137 1196

ciel  SSR 0984 4634 11561 5366 0844 0815 0874

2¢  NADs 0932 4981 10007 50.19 0787 0759 0815

TCA + SSR 6868 4555 8209 5445 0809 0777 0841

sg  TCA + NADs 6530 4310 8632 5690 0920 0884 0957

2¥  SSRI + NADs 4299 4329 5632 5671 0849 0810 0891

TCA + SSRI + NADs 3544 3777 5630 6223 0865 0822 0910

ndex date OIX izis 733 4896 7649 5104 095 0939 0973

olg/ Index date O/ QP34 54308 4400 68980 5591 1019 1016 1.022

22 Index date 0|F U@ZIS 4839 3759 8033 6241 1067 1054 1.080

ndex date O)% 2laizls 56895 4534 68596 5466 1054 1052 1055

B Hof 1220 4017 1817 5983 0901 0833 0975

Hag 19 7o 26313 4222 36017 5778 1148 1122 1.174

= T pa BB IE oo 4573 35480 5427 0901 0881 0923

HI7 12 etz 8425 4334 11015 5666 0920 0890 0951

RERR 3156 4306 4174 5694 0937 0891 0986

YR T 18431 4456 22933 5544 0890 0867 0913

EERE 20287 3982 30660 60.18 1215 1183 1.247

xlof 4790 3573 8617 6427 1210 1161 1.261

arHALY W 33756 4545 40522 5455 0913 0892 0935

ccl ZExx us 9790 4484 12044 5516 1067 1034 1.101

Azt 22023 4649 48375 5351 0805 0785 0825

#5 s 20342 4617 34210 5383 0875 0855 089

30| gl Yy 20004 4115 28607 5885 1033 1005 1.061

ez Sot Yuy 10,144 3749 16914 6251 1268 1227 1310

grlny| 2898 3667 5004 63338 1174 1115 1237

JE mEe 20974 3972 34870 6028 1238 1207 1.269
=H}

2 oxEs 14920 4280 19940 5720 1042 1015 1071
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oT =&
oM

5t

O Monotherapy#
- RONYAE 2 WY geSH dudS AHEOrd, 90¥

Hx}

—
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MPROI 75% 0|9l ZQ ‘HASTOR, 7506 oA HQ ‘2STOR HOoIY

L

6.1.2.2. 90¥ X|&£d*H¥F T, discontinuation)

R YL HY ¥ YLSHE FUUCl XAZXoz MY JZtZ XAXYU
(duration of uninterrupted therapy)’® Xostct. o] of X|&d5g2UA
(permissible gap)2 14%UZ SIQT. &, O™ Xyro| OfX|9f Guf or3 X AL
712t0] 159 0| W= MZ OJOfXI XYooz EFOIUCt. X|AXYURIT 90Y O]l
FSE HIXAF'2Z, 90Y oYU B XNE&A'2E SR
6.1.3. [ J9

FHLE 9 A AN XFE T2 T MUAZ offer Zo| Fospuct. o, ML
BY F WINFHUXNRE L2 B2 ZTHEHY UULY, o X9 POt Xt A
ATt

O fEF(F32.x(22% Oy ),

E), F33.x(MLY £23F), F34.1(C125HF
FA41.2(2%y 22A2%l), F38.1(CIE MW ZI12[HF] Bol))ez2 Qs FLrltoj
]
(o)

Aol x2S we

- 154 -

1ION

In3g |puol

Dg-25U3P

of

J|jooH p

i
g

1021

09 d

Dy

2Dy buljpioq

fou



ON

10N

4D243|o L'E: posbg-adUusaping |ouUoi]

0"
0D

uIIDIoqgD|

o

i
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@ A=

o XHMAILO| it ¥ IAE(ICD-10)€ °rfiet 4.

T40 Poisoning by narcotics and psychodysleptics [hallucinogens]

T41 Poisoning by anaesthetics and therapeutic gases

T42 Poisoning by antiepileptic, sedative-hypnotic and
antiparkinsonism drugs

T43 Poisoning by psychotropic drugs, not elsewhere classified

T54 Toxic effect of corrosive substances

T60 Toxic effect of pesticides

X60-X84 Intentional self-harm

@ QoM AXEE ¢oN 28 FUOD MY OlF T YLLH 2§ A%
39

T MY Y A2 MY FY F OPF UH L AP FoorAY.

6.1.4. $AE4

6.1.4.1. AU X E U EU4S-STE Y

HPLGSXO| gt =3 =(MPR) X|H9Q WA BEEHXE &SI, =32(75% ©|
£ motstEct 3t 90 oY

At HIESR(75% OITOl Y UKt S &
Xu FEU HXAZL NARQ UK 49 £ T} RVETIIEIEIV

o
o
M2 monotherapy2 JIEFRel FHE A WO NYARZHE 900U,

switching@? %= X HW o=

r
rE
oY
K
)
4u
)
gal
R
o
|o
4c
m
©
o
ne
Hu
ox M
lo
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2
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WUES £3E OF, NAY off ¥ AU

=] =]

= =2
43t H|WIIYO M, Kaplan-Meier Z3 M1 2A2ABH S T &
o pS |
o =

o
Mo
]

o H&ZANQ] UMK AQEE= 2 H|WIFRY. O] ©f, 2F TXfO| FXMA A Z
TA™S M F22XN MYPA(index date)O|A1, FHUA FEAHS A WA XL 2 vj
MAY B 20084 129 3120t

e HHQR0=2N 3 & OQof dH YN Udnd, E FHEHEH T2 A ,,
STHTORE 123t YRS YRHZ FHOIYUL. Ol FII0 FUEIE U XA f
Zo| 2 W SYHE (odds ratio, OR) 1 95% MRS ALESIECt T3t
HEUPEX|Q] 2[2tE 1351 4% Cox HY AR HZ AXIUCH, FAEZE X XA ;
d =Z0 4Z2 Yo ¥ LH|(hazard ratio, HR)?} 1 95% ME|F2tS MESHAL :

6.2. G1&EY

6.2.1. A48 x 54

6.2.1.1. Hio|EjHjo|A A%

2006'd 7¥~2007'd 6% AO| 1¥ o) L2 MES AL, 22 67HY °IH
B2 MY E= L2TOE AU ARIIY YE U2H, A 3WY FA PYUNYE 3

o
Y o #X= 88,079 BOAUH. © F H 67HE OIUfol IEAOl LAY AXE K|

o3t 83,545%0 HF BMUMKE WAHUT. X YA MYUZTLE 3HY oy
o SFEALGUNO W UhYRL 2 EROIYS W, 49,020%(58.7%)° HUfH

-

82 (Monotherapy @), 17,821%(21.3%)° ©Y AuIFOZHE 4ug H
(Switching@)°I1, 16,704%(20.0%)2 A H2H HNYYU GA| £ I o9

FUTL HYWe HOB(IELD) UEHITE
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2006'4 7&~2007
ZZ 67 ol &M MY L= PFESE2E 2R WE
= = 3

o o
glen], A idset dilug

M
(o))
Mo
Rl
o
Tob
o
0z
09t
-0
Mo
=
Pl
0z
o
nx
30
kl

A geed Mydzee ey ol
Ay EA}

A ogeed xuYze

S olLfel t=AtS LY

Monother apy = Swi tching= 7| Et

. _ Index dateoll
Y ol EUEX| 2tE " ol e Index dateZAl
monotherapyO| 12 =
|m =) =2
T2 AL ol

ol otz combination therapy
=00

49,020 16,704 &

O8 6-2. P2 FArSE MEEHY BAS et lo[EHolA =

- 157 -



6.2.1.2. YA

dm
ox

MA| @XtZ 83,545%° HF UL 45.1(x+15.29)M011, %40 67.19%= At
XotRct. R 3MY olU MY YN SO ME EREUE MHEWE, ZF I 4
ol I AYL monotherapy@°lM 45.32(£15.58)A4|, switchingzlA
45.59(x15.16)M, 712N 44.11(x14.47)MCIUTt. ©1do] XX[ot= 2&2
monotherapy@°lX 65.76%, switching=2°lX 68.83%, ?Z|&tz°4 69.61%°|
ALt

B 6-1. SoASTot A BA FA CHAKIRL HOSH MUK 2t 2ol Ut =4

x| Monotherapy= Switching= 7|EFR
(N=83,545) (N=49,020) (N=17,821) (N=16,704)
CHAIKE o CHAIXKE o CHAIXRE o CHARE o
H oo H oo H 00 H oo
Mean=*
D 4514 1529 4532 +£1558 4559 £1516 44.11 +14.47

18-20M1 14,821 17.74 8,837 18.03 2,968 16.65 3,016 18.06

of  30-39AM| 18,026 2158 10411 2124 3,773 2117 3,842 23.00
¥ 40-49M 19,094 2285 10986 2241 4,066 22.82 4,042 24.20
50-59M 15,131 18.11 8,651 17.65 3,386 19.00 3,094 18.52
60-69M| 10,659  12.76 6,390 13.04 2,401 13.47 1,868 11.18
70-84M 5814 6.96 3,745 7.64 1,227 6.89 842 5.04
A e 27,412 32.81 16,782  34.24 5,554 31.17 5,076 30.39
EH

oy 56,133 6719 32238 6576 12267 6883 11628 69.61

6.2.1.3. ¥L&XH A g EH

Y2H MYRE 2 FEUE N NYUSLE IHY Ol MY ¢oXN Adud A
45742 TSI, Monotherapy@ WXt FolM 54.48%(26,707%)?F SSRI
E XNYdrrl, 29.02%7F TCAE, 16.5%7F NADsE M@artty. Switching? %
OJME M MY %HZLS SSRI(42.4%), TCA(34.4%), NADs(23.2%)2 202
UEFSC XYHE %2 HY, SSRIYGM SSRIE ZH9t SEXYozo HPo
22.74%, TCAM ol H§E ARZ(SSRI, NADs)L 29 HAHO| 21.55%, SSRI
AM o AUIA(TCA, NADs)L 29| HHFO| 19.62%%E AX|oIAH. R FL2H N
WA SEAYOIUT I|EFZO|AME TCALL SSRIQ HEXWo| 35.57%= ¢ ¥
UL, GZOo=E SSRIY NADsY HEXYO| 34.81%E XHX|oULt.
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>
4m
12
H>
olo
H'|
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o
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HT
1z
%2

A8 B2t

2 2N 2H JYRY 2

St

F=H ABEY

o
Total
CHAIXE~(H) HIZ(%)
Monotherapy= TCA 14,224 29.02
(N=49,020) SSRI 26,707 54.48
NADs 8,089 16.50
Switching= TCA -) TCA+Other 2,296 12.88
(N=17,821) TCA -) Other(SSRI, NADs) 3,841 2155
SSRI -) SSRIHOther 4,052 22.74
SSRI =) Other(TCA, NADs) 3,497 19.62
NADs -)» NADs+Other 1,609 9.03
NADs -) Other(TCA, SSRI) 2,526 14.17
7|ElZ TCA + SSRI 5,942 35.57
(N=16,704) TCA + NADs 1,691 10.12
SSRI + NADs 5814 34.81
TCA + SSRI + NADs 3,257 19.50
6.2.2. &3 WY
6.2.2.1. A UYHXOINY §U4LSE
SMUiye] B3 90Y MPRE 53%°I%00, 75%8 7|1Z02 +308E &
2 4 29.0%7t =g HFOIEH. B FAXAI|1HE 56.21¥€ o1
78.69%° UdX7F 90¥ oUiol ¥L2H FAZ FUSE AC=E YEHLH,
&2 siFgots #Xf= 21.31%°1U.
E 6-3. T CAKIO| Fol2SE 3 SOX|47(Zt
A cHAXE
CHAIRE() HIZ(%)
90¢ =3=(MPR) Mean+SD 0.53 + 0.29
H|&=3((75%) 59,317 71.0
=3(=75%) 24,228 29.0
Eorx|a7|Zt Mean=+SD 56.21 + 60.10
(Time to discontinuation) EOorx=rH(=90 days) 65,742 78.69
XI&(90 days) 17,802 21.31
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6.2.2.2. YN MYIYY S

Fe2H Z MYREEE &3 FMZW, monotherapyw #Xt9 28.08%7I =
S0 SHPOIYUC. AFIWZ HM  NADs MYEX[| 34.18%, SSRI X#Exie|
32.57%7F =322 Ao dit TCA XYEXie| 16.17%%U°] =32l sHFotH.

H 6-4. Monotherapyz 2278 90 =S=(MPR)

CH&XE(H) HI=(%)
PNy 2.300 16.17%
TCA xS 11,923 83.83%
PNy 8,607 3257%
SSRI xS 18,008 67.43%
PN 2765 34.18%
NADs xS 5324 65.82%
o =) 13.762 28.06%
= 35,055 71.92%

Switching29 ¢ MM X9 31.87%7 =32 TR, dudE=
R Hgtadol NADsCl1l NADs EH9H GE YUIOZE WHFPYH &UXM &IF20|
40.09%, M Mol SSRIC|1 O|F SSRIE XYt HE A4uIdO= WHH AXM
=320 38.5%E HE WHERY UXNEEHY 52 =3k

H 6-5. Switching & 2f&#¥ 90 £2=(MPR)

CHaXE () HI=(%)

=2 72 1.
1.TCA -) TCA+Other xS ] 572 28 22
TCA =3 1,117 29.09
2.TCA -) Other(SSRI, NADs) as 5704 20.92
=g 1,560 38.50
3.SSRI -) SSRI+Other Has 5490 6150
SSR Y 903 25,82
4.SSRI -) Other(TCA, NADs) xS 5594 7218
=2 645 40.09
5NADs -) NADs +Other Has %4 59.01
NADs PN) 734 29.06
6.NADs -) Other(TCA, SSRI) s 79 2094
03] &8 5,679 31.87
= HleS 12,142 68.13
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6.2.2.3. Y22 NMYIYH X 24

G eX 2 NYQWIW 00Y SUXAN HMAD
20.33967F X420 SITOIYC. AnFWE WU

, NADs NYEX[Q 24.45%,

monotherapyz@

SSRI MYHXO| 23.02%7F X4 Ao o TCA MYAXY 12.949%U0| X|&

2 A

B 6-6. Monotherapy#® 227 902 FAXA|S5M

CHA KR (H) HIZ(%)
PNES 1,841 12.94
TCA e 12,383 87.06
PNES 6,147 23.02
SSRI e 20560 7698
PNES 1978 2445
NAD = 6,111 7555
- PNES 9,966 20.33
B =t 39,054 79.67

Switching29| 3¢ HH 24X 21.69%7t XI&Zo 3

R HMYAEAO| SSRICIL SSRI
29.12%, M HOo| NADsO|1 ¥

N X|420| 28.46%2 T2 WHS

Zy o2
NADs&

xS

ot A

H 6-7. Switching & 2&7E 90Y FoX|&H

HT
0
HIr
rlo
©
o

CHARE(T) HI2(%)

K& 507 22.08

ron 1.TCA -) TCA+Other = 789 iy
2TCA -) Other(SSRI, NADS) i 621 16.17

' ereen S B3 3,220 83.83

X% 1,180 29.12

SSRI SO5R! 7 SSROther 5 2872 7088
4SSRI -) Other(TCA, NADs) i 625 17.87

' A ° =ct 2872 8213

X=

5NADs -) NADs +Other ,J; 458 28.46

NADs = 1,151 7154
6.NADs -) Other(TCA, SSRI) i 475 18.80

o R =t 2051 81.20

| X% 3,866 21.69

_ L 13,955 7831
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6.2.3. F¥=sko TE MHUE

f

6.2.3.1. M| di’dXofM e HEE

HH| 83,545% 9 FMOUPEXT F 21,423%(25.64%)°M ARZ1ZE W 19 o X
W OOIALTI UEOIRCE MU RO IRt AUbY S4 WYL Lorst Al Huo
B 9% 46.9(= 15.20)M, MUK 42 F9 AHL 44.5(x 15.27)H°l1,
oMol XX|o5f= E&2 MUFM 70.28%, HIMELZN 66.12%°IUH.

H 6-8. A CHXL 2UHY 4o e LS

| HIxHE i
(N=83,545) (N=62,122) (N=21,423)

ey e T e T wige
o2 Mean+SD* | 4514  + 1529 4453  + 1527 4691 + 1520
18-29 14,821 17.74 11,643 18.74 3,178 14,83

30-39 18,026 2158 13,924 2241 4,102 19.15

40-49 19,094 2285 14,184 2283 4,910 2292

50-59 15,131 18.11 10,815 17.41 4,316 20.15

60-69 10,659 12.76 7,384 11.89 3275 15.29

70-84 5814 6.96 4,172 6.72 1,642 7.66

A LA 27412 3281 21,045 33.88 6,367 29.72
o4 56,133 67.19 41077 66.12 15,056 70.28

LTRSS | 4677 56 3417 55 1,260 588

= %|oH 1,676 2,01 1278 2.06 398 186
Ee Sty 7,260 8.69 5424 8.73 1,836 8.57
of 2,520 302 1,824 294 696 325

* p-value ¢ 0.05

6.2.3.2. GtOo 22X XHurQud 1jus

Yooy 2t MYy HUEL monotherapy@°lM 25.61%, switchingZ°ilA

26.17%, ?I§2°M 25.17% °INYH.
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QX SOFASEO| YL X LAULRN U FHKY Yt

H 6-9. &22H MURY0 B MLE

HIRH2E WES
TA CheRp CH&XE HIZ(%)  CHeREs HIZ(%)
(3) (@) (3)
Monotherapy 49,020 36,464 74.39 12,556 2561
Switchingz 17,821 13,158 7383 4,663 26.17
7|ER 16,704 12,500 7483 4,204 25.17

SOIRo| M2 YUEL HW, AZTOM YEO| 18.32%, H]
292N HUEL 28.45060\%Ct. YWIUZ EMOYS U, SSRI NADs X4
29 39, A32ECH HIASIOIY WUEO| H EH UL YIB, TCA AeIolME

>

Monotherapy#

¥ 6-10. Monotherapy® A4=7% 3090 7|=)0f mZE xHUE

T2 FA AR () RHEH(H) HIAHEH () pNCIE=

Toa |23 2.300 827 1847 35.96%
HI&S 11.923 3450 8.099 28.94%

Sepl |28 8.697 1280 7.050 14.72%
HI2S 18,008 4,957 13418 27.53%

22 2765 414 2258 14.97%

NADs —yias 5324 1623 3.794 30.48%
- 22 13762 2521 11,155 18.32%

- HI&S 35,255 10,030 25.311 28.45%

Switching2 230180 42 HUES 8H, 233014 HLEO| 19.95%, Hl2
oM YEBL 20.06%0I%0r. HyHY QYU RE ofEolN
2o Hlofe] H2STOIN HEBOl H 52 AO=

A olo

otte
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B 6-11. Switching? AMUHA QI

=S0HE(0Y 7|E)0l TE MUE

SE] RHE HIRH A
CHAIXE(F) (B) ) ==

&2 720 138 582 19.2% =

B T 1576 283 1,003 306% £

TCALYOther &2 1,117 230 887 20.6% a

H2S 2724 841 1,883 30.9%

e~ 1,560 352 1,208 22.6% &

- SSRI-SSRHOther —5 s 2492 691 1801 27.7% 2

SSRYOther &2 903 149 754 16.5%

Hl2S 2,594 733 1,861 29.3% g

=3 645 127 518 19.7%

\ADs NADs-)NADs+Other Has %4 262 700 27 2% ;

NADs-)Other &3 734 137 597 18.7% =

Hl&S 1,792 519 1273 29.0%

. &8 5,679 1,133 4,546 19.95%

- HieS 12,142 3,529 8,613 29.06% &
Monotherapy#® S%X&4 ofo OE IHWUES HH, X&AZ2oM HUEO|

17.41%, 90¥ ©|Yi FTHIOIM T
QE GHIM X432 MOl F

H 6-12. Monotherapy= 2f24H 90

E2 27.71%CIU0. AAIYE MU U

g o | e

SIS0l M2 MLE

Uaby buljpioq

fou

72 A CHAXE(F) THEH(H) HIXHZH(H) NLE

TCA NES 1,841 343 1,498 18.63%

=ct 12,383 3936 8447 31.79%

SSRI NES 6,147 1,055 5,092 17.16%

=ct 20,560 5,185 15,375 25.22%

pNES 1978 337 1,641 17.04%

NADs =g 6.111 1700 4411 27.82%

- pNES 9,966 1735 8,231 17.41%

B =Lt 39,054 10,821 28,233 27.71%
Switching@ 90¥Y FoX|&/d i ME XHUES HH 2SN XLEO|
19.71%, H|&ZHYM THWEL 27.91%°|UCt. XMYHH Quuz LML 0,

RE FuAM &FFO HIOFH H|EZZFAM MUEO| O 2 AUOR LEHL}
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A8 B2t

H 6-13. Switchingz® XMHZA KYE 90 EAX|LM0| LIE HLHE
A I R
CHASKIS() () () ==
X 507 9% A1 18.93%
oA TCATITCA+Other =gy 1789 525 1264 | 29.35%
TCASSOther S 621 132 489 | 2126%
EXs) 3220 939 2081 | 29.16%
PN 1180 264 916 | 2237%
SSR SSROSSRIOtNer =y 2872 779 2098 | 27.12%
SSRISOther xi& 625 94 531 15.04%
=t 2872 788 2084 | 27.44%
xE 458 88 370 | 1921%
NADS NADSINADstOther = 1151 301 850 | 26.15%
. X 475 88 387 | 1853%
=t 2,051 569 1482 | 27.74%
<53 X 3866 762 3104 | 1971%
B =t 13,955 3.901 10,054 27.95%

6.2.4. E4=3 =0 TE HUINX |2

HH| 83,5459 M MyUZHE

AHBY FRAPEY E& AN FE)X

9] I FHUHIIIS FH 659.1(+163.7)Y, A 1814 914U oAU,

Fe2H HMERFl UE FHUAIIUHZ Monotherapy?, Switchingz, ZIEZ
M 2}Zt Po 658.82Y, 658.15%, 660.96Y ©|UL}.
H 6-14. S22H ML ME FHIEHV|IZHAH MUY ~ 1Y E= FFER)
TR CHARKES FEBETINY)
@) g3 EEEX 3% (@ o)
Monotherapyz= 49,020 658.82 164.53 673 (576 ,786)
Switchingz 17,821 658.15 161.96 673 (576 ,7182)
7|EtZ 16,704 660.96 163.09 678 (583 ,783)
HYS AHSPI| Y FHBUEYIIAS 90¥ FA&FE=(MPR)O e EROIH, F%&
I ¥2 HE3FAMe B2 651.1Y%, =3Z°ME B 678.68%E YHEY, =
oYX Jol § ZUY. HEgFd &FOM HHETFXQ T o

=

et oo oo
M
=
=

oZ
I
dH
rx

Xpolefl tigt 2=

>
S
i
o
58
=

3y 2

o pol O
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H 6-15. 220 FUxSE0l ME FHAIT|IZHA MUY ~ 1 == G4ER)

RA| CHAIKES FHUET|IZHY)
(F) o vEHEAL B8 Qi , Q3)
H|z=S(MPR(75%) 59,317 651.11 170.07 670 (569 , 7182)
2S(MPR=75%) 24,228 678.68 14511 685 (595 , 7191)
1. 004
0 71
-
2
B
2 0o
=
g
1=
oo T T T T T T
1] 200 400 600 a8 1000
futime
STRETE — mor0_u7s=0 D00 Grsored mor 070 — mpr 0_uB=1 000 Gersored mor90_u7E=1
O3 6-3. F2Ue8 R0 mE U7EX[e| 7|7t
(Black=H|z=3%, Red=2=3)
SOIX| AN Wat EROH, XU WAL Y% AMBAI|HL 90Y Oy YLLK
o] FE HINAZOIME BF 653.31Y, X&2YME BF 680.09UZ e,
I| 2

o LTI Yol © ZRNY. HIX|SZD X|SZOM THEDEX| 22t
a

WEDY Afolo| Uizt 2ALYUAY 2 pol 0.001 UUCE, £ o4 Qojst
o
M

=

e
rd
=
=
=
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Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

QN FHASES| FYS UXE RALY X FHY W

E 6-16. YLBT SARSH0| LS FHBEIIHA MUY ~ WY £= ATEE)

| CHAKES FHBEIINY)
(&) L BZEZ B (e , Q3)
FEH(<902) 65,472 653.31 168.90 672 (572 , 784)
XI4(902) 18,073 680.09 141.31 685 (595 , 789)

2
8
2 o
]
=
=
o
o
0 00
T T T T T
o 200 400 800 &0
fullma
SRTA; —— peres0 COC Covacred peremd —— paremi 00 Consored paresi

a8 6-4. E24a8 20| w2 xierix|el 7|2t
(Black=H|X|&t, Red=X|&m)
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6.2.5.1. [y #HAQl

ARGVSAT LN 402N AT, g R 2t FUEHY| OE Y fSHUE(OR)E 4t
£ 1 TGS BMoIY. AFZ 1M F71° =t XHE AHUEIE 1.01 (95% =2t
1.009-1.011)4 F2Itte HCE UEPGD, 18-20M AYREZ J|ZC= o[¥S ©f 1 o)y
o] HYIANM BT QOB E2 MW YUT FIPP LEGT. Aol ot ool xhw
off T3ty 1.2118H(95% AZ|FZ 1.17-1.25) &2 HUT/Jo| UMEAC}, FhERG Fojy
£ HEAEAS FURE FL(odds ratio=1.07)2 U2 FUI¥L FL2(odds ratio=1.11)Cl

142 LERQITT,

Tua [Pt 2

rI

oX

H 6-17. 28™ EM0} 1t 23Ey

No relapse Relapse THe mElA
(N=62,122) (N=21.423)
N % N % OR 95% Cl
o2 Mean+SD | 4453  +1527 4691  +1520 101 1009 1011
18-29 11643 1874 3178 1483 1 (ref)
30-39 13024 2241 4102 1945 1079 1024 1137
40-49 14184 2283 4910 2292 1268 1205 1334
50-59 10815 1741 4316 2015 1462 1387 1541
60-69 7384 1189 3275 1529 1625 1535 172
70-84 4172 6.72 1642 766 1442 1345 1545
A A 21045 3388 6367 2072 1 (ref)
o M077 6612 15056 7028 1211 1171 1253
set AZEM 331 053 113 053 099 0799 1226
= mpms | 3417 55 1260 588 1074 1004 1147
%oy 1278 206 398 186 0901 0804 101
S 5424 873 1836 857 0980 0927 1036
of 1824 294 696 325 111 1016 1213
L 17 003 9 004 1536 0685 3446
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0.592-0.638).

H 6-18. 90 £&3=(MPR)2+ AL #EH

of Hjoro| Xfuate)

=3 No relapse Relapse Crude Adjusted*

(MPR) N % N % OR 95% Cl OR* 95% ClI
Mean+SD 0.55 0.29 0.48 0.28

=S
(MPR(75%) 42633 6863 16684 77.88 1 (ref) 1 (ref)
(MPR>75%) 19,480 3137 4,739 2212 0622 0599 0645 0614 0592 0.638

* adjusted for age, sex, age, sex, cerebrovascular disease, mental disorders due to

brain disease, damage, dysfunction, and due to use of alcohol, neurotic,
stress-related and somatoform disorders, myocardial infarction, dementia, diabetes
mellitus, cancer, hypertension and antidepressant classes.

SOrASE 4F0| UEt MUYl It WA MY YHEH|(hazard ratio)et
950 42|77 AMEOICE. Ty Cox HIAIYHEYlS Em Aol Y HO
E &

, Y, 2PN, HEBEY gRy, o DY, P
o

>
olo

[ L

= =1 /|
FUEY A ¥eH oduadS EYSIRY. 1 2, 90¥
d

2 2O H|oto] XUMX|] 2Q2F JIZtE DT XY

S
o

0] 35.4% ZA%=

Lk
=
OF UHHH(E, Y8EYl 0.645, 95% +4lEF2t 0.624-0.666).
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H 6-19. 90 &3 =0 ME xHY A=H|

=3 N Time to relapse Crude Adjusted*
(MPR) Mean SD HR 95% Cl HR 95% Cl
H L
(MPL{?%% 59,317 651.11 170.07 1 (ref) 1 (ref)
0
AO
(MPFIQ_>O75% ) 24,228 678.68 14511 0654 0633 0675 0646 0626 0.668

* adjusted for age, sex, cerebrovascular disease, mental disorders due to brain

disease, damage, dysfunction, and due to use of alcohol, neurotic, stress-related
and somatoform disorders, myocardial infarction, dementia, diabetes mellitus, cancer,
hypertension and antidepressant classes.

SOX| &N SFO| L2 AW PN SMAD, AY, HE, NI, LEBUY G
W, o, DEUD, AL FUrHe O YoN %TFS HYSIHS W, 90Y oY ¥
X e X|40HE Zo| O FUSLE Zo| H|ote] Xwite] Aol 42.6% AL
ot ACR YEGH(F, HSHHE 0.574, 95% AEFZ 0.550-0.599).

H 6-20. FofX|SMut ek 2y
No relapse Relapse Crude Adjusted™*
=SSl NEES
N % N % OR 95% ClI OR* 95% Cl

Mean=+=SD 59.73 46.75 46.01 50.27
HCH<909) | 47564 7657 18179 84.86 1 (ref) 1 (ref)

X£(090) 14558 2343 3244 1514 0583 0559 0608 0574 0550 0599

* adjusted for age, sex, cerebrovascular disease, mental disorders due to brain

disease, damage, dysfunction, and due to use of alcohol, neurotic, stress-related
and somatoform disorders, myocardial infarction, dementia, diabetes mellitus,
cancer, hypertension and antidepressant classes.

FOXIAA +ZF0 T MEIX| J|12t2 1ot XE HEH|(hazard ratio)2t 1
95% ME|FtS UEIUC. Y Cox HIHIAHEZHOA= Xua wTgol A= A=

x|

a o
LER UYHE SOl A1, HY, MIFM, HETUA, PLY, o, TEAH, Fun
SUPHe 9 oroeX| omF2 EUOINC 1 A, 90¥ 23EI £ ZAME 23
T R 2O HISHY MU AQF IIFS 029t L AHO| 38.9% LA A

[
=
OS2 YUELRH(F, H¥EH 0.611, 95% &g 0.588-0.634).
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H 6-21. SIS Ofslol M2 R HfeizH|

EokR|aA Time to relapse Crude Adjusted*
Mean SD HR 95% ClI HR 95% ClI
st
(<902)) 65,472 653.31 168.90 1 (ref) 1 (ref)
S
l_'o, 18,073 680.09 141,31 0620 0597 0643 0611 0588 0.634
(>902)

* adjusted for age, sex, cerebrovascular disease, mental disorders due to brain

disease, damage, dysfunction, and due to use of alcohol, neurotic, stress-related
and somatoform disorders, myocardial infarction, dementia, diabetes mellitus,
cancer, hypertension and antidepressant classes.
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WOl T2 HEYSHUS B FUPT Yo7t SUss wxt

rr

UNHOT Ui AN, X, MEH, TTIP, LU, WRHH Uy o

I8 MZet 84 UMIERCE FUIHY [ U X=2{XF ofH HX}

- DAE YE: PAUNE PR A, it Hero WHEH

- MUN WX MPN HYIXIE (2239 risk factorZ A87M5): HAMD-17
(Hamilton Depression Scale-17), BDI-II (Brief Psychiatric Rating
Scale), CGI-S (Clinical Global Impression Scale), HAMA (Hamilton
Anxiety Scale), XM ATQ B, ®xj Xpir Y HIN(SSI-Beck, Beck
Scale for Suicide Ideation), %°li (WHODAS, WHO Disability
Assessment Schedule), SOFAS (Social and Occupational Functioning
Assessment Scale), E2% & (MSPSS, Multidimensional scale of

perceived social support), 9d¥2FI| 5

LEF YAFMEY IVE OPXr 1,183%0 Histel, 2¥MALS JIELE 2005
4 1YRE 20004 12¥7HX|2] HFHHN F 20109 6€IXIQ MAZYAEE A
orAt.

AVE Xmef 4P FAXME WA ¥, IVE YWY HYYU YK 'TEUL
UL BEE Huwoo] AVE YH AH olF HBYU LFIAHT U= WA
T AVE ¢X 00¢ olYol AFLFY FLISHE 19 O1F NEL2 XS

B BASIAG. E2U, FTE oY 92T UXE FAUI| %t HAMD-17 B+
147 oY #Xi(Moderate~Severe~Very Severe depression)E UG L2

SFRL.
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ot MEHA HAXE oA EMCAXL dataset 1=

Severe Depression (19-227%)9

AR 834%2 B3 49.0(x16.0)M2 %940 76.14%(635%)

S|

A

X7t 33.09%,

=]
s

—

—_

ATE
Xotdct. HAMD-17 H49 2%

3 ot

30.58%, Very Severe Depression (23

[ J

X T & R
.
w| Rl m
ol o %o = ol
“w w| m._. A B W
(]
o o o
T R R i %
- 5 <0 K -
., © 8 &0 VTR L
o n DU o [}
T 5o of w0 =
B 4 K 0 N
e = U < o RO
Moy X G} ° =
K of oll s R
e B %o R A K ok
® o © ol 14 14 ol |=
— =< ~ - = 100 -
TP o w o |es T =K wo|_, K
g M 33 o & e g™ jof [aK
N K I 1) =3 T (Ko M | Ko
5 B go <0 KO <0 &0 Of KO Ofl
I = = 3T S ok 3 0
= w__w_ 5 2 ] mw L mw | mw Wl
) g . 2 ol oy o] 0 of 0} of
< n 5 o i m 0 I 0 m 0 I
wir 0 K
o go RO B ) * T s
< <8 3 ke = ° = ° = ° =
AT o KL Iy Cillly iy R
5 o N o 3 <3 <3 < 3
r= = R 20 % 720 m 720 RT3
R - o = RO X ol R ol ol 8§ ol ol [0 ol 50 50
M- BJ ol N ozr Ko _- wl Ko _- wl Ko wl Ko R
ﬂ 5 A ™ ol o] ofy o] of o] Oft
g8l A e oS K o ™ ok ™ ok m ok
: < W
. N oM = T
. of o)
N N R0 Ko -



fruaby BuiIpioqp]jo) IDIYIPAH PIsDY-dU3PINT [PUCIIDN

Q&H FAASE UL UXE RARH X FHY B

E7-1. AZH H7KIE o 925 ASE ikt B4

N %
Age Mean=SD (range) 834 49.0+16.0 (12-82)
30 124 14.87
30-39 122 14.63
40-49 150 17.99
50-59 196 235
60-69 165 19.78
>70 77 9.23
Sex Female 635 76.14
Male 199 23.86
HAMD-17 Normal (0-7) - -
(rater) Mild Depression (8-13) - -
Moderate Depression (14-18) 276 33.09
Severe Depression (19-22) 255 30.58
Very Severe Depression (=23) 303 36.33
BDI-I Minimal (0-13) 38 514
(patient) Mild  (14-19) 97 13.11
Moderate (20-28) 209 28.24
Severe (29-63) 396 53.51
CGI-S Not ill - -
(clinician) Very Mild 2 0.24
Mild 66 8.02
Moderate 286 34.75
Marked 241 29.28
Severe 215 26.12
Extremely severe 13 1.58
HAMA Mild (0-17) 380 4573
(rater) Mild-moderate (18-24) 265 31.89
Moderate-Sever (=25) 186 22.38
SOFAS Mean=SD (range) 826 57.4+10.7 (25-87)
SSI-Beck Mean=+SD (range) 707 11.0+ 8.8 (0-36)
(patient) 0-8 323 4569
9-11 71 10.04
12-14 69 9.76
>15 244 34.51
23 Mean=£SD (range) 589 45.0+17.4 (12-84)
E2UETE Mean=+SD (range) 589 437+17.6 (12-84)
* HAMD-17, no missing; BDI-11, missing=94; CGI-S, missing=11 ; HAMA,

missing=3 ; SOFAS, missing=8; SSI-Beck, missing=127; =28 %L %
E20EXME | missing=245

>~
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SSRI 2t ItX| %uFdS HYPL2 XTI 25.90%(216%)2 XX|OAH. R XYY
LEH 4HFO| SSRI+NADs HEXYo[1d 90 OlHof: FL AuF XHYo| i
20 12.35%(103%)°IAU. 90 ©OlY TCA T 7[X| 4uIdS XHYW2 &UXpz 2
oz, N9 2.88%F YUEKL.

o o2

rH

N

rir

£ 7-2. 83 ISE UMAle| gf2H A XMWzt 90 o|uf XMyt ks SHE

X A gEA \ 90 oL X =X CHatR() HIE(%)
TCA 24 2.88
SSRI 216 25.90
NADs 239 28,66
TCA TCA+SSRI 4 0.48
TCA+NADs 0.60

TCA+SSRI+NADs 0.24

SSRI TCA+SSRI 14 1.68
SSRI+NADs 53 6.35

TCA+SSRI+NADs 8 0.96

NADs TCA+NADs 42 5.04
SSRI+NADs 30 3.60

TCA+SSRI+NADs 14 1.68

TCA+SSRI TCA+SSRI 13 1.56
TCA+SSRI+NADs 2 0.24

TCA+NADs TCA+NADs 37 4.44
TCA+SSRI+NADs 9 1.08

SSRI+NADs SSRI+NADs 103 12.35
TCA+SSRIHNADs 11 1.32

TCA+SSRI+NADs TCA+SSRI+NADs 8 0.96
Fx| 834 100.00
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AVE ENUNRY UUH SY L 92F FFE XE UE 90¥ MPR B
75% JIZOZ ¢ £of2$ ofRo| M2 REL <E 7-3>I Zr. My AVE
Atxfe] W3 MPRS 6596011, 47.3696(395%)7t #9220 SHFEIgCt. A
$E 40| o9t X[o|g Ho|X| YW, HAMD-17, BDI-II, CGI-S 7IZ

of
U2 925 F5E 420 U2 SUASE I EE AL FYYS WREN YT

H 7-3. 225 ISE X L™ EY I 2228 S50 IE 0Y F=Sk

Hl/\o AO
pasy [am

(75% 012 (75% OJA)
N m? SO = Q@ @ N % N %

Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

A 83 0.65 0.31 0.71 0.40 0.92 439 52.64 39 47.36
A = 199 0.64 0.32 0.72 0.40 0.9 104 52.26 95 47.74
014 635 0.65 0.31 0.71 0.41 0.93 33 52.76 300 47.24
oy <30 124 0.61 0.32 0.62 0.3 0.92 74 59.68 50 40.32
30-39 122 064 032 071 033 0.92 68 55.74 54 44.26
40-49 150 0.61 0.3 0.69 0.31 0.92 85 56.67 65 43.33
50-59 19 0.66 0.29 0.73 0.44 0.92 101 51.53 95 48.47
60-69 165 0.69 0.31 0.80 0.47 0.94 75 45.45 90 54.55
=70 77 068 030 0.79 0.46 0.92 36 46.75 41 53.25
HAMD-17  Moderate
Depression 276 0.67 0.32 0.73 0.43 0.94 140 50.72 136 49.28
(14-18)
Severe
Depression 255 0.63 0.32 0.71 037 0.92 137 53.73 118 46.27
(19-22)

Very Severe
Depression (= 303 0.64 0.31 0.71 0.42 0.90 162  53.47 141  46.53

23)
BDI-II Minimal (0-13) 38 0.61 0.33 0.68 0.26 0.93 22 57.80 16 42.11
Mild (14-19) 97 0.67 0.29 0.73 0.49 0.92 51 5258 46 47.42

Moderate (20-28) | 209 0.62 0.33 0.70 0.34 0.93 121 57.89 88 42.1
Severe (29-63) 3% 0.67 0.31 0.77 0.43 0.92 194 48.99 202 51.01

CGI-S Very Mild 2 097 0.06 0.97 093 1.01 0 0.0 2 100.0
Mild 66 0.67 0.32 076 0.47 0.94 32 48.48 34 51.52
Moderate 286 0.65 0.31 0.70 0.40 0.93 1563 53.50 133 46.50
Marked 241 0.64 0.32 0.73 0.38 0.92 123 51.04 118 48.96
Severe 215 0.63 0.30 0.70 0.42 0.90 122 56.74 93 43.26

Extremely severe 13 0.91 0.1 0.93 0.89 0.98 2 15.38 11 84.6
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AVE SMUKRIY B Ay

MPR Bd#ddt MPR 75% 7|EL

L 90% OYf MWH WeeH otue|
2 9 SoAQ ojRo| WE BEL

90¢ oJyiofl ¥k IIX| fuATUS Apgot

2oIM 48%, SSRI 294 58%, NAD 2°flM 63%°|Ct.

<E 7-4>% Tt
dd MPRE2 TCA

1PN

0

H 7-4. REF ITSE YKL g2A sl mE 90 TS §
oEs 2 8
— 902 ol (75% DI2h)  (75% Ol :
xE N ®mZ SO &% Ql Q3 N % N % =
T 83 0.65 0.3 0.71 0.40 0.92 439 52.64 395 47.36 §_
TCA 24 048 0.3 0.46 0.15 0.76 18 75.00 6 25.00 ;:
SSRI 216 0.8 0.33 0.64 0.23 0.91 128 59.26 88 40.74 3
NADs 239 0.63 0.3 071 0.31 0.93 122 51.06 117 48.95
TCA TCA+SSRI 4 0.9 0.14 0.90 0.80 0.9 1 25.00 3 75.00
TCA+NADs 0.59 0.23 0.60 0.40 0.80 3 60.00 2 40.00
TCA+SSRI+NADs 0.79 0.23 0.79 0.63 0.9 1 50.00 1 50.00
SSRI TCA+SSRI 14 075 0.20 0.86 0.54 0.92 6 42.86 8 5&7.14
SSRI+NADs 53 0.69 0.25 0.70 0.53 0.89 33 62.26 20 37.74
TCA+SSRI+NADs 8§ 076 0.26 0.79 0.56 0.9 4 50.00 4 50.00
NADs TCA+NADs 42 0.82 0.2 0.91 0.79 0.9 21.43 33 78.57
SSRI+NADs 30 0.78 0.2r 0.88 0.62 1.00 12 40.00 18 60.00
TCA+SSRI+NADs 14 0.85 0.19 0.89 0.69 1.00 5 3.7 9 64.29
TCA+SSRI TCA+SSRI 13 079 0.32 0.91 0.82 1.00 3 23.08 10 76.92
TCA+SSRI+NADs 2 08 019 0.83 0.70 0.97 1 50.00 1 50.00
TCA+NADs TCA+NADs 37 0.68 0.30 0.79 0.47 0.94 18 48.65 19 51.35
TCA+SSRI+NADs 9 073 0.26 0.8 0.60 0.9 4 4444 5 55.56
SSRIHNADs SSRI+NADs 103 0.63 0.28 0.67 0.43 0.8 60 58.25 43 41.75
TCA+SSRI+NADs il 0.61 0.21 0.60 0.43 0.73 9 81.82 2 18.18
TCA+SSRI+NADs | TCA+SSRI+NADs 8§ 08 014 0.8 0.76 0.93 2 25.00 6 75.00
7.2.3. N3ty
985 UNATMEOIN TZH BTE XEE JNE AYHBAAEIIY HIRROYN
golg 4 QI WSOl UM Al THE o WAE WoIY & UTH: FHE M
Cf. SRRIE G EUE WAL U Ho| Aol 2ROl ¢ Y HoR
TorEict, S0 HAMD-17 JIF 148 O4W S8H ¥, FUYNS FUOE @
NE B So| ofo) U7 AR opo) Fopt HRolet
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=
a

MYARE LG2H 285 X|FoM YAUQHO| st 2RI} £1 UYHHORE ¥
o Y= HOB UERITH 9FM 5(2007)2 LAX|AINLO ABOR 17| Uysree
XA2E 9of PN Q250 HASH X|Fo| WY X QPEO| U3 ARS 2
ofgiCt. 1 i} 236% F 50.8%7 £2F XTE Qo] AFSQWOIQ| wHS FustH
HOZ ZAEQIC S SHRo|M JjUE Q2F H|FSM X|FX|XA(2010) LEH
e, F7E4 2%°4  short-term  psychodynamic  supportive Z‘;

i
g |

psychotherapy(SPSP)E YQeN TEXEY HAY £Z9 XEH OS2 Iy
4 9Tt SPSP2I GBX|RO YURHWS LT LAY A I|SYHY NEBFE
YAES WEE ZWOIM o2 WOl HIIE £ USS ATOHD UHIHAE 1+).
[} [}

EQF

24001

ol

mapy 2 AFoME 923 XSS Yol SROIM MUY FULHS WS MHED
ojgt XZAT FHN OFBX|Zefe BN, XAAESY AL Tpopotuxt org

(=]
8.1. 2M%YH

8.1.1. Xta¥
2006 1¥-20084 12Y(3W)A0] M BI|US WROo| o HOFE 923
G @ gxtSe| APLUMATIIY YAXEE OIJ010 BMOIAT. 9252 F
™ I:I
o E

TE X1-9840| 983 OMAC(F32.x), MUA Q8X(F33.x), JLLHE
ct
o

(F34.1), TUY SALSTOU(FA1.2), IIE MY JIL(ES) FOU(F38.1)°l o

8.1.2. B1aH
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ZH|M HIIMOZ Eyss FCY 7

T X2H

80 =

AU

JHQIHAIR|E

NNO11 7t XIX|E Supportive

NNO013 LE HEeH Intensive

NNO12 Ct. AMSEMOH |ntensive  Analytic
EIEHEAIR|E Group Ps ychotherapy

NNO21 7t LREEEAMR|E General

NN022 Lt EMTICHHAX|ZE Analytic

NN023 Ct. HAIX|Z= Psychodrama

7tEX|2 Family Therapy

NNO31 7}, 701 Individual
NN032 Lt & Group
el 9l 2ol [gef Mat =z, 28, =Y 5] Occupational or

NNO040 .

Recreation Therapy
NNO50 FE0|8ME  Narcosynthesis

7154 Electroconvulsive  Therapy

NNO71 7t LEEH7|ESZH2H Simple  ETC
NNO072 Lt E£M7|52RY (08l  Modified ETC

AX A

Continuous  Sleep Treatment

NNO81 7t F7| Electro Sleep  Treatment
NNO082 Lt k= Drug Induced Sleep  Treatment
NNO083 Ct. OFF| Sleep Treatment with Anesthesia
NN090 ™AOPERREIR | Psychiatric  Rehabilitation
NN100 HAMHESEXX| Psychiatric  Emergency Treatment
HMOISHMALS|AIY Psychiatric  Social Work

NN111 7} JHQIEZA} Individual — History Taking
NN112 L}, AFBJAFEX|E Social Work  Guidance
NN113 Ct. AF8|Z=A} Social  Investigation
NN114 2t 7182 Home Visiting

8.1.3. FA423E HHo|

u Aoy £

o
o
SR, MPRZ 180Y

75% OIgo|H 2N £

k=

EA
TL'

28202 Hojoryc.
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8.2. BUAYY AUEE MYFH

8.2.1. HW QA
200649 20084UNtX| T
QYO AZY MYPHS oIy

o|" 20| 2008 1,691,48920F QFAYO| LYEPLICE.

AL XAMOR FIPt YA YXMO FBOITH(IY 8-1).

A Fast

H XY

X MYALS FUAY XNYAHLE A
A
=2

If 20064 1,541,351, 20074 1,860,879

5,000,000 6,000,000
4,500,000
4,000,000 - 5,000,000
3,200,000 - 4,000,000
3,000,000
2,500,000 3,000,000
2,000,000
1,500,000 - - 2,000,000
1,000,000 - 1,000,000
500,000 -
2006 2007 2008
k- “aegH Hyns
TTEREH MY HFAI
a7 8-1. Pl=d MULMZL)

T2

YURHS HEERHS 0|5 LoIE D IHAHL
o 75% AtX|otg 4

= =2
1 §Ze2 IJEXg, UBHUXE, FUAUY A9ArY, X4

IX|2O| AYALI HA| YUY

Jp

o +HAWY 02 UHFH. JHUFUX =Lt IIFEXRY FL 2006'E° HI8 20074
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of X3 FIHUCP 2008400 THA| ZFACH: FYO| UERGTH HTPYAIXIR X4
HOW, PUICHARAIAL ATHR WA AAGHCL YURHUOIMY % xEH
o

HEME 2 Afo|7} 9100 2008W0| BE FAURHO| NYUIEI} Wox|:

o

QI
A

A
o
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1,200,000

1,000,000 o
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o
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9.1. Monotherapy

0.1.1. &MGj4

57| M =2 67HE °lYl 2F XEE U FXE2H MY
2 gl WIo| Y= MELE HoofiY. EI 2 AN E A FL
ItHAM 583 AXZ 2 AT HiXYsfD 3 oY It FpX| A4HIAAUZ ALY
2 Xotofo RMUPYXE Mo

X2 49,017F0IH °|F Y42 16,780%(34.23%), °f
e 32,237%(65.77%)°IUCt. O SAIZQ| BF AL 45.324|(SD:15.58)°IA
ol HF MPR2 51.75% +=°|Lt.

Q25 X FAY WIFZ 39 oYYt AFFOR ZXNMOoE HOSIoH, 22F M
-1 T

L)

oy AL FZ0

rir

H 9-1. Monotherapy=9| 7|=2EXM

3=
a4 =K 16,780 & 34.23%
oy 32,237 & 65.77%
k] Mean: 45.32 A| SD: 15.58(range: 18-84)
=3=(90Y 7IE MPR) Mean: 51.75% SD: 29.46%
Charson Comorbidity index Mean: 1.80 SDL 2.06
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o exX| ALHZO| W3 FHY 2N

2000 72~2007'3 62 At0| 13| Ol HRSH A2 A
StXl=r 814,543

20061 78~2007 62 Afo] 13| 04 SLSH| AWS Worn, 22 67HY Ol HESH

|.

oo
40
Mo

20063 7E~2007F 68 Al0| 15| o4 SR2H XES 2U0, X2 670 O

[==gV N
HUS HX| 42 AFMSZAM, index dated| UHAENQ! AES HIQIE
2iXls 419,538

Al

2006t 72~2007 68 Ato] 13| Ol R=H XY
S BX| H2 A=A H IHE St il Y=o

2Kt 105,168H

IZ 670E ol =l
33| offel At

= b

HHAJ:

- 0| 672 O|Lf REZ2= QI
Ol 7| HIZ20| Q= AlEHindex
date?| T2 EBIGIX| 23)

- 0| 67HE O|Lf XHAE ZH7 U
A2Hindex datentx| =g

- index date EAlof 2 % 2 4

mr

2006 78~2007H 6 AtO] 13| ol 22X M2 EUT, Z2 670 oL 50 N MY
EE 28302 olz7[2 W20 glon), A IHY Sot Al

SHX}4: 88,079

Monotherapy = - 37HE O|Lf SI7IX| 2AeATHE ALE
kR 50,460

index date2FE| 6712 O|LH relapse CHAX} Q=S 7|7+ HIS0] 021 A2
Xk 49,0179

J2! 91, AAMEMS 8t DBT=E flowchart(Monotherapy=)
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QN FHASES| FYS UXE RALY X FHY W

O.1.2. HWGi*

2 AFMe HuGior2 JHE °F=E°] ofH2 TCA AIE, SSRI AHIE, NADs HEE=E
TEOIAH. I AEER EIUH 4S2 <H 9-2>0 EH.

H 9-2. 2EA HHAE

== HEH WHO-ATC classification code

Amitriptyline NOGAAQ9

Clomipramine NOBAAO4

Dothiepin ATC ZE g2
Doxepin NOBAA12
Imipramine NOBAAQ2
TCA

Nortryptiline (Nortriptyline) NO6AA10

Amoxapine NOGAA17

Maprotiline NOGAA21

Quinupramine NOBAA23

Mianserin NOBAX03

Citalopram NO6ABO4

Escitalopram NO6AB10

Fluoxetine NOG6ABO3

SSRI Fluvoxamine NOG6ABO8

Paroxetine NOBABO5

Sertraline NOBABO6

Setiptilin ATC TZE g2

Milnacipran NOBAX17

Trazodone NOBAX05

Venlafaxine NOBAX16

NADs Nefazodone NOBAX05

Bupropion NOBAX12

Mirtazapine NOBAX11

Tianeptine NOBAX14
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9.1.5. 2¢9 I

0.1.5.1. 2MOy

Relapse
Adherence <1 Relapse

>
MNo relapse
<1 MNo_relapse

TCA s
Relapse Fei
Monadherence elapse
Mo relapse
<] MNo_relapse
Relapse ~
Adherence <] Relapse
}
Mo relapse N ;
patients with depression__ SSRI | o_relapse
i O
Relapse —
Monadherence <] elapse
Mo relapse
] MNo_relapse
Relapse
Adherence o <] Relapse
= Mo relapse
NADs <] Mo_relapse

Relapse & i
Monadherence <] Relapse

3 I
daill bl ] MNo_relapse

2! 9-2. Monotherapy=2| EA47H

2 AN 3PY FO YLLH WPl OfLES HHT XAHOD AGU WAE o
AOZ 2 HFUR AOIR, MWOIRE O[Ol YK FuIY FHYL BA
DX T, O EMBYoM B 25O MU ofyors ok,

©
-
%
N
A
1
N
¥

- 196 -

fuaby Buipioqp]|o) 2ILIYYDIH Paspg-2dUaping |DUOCIIDN



ON

IDM

4D243|o L'E: posbg-adUusaping |ouUoi]

0"
0D

uIIDIoqgD|

ol

i

YQeH SAASEO| YYS UAE ALY ¥

A8 B2t

9.1.6. Ho|¥E

9.1.6.1. &% % (adherence)

MPR 75% ©OP§el 398 &322
U= <BE 9-3>0 24

Hu
oX
i)
r

#=3oHs XM H fate. 510 g xjjof ASUS2
28.08%= FHEQUCt AUSHAHIE MTHEHMH TCAHE USS =83 HQe £33 g2
16.17%, SSRIAIHELE 32.57%, NADSHEL 34.18%F SME|QCt
e )
AR HI=(%)
xS 2300 16.17%
TCA Hxs 11.023 83.83%
Py 8,697 3257%
SSRI Hies 18,008 67.43%
%S 2765 34.18%
NADs H2S 5324 65.82%
o PN 13.762 28.08%
Hi2S 35,255 71.92%
H 9-4. A=2YH =2=(4-670F)
CH&XE(H) H|E2(%)
%S 1496 20.69%
TCA Hlag 5,734 7631%
~S 4819 38.76%
SSRI Hlag 7613 51.24%
%S 1497 39.80%
NADs e 2264 60.20%
. 2 7812 33.35%
HIRS 15,611 66.65%
X2 A% ot Hlo) 29uB0l &

a-671Yol #9
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AT

Be2H ArgF 2ol iR A

o
22 EMOIUT TCANE %29 2§ 28T0UME 36.0%%, HI2SZoUM 28.9%
b 9eF FMI Muwor 23 H2STONN AX 14.7%,

(o]
<
27.5%, NADsHEZ ZZ 15.0%, 30.5%2 2MEUH.

il
(0}
(92}
D
=
rlo
M

T 9-5. =¥ =80{F(90Y 7IF)0l ME 1Y &E

= | CHRE(E) () HIXHEH(E) e stE
TCA =2 2,300 827 1,847 35.96%
HEE 11,923 3,450 8,099 28.94%
SSRI =3 8,697 1,280 7,050 14.72%
HlE=S 18,008 4,957 13,418 27.53%
E=) 2,765 414 2,258 14.97%
NADs
HES 5,324 1,623 3,794 30.48%
A =3 13,762 2,521 11,155 18.32%
SLVS
HlES 35,255 10,030 25,311 28.45%
B 9-6. A= =S0{F(90-180¢ 7IF)oll mE AL
= A cHAX(H) RHL(H) HIXHEH(H) e stE
=3 1,496 228 1,268 15.2%
TCA
HlES 5,734 1,445 4,289 25.2%
=3 4819 357 4,462 74%
SSRI
Hl&=S 7,613 2,175 5,438 28.6%
=3 1,497 137 1,360 9.2%
NADs
H&2 2,264 704 1,560 31.1%
=3 7812 722 7,090 9.2%
P bs|
HlES 15,611 4,324 11,287 27.7%

HASZo|AO WS ofno| WIR MI| oYLt X AY FHO| LK gL 2
ol W QIPH XYure] 0|2 IPYOP| OfHQOT B AFOYME AT XY
OUIY XO|S £X| 91 FULH 28.45%2 IPYOIHCE. E T
M XUEO| 35.96%2 HIASZO HSl 202 A UEYT ot 983 XBa:
WUOIX| UX|T TCAZ XI4HOZ Atgers o 2HZ JjoIgt 202 2 4
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BeEH ArgF =l iRt A #M

2 9-7. =38= 247|ZK3718) St THHIE A X=EE

Aalat 7|Etzt
U 2l2f P2yl 224

CHRHIE SE CHRHIE SE CHHIE = CHHIE =

oA *2 2,837,338 0.26% 297,527 100% 1,619,011 3.48% 73,819 99.84%
=S 3,876,611 0.13% 155,815 100% 689,818 4.63% 62,076 99.85%

<SRl Ea=) 2,640,877 0.43% 375,437 100% 949,807 3.03% 99,639 99.97%
=S 2,253,963 0.50% 216,232 99.99% 780,212 4.12% 42,282 99.84%

NADS =2 1,070,145 0.58% 403,469 99.96% 964,255 4.02% 50,642 99.91%
Hla2 2,292,900 0.81% 231,945 100% 431,054 5.36% 63,013 99.74%

H 9-8. =3 BEAV|ZH4-671E) SO HHIE Y X=EE
FAlat 7|Etat
U 224 [y 224

CHHIE SE CHHIE SE CHHIE SE CHHIE 3=

ToA =3 1,195,279 0.35% 193,054 99.95% 2,404,896 4.47% 56,116 100%
=S 2,146,951 0.53% 132,547 99.92% 1,194,828 4.16% 61,645 99.85%

SSRY =2 2,791,160 0.51% 240,050 99.85% 1,548,356 3.38% 84,890 99.87%
HlE=3 2,529,986 0.87% 154,229 99.78% 936,532 3.62% 31,406 99.85%

NADS =3 3,980,320 0.95% 242,588 99.91% 1,540,756 450% 53,950 99.81%
=S 2,989,940 1.61% 182,390 99.39% 659,515 5.28% 57,660 99.85%
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BeEH ArgF=ol o

A8 2

1z

T Yot For =Y. mEpAM Xjero] Uojd "X 49f IjWo] Aojdt U= UX
OfX| QO XWo| AojHt AHIF WAIXE 20 H|S] TTh, 47[Q] AfO=2 Jo|ot AL
StHo|2f e WhAlSH 2UXf L= 12,551%0IU1, UMl Us XU YOl = MY
ojut A= 12,858H0|UTt

H 9-11, U@ES ShISH 1Y oE@/HE =8k 718)

PN 2U210| QU= et 2120 = Rt -
A (& 2 (2 29) (Ba:a)
(&) H HIg g Hl2
ToA 22 827 80 9.67% 765 92.50% 845
&2 3,450 375 10.87% 3,167 91.80% 3,542
SSRI 22 1,280 156 12.19% 1,151 89.92% 1,307
&S 4,957 656 13.23% 44017 89.11% 5073
NADS 22 414 81 1957% 348 84.06% 429
Hl&2 1,623 261 16.08% 1,401 86.32% 1,662
o = 2,521 317 1257% 2,264 89.81% 2,581
B Hl&S 10,030 1,292 12.88% 8,985 89.58% 10,277
H 9-12. S Shist MY oR(4-671E =3k 7|F)
At QURI0| U= A QURi0| o= Rf -
Hi (S 29 (£t 2) 1ol 70
(3 E] bl E Hl
TCA e 228 23 1.54% 208 13.90% 231
&S 1,445 160 2.79% 1,318 22.99% 1,478
SSR = 357 39 0.81% 362 6.76% 365
&S 2,175 280 3.68% 1,934 35.40% 2214
NADs 22 137 30 2.00% 112 7.48% 142
= 704 118 5.21% 608 26.86% 726
i34 22 722 92 1.18% 646 8.27% 738
B 2 4,324 558 357% 3,860 24.73% 4418
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usby Buipioq

3

Ho
Mo
=
4m
12
H>
olo
H
=2
of

L AE 2oURY U

A8 B2t

Gy ASojHo| I U FyIF WAHHLE U WOrHY
U] UE FjWo| THHO|E HMAHSE HQ HE AT IoN HEZIAOM FId L
U UL HoZ UEGCDE Uo| e Mol HQE SSRI 2oMeE &239M X
o oded a0 o WU opX|DF ofnmAd A ZOo{Ro| ME Xjdr dh
(t-test)E TANMOE Q2% Xto|7} UL,
H 9-13. xjgt
B Q0| U= U0l Sl= Rt
= ek =S e =S
ToA &2 1.664 0.780 1.149 0.406
H&2 1725 0.842 1.158 0.396
SSRI &2 1.649 0812 1.125 0.382
Hl&S 1.666 0814 1.109 0.348
&2 1.567 0.750 1.144 0.394
NADs 55 1716 1207 1193 0.644
. &2 1.637 0.795 1.136 0.399
- 2 1.694 0.940 1.138 0.423
3) MY AT H§
U] U= MW HQ 239 MW AY F HLL2 280N, HEIFHYME
2900 E H[ZZHO Y H[ZO| § FH| YENHT, o] Qe MHUME +=ZF
oM 2GH|go] § W2 oz BMEQUCt, ofX|9F o] HA| SAHXMOZ Qo9 XI0|=

oYU} (t-test).

B 9-14. MY Y HIE

g Se0] S A eI,
T ma EEA EE HEEA|
TCA =3 2,813,960 3,262,137 99,465 442,379
H&S 2,922,979 3,654,362 109,837 625,432
SSR =2 2,918,826 4,393,377 101,215 443,658
H&S 2,920,616 3,682,981 126,056 688,408
NADs =3 2,646,235 2875417 151,893 682,081
BlaS 2890581 3,089,063 133,652 859.419
Py e 2,822,709 3,772,765 108,414 487,622
= Ha=S 2,915,234 3,559,865 121,523 697,116
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Be2H ArgF 2ol iR A

1z

AT

o19]0[ Ol= o120 o1=
T Ty gy HEsis
TCA =3 452,791 105,714 558,505
&S 548,080 116,762 664,842
SSR| =3 586,722 102,389 689,111
IS 643,738 124,572 768,311
NADs =3 811,499 146,067 957,567
s 797,606 137,635 935,241
7 =3 580,831 110,608 691,440
H&=3 636,067 123,883 759,950

NADs?2| 3¢

T U OMoIN HTHO

23004 u

HOZ SyMEICt,

9.1.7.3. H|goju| &

2 AFoME uZoH|g %
LS
—

O|ORICE. oY Xt=ollA

MO JIES FE0E NS

MY

fo

=

l=-32ll vIeh HqEugol A FFYEHU=MY °l= NADs

2 33O WROPI ALBEYUS THsN WA UL £ U

x

o F¥ ug N

sl 20081 AUFHYPUX} T

o
o=
AT IZO| o b

H 9-16. Q=7 B4 Filn HIE0HIE
vl HIZ0HIE
ZEIMAHS 12,228 20.50%
Z5H 19,884 16.10%
Hel 6,901 0.50%
o 97,921 1.10%
4.98%
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%L UxE ALY Y BN B

OTI|T WRA| WNEHLE WX DFHE IUAYYEA 2005HE BF WL

$H| 8,600%, ¥= WY 10,6008 IIZOE ol% $AHHO| 20084 DFHE

IIX|4E Urgoto] 2008\ HI§OR LA AT U, 93 22 9,000€F 11,21
d

HOINL. OIF WE 1UT ¥= uFH Qi 18,198l YA 22,430¥ULE L,

Mo Rl

a1

MY oojE £M2 SO <E 9-17> — <E 9-18>1 20| 2 29| o UK Y

a
F o WEAL YUULES MO0 11 NFHIS AL W < 0-19>1

H 9-17. 222 =l<~(Monotherapy)

%2% 7 0D X 712 O
y opE 514 ops 54
= e | mIw | mAEA | Eas | Eou | EEEA
@ | @ () @ | @ B
TCA =S 2,300 8.08 4.71 453 0.91 0.46
HaeSw 11,923 6.80 4.20 3,824 1.06 0.49
SSR =S 8,697 6.76 3.68 1,647 0.93 0.50
Hlz=3 18,008 5.68 3.46 4,590 1.02 0.46
NAD =3 2,765 7.21 4.31 507 0.83 0.52
S Hz=3 5,324 6.29 416 1,530 1.03 0.57

H 9-18. ¥ S~(Monotherapy)

ek 717HO7HE)
22 0] 2l ez gy | E EAE gEES

THE 2EXb (H) s E ()

P 80 8 110

TCA Hesa 375 219 12
P 156 180 115

SR hiaaz 556 729 114
~S3 81 8 105

NADs Hi2S2 261 302 116
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AT

H 9-19. |7t wSH|Z(Monotherapy)

S QR+l WEH|IE (1274g)
= THLho| LS AR 0| LMSHK| 42 dR
S0
TCA e 188,347 147,124
=S 168,158 123,719
P
SSR =S 165,709 122,935
Hlz=Sw 147,618 103,446
=3 169,770 131,194
NADs  iae= 159,108 114,470

0.1.7.5. A|Z2tH| &

JUWST YYUOT QY MAGAMS ZHO| 9o 2008 FAY DSHEHYE o
3 % 2TAZ XEE AGOIYC. 20084 ¥ FoIAL 1,045HY0|D F 22
2 184.5A20\%. ¥ UG F TTAINQE U] TG HISS HArt
10,54290] ASEQUCE. A Ut

HMOIED, UYUS 1% BAZACR JPYoto] MzOIELt. oo 20084 FAN FH
$ I 61.5%% MEY ZX oot Y 3391 51,867Y0| Ar&s
r

E oA

ol mY

R 22 me e

ALgOts HOR IPYOLS| 4AZte] aM

rio
J
-|-
-|-
N f
o
(o]

o 2 U
o
=
of
[}
lo
hu
re
E
>
r~
=
ofo
filo
X
rx
[«3

H 9-20. ¢§7IZtat HlZ(Monotherapy)

fou

Tt 712t @742)o) S| BB UWRE | o o) | A B S s
e () () meAE e
TCA &3 80 25.8 34.1 9.67%
HiES 375 25.0 40.3 10.87%
SSR| Ea=rs 156 26.8 470 12.19%
HlES2 656 27.7 49.7 13.23%
NADS &3S 81 24.3 32.6 19.57%
HEST 261 25.0 32.3 16.08%
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H 9-21, &7t A|ZHH|Z(Monotherapy)

o S+Eo= QIFt AlZHIE (127HE)
= Reo] = ER Rl gt= 22

=3

TCA r 362,401 209,665
Hle8a 344,817 176,311
ao

SSR o 368,713 175,194
Hle=sd 363,950 147,420
=S 455,048 186,964

WOs hzsa 398,263 163,131

9.1.8. 3Hd=Y4 E1

QoM o H G alE ©[Foro HIGRAFMS Aot A TCAZOl HE 1A
2 oy Y R, H SN JPY ATt TCA UH| SSRIQ| HEX H|gn
Y| 65T $ZO|UT. TCA UH| NADs?| MFXH H[§miH|= 2350 +F0=2
TCAZ J|1Z22 SSRI% NADst 25 HS uaMoz Moty SSRI UjH] NADs
22 227 ML Y¥ots Tl JHHO] UAUXIT O 3217 0ju|tY| | H| o F
70 H ®EFH U GunpH|Ip o 7 3120 £ZFOF UEIGTE X SSRILY
NADs®9| ZXfO[7f OfQ OJH|$E Fo|O2 H|GX|Aot FAO| § EfFSH dijAfolztl F

£E UTh o Z9 NADs? SSRIO| HIsh 25 M ¢S ofForst] o 102rae]

=
I
M
o
N
Yal

H§O| o AQECH oYt Aol J|xoto] L2F XBE YU YLIHE Muers cf
2 X710 BE SYUI FQAW SSRIZ $2F XTASE Musie 20| HguINY

302 merEr

PSESS]
wig | SR | am | B ygsow | gz
HIg = (ICER)
TCA 871,114 0.7034 1,238,512
SSRI 908,259 37,145 0.7602 0.0569 1,194,741 653,285
NADs 1,007,935 99,675 0.7616 0.0014 1,323,483 73,116,766

- 207 -



Be2H ArgF 2ol iR A

1z

AT

H 9-23. Monotherapy=2| H|2&1i2A{ZHTCA CHH| SSRI)

P
e | T2t | am | FER | ygsww | wiszam
[=) Q L ;J_ o2 S22
TCA 871,114 0.7034 1,238,512
NADs 1,007,935 136,821 0.7616 0.0582 1,323,483 2,350,876

Monotherapy

1,020,000
1,000,000
980,000
960,000

Cost 940,000
920,000
900,000 —
880,000 ==
860,000 T T T T T T

0.7 0.71 0.72 0.73 0.74 0.75 0.76 0.77

Effectiveness

B TCA SSRI X NADs ====Not Dominated

2 9-3. MonotherapyQ| H|E&uEA4Zn}

BHEENC WBE °H X IS Ha(parameten) HiYt UL 4 =%

2 T 2 SHLPES FIotLXt SRt

9.1.9.1. EMUHHF

HPLE AU oM AYEIUTE. AN M AloI| ool ¥RXEE X
A o|ZH|gO| HIZO RHI§S WER FYOIFOW, HYBNWHSOR WFH§Y
QLFOZ oo o MRS YUMEI ASH LASOI WS AH|SS FHOIYCE

AtelE BEOIM PN BAE L%ots HO| AMOIX|Z O|F ol IR Ipol
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ot

92X FOFASEY| PYL UAE ALY L FHY B

ZAsIAY. oo 2 AFMe HFAXNRULR FHYEM2 Yot= HHX oH
(healthcare system perspective excluding unobservable out-of-pocket

payment)olX BIIE +oIAS.

¥ 9-24. Monotherapy=29| TIZ=EA AT HSXEH)

M=
ulg BEH L an | BEH | ugsaw | wigaom
=) =3 L =7 o2 S
u1E = (CER)
TCA 474,949 0.7034 675,262
SSRI 551,742 76,793 0.7602 0.0569 725,772 1,350,599
NADs 616,101 64,359 0.7616 0.0014 808,980 47,210,325
Monotherapy
700,000
600,000 '
500,000 -W
400,000
Cost
300,000
200,000
100,000
O L] L] L] L] L] L]
0.7 0.71 0.72 0.73 0.74 0.75 0.76 0.77
Effectiveness
B TCA SSRI X NADs === Not Dominated

d Zop ArE | Y| Zh GuIE H|GO| HAIAULCH TCAL SSRIQ H|E
o X0l 2913 ¢ FHX|: ZYS HUC. O W TCA Hid] SSRIQ HFH H|§ui
H= 13502, SSRI Hi4] NADs9 HFH H|gRH|= 4,721UUC2 YUEEH. o
M =oUH HMF SSRIH NADsQ ZtXto|of UL XtJ| W30 H|§x|A% FMHOZ

2eUHH NADs?t SSRIO Yt L% XL AAS oY=l o 6T H|§o|
208, OEpM FHWES WPOE AT EMY AYYME FLSNE U=

o B

QA EMoO| T

|I>|

A

mu oy

5 XEYBI MYots 0| I |

Mo

o
5

o
riu
4n
oln
ne
)
)
P

ao-

o
UHY HOB WUECE

o
o)
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1z

AT

9.1.9.2. 97| FH
9239 XZ WHO| YBIIYU FUD TF HOJAE UMXIBHO| Wat £ Ao

o < =
NADs, TCA #0902 YUEGTH E3t FUMIEAYI|H U FTUHHUN 22F UEE W
2 oz

[=] [
S WXZS W, ool UTE WS UKol M| 23EJ} MHHOT 5o HoZ
Lrepte.
E 925, o7l B0l UE £SYE
Hlz=3S =2 HA| ~3EE
TCA 357 221 578 38.24%
P SSRI 4750 4,041 8791 45.97%
E NADs 1876 1473 3.349 43.98%
Total 6.983 5735 12718 45.09%
TCA 11566 2079 13645 15.24%
wisols SSRI 13258 4656 17914 25.99%
=R T NADs 3.448 1,202 4740 27.26%
Total 28272 8027 36,209 22.11%
& 9-26. ol=7IE B0l WE Y B
o2+t =202 CH& R RHEH(H) LE
P 221 26 | 2081%
TCA B22= 357 %8 | 27.45%
o PEE 4,041 728 | 18.02%
P HlRS2 4750 1145 | 24.41%
e 222 1473 268 | 18.19%
NADs HizS2 1876 493 | 2628%
ot PEE 5735 1072 | 18.69%
Hi2SZ 6.983 1736 | 24.86%
oA PEE 2079 407 | 19.58%
HlaSZ 11566 3726 | 3222%
o Sz 4656 919 | 19.74%
st ol HiaS2 13258 3445 | 2598%
=T NADS PEE 1.202 239 | 18.50%
Hl2S2 3448 1037 | 30.08%
ot PEE 8027 1565 | 19.50%
HlaS2 28272 8208 | 29.03%
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H 9-27. Monotherapy

~ o

E ©|8
R ™ o2
msl |S]E
ID%”\ 3;0
e a
E e b S
= 0| | M
o N 2R
0 ==l
o — ==
' Sl
H_oﬂ ©lo
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National Evidence-based Healthcare Collaborating

Agency

2 oot Py By

oA

k

o €8 SSRII & ofado Ui ¢&F L

15T, SSRIZ NADs9| 3afe| Xto[Jf

o
5

UM NADs?I SSRIEH
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ogtelo| b
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AT

1z

Monotherapy
1,020,000
1,000,000 X
980,000
960,000
940,000
Cost 550,000
900,000
880,000
860,000
840,000 ' ' '
0.765 0.77 0.775 0.78 0.785
Effectiveness
B TCA SSRI X NADs wm==»Not Dominated
a3 9-5. RIZ=EMATHSETE+SEEE td)
2) Yo}
H 9-28. Monotherapy22| PlZd=EAZAIHHR+o|H CHA)
=X
e | ZEY | am | EEY | ugaaw | uiszam
[=) = A =7 o2 o2
TCA 853,596 0.7241 1178834
SSRI 918217 64.621 0.7338 00097 | 1251242 6,632,644
NADs | 1022549 | 104332 0.7384 00046 | 1,384,808 22.879,373
Helnr oUto g X[t QAL SEMIE Aup o o Y TUPMOI AF2 I 22N
bES S atgl o X}

o U NADsR2H

Fo|OZ H|§ALpE
ot a

Jz

ao 1

Lo of 109H9| H|§O| o AQEE
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9T, oIINE SSRIY NADs?| Hife| Xfo|7f ujg
o=z FIAIYW NADs?I SSRIEL 22F
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92X FOFASEY| PYL UAE ALY L FHY B

Monotherapy
1,050,000
1,000,000
950,000
Cost
900,000 /
850,000
800,000 T T T T T T i i

0.722 0.724 0.726 0.728 0.73 0.732 0.734 0.736 0.738 0.74

Effectiveness

B TCA SSRI X NADs === Not Dominated

a3 9-6. YA=EMATHE+OIH i)

9.1.9.3. HULHY

22359 XgoM ASX|EA FPHUAHZ HYst FQ ASXE 2SLIl EOHX L
o

Xzaydr Foe YULYU(BE) AHZA0 U2 & A% Me BU_Y 498 I

2 ASE U XY WEL FYOI0| O|F O|§Y AT BML Aoyoprt
E 9-20. ZALY W43 710l e 2SS

43| 0|2t 43| ol¢t

=3 HIES =SEE &3 HIES =SEE

TCA 1,876 11,278 14.26% 424 645 39.66%

SSRI 6,884 16,090 29.96% 1,813 1,918 48.59%

NADs 2,320 4,961 31.86% 445 363 55.07%

M| 11,080 32,329 25.52% 2,682 2,926 47.82%
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AT

H 9-30. YHRY HHM(4= 7|1F)0l TE MUE

42| ojat 43| ol

WIS HIXHE MUE NE HIXHE MLE

=2 375 1,501 19.99% 78 346 18.40%

TCA Hl&=S 3,674 7,604 32.58% 150 495 23.26%
total 4,049 9,105 30.8% 1,191 4417 21.2%

=2 1,301 5,683 18.90% 346 1,467 19.08%

SSRI HIES 4,141 11,949 25.74% 449 1,469 23.41%
total 5,442 17,532 23.7% 795 2,936 21.3%

&3 420 1,900 18.10% 87 258 19.55%

NADs HIES 1,449 3,512 29.21% 81 282 22.31%
total 1,869 5412 25.7% 168 640 20.8%

PSL =S 2,096 8,984 18.92% 511 2171 19.05%

- HIES 9,264 23,065 28.66% 680 2246 23.24%

1) BULY 43 o

¥ 9-31. Monotherapy=2| DIZ=EMATEAQH 43| O|2HR)

M=
g | ZEY | am | FER | uigsow | ugzaw
[=) =3 L =7 o2 S
HIZ = (ICER)
TCA 849,840 0.7258 1,170,960
SSRI 919,029 69,189 0.7426 0.0169 1,237,514 4,099,472
NADs 1,021,722 102,693 0.7470 0.0044 1,367,686 23,322,380
Monotherapy
1,200,000
1,000,000 ;—ﬂ‘—
800,000 L
Cost 600,000
400,000
200,000
o
0.72 0.725 0.73 0.735 0.74 0.745 0.75
Effectiveness
B TCA SSRI X NADs == Not Dominated
ag 9-7. MIUERMEIHARY 48] 0j2R)
Y22N S840 FLHAHZ WY UXS F PYHUAHO HYUXIF 43| Ol FZ
fYOZ WAELMS 2o§ot B NADsTH SSRIC ol L85 Mg AL oot
Gl o 109r9o] B8O B AQE| O UEpdTt o A9 %A SSRIZt I HR
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YURHS 49 O We UAE UNYOZ UATEMS 290 ZY NADs?H THy¥
X

om IO X7t WY MOINCL War ALY X2F MIHOR

I 9-32. Monotherapyz2Q| SIZI=EMATHHAMRH 48] 0|ADR)

M=K
g | | sm | T | ugamw | uigams)
[<) =3 21 =7 [SR-EL [SR-EL
TCA 850,891 0.7868 1,081,464
SSRI 917,476 66,585 0.7878 0.0010 1,164,585 65,407,479
NADs 1,021,662 104,187 0.7879 0.0001 1,296,656 970,170,023
Monotherapy
1,200,000
1,000,000 ——
800,000 L,
Cost 600,000
400,000
200,000
O L L L L L L
0.7866 0.7868 0.787 0.7872 0.7874 0.7876 0.7878 0.788
Effectiveness
B TCA SSRI X NADs === Not Dominated

a7 9-8. BIYEEMZIFEAILY 45 0l4T)

o 9 SSRI% NADs HIXOP} Ho| gl 4X0|02 MM HgANHIS S
WO HCHs WFH HGOE Worot: MOl O EGYW 4 Utk o] 39 NADs?I
SSRIO| Hef 93 MU ¢HAS ofarott| o 109tol HIGO| § AQECH of2jst

o
o

5
Zqo| J|xolo 223 KRS YUY YLIHE M

—

>

ot CHE X0l BF AN FQ
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ASEI WM AFO v AZMX| FIRUTHE OPYOl| WAT BML Lest HBs

SSRIZH 7P HI§-mBXolatE J|2ENo| Ha UME UL,

H 9-33. Monotherapym=2 SIZ=E2EMAT 2 2HH)

bl asx st 2R | ygsaw | wigsow
HIZ =2t (ICER)
TCA 914,420 0.6912 1,322,924
SSRI 943,798 29,378 0.8049 0.1137 1,172,524 258,341
NADs 1,024,564 80,766 0.8077 0.0027 1,268,566 29,622,819

BE HuIY YL2HE ZF 100%=2 =30 =8§° EH SSRIZI NADs<

=2
=
TCAOl Mol BIE P F1 HISE TbY W YOoH %R HMEYT

¥ 9-34. Monotherapyz29| BIZ=EMZAT LSS E 100% 71E)

HIR i 51t BSR | pigam ugﬁm

2 k=2l = 257 ==l
HIE =anl; (ICER)

SSRI 981,846 0.8528 1,151,320

NADs 1,039,954 58,108 0.8503 -0.0025 1,223,044 (Dominated)

TCA 1,095,607 113,762 0.6404 -0.2124 1,710,817 (Dominated)

H 2ol WTUIES 2,000TUNCZE It threshold analysis £MZnt
TCAZY 23E7I 100%?Q ZLo= SSRIO| H[s H|§ mXo|X|: e HoE &
ME|UCt, SSRI 9| &3E9 U9t threshold analysis £MA3} SSRIZFQ &3&
I 0%%1M 30%7HXI9] HeolME NADs?E Ml %ad 3 7P § ZIXo|l, 30%

3) St=olA HIBTHEE THEtshe FESH 7|22 BASH AFolct ofek 22 QFYE(2010) SO0l 2JsH
1QALYE WTP ZAIE Ealf 7= dio| m2™ 2F 2,000t 8 0[519! AL HI SuiFo|2tn Tt
£ A8 Z{o= mTi=ECE SHK2E o] mf 2,0002HHS 1 QALYE XSS HS 7|&C=2 & ez =
HAOME RE2Z MY 1142 oldists HE 7|F0Z HIRSUAS THCHSHCHH 2, 00000 HIsH &M
2S Aoz FHELCL SIX|ZH MAATANAN REZ MY 142 oste Aot 22 oK st H]
251 T 7|22 M =olE Hprt glenz 2 AFME 2,0002HE 7IE2Z threshold E4
2 AE5HACY.
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9.1.9.5. TCA #3229

A8 B2t

SSRI? 7P #tMOl 1oz HME|UCt. NADsQ &2
SSRI?I 74 Y| §aifxo|n

=91 0%

37% OIYHEE NADs?t

Hrs
TCA =339 YUEO| HEZFY YHUEHY Q9|3 =H YEY H[&EZHQ MUE
o FUSI Y IJpgotd 2MorUTE, ofX|Qr Hute J|2&8Mat A EX] Y
I 9-35. Monotherapy=2| TIZ=EAMZAT(TCA =272 MLUE)
M=
g | St | sm | B | ygamw | uszaw
o =3 A =7 o2 S
HIZ e (ICER)
TCA 861,622 0.7155 1204223
SSRI 908250 | 46,638 0.7602 0.0447 1194741 1.043,000
NADs | 1007935 | 99675 0.7616 00014 1323483 | 73.116.766
0.1.9.6. Y§o| Y= xjuaro = X3t
2 A3oME WS 22502 Qth HA AU SFA WE, XAMALE, Q2N
O T 6MY ol% Q2N E M2E7| ARTE FL F SILUSE SlTolH A=
OJSICE. SRS QN ITOIRTO| YNS UGS MM YL INET ME 280 ¥

H 9-36. Monotherapy=2

=

M L—

PSES]

HIg BSH | oo | EEH | Lgsow | sigsam

=} [=3 L = SR=RL S22

HIZ e (ICER)

TCA 806,368 0.9637 836,782

SSRI 820096 | 14628 | 09694 | 00058 846,871 2525601
NADs 883424 | 62428 | 09659 | - 00036 | 914645 | (Dominated)
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Be2H ArgF 2ol iR A

1z

AT

Monotherapy
900,000
880,000 X
860,000
Cost
840,000
820,000 e —— e
B
800,000 T T T T 7 T
0.963 0.964 0965 0966 0.967 0968 0.969 0.97
Effectiveness
B TCA SSRI X NADs wmmwNot Dominated
I3 9-9. IZ=EMATNRIE0| /U= LTS R KB
Ueo] FUIE IfiWto] QU= HLUOo= X[IB[RS o I mAXQI oFFuf H| G upH

9.1.9.7. YOl Y= XM

|o
Hu
=
r<

I 9-37. Monotherapyz2| TIZ=EMZATHQR0| gl= xjETtoZ H|ghH

e | SN am | T uganw | wzamm
HIE = (ICER)
TCA | 698993 0.73%5 954,166
SSRI 742,465 43,472 0.7850 0.0525 945,765 828,479
NADs 800,121 57,656 0.7892 0.0042 1,013,790 13,741,266

UYO| FUEX| oL

W

NADsZ°O|A2H SSRIO| Y3 L&F MY A2 oYt

HOR BMEQULL

M

ol e Feoroz
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OXE RQEM W FHY B

=1 X

Cost

820,000
800,000
780,000
760,000
740,000
720,000
700,000
680,000

Monotherapy

0.72 0.73

074 075 076 077 078 0.9 0.8

Effectiveness

SSRI X NADs wmmswNot Dominated

Incremental Cost

-1,000,000 +
-2,000,000 +
-3,000,000 +
-4,000,000 —
-5,000,000 <
-5,000,000

5,000,000

. BlZEEAEINYR0| g MutoR RS

109t ¥o| Monte Carlo Simulation 24

ICE Scatterplot of
SSRIvs. TCA

5,000,000 —
4,000,000 —
3,000,000 —
2,000,000 —
1,000,000 —

o-

T T T T T
0.0430 yrs 0.0530 yrs 0.0630 yrs 0.0730 yrs

Incremental Effectiveness

12 9-11. ICE Scatterplot (TCA CHH| SSRI)
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Incremental Cost

QLN AFSFRO Yt FXY 24

B B¢ TCAEL SSRIZt HgripXQl

ICE Scatterplot of

MaADs vs. TCA
11,000,000 &

9,000,000

7,000,000 —

5,000,000 —

3,000,000 +

1,000,000

-1,000,000

-3,000,000 —

-5,000,000

T T T T . T .
0.05370 yrs 0.0520 yr= 00570 yrs

Incremental Effectiveness
a2l 9-12. ICE Scatterplot (TCA CHH| NADs)

ICE Scatterplot of

NADs vs. SSRI
11,000,000 - -
10,000,000 + :
5,000,000
5,000,000
7,000,000 :
&,000,000 D oE
5,000,000 )
4,000,000
3,000,000 .
2,000,000
1,000,000
D -
-1,000,000 ;
-2,000 000 - z
-3,000,000 '
-4,000,000
-5,000,000 r T — T : T
-0.0740 yrs  -0.0040 yrs  0.0060 yrs  0.0160 yrs

Incremental Cost

Incremental Effectiveness
12 9-13. ICE Scatterplot (SSRI CHH| NADs)
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Acceptability Curve

- TCA
094 # S5R
& NADg

0.8
0.7+
0B+
0.8+
0.4+

4
0.3

Probability Cost-Effective

024

014

15 R -~ SE SIS P WP S W
OKRW/r 6,000,000 KRWiyr 12,000,000 KRW/yr 18 000,000 KRW/yr

Wilinaness to Pay
a2l 9-14. H|8&F1} 82 M (Monotherapy)

UEL CAYIFE HGUULFTMS SO HISHUYS WOIOIYCH HIGHIY WO
J|ZO| W JPY HIHUMY YEO| £ YN FAIL WA A} WTPIL 100

HIS UMY LEO| O EOIXE HOZ UEfLTE
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QLN AFSFRO Yt FXY 24

9.2. Switching

27 UXE BUY YES 3Y oYY MFOER ENHOR HsoH, 22T M
= Bo| AtHM A2 6 1
2 R Y20l Y= AHLE MUY, EU d
¥ o, index date®l °[9] 93 FLEHE combination®E 2§31 UYs AXZEZ

Moo, ¢QeX| P AP HGOIT CFE BT WO PEU 22 YO of

L)

e oYl 22F A
o

e H
111}
do

OF
o2
4o
rir mo

[
o] 8ig XAUZ FEO= ¥XFL 17,821%°1H °lF G442 5,554%(31.17%),
0132 12,2679 (68.83%)°I1N2H AXFo HF AP 45.79M(SD:15.16)°IU

Cf. index dateZ%f 90¥% ©°|Yi HH Switching ¥Hs= 1.49%(SD: 0.83,
range: 1-20)%¥20, #3080 M2 Switching ¥+E #32%ME 1.60%(SD:
0.96), H2SRNE 1.44%(SD: 0.76)%Ct.

H 9-38. Switchingz22| 7|2EM

3?%
T A 5,554 31.17%
ofAd 12,267 68.83%
SE] 45.79M SD:15.16A]
o 22 5,679 31.87%
= Hl2S 12,142 68.13%
A 1493 SD: 0.83
Switching 314 | 22 1603 SD: 095
Hl2S 1443 SD: 0.76
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92X FOFASEY| PYL UAE ALY L FHY B

2006'A 72~2007'3 62 AO] 13| O HRSH| A2 AR
StXl 814,543

uaby bulpioqp]jo) iDL pPasn(g-aduaping [PUCIIDN

M

20063 7&~2007'4 6 AtO| 15| Ol SR2H| AW B, &2 6708 ol R2H M2
2X| 42 AR
BIXp4 1 453,528
2006'F 7&~2007H 6E Ato] 15| Oy ER2H| XMUS 2UA0, 22 670 O|Lf SR2H| XHUS
HIX| 42 A2 A, index date0l USMERQI ARS H|2lEH
BRI 419,538Y
20061 F 7&~2007F 6 Ato] 15| Oy ER2A| XS &A1, 22 670 Ol SR2H| XMUS
HIX| 242 AIC 2 M A J7HE St Hilot 8h20] 33| oAl ALE
SIXt4=: 105,168H
HH -
- O™ 67HE ol 22=0z oI5t
o|z 7| 20| U= AlZHindex

date?Q| ZITtE ZSISHX| L)
- 0|™ 6712 O|Lf XKHAIE FF U=
A2Hindex date?tx| L&)

- index date YA|0f R2F2= U3
|:|:I— O:.AI I:II-l:I AI—EHO| A'-E.I-

2006 7€~2007H 62 AtO| 13| 0|4 SIR2H| MLS @0 X2 67HE
SEEC=Z =7 HF0| e, A Y St Fhlut WE 33| 0yl A

StX4=: 88,079

Switching & - index date0| monotherapy0|D, 370 O|Lf ASHZAO| Y= =
StXt=er 20,0228

index date25E 6701E O|Uf relapse Xt M2I(ESE 712t HIE0| 021 ARAIL)
SiRp 17,8219

2 9-15. AAHEAME 28t DB 7= flowchart(Switching %)
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B2 A= ittt A &M

9.2.2. H WGt

Switching Z°lM ZH/dE42 AP WOt 2t AHBZM HE HSZ2d ¥&
g SfHY PO FOot= FL2 HFOAN. %MW TCA AIEAM= TCA AE
RFXBTHM OE AHEY %=2 ¥8Ot= FLA TCAA U4E2 FHOL SSRI %
NADsSZE W3 HO0=2 AFSIq 2t ¥ +3=o MUSS Urge FHYELS 9ot
OXp orgy,

AuIAH Switching F2EE Switching ¥4+8 HHE Zd TCAZOIM TCA%
SSRI ¥£2 NADs#2 %8% 22 B3 1.56%, TCAZM SSRI, NADs#2= ¢of
2 WP 22 YA 1.483% Switching ¥ A2 E YEIGHTE SSRI oM e HE2
O] 1.47%|, HAFO| 1.48%, NADs=oM &= 22} 1.54%], 1.46%E L EHGL.

E
T
o

=
o

—

H 9-39, k7Y Switching Sl

sixj4 et SWtehing | gz
A~ T

TCA 1.TCA -) TCA+Other 2,296 1.5671 0.80836
2.TCA -) Other(SSRI, NADs) 3,841 1.4819 0.85284

SSR 3.SSRI -) SSRI+Other 4,052 1.4692 0.74313
4.SSRI -) Other(TCA, NADs) 3,497 1.4807 0.85922

NADs 5.NADs -)» NADs +Other 1,609 1.5407 0.91477
6.NADs -) Other(TCA, SSRI) 2,526 1.4636 0.85507

AuFE Switching H£E &JFFO T gAYt ZEd IFM I
ct

Switching =7} Hl&=320 B3 T2 F¥ol HEE
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H 9-40, 220{8 1 k53 Switching 314

NN e S%viching HZEHRL

. 1.TCA -) TCA+Other _H:E% 175236 11.'16;0552% 83;?22
2TCA -) Other(SSRI, NADS) -2 ;;Zl ]Ziﬁé‘; 8%33;

N e - T N S
ASSRI ) OnerlTOA, NADS) |58 01— 7006
AT -
® | 6NADs -) Other(TCA, SSR) ias 57332 123??2 1597163955

9.2.4. 2MyH

0.2.4.1. Mo|¥E F¥H

olo

1 e

A
=

o’

XSS 2% A=Y GEA LAOIE

AAPgILee) H7E

ol
H|ZO1H| §IIX] EYOIGCE. EoH PRt

DU NG| EEORICE

—

+SUEL 39 A4TA(TCAHIY, SSRIAIE, NADsH L)Y A WM Switching?t
W2 Z TCA+Other, SSRI ¥£2 NADs, SSRI+Other, TCA Z2 NADs,
NADs+Other, TCA £2 SSRIY 90 7|& MPRO| 75% ©°|4Q 3 &3do=,

75% 0|2 2 HI2RO2 HoJoro] FOIRLL,

OF
=

o

2) juds

4) Z|71E, 0|88, o|M0l. 2008H= HYEHEIAL TI=H| HEfZAL IUHYEAIH HLEHFGHATY,
2009
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> 8 md
0
5
o
@
X
o
Q
~+
@

o
Hu

T
_m
o
=
s
>
o
e i
m
=
ne
K]
ne
2

3= BMIIZQA MY FU XF2H| G &FOIR00 TEp 282 ALUSIATE. ol
A0, TCA, SSRI, NADs HZE#& Switching W 6712 &3 &9 T2t 12|
of B2 T FADp YUY H|gDf J[Er Tsof YUiAH|GO TiYH e, AP
Charlson Comorbidity Index(1¥%, 1X[¥F FI})Q interaction term©|| o
3t o BYoA e MM (constant)UZ FHOIAH. M ZF HEQ Switching HHE
SR TEr U, o MEHES A2 FHOIRY. OlFA FHE THH Iy HE
U HBoro] P U/, JIEry U/ HIGS ZPZE FHOI WA &3
AU X|gH| G2 FPOIAL.

A
s

2) HE YA x=H|§

Tar WAl K|SH[§S AYUCIHO| WA BO)F T HOR WLITIO] YUO| FHEE
B Q0| FHIEIX| Of XWO| ol 2Ato| GhE, XUA| HIG, Tur AL HM
of] ZHORICY.

HOSPITAL; = J&0| Q! dl

= NOHOSPITAL; = &0| gi= A

NUMBERj, = RHE T

UNITCOSTij, = RHEF TS HIZ

i= Switching pattern(1=TCA-)TCA+other, 2=TCA-)other, 3=SSRI-)SSRI+other,
4=SSRI-)other, 5=NADs-)NADs+other, 6=NADs-) other)

= 2205 (1=MPR=75%, 0=MPR{75%)

h= ZHholl 2 ZSHF(1=H0| U= A, 0=UH0| Si= L)

e HIE
= (HOSPITAL; X NUMBERj, X UNITCOSTj) + (NOHOSPITAL; X NUMBERj, X UNITCOSTjp)
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e
©
g = > 2
bt £y 3| £ g =
*r_ﬁ_ g o2 £ &
< ol 2l =) 2| =
o 9o
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=

20%
2 oIgt
Adherence
Monadherence
Adherence
Other(SSRI, NAD)
Monadherence

SSRI4+Other

3

2 oy ol

A ] Z

= g O ofo B
T T ) m__m__.“ 2
H_l_.._ _._____O m_u _JL mo m
o R < o

T B 5 -

= [e) (e]

=] ..||_ ...m-_

o Mo H ol or ﬂ S
5 s : 4 g X
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Other(TCA, SSRI)
F

COther(TCA, NAD)
MAD+Other

a3 9-16. Switchingz2| 2423

SSRI
MAD

Ao 3THY FU YL2HE of

H

N HIHe 9259 ML o



Be2H ArgF 2ol iR A

1z

AT

0.2.5.2. Mot

YN = HEet 3

index dateZ2%§ 374 Qo B43tn JW o
L1y 9] 12 jndex dateZ%

9 MU 2O ASOME IYY FU

=
oM miu
o
i

=2
B 67HY Ol%o| Lot Q2FOT AT PNT UY, $IN YUY, IHAHAIE, YLK
FU 67MY Ol UE NALE F O X VZTOIRE FEY S WER XXM Yoo
GCH. 923 MUS of ArFY AU SWIX| Yojdt AILESO| EE|o] UY

9.2.6. Ho|AE

9.2.6.1. 3% (adherence)

o
olo] A20jHE AWOt AL < 9-41>9% ZT. Switching? MY 28

s )
31.87%%2H Switchingz?8=2& index date®l 58%H ¥L2H°| HE AHEY
FL2SHE B8 FLY #3&7 index datedl 589E FL2HoM H©E AHEY

o
o
YQSNZ WHOHE FQo| HIo A LErTE

F 9-41. Switching?d =S =(370¥)

ChadRie(3) HIZ(%)
xs 720 30.65%

- +
oA TCA-)TCA+Other H&S 1,576 068.64%
PN 1117 29.08%
TCA-)Other HAS 2,724 70.92%
PN 1,560 38.50%

- +
ssR SSRI-)SSRI+Other Has 2492 61.50%
22 903 25.82%
SSRI-)Other HZ&S 2,594 74.18%
NADs-)NADs+Other == o ot
A HaS 964 59.91%

S

NADs-YOther =S ik oo
22 1792 70.94%
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92X FOFASEY| PYL UAE ALY L FHY B

Switching @8 =398 TE MUEZ AU AL offet 2T TCAZOM
TCAE fXI3tHAM T2 a2 UM A 29 MHUES 2320 19.2%, H=S
20| 30.6%= YEHY. TCAE FH%11 SSRI £2 NADsZ Switching?t &9
2t 20.6%, 30.9%32 TCAS H2 H|Ho %3S &M At
2o B[S TkA FX|O 2 Xjo|E HOIX| U
SSRIZOIM SSRIE |X[SIHM T2 quFOZ WA F= =Jo% o= 22
22.6%, 27.7%°|1 SSRIE FHUoIl OE Aduddoz WHHSH F2= A 16.5%,
29.3%2 EMEUY. NADsZE ZZ 19.7%, 27.2%, 18.7%, 29.0%=
Switching Mgl T2t 3080 T2 MHUEQ X0|F LUQISHI| oL},

Switching@ #4°M&= Monotherapy@® FUSHH H|&F2oMQ L tad
o wutE HI| oYt WHOIAC. TEfA kg FEO| S8OHX 2 oM Adn=z
QY Xwol xXto|z TIPS oLz 2 AHAPOME HIESZEY MUEL AduIUY
Xfo|g £X| %1 FUSH 29.06%= Z17Fvt.

H 9-42, Switchingz2d S

T RHE! HI KK
Tt
ChALREN(S) () () Ias
s 720 138 582 19.2%
oA TCATCAOter 1o 1576 483 1093 30.6%
ToAOther eSSy 1117 230 837 20.6%
Hl2S 2724 841 1883 30.9%
23S 1,560 352 1.208 22.6%
SsR SSRIDSSRHOther | o 2492 691 1801 27.7%
SSROther g 903 149 754 16.5%
Hl2S 2594 733 1,861 203%
2s 645 127 518 19.7%
NADS NADs-INADs+Other | o 94 262 702 27.2%
NADSOther gy 73 137 597 18.7%
MRS 1792 519 1273 29.0%
- g 5679 1133 4546 19.95%
d Has 12142 3520 8613 29.06%
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9.2.7. H &

9.2.7.1. &§2IUF X|gH|§

ol'kl kltﬂbl- % = = %
of FHofct. 1 A TCA+Otherz?9 #3329 H[§2 9 5430, H|& %
265UUCE FZFoM X|gH[§o] o 28iPE FA YEET. TCA%AM SSRI 2
NADsz?22 ¥yt F(TCA->Other)y =39%

28209102 EMEULt, SSRI+Other29 &
1980 E k2t HME|AYODN SSRI->Otherd2 285Tt¢l, 2220t¢102 BME|Y
Ct. SSRIZM NADs £2 TCA R2& HYQEHE WP FHoAMe HE
Switching HEZO| H|3i &3Joi%o| T X|5H|§9 Xfo|7t IX| ¢t

Ct.

NADs+Other29 #3989 OE X[gHZ2  5430YU, 3009,
NADs->Otherz9| +g°15°| ME X|gH|§2 3450, 2450402 212k HMLY
Ct. NADs2% TCA %2 SSRIE Ml A83IHY NADsZ2OIM TCA 2 SSRIZ
YSESHE HFY FoIM IMAFA +37I2Q X|gH| GO HE FO HI%H HL: 2

oT =
g 5.

=
8

Il
2
Hu
=
op

o)

\J

S
I
=
W
2
e
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fouaby Bulpioqp]|o) 24DOY|DAH paspg-2duUaping |[PUCIIDN

galat 7|Etat
UH 2|2y UH 22y
EeH|E = HeHIE SE CHRH|E SE EHeH|E SE
=3 1,585,865 3.9% 1,482,262 100.0% 8,353,143 30.4% 1,343,493 100.0%
TCA-)TCA+Other
TCA Hl&=S 3,897,519 2.8% 614,114 100.0% 2,197,188 30.7% 1,257,279 100.0%
TCASOth =8 1,567,490 4.5% 1,111,558 100.0% 4,108,311 35.8% 1,460,192 100.0%
- er
Hl&=S 4,908,659 3.5% 638,262 100.0% 1,794,956 34.4% 1,392,403 100.0%
=3 5,160,234 51% 1,391,824 100.0% 2,683,515 32.9% 1,406,713 100.0%
SSRI-)SSRHOther
SSRI HlaS 2,738,396 3.5% 849,187 100.0% 1,985,037 29.0% 454,603 100.0%
SSRISOth =g 4,906,142 5.9% 1,432,017 100.0% 428,485 35.6% 980,006 100.0%
- er
Hlz=3S 7,492,045 4.3% 617,839 100.0% 1,747,178 31.4% 727,383 100.0%
=3 4,509,811 5.4% 1,456,932 100.0% 6,909,763 34.6% 1,338,218 100.0%
NADs-YNADs+Other
NAD Hl&=S 6,123,397 5.3% 762,145 100.0% 3,648,798 31.4% 763,020 100.0%
S
=g 5,872,427 5.3% 1,150,522 100.0% 2,832,290 36.2% 1,158,576 100.0%
NADs-)Other
Hl&=S 4,305,552 3.9% 620,682 100.0% 2,658,517 32.2% 806,562 100.0%
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QLN AFSFRO Yt FHY 24

H 9-44, 3= EAM/ZH3WE) S X|=HIE

ot 7|Etmt A
U 2laj U 2|2y UH 2|zf A
=S 61,849 1,482,262 2,539,355 1,343,493 2,601,204 2,825,755 5,426,959
TCA-)TCA+Other
TCA Hla2 109,131 614,114 674,537 1,257,279 783,667 1,871,393 2,655,060
TCA-Oth =g 70,537 1,111,558 1,470,775 1,460,192 1,541,312 2,571,750 4,113,062
- er
Hle=S 171,803 638,262 617,465 1,392,403 789,268 2,030,665 2,819,933
=S 263,172 1,391,824 882,876 1,406,713 1,146,048 2,798,537 3,944,585
SSRI-)SSRI+Other
SSRI Hl&=S 95,844 849,187 575,661 454,603 671,505 1,303,790 1,975,295
SSRISOth =S 289,462 1,432,017 152,541 980,006 442,003 2412023 2,854,026
- er
Hl&S 322,158 617,839 548,614 727,383 870,772 1,345,222 2,215,994
a=2 243,530 1,456,032 2,390,778 1,338,218 2,634,308 2,795,150 5,429,458
NADs-)NADs+Other
NAD HlES 324,540 762,145 1,145,723 763,020 1,470,263 1,525,165 2,995,428
S
NADs-Y0th =S 311,239 1,150,522 1,025,289 1,158,576 1,336,528 2,309,098 3,645,626
S- er
Hl&S 167,917 620,682 856,042 806,562 1,023,959 1,427,244 2.451,203
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QLN AFSFRO Yt FHY 24

H 9-45, Y§S Shst 1Y 6E@/E =38k 7IF)
e R araA 2I2I0] U= A QI%I0] gt A _—
. (@) vl Hlg vl Hlg (T 2)
P 138 31 20 46% 110 79.71% 141
TCA-YTCA+Other Hlag 483 58 12.01% 440 9110% 498
total 621 89 14.33% 550 88.57% 639
TeA P 230 57 24.78% 182 79.13% 239
TCA-)Other HlAS 841 122 14.51% 742 83.23% 864
total 1,071 179 16.71% 924 86.27% 1,103
»g 352 106 29.83% 260 73:86% 365
SSRI-YSSRI+Other Hleg 691 9 13.02% 624 90.30% 714
ssr total 1,043 19 18.70% 884 84.76% 1,079
P 149 41 2752% 112 7517% 153
SSRIHOther Hlag 733 % 13.10% 656 89.50% 752
total 832 137 15.53% 768 87.07% 905
as 127 37 2913% % 74.80% 13
NADs-NADs+Other | Hl2S 262 40 15.27% 231 83.17% 271
total 389 77 19.79% 326 83.80% 403
NADs e 137 22 30.66% 100 72.99% 142
NADs-YOther Hleg 519 69 13.29% 166 89.79% 535
total 656 11 16.92% 566 86.28% 677
P 1133 313 2763% 859 75:82% 1172
total HIAS 3529 475 13.46% 3159 89.52% 3634
total 4,662 788 16.90% 4018 86.19% 4,806
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fouaby Bulpiogp||0) 2ADDYIDIH pasDg-3IUapIng |DUODN

H 9-46. XY

Q0| QU= T QUSI0| g Y
E B BEEF B7 BEW
=3 1.419 0.672 1.100 0.357
TCA-)TCA+Other Hl=3 1.793 0.951 1.152 0.424
TCA total 1.663 0.878 1.142 0.411
=3 1.579 1.101 1,132 0.589
TCA-)Other HIES 1.656 0.678 1.137 0.375
total 1.631 0.834 1.136 0.425
=8 1.619 0.881 1.115 0.442
SSRI-)SSRI+Other =S 1.800 0.950 1.128 0.388
total 1.703 0.916 1.124 0.404
SSRI
=3 1.390 0.802 1,089 0.316
SSRI-)Other Hl&S 1.677 0.900 1.159 0.427
total 1.591 0.879 1.148 0413
=3 1.324 0.580 1.095 0.329
NADs-)NADs+Other HIES 1.875 0.883 1,156 0.439
total 1.610 0.797 1.138 0.411
NADs
=8 1.476 0.671 1.120 0.383
NADs-)Other =S 1.580 0.673 1.129 0.366
total 1.541 0.671 1.127 0.369
=3 1.508 0.844 1.112 0.436
total H=3 1.712 0.834 1.142 0.399
total 1.631 0.843 1.136 0.408
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BeEH ArgF =l iRt A #M

I 9-47. Mg 2E HIE

LHO| U= THY UHO| G= THY

T g BEHEX g HEHEX}
=3 3,287,892 6,006,706 94,530 362,153
TCA-)TCA+Other Hl&=S 2,836,551 3,187,347 133,412 674,897
TCA total 2,993,759 4,350,554 125,636 624,904
=3 2,719,800 2,988,891 215,247 864,329
TCA-)Other Hl&S 2,582,757 3,018,273 127,295 609,212
total 2,626,397 3,001,227 144,619 667,593
=3 2,830,324 3,673,372 187,427 724,925
SSRI-)SSRI+Other &S 3,038,291 3,818,942 109,199 421,999
total 2,926,309 3,732,997 132,207 529,928

SSR =3 3,174,331 2,635,650 228,076 1,002,993
SSRI-)Other Hl&S 2,045,937 2,103,312 101,448 460,840
total 2,383,631 2,324,296 119,915 573,541
=3 2,201,145 2,187,391 161,014 485,001
NADs-)NADs+Other &S 2,442,688 3,297,707 96,164 280,820
NADs total 2,326,622 2,803,874 115,062 353,149
=3 2,199,235 2,106,841 151,634 598,456
NADs-)Other &S 2,166,082 2,408,472 101,399 414,039
total 2,178,626 2,289,242 110,275 451,896
=3 2,741,518 3,424,590 179,637 729,238
total Hl&S 2,519,241 3,004,621 113,109 510,567
total 2,607,531 3,177,821 127,332 565,036
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2AEH S FHE Bt

ot
=2 =

2 FPoIAY. 1 Za 6719 Switching 20N 2F #3320 XjLy[2o]
E UEHC XY gol g 2 2?2 SSRIZYM HE NADs

22 WY A8t 22 & Switchingdte 2(SSRI+Other)°|1tt.

T 9-48. X2t HIR

B A0l = | 9iEol g
= e eSS =S
=32 1,047,876 82,885 1,130,760
TCA-)TCA+Other Hla2 610,821 140,012 750,833
total 713,436 127,077 840,513
TCA =3 1,064,193 192,808 1,257,001
TCA-)Other H=S 620,599 127,699 748,298
total 715,799 141,731 857,529
=2 1,366,898 154,353 1,521,252
SSRI-)SSRI+0ther Hl&=2 712,054 111,228 823,282
SSRI total 931,915 125,954 1,057,869
1 1,214,270 186,703 1,400,974
SSRI-)Other H&S 449,466 105,233 554,698
total 588,953 119,863 708,816
=1 848,940 131,880 980,820
NADs-)NADs+Other Hl=S 699,372 98,015 797,387
total 741,306 109,728 851,034
NADs

=3 995,245 123,959 1,119,204
NADs-)Other H=S 454,838 102,791 557,629
total 568,049 107,229 675,278

0.2.7.3. HgHH|&
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Be2H ArgF 2ol iR A

1z

AT

H 9-49, ol=7| E Yl HIEHHIE

al HIZ0HIE
ZEFBHL 12,228 20.50%
ZhHe 19,884 16.10%
2 6,901 0.50%
ol 97,921 1.10%
4.98%

OTI|T WRA| WNEHLE WX DFHE IUAYYYEA 2005HE BF HE
$H| 8,600%, ¥= WY 10,6008 IIZOE ol% $AHHO| 20084 DFLE

Aot AT A, o 22 9,0008F 11,21
HOUTE. O|F W2 1Y %= WFH| Y 18,198UM U 22,430Y0F oHI
~ <E 9-51>0| HAIg Hiet 2o 2t 2

a
oF WXY WF A YRULLL YUPLE MBI 1WA DFUIS HAS A <E

Mo Rl

a1

>
I:I
r*°
E
m
s
1=
fllo
om .
OF
A
2=
GIJ |
Ul
o
V

1o

B 9-50. 2zfF SI4(Switching)

=3E7|7t (37HE) THEF 712F (97HE)

S QR Sl QIR Sl
= XK | mogl | BEER | SRk | mogt | EEEx
(B (Y (& (® () 1)
~s= 720 | 881 | 575 138 094 | 098
_— TCA=TCAROWNer I o T 1576 | 659 | 443 483 | 104 | 049
A Other peE 1117 | 908 | 602 230 | 092 | 080
HaS=Z | 2724 | 724 | 565 841 101 | 049
PN 1560 | 781 | 487 352 | 081 | 050
SoRl SSRIZSSRHOINer I e [ 2492 | 566 | 378 601 | 101 | 047
PN 903 | 871 | 547 149 | 081 | 048
SSRI-SSRHOINer I e | 2504 | 638 | 488 733 | 103 | 054
P 645 | 824 | 525 127 078 | 047
\ADs NADSNADSHOer - X oa T opa | 6.17 | 454 262 | 099 | 045
\ADeOther | 52 734 857 | 526 137 080 | 051
HaS= | 1792 | 679 | 548 519 | 099 | 044
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I 9-51. &HZ4(Switching)
ek 71zt (7HE)el H
7= 2ol U= oz ot Exte
e e @ | GHRT O] game @
52 31 3% 1.13
on TCA—TCA+Other Has2 58 68 117
TCA—Oth =52 > = o
er Hl 2 122 134 1.10
S0 105 123 117
ssR SSRI—-SSRI+Other Hx2 2 90 110 122
SSRI-SSRHOther |- =o2 4 o i
= 96 107 111
22 37 39 105
s NADs—NADs+Other HxS 20 48 120
87 22 46 1.10
NADs—Other Has 69 78 1.13
H 9-52. ¢H7t wE=EH|Z(Switching)
= Qi+ wEH|IE (12712)
T Mol U= 8% ol gl 2%
P 202,757 160,291
TCALOMh w27 208,760 165,228
er H&SZ 174,776 131,812
a2 183,211 142,151
SSRI-SSRI+Other s 148.695 102.979
SSRI e : ’
P 198,968 158,478
SSRI-SSRI+Other u|—§%€ 159.808 116,110
237 187,781 149,954
NADs—NADs+Other Has2 157 256 112281
e NADs—Oth =Sz 1o.12] e
soviner HI2EZ 167,003 123,626

0.2.7.5. A2tH| &

=X
=1 0

o
=
o

o
S UYUOE AV WAPAUZ

a ¥ 2EANU XtgE SO
2 184.5A201Ut. ¥

10,542%0| 4t
AN, Adde 1Y

o
T d7IE 61.5%5 HEoo A AN

rH

M
n
2
Lo
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ot7] 948 200849 FAHY 1§
200819 ¥ gAML 1,045H¥U°|L F

FoUS 3 IRAZMOE LPRO| YN HIGES HMY
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AMgotE ALE TIYOIO AA29 A)HH|§S
AESIAY. ©° 20089 FAEY BFHL
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ol <B 9-50=>9 9YH¥=E U+E &
<H 9-53>9 H[F YUY Y AvX} FT YA AXH[E2S T ¢
AZH| &2 MESIAY. O 2 2 2o iYEa U/UCER QU9 AUH|IG2 <B

9-54=>1f ZUT.

¥ 9-53. @It HIE

oo X | B U9t | EREAR | K A S

et 7 s @) @) @ | wws s
aS2 3 188 252 22.46%
oA TCA=TCA+Other Moo 5 224 316 12.01%
A Other ~sz 57 16.1 19.1 24.78%
HasZ | 122 199 205 1451%
pEE 105 199 34.0 20.83%
R SSRIZSSRHOther oo T g0 275 19.9 13.02%
pEE 41 235 286 27.50%
SSRIZSSRHOter oo T o6 187 247 13.10%
2S32 37 173 145 20.13%
\ADs NADS-NADs+Oer = X o= T 40 249 372 15.27%
ADs-Oter | =52 22 158 215 30.66%
HZSZ | 69 168 166 1329%

H 9-54. ¢iZt AJZH[E(Switching)

o Qi+l = Qst AlZHIE (12718)
= Mol Q= #S ol gl= A2

a2

TCA—TCA+Other s g;?gg ?iggég
PN

TCA—Other e §§§§Z§ ?gggig
P

SSRI-SSRIOther (25 Zggiig ?%%Z
a2

SSRI-SSRIOther |12 g?;g;; ?égig

NADs—NADs+Other _Hi_lig._ ggg?gj ?(13(3)?)?2
2O

NADs—Other lld_lj.-_‘—;_ g?;lgg)j ?32??3
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Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

o2 EA=TE0 FES UXls 2AEM R FHY BN

QoM A MG WIS O§Oo] HFAT|ENS AP FY TCAZO| M 12
2 oy wEO| Y WL, HIGL 003 I £ UELTH X TCAZS SSRI%
NADsOll s 2ats & $2 ISY YOIOE EMEUCE NADSZO|
o F Y $2F YW ofwry ¥EO| SSRIO HSH EUXI SSRI Hlo

X2H 82 F2PF ZOF A9 RHOM LHATHH SSRIZH I H[FAHHQA 22F
S a

gl H|gj H|B.O|

rIo

Xggjoto g WHEILE SFX|9t NADs SRI9 zIto| Xfo|7f U W2 LZFo|lO=F
of FQ HFXM H|ZoZ 1ot H| XA EMoO| G ETYSt o=z WOECL o A
Q SSRI tid] NADs?I 2% MY 3t AU AUor=Hl & 669HH0| E AQ% &= Ao
2 FMEA
H 9-55. SwitchingzQ| H|2&nH=A1Znt
o FSESES] _ FSEES] T FSEES]
=1 =1
e HIS e 33 EE | wigzatml (cer
SSRI 3,341,806 0.7379 4,529,081
NADs 4,002,296 660,489 0.7425 0.0046 5,390,448 142,838,848
TCA 4,148,330 146,035 0.7364 - 0.0061 5,633,109 (Dominated)
Switching
5,000,000
4,000,000 =2 e ——
3,000,000 =
Cost
2,000,000
1,000,000
O L] L] L] L] L] L]
0.736 0.737 0738 0739 074 0741 0.742 0.743
Effectiveness
B SSRI NAD X TCA === Not Dominated

a8 9-17. HIBENEMZEN (VI2E4)
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Be2H ArgF 2ol iR A

1z

AT

ZHAEMO| WRE o2 JIX| IYST B4 (parameter)ol Ut VAT B4 Lo
[ =]

2 SO T BLANE WIIOLDR Ot

2 AL ARRE THOIM AWEIUTE AR BN Ajgerr| 9s) HIAXBE X
Al o|RH|GO| H|ZO BH|GS HER FYOIYOD|, HEXIHHGOR NFHIGY
92302 Qe o3 TR YNUTBEI Qs WXLSOIA| WA A2t 82 FHorgCt

ArlE BEOIM FMAY EAE L%t HO| AMOIX|H ofF

—a —=1=E2 T o

ol FIHOZ IpYo|
LOsiEE,. oo £ AFYME HIAXTUOR FHYEML Luots HEX B

(healthcare system perspective excluding unobservable out-of-pocket

payment)°lX BIIE +%3tAH.

H 9-56. SwitchingmQ| A =EMATHEAXZH)
e T N I =N RN i
I8 Hl2 =23t =1t B2 | e (CER)
SSRI 2.803.010 0.7379 3.798.861
NADs | 3446153 | 643144 | 07425 | 00046 | 4641414 139,087,744
TCA 3530828 | 93674 | 07364 | — 00061 | 4806810 (Dominated)
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2 UKL QALY Y FHY I

Cost

4,000,000
3,500,000
3,000,000
2,500,000
2,000,000
1,500,000
1,000,000
500,000

0

0.736 0.737 0.738 0.739 0.74 0.741 0.742 0.743

Switching

‘-H'

—

Effectiveness

B SSRI NAD X TCA e Not Dominated

O 9-18. BlA=EMAN} (ZFHZ)

1 23 A X #FE v SSRI G4l NADs9| HFH H| g1 HFH H|§aifu|df
A

GOLME|OH OjMo] AtiX BHHoM THE QA 8910 FUY HLOIM NADSE

983 XZA A UIQHOE Mot U ERYOIX| b2 HOE Holrk,

SOl ORI|F FUS THE HOH: YNV Wt 2 AN
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H 9-57. om0 B0 IE =3SEE

1z

AT

I00Y3|DaH paspg-23uaping |puoiIDN

HleS =2 TSEE

TCA-)TCA+Other 104 94 |  47.47%

TCA-)Other 788 507 39.15%
SSRI-)SSRI+-Other 588 507 46.30%

ZEIE+SE SSRI-)Other 696 381 35.38%
NADs-)NADs+Other 304 259 46.00%

NADs-)Other 543 327 37.59%

Z3t 3,023 2,075 40.70%
TCA-YTCA+Other 1,472 626 29.84%

TCA-)Other 1,936 610 23.96%
SSRI-)SSRI+-Other 1,904 1,053 35.61%

He+o|H SSRI-)Other 1,898 522 21.57%
NADs-)NADs+Other 660 386 36.90%

NADs-)Other 1,249 407 24.58%

3t 9,119 3,604 28.33%

9BI|T FH| SO DE N SO4B A4 QXIOHHM UHE ool %S
WM ALgOts Zo| eHMY| CHE ofmPo| %EE WFE
29 E:

O UERITI EYt FUM

= X =}
O[orzof H|s =JLE0 YIS UHHOZE =AU
2o 9239 WEEOl 282 HYY o
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QN FHASES| FYS UXE RALY X FHY W

H 9-58. ol=7|H SE| B MUE

=3 Hle32

TCA-)TCA+Other 21.28% 28.85%

TCA-)Other 18.54% 30.71%
SSRI-)SSRI+Other 20.71% 26.53%

ZEIE+SE SSRI-)Other 17.06% 26.29%
NADs-)NADs+Other 20.46% 26.97%

NADs-)Other 18.04% 29.47%

Z& 19.08% 28.22%
TCA-)TCA+Other 18.85% 30.77%

TCA-)Other 22.30% 30.94%
SSRI-)SSRI+Other 23.46% 28.10%

He+o|H SSRI-)Other 16.09% 28.98%
NADs-)NADs+Other 19.17% 27.27%

NADs-)Other 19.16% 28.74%

& 20.45% 29.35%

AF

1) FUEY oy Uy

o

=

H 9-59. Switchingz22| PIZI=EAMZATHFEIHA0|A)

"™ #as | o | EEE | ey SRR
= H|g =5 a1t S=8 HI2S 2| (ICER)
SSRI 3,469,381 0.7548 4,596,701
NADs 4,128,887 659,506 0.7551 0.0003 5,468,243 2,114,489,448
TCA 4,427,007 298,120 0.7538 - 0.0012 5,872,575 (Dominated)
Switching
5,000,000
X
4,000,000 ./
3,000,000
2,000,000
Cost
1,000,000
0 L] L] L] Ll Ll Ll L]
0.7536 0.7538 0.754 0.7542 0.7544 0.7546 0.7548 0.755 0.7552
Effectiveness
B SSRI NAD X TCA == NotDominated

2! 9-19. Switching?2Q| 2IZEEAMZAINSEHHRA0|A)
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L0t 2T AA| SSRIZ

UHSQYI|Y Y FUHUNS YYOZ v guBEY
2 ANOIs OfBE ArgOts 20| JP¥ AME FI HBE W HoZ
Lo}

1
£
L
A
prd
>
w]
)
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)
g
10
[}
H
10
>
o
N
o
o
o
o
W
]
e
H
<
-
>|E
flo
4>
M
)
[

2 H|§xAT 240 Q0]3 © HSH BN YUY £ UCE °| FQ NADs SSRI°
23 MY WAL CIWOLEH o 66UUO| O AREE HOT BMEYUCH wy

oM UNHOR B ML Itsotcr

WY W OYTIS THYOZ HGUIEMG L0t AY B NADSE 923 XEA|
2 ASE ASOHE 20| I EUXT O FQ WFH HGHYHE 19490 YE 2
o]

2 MM BHEOM Ol HISRUHQA XMt HI%= @Y. °l= NADY
SSRI9 "of9| Xfo|2f UL Xfof JCERZf Ui HX[H E Zqo|Ct. T=fA H|Gx|A0t
H

SMo| Q3] © XML diHol A ol7 O] FQ NADs?I SSRIO| H[s 22F Xju
SIAE ofYotehl oF 659%0| § AQEE ZOR EMEQIC TIA Q2F X[ E4
NADs2 SSRIZI UiH|7t58t %4201 HQ SSRIZ 22F X|RE A|XSt:= o It
H|§ mutxolgjy WHHEIC
B 9-60. SwitchingmQ| DIZ=EMZATHR0|SH
- sex | | =z . HEH
HIS Hl Ca st HIBRRE | e s am) (CER)
SSRI 3,291,846 0.7310 4,503,161
NADs 3,934,408 642,563 0.7364 0.0054 5,342,631 118,773,061
TCA 4,088,915 154,507 0.7288 - 0.0076 5,610,521 (Dominated)
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Switching
5,000,000
4,000,000 x —
3,000,000 =
Cost 2,000,000
1,000,000
0 T T T T
0.728 0.73 0.732 0.734 0.736 0.738
Effectiveness
B SSRI NAD X TCA wsswNotDominated
13 9-20. SwitchingmQ| DIZE=EMZTHHR0|SH

9.2.9.3. HULHY

9239 X|BoM otBATL

NZHIE FOHs FULH(EY)

2 3% X ML BEZ FHOA O °[§T ULE 2M2S +WORY.

# 9-61. HARY

Wal(43| 71Z)0| T2 ASHS

43| 0]F 228 43 OIS &8
TCA-)TCA+Other 28.87% 54.75%
TCA-)Other 26.63% 47.76%
SSRI-)SSRI+Other 35.49% 56.94%
SSRI-)Other 23.67% 44.69%
NADs-)NADs+Other 37.91% 57.14%
NADs-)Other 27.04% 46.72%
T 29.37% 51.25%

=20

E2 UQIsH At
[o)

7 HYE0| =2



1z

AT

Be2H ArgF 2ol iR A

H 9-62. LY HAl(42] 7|F)0 TE HYE

43| OJgt 43| 0|4

TS Hle=S2 =3T Hle=S2
TCA-)TCA+Other 19.87% 30.89% 15.70% 27.00%
TCA-)Other 21.02% 31.35% 18.78% 25.75%
SSRI-)SSRI+Other 22.65% 21.77% 22.22% 27.35%
SSRI-)Other 16.55% 28.42% 16.25% 26.26%
NADs-)NADs+Other 18.11% 27.20% 27.88% 26.92%
NADs-)Other 19.09% 28.96% 16.53% 28.99%
| 20.00% 29.26% 19.75% 26.92%

1) BULY 43 o

H 9-63. Switchingw2| IZI=FAMZuK435| O|Th

= HzE| _ 5 | o=y R
=1 =1
HIE Hlg =4 a1 B2 | b9 5o (CER)
SSRI 3,296,068 0.7339 4,490,995
NADs 3,962,415 666,347 0.7406 0.0067 5,349,937 99,177,037
TCA 4,099,348 136,933 0.7313 -0.0094 5,605,748 (Dominated)
Swtiching
5,000,000
4,000,000 X e
3,000,000
Cost
2,000,000
1,000,000
O L] L] L] L] L]
0.73 0.732 0.734 0.736 0.738 0.74 0.742
Effectiveness
B SSRI NAD X TCA === Not Dominated

a3 9-21. Switching=9] RIA=EMAFEMURH 43| 0|2

M
1z
=
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wn
By
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=
Z
>
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wn
1o
o[
12
=
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o
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=]
=
=
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i
M
1z
=
=
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N uguiUls 9,000UYUO2 SSRIZH FHY¥ HISHTMY FE oIIME LTEY
.

N
o
o
r=
ko
13
N
iy
)
oX

4] PO SR QAOE WACHME A0t AT NADSS Q61
g ZEOI| e 2
03 HMEYCH TCAZ 98X XBE AXI= HOJF mits I EX|0 98]3 X|&
080l B §2 HOE UEdT. ol Mwel UEO| HI LA GOl ol Wy

=8YE MYUTH SSRIZ

AISfOHE 210] HIG MOl UOIOR HAME|LL,

I 9-64. Switchingz| TIZE=FMZATHAZ] 0|4)
e HEE - T I BB
IS HIg = k=) 8= 2| HI2& 1| (ICER)
SSRI 3,642,596 0.7673 4,747 576
NADs 4,329,274 686,678 0.7583 - 0.0089 5,709,041 (Dominated)
TCA 4,574,035 931,439 0.7781 0.0109 5,878,359 85,765,497
Switching
5,000,000
X
4,000,000 /
3,000,000
Cost
2,000,000
1,000,000
0 L] L] L] L]
0.755 0.76 0.765 0.77 0.775 0.78
Effectiveness
B SSRI TCA X NAD === Not Dominated

O3 9-22. Switchingw2| DIZIERAZAVHFEMNRH 43| 0[4)
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1z

AT

9.2.9.4. =3k

ASEJ WA 4Z0| 2t LXK FIRICHS TSl UAE BMG Aoyor Fmk

SSRIPt 7P H|§-AWHO|ZE I|E2EH Zuet UULHUY.

H 9-65. Switchingz?2| TIZ=E2EMZT ST 2HY)

PSS
bl H3H a1 2R | ygsow | wigsom
S =3 L = S22 S22
SSRI | 3942475 0.7663 5,144,748
NADs | 4650718 | 708244 | 07756 00092 | 5996605 | 76583201
TCA__ | 4792007 | 141288 | 07634 | - 00121 | 6276873 | (Dominated)
T dudo YLSHE ZF 100%=2 =390 =8 ZH NADs?t SSRI H

of TIr FX|AU 81§ Tt FA ALY ojuf ALHE HFTH UG AtelH uH
ofjA WY o fQ ECf. TEM A SEE 100%= PP ik SSRIZE I H|
SHHHQ XSHQt0 = WHH.

I 9-66. Switchingz2| TZA=EMZAINEEE 100% 71E)

blg a5 st 2R | ygsme | wissmm
HIZ =2t (ICER)
SSRI 4,431,893 0.8025 5,622,798
NADs 5,201,601 769,708 0.8094 0.0069 6,426,553 111,233,745
TCA 5,623,222 421,621 0.7994 - 0.0100 7,034,193 (Dominated)

9.2.9.5. YU U= MEU2= Xt

2 dAYME HES LSTLE QAT FUd UY, IS YE, NEME, LA
T ¥ 6 olF FLSME MEEOI| AET FE F OIHAHLE HTOIH ML= T
OSFACt. OHXT UM AFOIAUROl UAS FUSE UL FL2ME ME Z80%= ¥

"O

=2
2 A0S HOITH WA WUE EMOT AW0| Us My

=

- 250 -

I00Y3|DaH paspg-23uaping |puoiIDN

210qD]|0Y) O



Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

Q&H FAASE UL UXE RARH X FHY B

I 9-67. Switchingze| RIZ=EMAIRIH0| U= LU= H|B)

e | S| am | Y | ugame | ussom
"8 =4 (ICER)
SSRI | 326085 09503 3416953
NAD 3,923,119 662,263 0.9543 - 0.0001 4,111,132 (Dominated)
TCA 4,072,860 812,005 0.9583 0.0039 4,250,246 205,684,875

Switching
5,000,000
4,000,000 —
3,000,000 B
Cost

2,000,000
1,000,000

O L] L] L] L]

0.954 0.955 0.956 0.957 0.958 0.959

Effectiveness
B SSRI TCA X NAD = Not Dominated
O3 9-23. RIZEEAMAM/JRA0| U= KHLUTICZ H[SH
ULO| FULEl IOl QU HQUOE HIPOIRS W I WOl F2 b G

9.2.9.6. YU QY= MYEU2= Xt

H 9-68. Switching=d| HIA=EMATHYUA0| Y= L= A
MNE=X
e | 5 sw | EF | ugsm | wgaa
SSRI 3,121,188 0.7754 4,025,082
NAD 3,821,382 700,194 0.7794 0.0040 4,902,734 174,856,735
TCA 3,943,733 122,351 0.7659 - 00136 | 5,149,310 (Dominated)
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ICE Scatterplot of
SSRlvs. TCA

300,000 kKRWY
200,000 KRWY
-700,000 KRWY

-1,200,000 KRW

-1,700,000 KRW

Incremental Cost

-2,200,000 KREW

-2,700,000 KRwY r T ; | T T
0.0150 yrs 00050 yrs 0.0050 yrs  0.0150 yrs

Incremental Effectivensss
3] 9-25. ICE Scatterplot (TCA CHH| SSRI)

ICE Scatterplot of
MNAD vs. TCA

J00.000 KR

200,000 KRW o

-300,000 KRW

-800,000 KRV - : .

Incremental Cost

1,300,000 KR ct

-1,800 000 KRW . . T . — .
-0.0270 yrs -0.0120 yrs 0.0030 yrs

Incremental Effectivenass

12 9-26. ICE Scatterplot (TCA CHH] NADs)
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ICE Scatterplot of
NAD vs. SSRI
1,500,000 KRW - : -
1,300,000 KR -
1,100,000 KR -
900,000 KR -
700,000 KR
500,000 KR
300,000 KRW -
100,000 KRW -
100,000 KR -
300,000 KRW -

-500 000 KRW = . T . — .
-0.0280 yrs -0.0130 yrs 0.0020 yrs

Incremental Cost

Incremental Effectiveness
2l 9-27. ICE Scatterplot (SSRI CHH| NADSs)

I
HU  mju
1
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> =
o +o
Mo
oA
R
Hu
=
Nta)
=
wn
wn
)
1]
_|
O
>
=
o
g
=
oo
for
ic
it}
re
e
HU
=

BIOREH| BUMNO| e WS HOB UENYTH(IY 9-25). Y NADsY
SSRIZ} XZUOr0Z NBEl 90| NADsE SSRIO| H[s H|SEIFEO X|Brjore

2 EMEYCHY 9-27). YSHQ HFUIYO BEIIZOOYN
SSRIZH ¥ HISHIHQl XBIOIOR WMErEICH(IY 9-28).

%go| e e o

Acceptability Curve

0000000600606 00o
1.0
. LEE S e e o o S S S o S S S o o o o TCA

0.94 + S5RI
0ad & NAD
0.7+
0.6+
0.54
0.4+

0.34

Probability Cost-Effective

0.2+
0.14

oo P S S U A T U R A S T S T S S S

0 KR yr 7,000,000 KRwWyr 14,000,000 KR/ yr

Willingness to Pay
O3 9-28. HIg= 0t £8=M (Switching?)
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UM 2AMIUH Monotherapy#@ ¥ Switchingz?2 ¢ 2% QoM &

Zyrero] Z

Sy

[— |
(L

9.3.1.

Euldanra<hatad Hos
gEviaence-pasea m

ol
Klo

o-
J

e Hojorr| oM H2 67 oju

as

22

66,838F°IUY.

o

[

X2

#OE HHYIIHM 59 Switching

g 350

[

4

29 Arg3t Monotherapy2at tf

31
)
xr
i

- 255 -



BEH ArgF =2 it

9.3.3. 299 I

0.3.3.1. MOy

Relapse
adherence
Mo Relapse
TCA
Relapse
Mo adherence
Mo Relapse
Relapse
adherence
Mo Relapse
TCA TCAA+other
Relapse
Mo adherence
Mo Relapse
Relapse
adherence
Mo Relapse
SSRI_MNADs
Relapse
Mo adherence
Mo Relapse
adherence
20 o someronee, 1
Mo adherence
— [+]
adherence
SSRI S=RI+other < Z [+
Mo adherence
[+]
adherence
T _MADs [+]
Mo adherence
[+]
adherence
MADS [+
Mo adherence
[+]
adherence
2Ds MADs+other [+
Mo adherence
[+]
adherence
IR =1=1=] [+]
Mo adherence
[+]
a3 9-29. BE X2F=E HHs 242y

2 Ao 37HY O YLH WHYO| BHIY HUT XAXOT ALG WKtet W
Fot W DEE YYOT 2 FUIWR A0, MUCIRE O|§O[o YN KB
2ol M2 FMYES BAMOIX UCH o EMDYo|M B L2F EL oYots
HoIct.
9.3.3.2. B4

OSEEI|AQ Y FU ASOIRE YLD, 4B HEIA0| FRY WY Ol

- 256 -

BH’8

1z

AT

f Relapse
f MoRelapse
f Relapse
S MoRelapse
i Relapse
f MoRelapse
f Relapsea
S MoRelapse
/ Relapse
S MoRelapse
f Relapsea

f MoRelapse
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HI
1z
%2
oY
=
oX
ol
N

wo| Lojlt F¢ LY WAL A oYM Fold &XPIF AU, AMiAE

=
2 omMACE Hojotgonz HMuwsg

A2PRE  GE DY FYYEMEGe LiL %M Monotherapy2it
SwitchingZ°lld ¢t 2gd YR |xofCt. o SwitchingZ2 3¢
Switching °I9| o8 % A|BH|§0| Wyer 4 OO o|F FIIHOR UL
1) M WM SwitchingPtX| A2t & AQH[E

Switching=®?l 17,821%9 SwitchingZtX|9 ARt A 29.48UHZHXA

23.57¥)2 BMEUCt O|F Switching? HEHWZ QI6IH oz} 2
I 9-69. &t&H SwitchingZIX|Q] TH7|Zt
CHARE 4= A HZEWX}
TCA 6,137 28.38 22.92
SSRI 7,549 30.24 24.04
NADs 4,135 29.73 2362

SSRIZl SwitchingZtX| 2[t0] & 30.24¥U=2 I ZULH, TCAJl 28.38¢=

PE WA, olFHT Aol FAMLZE {2 AH(p<0.0001).

H 9-70. Switching IHEE SwitchingZIX|] Tx7|Zt

CH&RE 4 ot HEHEX}
TCA-)TCA+Other 2,296 27.38 22.11
TCA-)Other 3,841 28.98 23.02
SSRI-)SSRI+Other 4,052 29.98 23.54
SSRI-)Other 3,497 30.55 24.60
NADs-)NADs+Other 1,609 29.32 22.76
NADs-)Other 2,526 29.99 24.15

oY ZIUAFAU 225HE= HZE BE F2E 1= ZEAM= Monotherapyz

I} Switching2dts €8 X2 FIIIFO0F L. O I 3T H|EZ TCA, SSRI,

_—
OF
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NADs
i I R e

H|§2 of2ff Eof .

H 9-71, Switching THE

B2 AP ROl iR BHE 2

H SwitchingZix|9] AQH|E

YQEHZ AFIFOL It ¢S W T2 29 %R AIPPIY o
Qo] BrofMT WSH= HIEOR Switching MEO| T2t %ot

4

1x

CH&RE 4 B g HEBX}
TCA-)TCA+Other 2,296 27.38 525,048 1,304,902
TCA-)Other 3,841 28.98 574,315 1,734,679
SSRI-)SSRI+Other 4,052 29.98 587,966 1,876,024
SSRI-)Other 3,497 30.55 562,111 1,539,945
NADs-)NADs+Other 1,609 20.32 495,637 904,359
NADs-)Other 2,526 29.99 527,617 1,919,695

22H2 o2 230X YL 4
g

ofX| oot £ oA s

GEHOIA oL MW 4E9
Monotherapy2dt Switching@ HHIE Hi4o=

Yz IPgots

9-72. Hl=SZ9 MLEE FF
HIESE T oo | UF0I 2= | 9E0l o
AR ME | WEEE | ywas | wwss
Monotherapy= 35,225 10,030 28.47% 3.66% 25.49%
Switching= 12,142 3,529 29.06% 3.91% 26.02%
| 47,397 13,559 28.61% 3.73% 25.62%
H 9-73. H=SZ9 MLEE FYEEHHE 01Y)
R Rt RigsiE
Monotherapy= 6,983 1,736 24.86%
Switching= 3,023 853 28.22%
| 10,006 2,589 25.87%
H 9-74. Hlz=ST MAHE FY(EH oI5
Bl FA CHARHS Rl Rfusis
Monotherapy= 28,272 8,208 29.03%
Switching 9,119 2,676 29.35%
x| 37,391 10,884 29.11%
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2912y
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=
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I 9-75. H|=S29 MLUSE FH(FLRH 43 OJTh)
Hlz=Sot A CHAXE Y MLEE
Monotherapy= 32,329 9,264 28.66%
Switching 11,150 3,262 29.26%
x| 43,479 12,526 28.81%
I 9-76. H=S22 MLUSE FH(FLRH 43| 014)
Hlz=S8t TA| CHAXE R s
Monotherapy= 2,926 680 23.24%
Switching= 992 267 26.92%
TH| 3,918 947 24.17%
B 9-77. H|=3STQ| MLEE FH(YUH0| /= ZHHEZETE K|S
Hlz=Sst ™A CHaXI L NLEE
Monotherapy= 35,225 1,292 3.67%
Switching= 12,142 475 3.91%
TR 47,397 1,767 3.73%
B 9-78. H|=322| MLetE FH(YUR0| Sl= UZTH XIS
Hlz=Sst ™A ARl L NLEE
Monotherapy= 35,225 8,985 25.51%
Switchingz* 12,142 3,159 26.02%
x| 47,397 12,144 25.62%
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9.3.4.

% ognzy @
SSRI, NADs#=2 &
TCAE SSRIO| Hi#f nats
Bl NADs®| H|8HIS 2

ZHYEY 2

rin
e
Hu
oX
Hu
1}

= UEY

NADs?I TCA tiH| H|-§aapXQl

MEX
ao

oL
BoL

QLN AFSFRO Yt FXY 24

o mit= TCA,
|22 SSRI, TCA, NADSZ22 UEfL,

WX(OF BEL £ HWSY O EAEHUD

, TCA Y

H2uufd|7f 2 996,7779H $£ZF0ZF
02 YET £33t NADsY
TE =X O Xfo|Jf 0L Yo} SSRI CffH]|

o AX
XN

SSRI| Y|}

H§ T aH| = 20%°] 9= ¢

QY. o F¢ mao Xop7t WL HI| WFO| ZaIt FEOILL IPYota
o
°

H 9-79. 2E X|=F=E 1t

42 HISEUEAEII[2EA)

20| 903 © MWW £ ULt SSRI UH| NADsE ey 3

= [
Q1AL OIUBLT| o 63TAUO| T AQE|E HOT EMEQYT.

PSEYS
Hi2 HEH =11 M | ygamw | uwgamy
S =3 A =7 o2 o2
HIE =t (ICER)
SSRI | 1,569,361 0.7551 2,078,320
TCA | 2045915 476554 | 07133 | - 00418 | 2868079 (Dominated)
NADs | 2204225 634864 | 0.7554 0.0003 2917866 | 2,027.042,243
H 9-80. BE X2ZHZ2E 1St AL HIESMEAMZINI|2EA)
M=
g | PNl sm | ®E | uganw | wgaow
=} E=3 L = SR=RL S22
HIE =t (ICER)
TCA | 2045915 0.7133 2,868,079
NADs | 2204225 | 158310 0.7554 0.0421 2917 866 3,760,333
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&N FUALXSE FYL UXE QUSM I FHY B
Combined
2,500,000
2,000,000 X i
1,500,000 1
Cost
1,000,000
500,000
0 L] L] L] L]
0.71 0.72 0.73 0.74 0.75 0.76
Effectiveness
B SSRI NADs X TCA === Not Dominated

18 9-30. HIBEMUEHZHNI==EH)

ArOE BHOIM HUR BHOR WY

— 0

-

s Qe M| NADs?t SSRIO|| H]|
of B FXIU WFH HSABHIF 189 U $FO2 WP £ EMEHUL. V|
SEMojMet Zo] SSRIQF NADs?ZIe| :ute| Xto[7f 0.00032F U{Q Wop ™MFZFX H|g
uIHPIL 0@ JH FME|E Ho|Y, UpEpA ][R XAt BMo| HAO| Q8|3 Cf ErgY

4 9o o] HQ SSRI UH| NADs?I 9% M 9 owot=g| o 5790| ¢

AQEE HOZ FMEAUL. J|22MY FUSH| 2279 USXEE LIHUYH SSRI
E MI2=Z AXSIE o JPY HERMMY oz WHEL,
B 9-81. BE XREZEE 13t 4 UAE2MZAHEEXR #H)
M=
HIE iy sut S HI2& | H|;§‘_'iu|
=) k=3 A =7 o2 S
HIE =2 (ICER)
SSRI 1,174,967 0.7551 1,556,020
TCA 1,584,240 409,274 0.7133 -0.0418 2,220,878 (Dominated)
NADs 1,747 697 572,730 0.7554 0.0003 2,313,532 1,828,656,320
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1z

AT

Combined
2,000,000
1,500,000 -2 i
Cost 1,000,000
500,000
0 T T T
0.71 0.72 0.73 0.74 0.75 0.76
Effectiveness
B SSRI NADs X TCA === Not Dominated
a3 9-31. =2 ZuE SR )
9.3.5.2. 9w F4
1) FEHY o4
FUYY OO IO FYE ASUSH NUASBL MFOI UAE BN A
oot ZB SSRI?H TCA, NADsOl Hs) 948t joto 2 SMe|oirt
B 9-82. BE X2F=RE 12{dh 4 IHTEAMANSEHR0Y)
e | So sn | ¥ | ugaaw | uees
S =3 21 =7 SRR SRR
SSRI 1,602,939 0.7755 2,066,889
TCA 2,124,639 521,700 0.7627 -0.0128 2,785,680 (Dominated)
NADs 2,246,305 643,366 0.7730 -0.0025 2,905,996 (Dominated)
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981 ot

H>

SEOl IS UXE ALY X FHY BT

Combined

2,500,000

2,000,000

1,500,000 ®

Cost
1,000,000

500,000

0 L] L] L] L] L] L] L]
0.762 0.764 0.766 0.768 0.77 0.772 0.774 0.776 0.778

Effectiveness

TCA X NADs w==@=NotDominated

2) o9t

A O = =2 0
=3UEY YHUAES H

[«)
f
M
oo
e,
)
r2
oy
H

WYL YUOE EMUNS Fgtore FYE
of

o
B HACIRN2H NADs

SM2 Ao AL TCA= SSRIO| | L SSRIO| s}
G QAOX|EE 1 JiMel 3715t X Yo 98F A=A SSRIE X HYCR 1
(o]

b Ol Bty HOR HQICH ot J|BEMAJS UMY Aot

H 9-83. BE XEZEE et 49 UA=2MZEu(HH0|sH

M=
HIE iy sut HSH HIE& | H|;-§‘_'iu|

o [=3 A =7 o2 S

HIZ =2t (ICER)

SSRI 1,566,948 0.7332 2,137,074

TCA 2,013,854 446,906 0.7255 -0.0077 2,775,706 (Dominated)
NADs 2,190,941 623,993 0.7379 0.0047 2,968,960 131,985,288
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Combined

2,500,000
2,000,000 2 ./
1,500,000

1,000,000

Cost

500,000

O L] L] L] L] L] L] L]
0.724 0.726 0.728 0.73 0.732 0.734 0.736 0.738 0.74

Effectiveness

B SSRI NADs X TCA wmsswNot Dominated

a3 9-33. MIA=EA ZuKHE R[S

9.3.5.3. HULHY

MO} uUEA, TCA= SSRI YIS &
SSRIY| B3| Tt FX|2 1O Xo|of UL YT, TEM 2F MY WA oY

S=B| NADs?t SSRIC| H[ol o 63Trelo| H|§O| T AQEL HO2 HMEQICE

H 9-84. RE X=2Z=E 13D 4R UHE=EMZAINFMRY 45| 0|2

blg aS™ 51t 2R | ygsow | wigsom
HIE = (ICER)
SSRI 1,568,365 0.7406 2,117,708
TCA 2,016,022 447 657 0.7275 -0.0131 2,771,164 (Dominated)
NADs 2,199,791 631,426 0.7453 0.0047 2,951,749 135,668,600
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SEOl IS UXE ALY X FHY BT

H>

Combined
2,500,000
2,000,000 X /
1,500,000
Cost
1,000,000
500,000
0 T T T T
0.725 0.73 0.735 0.74 0.745 0.75
Effectiveness
B SSRI NADs X TCA s NotDominated

ME

O3 9-34. AHE=EN Zu(FAMRY 43| 0|7

o

2) BMUAY 49 o

QEF USXEY U FHUAHS WY AXE F YUAHZ 49| ooz Jyid
OR Ho| W FQET MUOI FYH ASYEL NUUEL OlBCIY UAE 2Mg
Alggoficy, 1 Zup SSRIO| HI TCA, NADs? Zite =X|@ H[go| ¢ QYo o=
ot fiQto = LEGTE

H 0-85. BE X2Z2E 133 AL DIZRMATYMLY 43| 014)

XN=E=X
HIE iy sut HSH HIE& | H|;-§‘_'iu|
(<) =3 A =7 o2 o2
HIg S (ICER)
SSRI 1,638,640 0.7824 2,094,289
TCA 2,121,350 482,710 0.7714 -0.0110 2,749,883 (Dominated)
NADs 2,310,212 671,572 0.7758 -0.0066 2,977,851 (Dominated)
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1z

AT

Combined

2,500,000

2,000,000

1,500,000 ‘
Cost
1,000,000

500,000

0 T T T T T T
0.77 0.772 0774 0776 0.778 0.78 0.782  0.784

Effectiveness

B SSRI TCA X NADs =@=Not Dominated

M
A

i

2 NEF2YE ASE UiY UL Loolgict. BE X2FRY 2SEE B
£ 2 O HQICKD JPYOI WAE EAL 2949 Fd W NADs, SSRI, TCA
2OIIX|B NADs?H SSRI UH| mafe] M tu| H|89] It Aot 287p5t f
Ao] 4Zo[QiCt, T8t SSRISH NADs® Hate| Xto[7t U{Q Xtop H|SA|AYL HMOZ

NADS?t 9&F M SIAE oot of 70Tre0] § AREE HOZ

o
Ol E SSRIZH JP% UL HIMQI X|FOLO? WTHEICE

HT
o mlo

L
m
L
]
oX o
4o

H 9-86. BE X|ZZ2E 183t A DIZIE2EMZAINSSE 2Hl)

B2 BSH 511 I ugﬁm

2 k=i - 2570 2570
HIg e (ICER)

SSRI 1,720,297 0.7963 2,160,307

TCA 2,273,193 552,896 0.7128 - 0.0835 3,189,195 (Dominated)

NADs 2,434,596 714,299 0.7969 0.0006 3,054,903 1,140,333,959

GE AEF2Z0| YLK 28 100%2 2SUTHT IPPOIL ULE M Lo
[=]

8t AT SSRIZH IPY HISAIHY oro R
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MUSIDIAT IDU
JUspling U

=

pasng-

1

S4D2Y3|oaH

n—_—
pjjed

i

busby Buijpioqg

£

Ho
Mo
=
4m
12
H>
olo
H
=
of
o
o
a
>
re
HT
1z

g

X
=

2
ol
N

H 9-87. ZE X2Fd=2E 18gt A UA=EMANSSE 100% 7HH)
PSETS|
HI gSH =} Gl HIES 0| ng-;il__'im
=) =3 A =7 o2 S
SSRI 1,848,080 0.8417 2,195,595
TCA 2,631,149 783,070 0.8364 - 0.0053 3,145,678 (Dominated)
NADs 2,656,820 808,740 0.6884 - 0.1534 3,859,669 (Dominated)

2t XEH2Q &30 3t threshold analysis 242 3ot

21 <H 9-88>

o 2T TCAY X|BHZE 3702 #2Eols AWEI0| 25 SSRIPH P gDl

H H A
A ="

M|t SSRIE 28%
2 NADsE 67% O|4Q1 HQ

threshold analysis®l gt £

o 2 Yk

It 50 O EM SSRIZH JPY HISHIHQ RO
HIQBIPHQI IO BMEIQICH Tapy £SO gt
HMYME SSRIZH IR 4| LA

o Wt

H 9-88. =S ==0| Cigt threshold analysis

7|12k threshold analysis
TCA 0.1617 0 - 1: SSRIZf 7F& &ap=ol Chor
TCA-)TCA+other 0.3136 0 - 1 : SSRIZ} 74 g0pHQ1 CHOt
TCA-)other(SSRI, NADs) 0.2908 0 - 1 : SSRIZ} 7t Sat™Q1 CHOt
0 - 0.05 : NADs7} 718 gop9Ql CHot
SSRI 0325 | 005 - 1: SSRIZH 7kt Eapel chet
SSRI-)SSRI+other 0.3850 0 - 1: SSRIZ} 7P S0PQI ot
SSRI-yother(TCA, NADS) 0.2582 0 - 1: SSRIZt 7F& Ear=el oot
0 - 0.67 : SSRIZ} 7k= E0p=0l ot
NADs 03418 057 -1 NADSoH 712 Saiel ch
NADs-)NADs+other 0.4009 0 - 1 : SSRIZ} 712 S1p=Q1 CHot
NADs-yother(TCA, SSRI) 0.2906 0 - 1 SSRIZ} 71&F SopAQl Cfot

HI2S3M Ty | 200022 THHA|

9.3.5.5. TCAZ

TCA 2T Arg
2 £ UELC StX|gH of

o2 F 430

o EfFOIX| ofg 4 UO| O A FUN MUEER Jpyerd &
o

UTEIH| SSRIZE FPY HIS LI CIOrOR HME L),

o FLOIME YA

HAME
=4S

rir
12
Mo
2

-
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Be2H ArgF 2ol iR A

1z

AT

M=
e | 2 s | B | ygame | wigsww
=) =3 L =7 o2 S
uIg =4 (CER)
SSRI | 1569361 0.7551 2,078,320

TCA 2,039,428 470067 | 0.7216 | - 0.0335 2,826,108 (Dominated)
NADs 2,204,225 634,864 | 0.7554 0.0003 2,917,866 2,027,042,243

9.3.5.6. YU U= MEU2= Xt

2 AL WU QLFOD AV WM Yw, $IM WE
30 % 67y oy Yo
OJBLITt. BEX|TH QA o 2
SOl e FFEL @ 2 Afo|S HeITE.

OHOZ H|BHo[o] H|G N

8
£
—
re
oy
H1
Ar
1=
o
Hu
144
rie
)
9
rir
=
ng

x
fllo
=
o

OF
—-
HT
£
L

¥ 9-90. 2= X=2Z=E 12Et 39 UZ=2AZuKURO0| Y= ML=z AIE

e | S am | B8 | ugame | ugamw
IS = (ICER)
SSRI 1,482,048 0.9660 1,534,134
TCA 1,984,114 502,066 0.9620 - 0.0040 | 2,062,396 | (Dominated)
NADs 2,093,860 611,812 0.9623 - 0.0038 | 2,175,961 (Dominated)

UL FUHE XwWo| YUt FQUOT HIUOIYS W IPY HAMQ %ES SSRIZO|

e
UGk, TCA, NADsE SSRI g 225 HES A¥Y LE0| R2 ACE YUHFH.
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%L UxE ALY Y BN B

Combined

2,500,000

2,000,000 X

1,500,000 ®

Cost
1,000,000

500,000

0 T T T T T
0.961 0.962 0.963 0.964 0.965 0.966 0.967

Effectiveness

B SSRI TCA X NADs w==@=Not Dominated

a3 9-36. UH=EAZIHYUHO| U= MU= HBh

9.3.5.7. YU Y= MEUC= X|TH

AYO| FUEX| e Huwo| Qb FQUOR Mol W Jpy uy
NADsZOIQOU o JHM ty| ul§o| FIPTt A7t £8 5ot 4ZHT £ 2
MEIQICE TaEHY A BHOIM IDAUCIH T AN 2010 BE FUs FQ

7

SSRIE 22%F XI8A A HUL2 1ot o] H§FY Aoz HOIL}

12
0
)
b

M=K
e | S | sm | Y| wgane | usamm
"ig =0 (ICER)
SSRI 1,390,697 0.7828 1,776,564
TCA 1,851,580 460,883 0.7439 | - 0.0389 | 2,488,876 (Dominated)
NADs 2,005,481 614,784 0.7862 0.0034 2,550,752 179,242,905
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QLN AFSFRO Yt FXY 24

Combined
2,500,000
2,000,000 3 /
Cost 1,500,000 of

1,000,000
500,000

0 T T T T

0.74 0.75 0.76 0.77 0.78 0.79

Effectiveness
B SSRI NADs X TCA wm==wNot Dominated

7 9-37. BIZEEAMETHYRO0| Gl MUTIOR RIS

USH AT EMS Yo 2$E UBY MUHEL beta HEES FYoo] 10T H

ICE Scatterplot of

SSRlvs. TCA
511 000 KRW ®

-516 000 KRYWY

521 000 KRW H
526 000 KRW H
-531 000 KRW H
536 000 KRW

Incremental Cost

541 000 KRYY

-54d6 000 KRYY
-551,000 KRWY

-556 000 KRW +——————7—————+—7 1
0.0360 yrs 00410 yrs  0.0460 yrs  0.0310 yrs

Incremental Effectivenass

12 9-38. ICE scatterplot (TCA Ci{H| SSRI)
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QN FHASES| FYS UXE RALY X FHY W

ICE Scatterplot of

NADs vs. TCA

160,000 KR P
166,000 KRYWY
150,000 KREWW
145,000 KRYWY
140,000 KR
136,000 KR "
130,000 KR
126,000 KR
120,000 KR
116,000 KR
110,000 KR
. 105,000 KREWW N L.
a | 100,000 KR
® : 95,000 KRWY T T T T

0.0310 yrs 0.0410 yr= 0.0510 yrs

Incremental Cost

Incremental Effectiveness
12! 9-39. ICE scatterplot (TCA CHH| NADs)

ICE Scatterplot of
NADs vs. SSRI

590,000 KR ; *
585 000 KRYY :
530,000 KRYY S
575,000 KRYY -
670,000 KRYY
BES 000 KRYY
BE0 000 KRYY
555,000 KRYY S
550,000 KRYY
645,000 KRYY
540,000 KRYY
535,000 KRYY S

B30 000 KRMWY T T — T
-0.0140 yrs -0.0040 yrs 0.0060 yrs

Incremental Cost

Incremental Effectivensss
2] 9-40. ICE scatterplot (SSRI CHH| NAD)
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Be2H ArgF 2ol iR A

Acceptability Curve

1D A W W W W W W W W W W W W W W W W
. —r—r—+rr —9r—9 99>

M TCA
0.9+ + SSRI
& NADs

0.8
0.7+
06+
0454
0.4+
0.3+

Frobahility Cost-Effective

0.2
0.1

DD & & 4 4 & 4 4 4 4 4 4 4 4 4 4 4 4 4
. L [ BN ST ST Sar Gy mr Sy Sy oy o aay wr w3

0 KRWyr 7,000,000 KRWHyr 14,000 000 KRW/yr
Willinaness to Pay

O 9-41. HIZET $BTMBE FRE U B
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kl

%
Y
ru

My AT WSS US| Aol 2 ARoME MW HAHIE FELHO| it HAIH
THOHEZ FO19 Z %= 2| TUE AASIAUL. Ul =2 HO[EH|o|AZ I=[orHE
(Koreamed), SH&HICIEH|O|A(KISS), 2th=a2L[°EH°|A(KMbase), HMALAY
HMH[A(PRISM), =YYEME, JYFYEME, UFu AP URISS)S, =9 H
O|E{H|o]AE= Cochrane library, TRIP, CRD, PubMed Clinical Query®lX
2010 4¥ 13UNX| HAMZ Sf¥C. U] F2 HO[EHo|A N HMAN JUHZAH
1,9587, FQEY 8,243ULCE F 10,20172° BMEULY. o] FH F Y2X 2
U9 HWARXE HQAUY A F 240 WRPEUL. HYII =7 HAY FHIEY
2 HIIote =32 Assessment of Multiple Systematic Review(AMSTAR)

A2t (Shea &, 2009). 2429 Zidf(outcome)e [y, Y ASFH
(discontinuation), Xr&rol tisfr ZQISIRT. o, MW Gisi HQABIRS W TCA
2} SSRI, SSRIZ NADs, NADs® TCA M| 2 2ol |3t xfo|7t gie= AWt Yif
2Ol Aoz UL ULt AEFH(discontinuation)Z QIS S W, TCAt SSRIC
oflM £Xfgoz QIot FTO| titt A= U X0|2 TCAI &2 ASFHZ &

2ol F © £2 HIZL HYD, BNUD AY FUYME QO3 Xfo|g Ho|: 3

r-

1R

4
M

ot X[O|§ HOlE ZAMM SSRIPt Hf NADsEL H2 43T HALH,
NADs?I H2 %g FUY2 HOlz F2: UUY. NADs? TCA 22

E MM Y A9t Ao YU2H NADs?I M2 42FHS UHUE
AR ¥ BUTL FAOH YERLT. FIIZ XA Ofs HQASIRES W, TCAL
SSRI, SSRI% NADsO| gt 23p7F HIAER2H {ofot Xols U, 4t H|

oy
TOIYS FLols QoY XIOIS HAIY SO AUk F 2429 HFHY 2o of

— — 0
ofo] AmMIIE et Hup 2910] HO| |owE HItH HLE= A1l moderates 9
highe 15122 YEGT,
o AN E AYE T2 20049 XI5E °|g% HAAZAWL HWOIH M2 %Q

22 (NADs)Q| Argo] TUX|goATr 53T 7Ho] 2(2006'd), 789 8Mo A
(20074), 1069 4X0| 2(20084H)0 2 FIIHSe Ho|D o] 200419 260 5
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D]jOD) 2ADIYFPIH PIsDY-IUIPING |

i

Buiypioq

KatiaBvs
NUoDY

Q&H FAASE UL UXE RARH X FHY B

Mo] A(SNRIZ+Z[ErR)0l HI3H HL71EL Xfo|§ ZototE2: W2 FIIE ot U
22 ¥ & AN XU FYLEN MY YHS MMEH YIXQ 2ERE YHM U
£ HUQHIIME TCAZl 98| 40.21%=2 2P¢ WU, SSRIZF 25.9 H
W2 H22 HYD 422 NADs, Othersd #AE HUG. HLQWoME
SSRI+NADs?I 5.79%%=% 2P %A1, TCA+SSRI, TCA+NADs?I 5.37%,
3.21%E ZZ YUEED. YEYHYE oM TDUQMOIM AUYH, A FUSH
TCA, SSRI, NADs #AME HD, H{AHYME SSRI+NADs, TCA+SSRI,
TCA+NADs2| &Mz U, 3l FUSHH YHEHT. £A4+=IEE HI| ol HXE=
B3 pEoME B[O g2 HAEH Index date? FQEH| MYYHS A Y
2 H0M SSRI UEQWo| 87,576%(27.50%)92 MY WD TCA UEQY
86,220W(27.07%), NADs TEQ# 52 752%(16.56%), SSRI+NADs
31,947%(10.03%), TCA+SSRI 31,211% (9.80%) £°|Lt,

LEF XS 2 B 9A4Y AU 65.80%UH  Hopo] HIGL2
56.51%%=2 g #X7r WX Aol vt 100F X2 H|§Z XXtz A U
AL, FAEIE ALE Y AE XFAME o HIZEE ¥ 66.34%(
211,279%/318,490%)&2 UEIGHT. 2XtQ| Lpojo] W2 H|ZZ MTHHE ‘60-694
b oF 3,662% UOE Y W HIEES AX|OIYL, IO E ‘50-59MI'2F ‘70-844)
b oF 3,300 ¥, 3,100% We=z G2 HES XXYE ¥ & UY. FPI H[Z2
‘70-84M’, ‘60-69M’, ‘50-59MI'] &M=Z ZtZt 13USHYU, 12T4HY, 11TU3HY
oz W2 H§S Hut

TN ®YEMA 180¥% JIE EUA+3TE MPRO FH 52%, Persistencye
118.08¥%°|Y. 75%°/42] MPRZ HQI #Xfe| H[Z2 34.12%, 90¥% O
Persistency2 HQl 2Xto| H|Z22 64.30%2 YEIHCI £A&ESE FU¢2 O)X|:
Q0l0 tiet ofHF BAM A MPRY F o, WAL FURHAOlM TR Fol, 2
QOH-LMIE R OTIEF MFE Fol, YAOH, AAFOH, L FHEHI(CCHAM Y|
MdmEet, LAY, BF S oY uEyo
et ol Ues ALz A;QIEAUY. Persistencyd FLoAe
TCA+SSRI, TCA+NADs, SSRI+NADs#, Index date O™ ¥,

—_
QoA MAPYOHOL HITIRY LTOY, Uyt FUrUN SUNEH, wx
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2 AH%ME index datefE 67H¥ ©I4iQ] XUAXE HI2OtL index datefH
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Akincigil &, 2007

Adherence to antidepressant treatment among privately insured patients

A= . ) )
i diagnosed with depression
NXIEE Med Care 2007;45:363-369
A7t 2003.1-2005.12| Xt=E 0|t
27h7|m O|=2/2F 3002 Ho|A MZsH= Northeast United Statese| k=, 2laf, i@l
= OlE(dESeY ZahstH JTE K=
MR 18M| Ol MRIEE FR RSBCE ZIHEIR LSiX}
serhE =3 NNE Ui MUIX| R2F HE 22 22K 254F0| glofof g
AHel7|= -
Index date ojzolo
ggl HHAE=
Rx pattern
3|2 X|ZAE = 165
(FU period)
Older generation(TCAs, MAO), Newer generation(SSRI, other)

e 2R Filot MEQ0| ool R2F TIHHES CHAXI| oF 50% Hx=7t 22 AZQ|
ARSHE =23
7| £238k= RBAIR = A 165 S AlZte] 75%E XI&E 832

=3 F9 X&7| £#8E= MPR 75% O|Mo =2 7|&8
F=2 switchst 42 X=20A FA7|7} QICHH +8dl= AR &

AoC Ey =3Z(refill adherence)= AUSHTRIZ(ZAMYUXL, FO{Ys, =27t A )0
claim historiesO|A] RIEHHES SHIAENE &0I5H7| 2|sH 0|&Et. Clinical
classification softwareZ 0|31 EFE|U2(Claim historiese= HT7|7H=0¢t
63%2| CHAXIZL HATE HM2loln 53 olafel QiEIRE B2 A= LIEfH, 37%=

SHrEis R2Z FloHk2 0|F 33F SOt psychotropicsE MQlstm 671 0|Ae| k22
INEEE)
A0 SHEEE S0 KR, & 8, £8 &2 HWES 08, CVD/H Z&t
ZAE EMof| Z&tet

HEU= HERI AF
Y7 AH0| =245 GHA X7 224E 2357 =2 ACE LIEE. 2471
w27 22 AZSE comorbid alcohol abuse, other substance abus2| 2X|7t
Ql= XL, CVD/UHAMY MENZt 270 O|MQU= &Kl SR2H 7AM U=2 XS

242 Qo| USXIZE AlRSt 42 £87t JUZ. it MELIE FA HEs SXE0AIM

I Lo
g47] 3 &35 H2l SXS0M 41.5%7t X&7| S =85 RAIE
X715t 52 =32t #Est 22o= 0IR A5, HIERESH 2= 018

ITL— —

-

— 3

Al F2olo| FHUBOIRIL NS
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Bogner &, 2006

Patterns of Early Adherence to the Antidepressant Citalopram among Older

Py . .
I= Primary Care Patients: the PROSPECT Study
MA™HE Int'L. J. Psychiatry in Medicine, Vol. 36(1) 103-119.
27|zt PROSPECT study AA7(|Zt (=2LHoll AZ=0] JUX| L)
=27}/71 Ol=/8352| 2074 1xt Q27| ¢S
1) DSM-IVZ|&9] major depressionO|Lt minor depression (DSM-IV 7|& 37H0|AS
Ot=SHH Hamilton Depression Rating Scale (HDRS) &4 10F o|Ao|1 XA 12
M= Ol B40| X&El= 4P) TITHZ B2 AM0|H 2) 60A| 0]40]1 3) informed
consents & 30| 2 4) Mini-Mental State Examination (MMSE) 18%&
O|&0|1 5) SHE tia7tsst ekt
AHe7|= PROSPECT study protocol &=
Index date . o .
o] Mz UE0A M2 it
Rx pattern
(7t 3F, 6F, 9F, 12F
(FU period)
ot E&  citalopram el
Of 2h20tcH XSt ofo| J+13Y HRFES Yoptn O YWRUN H2 AES
=38k Fo| M2/ 5t 1 XIOIE AMZE H2 29| Jie2 7HFSI0] 80%0|H0|H +SHoR
9|
Latent ClassE FH5t0 2t classLioiA known adherence (80%0[|4 XM= A4S
Ao HM HS 40| 7|2E AS), unknown adherence (XEEl kO] JHZLt CIA| 7HA0FE!
EOT T oo| 4yt 7|ZEIK] %S AS), known nonadherence®| M| & BXto| HIST 2%
X718 SEE H1 Zt classE adherence 37z2ez Ao
ks Charlson comorbidity index0ll £0{7h= Zet=Sat =] 2&t=0]| thst Yes/No
=== ZES0IN SILIZtE YesZ EHolReH SHHES0| QICtn Ho| (H&H)
HEoS e ofsl
known nonadherence 72 referencem 2= FQUS f, HHOIULE known
ARl adherencem0l| &8 &E0| =11 A=5t AIELe+SF unknown adherence0l| &8t
SE0| *E
EHQ0I9|
Ho|7|zt

Brook &, 2006

A= Nontricyclic Antidepressants - Predictors of Nonadherence
MAPEE J Clin Psychopharmacol 2006;26:643--647
517 |2t 2000 42 ~ 20014 42
=717 HZ2t=/X|HUAS0| 2 RISt prospective cohort
MHIIE 1) 18M ol#o|xr 2) R2F B0l w2t LRXESHE FsHH 3) index date 67HEHT
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S50t SIREMIE XMeUE Ho| 2 nontricyclic $22HIE index datedi| x{gfdtot
k=0 RIeH 4) UHZEOZE H HEXIE Olshetn He 4 Uz AR

A7z -
'nd‘ijg?ate 20004 43 ~ 20014 4& Afoloil nontricyclic ERSKIE &EEior =0l 2 X
o
Rx pattern
HED|Zt General Practitioner7t st 2l4 2 g7H2l
(FU period)

= H
e EF

ofgwd Hlw g

gjo

Medication Event Monitoring System (MEMS)E 0|23} £Hst 1
(18~30A[ZHHO| XetEl BHUZ Fofst I ), 2) F7F B2 (MEE S+E =160
(o]

MEMSE ¢ 3=), 3) FURAIYs QHOlY HLoz o5 HX| Y2 &)

=38 B4 M X #=38% Holo| &2 D|Xls ROIS2 tiHs BEAM I CiHa BN
SHEES somatic disease
HEU= e ofst
CHASEM M= 2ol Cheh 2HAQl XtMI7t SHIE EUUSE RO|5HA SI7IAZD
R0l Al Aol XI@E 8K eim <k Chst 2HAC! XIME 71X AFRYSE EAZAIUSTE
L0I5HA| 00f 77kt
HEQ0I9|
Ho7|zt

Cantrell &, 2006

Methods for Evaluating Patient Adherence to Antidepressant Therapy

A= A Real-World Comparison of Adherence and Economic Outcomes
MNX|EE Med Care 2006;44: 300-303
517 |2Zt 2001.7.1 - 2002.6.30
2747 0=/ IHCIS National Managed Care Benchmark database

M7=

H77|ZF SO AT 13| 0|4 selective serotonin reuptake inhibitor (SSR)E &gt
22 184 Ofafe| MOl

AT 712t S FUEEE, U4 VIR0 = - of=0] tigt 7 K=t A=

P
HEPE ao mojs
'”disg‘fate 2t BiXj0| Q0] HT7|ZH SOt X SSRIO| Thet 7[QUE Lt
Rx pattern  Index date O|F 670t SH+17|7F 1 SO SXES2 MEIIE0| Heoto{orst, index
BAIZE  date O G/HE EOl0l= SSSH| HTARL YoM 925 T EotKolz
(FU period)  XI=tEk2 F=7Jt Qlofof &t

SSRIAIZ(Fluoxetine , sertraline, citalopram, escitalopram, IR paroxetine,
paroxetine CR)

1. MPR(Medication Possession Ratio) : index date 0| 180¥ O|LHol| 2=
SSRIMHE 22 UKol 2 180YUE Lb= 2t

2. XA2FTE X200l AN 15Y7te| 7tH0| U= BRE & X=7
Therapy)2 index dateRE X|EZT £= 180Y 0|0l
UXMIEK| S| Emp2 B

. ZKLOT, Length of
Otx|at Mgfo| ZLt=
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3. MPR/LOT : 180Y SQt 80% MPRE 7HX|HA 15¥7to| X|2SE 7t glo] Z|Ast
N It =g X&st=s Xt ZES oI fl &

47 Zo=2 L EAEH : HIX|&Z(nonadherent), X|&=(adherent), X|2H
HZA(therapy change), & HZz(dose titration)

Charlson comorbidity index with Dartmouth-Manitoba and Deyo modification&
0|235t0] EASH F71MQ1 SHIEISH H4AZ2E= 1) Charlson IndexE AlAtGH7| $sH

Gibson &, 2004

a SHras . A 7

= SE OIREIQE 74 0|20l ZHAfEHO| CHEt TR, 2) £0f LME HMA| &MuizA%, 3) £0d
HiOME! Xju} QFEZIHo| QR

)

Kok -

]

=210l -

2 BAQ0I0]

- Ho|y |zt

o

The impact of olanzapine, risperidone, or haloperidol on the cost of

8 schizophrenia care in a medicaid population

MRIHE Value Health 7(1):22-35

izt 1995\ 18-1998'H 92

271/7/  US / Michigan Medicaid

A7 |2tSet ARUESS AREot7| 1270 Tof| 2z 2¢Ho|Y =2 A& 1H
HH7IE olez FLUZES(CD-9 = 295.xx)22 TIE2 SkXt

medicaid eligible for 1 year before and 1 year after index date

HT0rE 27 O|A2 index dated: 3020|LHO| 2 Atz
A=7|E= index date 90T 7|7t S0t 600 RSt BRI
Medicare dually eligible

Index date ° o -
o] 19963 12 - 19973 9& Ato|e] Myt
Rx pattern
vy 3 months, 12 months
(FU period)
otemt BER olanzapine, risperidone, haloperidol
3 month continuation
&2 Fo| Time to discontinuation (30 O|2te] gap 1)
Medication Possession Ratio (12 months)
=8 24 ZF A7 o] Ml &3k H|n
SHEE -
Hgoe -
EHEHL0l ALK
#HHR019|
Eo7|zt B

Hunot &, 2007

A cohort study of adherence to antidepressant concerns and treatment

H=
preferences
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MZAIHE Prim Care Companion J Clin Psychiatry 2007;9(2)
7|zt 2000 9=ojlA 20024 5
=71/71¢ A=

HH7IE

18-74M| EXIZ2 SLSHE MZ XMYUE2 SiX}
C|OJE{H|0|A ZAU7|ZH HMAUM 7 O|LHol| SRS Rehat2 Btxt

| &<
SPENE JHE OfLfiof XMUE2 ZA0| U= Xt KL

AHel7|= HUE AIAS0| {22 CHAXE
E712 MSXL
Index date
ol i
Rx pattern
a2t 47, 370E, 671
(FU period)

o5z £5

1) 0|2 H ZF S AIFUA 22X S80F =0l
OloF E25IK| U= 7
—_"1 |Jo LS A

.|
oz SEY &2 oM g*2H =222 SHotA=X!, i
olmAEoM E8712L X2SHEYS oMet dolsiM ZFSIU=X], AHEEel

2) HZ=H B4 Primary nonadherences(SREME AIREIA| 22),
discontinuation, recommencement(EZLH0|E 8% 0| 288, X|& 2

3) ZF&0l(intermittent) adherence: &R2X 228 X|&dH= X2
MARS(Medication Adherence Report Scale)-6=2&t, Xt7|7|QAl 5& M
ZF47} 6&(low adherence)~30&(high adherence)-Z XA 0|2 CiA| 0|12
HLZ 247 OA, 24™ D|2keZ |ow, highZ F&2

4) adherence behaviour2 Z£X5}7| {lall prescription refill datagE £&&h
670l FU7|Zt SOt SI28H 28Ut 222 refill issue dates?t H|m, 471
Ol refillst 4= &R2H 282 XI&, 47HF 0|2H0|H non-continued use

&2 BN -
SHrals -
HEoS -
SARSHE MZ MLHS HAQ] Ao ot S’-WOI QA S22 x|=0f CHl
QAP MiESSt ME, XEE f% A=, ER2H S8 7I), el otE, OE X|=0|
HEHQ0I st M5, X|BE X|&sH= SS9l & 5t 227 o EHo,_P 22{(Beliefs about medicine

questionnaire252E specmc concerns subscale, BAf2, MU0l 27 &M,
mystery, ‘42| 2, 27|guE EE), EHRIMIPQ-R)

HHRQ19|
ezt
Kotlyar &, 2005
ps| = Update on Drug-Induced Depression in the Elderly
MNEIEE Am J Geriatr Pharmacother 2005; Vol. 3(4): 288-300.
A2t searches of MEDLINE 1996~March 2005
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271/ 7|13 O|=/ University of Minnesota

MR F2 LIS AEEl= S0l s TRl TR0l FAIREIE YA,
(hly'o 1l yum

SIXFOIET Ol EE ASE XIp0l =22 EEA
SRARI(R)sin, EriReol 32 Meld £t YR OF2(0), isotretinoin,

HNelz|E
1201 interferon)?! A= H2=!

Index date
el

Rx pattern
BRI -
(FU period)

paspg-aduaping [PUciIbN

1

LOIS0N FE AEE AUS0t R2T B Lot AMS JIss 27719 =2
HMe=E SI¥CH, siE A=2 Ll 2=

oS BRI EtH| 2A=Z(Antihypertensive Medications), XIZIXSHA|(Lipid-Lowering Agents),
TE|ZAHZ0|=AH|(Corticosteroids), MEHA OAEZH 42| HEK|(Selective
Estrogen-Receptor Modulators), 7|E}

AO
=3 F9| -

=3k 24 -

HFEISH -

Axusby Guljpioqpjjor) 24DdY3jPaH

Mullins &, 2006

Comparison of First Refill Rates Among Users of Sertraline, Paroxetine, and

| =2
A= Citalopram

MAIHE Clinical Therapeutics 2006;28(2):297-305

A7zt 1999.1.1 ~ 2002.6.30

=7H71 o= / o] H2|IHZEY YFA=E S Xtz (3UHIte| T|=HX})

1) index date0ll LtO[7} 18~64M0|12 2) 2F TITh A (ICD-9-CM=290.13, 290.13,
290.21, 290.43, 292.84, 293.83, 296.2, 296.3, 298.0, 300.4, 301.12, 307.42, 307.44,
309.0, 309.1, 309.28, 31I, or 648.4), posttraumatic stress disorder ZIThAE
(309.81), 2 social anxiety disorder ZIEH A (300.23)0| U1 3) index dateZt
2002 12 1 O|F0|H 4) XMefer HHZF0Xt20| index date 180YUTEE] Z|AStH
index date 30YO|Z7IX| A& RU0{OF 5tH 5) Z|ASH index date 30UO|IE K| =5t
N=S

rx
X
N
P

1) Z&0|Lt HAMEES TIEH (ICD-9-CM=295.1- 2959 296.0, 296.1, or 296.4-296.9),
obsessive compulsive disorder ZITt (300.3), &2 panic disorder ZITH (300.01,

AHe7|= 300.21, or 300.22)% HES ARRHO|LE 2) index date§— 180 O[LHofl 27H O|Ate| SSRIZ
SAl0f £ AR (27Hzot| = JHO| SSRIE XMUfEQtLE = JHe| SSRIE tHZto}
AtEshE AR

Index date  1999.1.1 ~ 2002.6.30 ALO[0f| sertraline0|L} paroxetine &2 citalopram2 XS

el MEe
Rx pattern A x{HIA0| 1 5HILE X MHIZEE 152 = 7|7t
paplpt T ReSTT A m AeasTH e S e
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(FU period)

ofgal H2  sertraline, paroxetine, citalopram

A MYl 15HILE R MULZHE 158 & O 21 7|20 index SSRIZ CHA|

Ao xO
== B Juis (refil) Aol HIS (12T SAOIML 26iL 152 & 71 7170

|

onlp

3= 24 U refill HIE Hlw, CfHe 2X|AE 3|HEAM (refill=1/0)

stiEs 1 o 8
agole 1 o =
o

242 Qo| 722Nt QIZEEN RE0M paroxetineS index SSRIZ £ ARYEC] refill HIE0| )
e 5t 'F2 (sertralineo] HI|aH) 3
#AHR219| A AUL,Of 160ILE H MUL=RE] 1569 B 2! 712 (U= EAolM= 2dHLE 8
Holzt 159 5 71 71zh g
T

Olfson &, 2006 a2
R= Continuity of Antidepressant Treatment for Adults With Depression in the ,3

- United States -
MRHE Am J Psychiatry 2006; 163:101.108 3
S|zt 1996-2001 -
27H 7|1 O/= / Medical Expenditure Panel Survey(MEPS) ;
FEEL= Y= X=E AR 18M| 01d2] golez 1) X|ZAIEH A 302 O|LH ®

M= S 42, 2) XM =7 (2tel 0Y2 A=l 602 el SHet B2, 3) = :Z

Alst 2 902 014 XIAs Z2E Zt

AR7|2ksQE etxE2F=((lithium, carbamazepine, valproic acid, divalproex,

M7= . PR = Shrhe =t
gabapentin, and lamotrigine)2| Al20| E1E SXt= H|2lE
Index date ~
o)
Rx pattern . . -
ﬂgf ; Medical Expenditure Panel Survey(MEPS)Q| SEXt= 21 Bt SOt 69| JHE
B oleme sof @k
(FU period)
National Drug Codeo0f 2l 3222 LIHZEL &22H|(antidepressants),
S=0tH(anxiolytics), &™AMHSFE(antipsychotics).
2M 2Xo=z S28M= C2a 20| &8l SSRis(selective serotonin reuptake
ols B inhibitors), SNRIs(serotonin-norepinephrine reuptake inhibitors; Fluoxetine ,
sertraline, paroxetine, fluvoxamine, citalopram, Venlafaxine, and Venlafaxine
extended-release), 7|Et MZ2 &22X|(Mirtazapine, Bupropion, nefazodone),
A& E= 7|E} 7|& 2Z (trazodone, doxepin, monoamine oxidase inhibitors)
=3 F9 30Y oy X|=7HH0| US ER RE SHRE 7t3FH
A ot 2 0|t ER2H XIRE STHet IS0 31 0y XI&st OS2 L0
= AS)
=0
=8 B4 £t Mg 30 St 2R2H XIRE K&t a0 SHE I8 H 31 o4 90
OlLHofl X|2E HTHet JE1 90 ol XIRE X|&et O 7F Y™ E3 Y MH|A
2o SRS W0 XI0|7F UEXIE HItE
SHEIS -
HgE -
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Pattena &, 2004

A= Drug-Induced Depression: A Systematic Review to Inform Clinical Practice

MNX|IEE Psychother Psychosom 2004;73:207.215
i s Py 19804 0|F
=27}/71 FHLICE / University of Calgary
SERQIHIHUANITOITA EITE SHYUHS 0|23 =28 HEAY
ME|= — 2235 E= RSB US| HoIA et thsh 27E MEsHALE Hioie
IHE NiZ&t
1. HIRALIEAIMGITOBN EtEiEt SIS 0123 42
— Mol ZHE Mot #IN 7|TE Shlgh £+ gls; SEtdE EHX| AL
UHX|X| et2 S2HSE LIEHH
2. TRQIHANCITOITA EIESIX| 52 SHUHS 0|83 AP
HeriE — HOIA Hgtdof sl 2AHE FMBstAL BITe] ZHE MIESHK(E 7|=E o|ditE2
g3t 2252 LEHHXIE om0 Xl 28502 715E 4 Qs olyugol wMg
AR
3. HIT R HANCITOITA EIESIR] o2 SHUHS 0|83 AP
— Mol 2HE HMSsHA| Zet
Index date
ol
Rx pattern
HED (|7 -
(FU period)
_ 201 1t HICHE|=
#olx| Efoisol chpray | Do oI EEE
=A
Yod|= o= e e
corticosteroids, contraceptive | H-2 blockers, HMG-CoA
olsa1 gz fE5Y=E implants, GnRHA, reductase inhibitors,
T QoJ|= o= interferon-a (in hepatitis C), interferon-B (in multiple
interleukin-2, mefloquine sclerosis), tamoxifen
|I'_AII-IO§
22=zM0=2
U=E= propranolol, sotalol bucindolol
o|MEES
Yosl= o2
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=HEHRQI -
2HR019|
Hol7|z7t ]
Sawada &, 2009
A= Persistence and compliance to antidepressant treatment in patients with
- depression: A chart review
MA™HE BMC Psychiatry 2009, 9:38
A7t 2006 42 19-2007H 3E 31 Af0| MBo= e o=7|HS WESH &kt
UM ZIRAE[HoH, T2l 37 710 &gt
271712 a) Department of Psychiatry, Saiseikai Central Hospital, Tokyo, Japan, (b)

Asakadai Mental Clinic, Saitama, Japan, and (c) Ohizumi Mental Clinic,
Tokyo, Japan.

rx
X
N
FM

1) 55 S2EL=E FTHEI(ICD 10 EHEFIA=0| Q6 F32 £ F33) &22A|
E0E &7| Alzkst EXL, 2) SR2X FHE 8| ™ 674 o|Liof| o
SHEAMMUZ(0IE B0, ER2H|, 7IE2HHH|, stEoter U shEMMetE)E B BiX|
o]

M E= FX ICD-10 AHEFIE0| 25 SEHES0| UL 27t 27 &=

= =
MEPIE gorysr u ey 29 Hioim
Mo X3 =g wes olF eHE
o
UXN Aut Y W 7120 il £7| SRS XIR0| st XEES XMz WE
Rx pattern OIF 1, 3, 67HE A=A HIHE.
BE|7t orok SIXPt O EE HEY JIECE St H 0|4 WESHK| i 2R XE FHeE
(FU period) et
DHoF SIXPL URE o Z LUK 22 R Eel SHUXPL &
s22x|o| 512 2222 imipramine equivalents(MIE)2 &HAHEL = 100 IMIE
otsH BE= mg= ZtZt paroxetine 26.7 mg, sertraline 66.7 mg, fluvoxamine 100 mg,

Milnacipran 100 mg, and sulpiride 200 mgzt S5t

AO

MPR 0|&

MPRYQ|: 22X RX2US MAMECE StXto o6 SEE UXZE Lhx 2L

PE 22H A= x7| FR2EM|9] MPREAN| Q0| &3, A HIZCIO[OK|ITA
SHEOHN| = 4EHAQ SuE HIISH| €510 univariate general linear model0|
0|2, General linear models (fixed-effects model) 2 2 Fulet 2=
HSEE0 Hot LIES EME S3E.

e e oS

ol

% =21 O HAO

HEk= HIZCIO|OMMEIA =CtH| = 4T X
#HHR0I sy UE 8=

BR010)

== siot R ol
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Sewitch &, 2008

Medication use and nonadherence to psychactive medication for mental

| =2
A= health problems by community-living canadian seniors with depression
MAIHE The canadian journal of psychiatry 2008;53(9):609-620
A7zt 20024 58 -12&
=271/ 7|8 FHLICHXt23: Statistics Canada, &AL Canadian Community Health Survey
65A| Of&f
M T2 P85S TESP| ML DSV JIE N
merhE R25 B30 ME Y2H =3=E FMoly| el R25= 4712 IES
TE(major, comorbid major, depressive symptoms, no depressive symptom)
Hel7|= Az HAESHEoH
Index date ~
Ho)
Rx pattern
A2 -
(FU period)

A7 ER -

Non-adherence: Z¥AI0] Z&30F aH= il HlsH &7 283t o2 288

AOE= X0
£S= 84 gzl 2ol aLR

&=3= 24 -

SHIEst 36712] 2HYEISHAEN
2oz x|t 127023t 7122FER, AD, E2H/AIdES &0l UE, +H U=0| thsh 4%

|
HE, JE, Z=YH, 7H77Y, 0, 2201, g, 7FPAS, 12718 oo
AAYENZE Filat MEQ|, FX[Q|, CHE Q=01 oF, 72 27, TF,

AR Positive Interaction Scale(0-167), AlJAQ| Mz, T59| e Swit E26t
A= St=Xl GR, ESHE, FHH A, A4S 225 oUAE KA RS
B, [ THIEefR, 223 0/2] CIE FUEO EXH0R, AFXH

#HRQ19|

ezt

Stein &, 2006

Antidepressant Adherence and Medical Resource Use Among Managed Care

A= . ) . .
Patients With Anxiety Disorders

MR PSYCHIATRIC SERVICES 2006;57(5):673-680.

Aozt 2001.7.1 ~ 2002.12.31

012 / =2 EE & 9l 30 BRTYEY FTAEE Bl A2 (2595t 0jNo)

at _ -
PR s s
1) H77(2F LHoll Z|ASH 1 0|4 Venlafaxine, Venlafaxine extended release,
M7= Fluoxetine , sertraline, paroxetine, paroxetine controlled release, citlopram2|

S22 XS EtT 2) 18M| 0[A0|H 3) index date O|F G7H&Zt &HEQt X|RE
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22 0| g 4) index date O 67H&nt 0|F 1270E SOt ALXNMo= HEX|HAZS
FXABIRSH 5) index date 0™ 670w} 0|F 12718 SO &|A 15| 0|4
EQ0LEM(ICD-9-CM = 300.01, 300.21~3, 300.30, 309.81, 308.30, 300.02, 293.89,
300.09, 300.00)2H0|Lt LEZ(ICD-9-CM =296.2, 296.3, 300.4, 311.0)2 SHtst

SUBM= TEH B2 Ho| U= A

L7z FAREEO|LE A=M Fojel E77F UL S-AR| UES M2 XMo| U= AlE
|ndeX date A X sl =HIS HIS Lt
o] 2001.7.1 ~ 2002.12.31 Afojof| A SR=H xMLS &2 <
o
Rx pattern . = STt (X 7t stog < [HE{ gl 217t o 2 mHEq
A7t index date® 12707t (X 67127t &22H ALS THE 2 127127t 22018 mH
(FU period) &)

o5z £5

=

2= (SSRILt SNRIE Fofsh= 2txiEel FefasSk ez 2])
z

AO
=3 F9|

adjusted MPR (multiple medication0| Z2 7|7t MUE ZR TXl= EALULE
E30f 7HAD ) 80%Q! AlZtel HIg

2,
o

S gaHA2(adherent, dosage titrated), 22w x|=(adherent, medication
change) - 0|83l 227t |EH|E, S=QMHIE, CIE 2AUAHIE, SHIE Hlw

Forrom(f ME 23 - Hl&27(non-adherent), 28 (adherent, no change),
py=Y=1

SHEE Charlson Index with Dartmouth-Manitoba and Deyo modification,

HEAUS AS
SCIEONEE JIEI Sxte| SREN FUSE(40%)7t REEE Sttt EAHE 71z
BIRE(47%) 20 XS, SQHENTE 71X B2 &RSHe| 8HE ZHotHLiitrated;
43% vs. 58%) LIZ R2M=E wHSl= HIE(25% vs. 40%)0| HUNCE IUZ.

HHRQI Filnt FMEoofA| ZIRE e SXtEe FU-3EIt SR 717l 7H46% vs.

38%)1t LESS SHIGH SOIEINZ(50% vs. 44%) BE0AM O SUS. ESH HAln
T2o0A TIRE dh= SAXE2 BHE HITK| LS HIE(64% vs. 43%)0 wHgt
HIE(42% vs. 27%)0| =UZ. p<¢.001 for all comparisons

EH2AR019|
Ho|zt

FICEEF Ol index data ® 67HEn & 1271

Van Dijk &, 2007

Patient risk profiles and practice variation in nonadherence to

==X
A= antidepressants, antihypertensives and oral hypoglycemics

MX|IE=H BMC Health Services Research 2007, 7:51

oA17|7+ 20013 0|% dispensing registration database0f| Dutch general practice

== registration databaseZ HA|EH X2
HIE2t= / Netherlands Institute for Health Services Research, The
Netherlands, 2Utrecht University; Faculty of Pharmaceutical Sciences,

=27t 7|1 Department of Pharmacoepidemiology and Pharmacotherapy, Utrecht

Institute for Pharmaceutical Sciences, Utrecht University, Department of
Health Psychology, Foundation for Pharmaceutical Statistics

rx
X
N
FM

SAAIE CIO|EH|O]AAM 2001 St SR2H, YUHEUH = F7 YGLME
=& 2tXt Jk2dl 2 Haof tiE Xzt 2F U= SXIE ZetE

* 283 SAEE HO| Y FS T4
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J-25Uaping |PUCHIDN

Aol 1S U8 98
= * Pre-period0fl Q] Cl27|2HIZ = Xel7|E Q= A AT
ndex date S 2282 130 £ iR wilol olaf F4tE 1) 27| B8, 2) At Sola
ndex date ;| xeis 20004 stes| S 2002 Ablols HMS Zio] gim 20014 2
2 2219) Hgo| QU 222 Holg
TS} 20[#S ChSut Zo| FAME;
1) 20014 OfX[9F XEte| B UKt A HM MUUXIE AESeh OFX(E Kol
Rx pattorn  SELXIE o 2002130 sete
TR 2) BRYUKIR} AR AYEIH AlXidnt ZR2YU Ato|of FOIE FoS ARt
|_E7||_ _7.<_EOI0| = oAz |_|_|_ IS ALESH
(FU periOd) SoxT=Z— S 2T T = =20
3) CH2 HR0ME 80%0|5te| 2252 71Xl SiXlE 2ok=oldioz 7ixEt
4) 2 SF0lME 2001E0] E|ASH M| 7EX|Q] MRS IRl HI|F0 SXE
theez &
clo|E{to| A0 EEHE RE XutALE= ATC(Anatomical Therapeutical Chemical)
olsa1 iz EZXA sl ZESIEUS
TR SI22H|(ATC-code NOBAY= M| ZHKIZ LIS TCAs (NOBAA), SSRis (NOBAB),
7|EH B22RI(NOBAF/NOBAX)
asc Ho| CIE AF0lME 80%0[5t2| =38 71T SKIE SU=0de= 7| w2t

80%Z cut-off point2 gt

Uaby bulpioqp|jo) IDdY|PaH pasHl

M

1) 2 AF0AM 22k=0[30] CisH 80% cut-off point= Q|&Y

2) M2tA 70%E THESF ooz FEstHA Fek=0[2Hof tsif 90% cut-off

pointtf CHh 22 RS FHE
=3 &4 3) L5t linear model2 0|25t =

HudE Fyg

4) EXI7t practice levelolA Mg 20|HS

analysisg AlAIgt

o

ot AR FHE 220 Aj0]O

e
Jon
i
o
i
o
ol
<
o
or
2
<
c
5]
<

3

EX7} HojEfH|o| A0 SEE S0l EEEEHK70.K90, 1Y A<,

S . _x|= ks
DEHAHZELEES, ICPC-chapter POIM 7|t A2|RIE0| JJU=XIE HIHRY
HEAUS sy LHE ei=
Agn AFo| nE. ARH X0l et X2E usSsFE, QsEE JE|, D1EMHE
LRt
LHR0I HIMTHOIM OlFaliz2 0[2) 12ME2| QTR o MTAHERE 0|Fai2 2l7att
Y Zefo] LR YFS FHolod HmE,
LESH S| HEMEH(SAIYE, iAF E= X2t &7 ME)E =3
HURQI9| =
P C R
=
12.1.2. 7| &=
Ahn &, 2008
Classifying patients by antipsychotic adherence patterns using latent class
A= analysis: characteristics of nonadherent groups in the California Medicaid
(Medi-Cal) program
SpNESIE] Value Health 11(1):48-56
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7|2t 1999-2003
=27}/71 US / California Medicaid
HT7|IZH S 1H o4 HUREESAMHEOR HTE J|20| U= &K} (ICD-9 =

M7=

295.0-295.9, or the word "schizo")

Nonschizophrenic psychosis (ICD9 = 291.xx-294.xx)
U= Aol (ICD-9 = 296.00-296.19, 296.40-296.89)
2235 X2l (ICD-9 = 296.20-296.39, 300.4x)

other affective disorder (ICD-9 = 296.9x)

anxiety (ICD-9 = 297.xx, 300.xx)

Hel7|= substance abuse (ICD-9 = 303.xx-305.xx)
personality disorder (ICD-9 = 301.xx)
X0 (ICD-9 = 290.xx)
7|ef HAIEISE (ICD-9 = 299.xx, 302.x%,306.xX-314.xX. 316.XX)
index date LIO| ¢ 18Xl
index date X Z7|247|& U=IXt
Index date ~ of & ) - =1htol
ol 1996.1.1 - 2003.12.31 At0|2| & antipsychotic XM
Rx pattern
HE7 |2 12 months
(FU period)

o5z 22

23, 2 antipsychotics, B FAH AFBOHREE 2 FA2SE F2tof Hlw

== 39

Medication Possession Ratio

Number of prior antipsychotic drug therapy attempts

Time to switch antipsychotic medication

Duration of uninterrupted therapy (15 0|2t gap &)

Polypharmacy (60 0l4 271 0|At2] antipsychotic X{getg SAloll AT U=

32

2|9 57IX| &2& HHCIXISE latent class analysisZ cluster?oz 2325t &
o3 EMol M2t 2 clustergE Ea3SEC 2 Ha|st F cost outcomezt
CIE Ad&IES Hlw

swEs s
sgog -

mEesl 9ol 57f XIS PF SoreSwel BEgls 20ISE B
TR0l

g U7

Chodick &, 2008

Long-term persistence with statin treatment in a not-for-profit health

A= maintenance organization: a population-based retrospective cohort study in
Israel
MAEHE Clinical therapeutics
Pimedrd, 1998-2007
=7t/ 71 ojAztd
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Q&H FAASE UL UXE RARH X FHY B

1995-1998H01| planoil S=5t Azt

1998 1€ 1Y 7|= 18M ol A2l

AEEIS MZ 0128 ARHAENS HII5H| fI6H index date™ 3ESQH AEEIS
285X U2 AlHeZ HI

199814 12 1Y -20061F 122 31U 15| O|AF AEIEIZ 2835t Alzt

AMI, 5/EM AZEHICD-10: 410-414), PCD(440-447), 28X AlEFI(428), |zt
HHxH433-438)

rx
ox
N
A

Hel7iE -
Inde,ggf e 4 EojURIZ index datez molat
Rx pattern
7|2t -
(FU period)
LDL-CE 7|ZE22 379 28 HFst
low efficacy: fluvastatin 40mg Ols}, pravastatin 40mg 0[st, simvastatin 10mg
0la}, cerivastatin 0.2mgolst, lovastatin 40mg Olst 2 BID 10mg O|st
e 2R moderate efficacy: fluvastatin 80mg 0[5t, cerivastatin 0.382 0.4mg,

rosuvastatin 10mg 0l|3t, simvastatin 20mg =& 40mg 0|3}, atorvastain 10mg
high efficacy: efficacy: simvastatin 80mg, atorvastatin 20mg0|4!, rosuvastatin
10mg Of4), pravastatin 80mg, lovastatin 80mg

Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

Proportion of days Covered(PDC) = Xzl & AEIEI -index dateFE]

XZ2E2AI-/ALY/2007H 78 171X 7|22 FHolst, PDCIt 80%0|&0(H

adherent, 20%0|4f 80%0|310|™H Partially adherent, 20%0|5t0|™ nonadherent2
=3 F9 Holgt

Persistence: refill sequence modelzt PDC RHZEE M=l J4

PDC7t 80%0[4F O|HA] + R0{|7|2+0] 30Y 7|=(0ZACH SHER| AEL

AFEO| CHE MUXVIX| 68Y 042 ZutsHH nonpersistentZ &.)

L
=
E|
—_

mio
0E

&
ro

CIE A=E XS AEIEl 82F0| H3l= persistentE £,
a2c 2M persistence= &XtQ| A X|=7[Z+S2t0 THal ALE=IUS.
2idz 2M2 ffsl PDC 50%7|& Rol7|Zt 302E J|E22 Y

-

=2 A

Charlson Comorbidity index &&
SHHEE (B, 73R, COPD, 555 0429 AlEZet HY, ot 7t

AIDS)

ol

[0

=

o

=0
rora

, AlOH, ZJoH,

ggoE -

QITE M A, HE, ZESHH(RIIR, O, AHE, 012), HEX|H(0|AztAe| £,
=25, ), =8

HH0I MEAMA X2 poverty index(712AS, WEALA, crowding, ER4F, XISkt
A7), F71M MEXIE AR 2N, o|AZIAS| Z< O|TIXt7t Blot O|RIXte| A
O]AZIH HFEI|ZHOIZIS AIMEE index dateZtX))2 HIte

BRI

. =
xo|7[7H index date?|

Curtis 5, 2009

Improving the Prediction of Medication Compliance

=
M= The Example of Bisphosphonates for Osteoporosis
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MRIEE Medical Care . Volume 47, Number 3, March 2009
7|2t 1998 1&2E 20054 7€

|ZHH&10| X, AFX | 5 | O o 5
27171 0|2 / 8742 BIZHEEo| EAF CHAX|0) 75t Q= 2F 17,000,000%0] T3t 0=

health care organization?| X+ ©|0|E

M7=

Hel7|= -
MZ& bisphosphonate AF2Xk= CIE bisphosphonate X2t gi0| Z|ASH 671
Index date O|=0f XIZE Alztolz SXIZ Holgt
Ao 671 o|S0| XMS2e2 EE3| bisphosphonate X2t0| & UWE bisphosphonate?]
index dateez ZHolgt
Rx pattern
BHE|Z2E bisphosphonates £7| X2 & 147te| 222 7|5t
(FU period)

o457 2R

b

o
Rl
Hu
N
4
Jjr
Q'E
|0
tu

XM HFHOIHE MESH 82fnt XS0 2o sEf Sof &
drug class-specific MPRO|| &l &2=2 ANEt

&+2r 9| drug class-specific MPR2 index date 0|0] MU= AU=Eo| & ECEHZ &6t &
0|2 index date 0|%2| calendar timeS=Z L= ZUCE AXE!
MPR=80%E &89 threshold2 Ztx=&t
1) 13 AIEQ| bisphosphonates?| MPR1t CHE 2FZH9| MPRZS 95%2| AME=E
71l kappa statistics2 01235}10{ pair-wise agreementE A&
2) CIE 2k=79| index dateO| bisphosphonates?| index dateECt 0|SY AL
Ao HA =3k MEZ 25t 1271 thdl 6702 oIESHZSEL| 19%)
sem = 3) 1-year bisphosphonate MPR =>0.800] CHst Zt2 AtESE7| 2I5H0] multivariable
logistic regression modelsZ O|E&H(ZE QI7atx FHH, AUMX H4 HE
olz7|& 0|8, XtH(discrimination)] é"*xlol computed the AUC EE EE'—
statistic2 X&)
SHIES index date O|X 67HE SOt EX Aot XIttnt ZHE Zatof chalf MEE
HEUS -
24HL0! -
2019 B
ol |zt
Yu &, 2005
M= Persistence and adherence of medications for chronic overactive
- bladder/urinary incontinence in the California Medicaid program
MXRI™EE Value Health 8(4):495-505
HA37|2t 1999 1&-20024 4&
2717 US / California Medicaid 20% random sample
18M| O|AtQ| 2HXt= 1999 7&-2001E 48 AtOlofl OAB/UI XElek=2 AT
MY7I= H17|7kS0E 28 0|4 OAB/UIZ TITH2 MHIIESO0| U7HLE index date 30Y

0|=0l OAB/UIZ ZITHE2 Ho| U= &t
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HelriE 18A| O|2to| BkX}
Index date 199911 724 - 20011 4% Alolol & OAB/UI M2l
Mol
Rx pattern
2HET|ZE 6 months, 12 months
(FU period)

o457 2R

oxybutynin, oxybutynin ER, tolterodine, other drugs

Time to discontinuation (30! O|2te| gap )

&2 X9l o ) :
Medication Possession Ratio
6 month discontinuation vs. no discontinuation &7t H|1, discontinuation
a8 2EAM group LH restarters vs. non-restarter 157t H|W, Cox Proportional Hazard
Model on persistence, Logistic regression of MPR)0.8
SHEls Urinary Tract Infection, H|2t, 22Z, skin infection, fall/fracture
HEAUS UTI drug, topical drug, antipsychotic, S22
Discontinuation: index drug (tolterodine) -, topical drug use -, polypharmacy
A QO + H|ZH + R2F +, 2E=ZFHUT) +
e Adherence (MPR)0.8): OAB/UI ZIEt - index-drug(tolterodine) +,
index-drug(oxybutinin ER) +, previous UTI drug use -
HEHRL219|
Hop7|zt
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Koreamed

#1 antidepress™® [TI] OR antidepress* [AB] 294
KISS - oM, olerskzof

#1 g2EA 7,018
KMbase

#1 S22 1714
PRISM (Z2|ESTA, =7HXARE, SESL= M)

#1 S22 210
=3 (CRlZ, Sl=g, StaX|, QEYIXI)

#1 A=A 3237

TSU-ME (G |eFEATHE ATETIN, S=g, sEusstaTHY Sfl=R, SUsskl=g,
A, ZIIXMEE o|eksh)

#1 2= 227
RISS (Bfl=2, ZLisaXl=2, ZFl=)

#1 22| 4437
=2| #M Hjo|EH[o|A (~2010F 48 132) ok F< il
Cochrane (Cochrane review, DARE, HTA)

#1  MeSH descriptor Antidepressive Agents explode all trees 4074
TRIP systematic review
#1  (title:antidepress™) 11474
CRD Search (DARE, NHS, EED HTA)
#1 MeSH Antidepressive Agents EXPLODE 1 55371
PubMed Clinical Queries
#1 Search _ (("antidepressive  agents'[MeSH]) AND  systematic[sb]) AND 139674
systematic[sb]
#2  Search (("depression'[MeSH]) AND systematic[sb]) AND systematic[sb] 1,012A4
43 Search . (("depressive  disorder'[MeSH])  AND  systematic[sb])  AND 182074
systematic[sb]
#4  Search #2 OR #3 2,137
#5  Search #1 AND #4 88471

- 312 -

MNION

3 Jouc

$DC-2dUdPINE

=

JY3J|DAH Pk

aby bupioqgnjjo) 240

fou



fruaby BuiIpioqp]jo) IDIYIPAH PIsDY-dU3PINT [PUCIIDN

QSN FUAXSEY FYLS UXE QAUEM B

o

A8 82t

12.3. U478 =¥ =5

Ui F2 HoEHIo|AN Me HHN SHUDY SHAMANL IWSH 1,9587,
392% 8,243U02 F 10,2017 2N 2 oISt 14t HED
AT YSH 07, IYSH 196U MF o2 AESIO 12470 2%12
HEIUG, AFHOZ WSS YA AT 1002°| HIHEIO 240 MU, M

o

He ohed 2ot

f

Mo rx

ral

2=
/=

—

sy

Anderson,|.M.(2000).

Selective serotonin reuptake inhibitors versus tricyclic antidepressants: a meta-analysis of
efficacy and tolerability.

J Affect Disord 58(1): 19-36.

Anderson,|.M.(1998).

SSRIS versus tricyclic antidepressants in depressed inpatients: a meta-analysis of efficacy and
tolerability.

Depress Anxiety 7 Suppl 1:11-7.

Anderson,|.M. and B.M.Tomenson(1995).

Treatment discontinuation with selective serotonin reuptake inhibitors compared with tricyclic
antidepressants: a meta-analysis.

BMJ 310(6992):1433-8.

Bauer,M.,P.Tharmanathan, et al.(2009).

The effect of Venlafaxine compared with other antidepressants and placebo in the treatment of
major depression: a meta-analysis.

Eur Arch Psychiatry Clin Neurosci 259(3):172-85.

Bech,P.,P. Cialdella, et al.(2000).

Meta-analysis of randomised controlled trials of Fluoxetine v. placebo and tricyclic
antidepressants in the short-term treatment of major depression.

Br J Psychiatry 176:421-8.

Barbui,C. and M.Hotopf(2001).

Amitriptyline v. the rest: still the leading antidepressant after 40 years of randomised controlled
trials.

Br J Psychiatry 178:129-44.

Cipriani Andrea AU: La Ferla Teresa AU: Furukawa ToshiA AU: Signoretti Alessandra AU:
Nakagawa Atsuo AU: Churchill Rachel AU: McGuire Hugh AU: Barbui Corrado.(2010)
Sertraline versus other antidepressive agents for depression.

2010.Cochrane Database of Systematic Reviews: Reviews

Cipriani,A.,T.A.Furukawa, et al.(2008).

Does randomized evidence support sertraline as first-line antidepressant for adults with acute
major depression? A systematic review and meta-analysis.

J Clin Psychiatry 69(11):1732-42.

Cipriani,A., P.Brambilla, et al.(2005).
Fluoxetine versus other types of pharmacotherapy for depression.
Cochrane Database Syst Rev(4): CD004185.

- 313 -



4z
Jhu

M

|
- O

ro

2=
bl

Gartlehner,G.,R A.Hansen, et al.(2005).

Discontinuation rates for selective serotonin reuptake inhibitors and other second-generation
antidepressants in outpatients with major depressive disorder: a systematic review and
meta-analysis.

Int Clin Psychopharmacol 20(2): 59-69.

Hansen,R.A., G.Gartlehner, et al.(2005).

Efficacy and safety of second-generation antidepressants in the treatment of major depressive
disorder.

Ann Intern Med 143(6):415-26.

Hotopf,M.,R.Hardy, et al.(1997).

Discontinuation rates of SSRIs and tricyclic antidepressants: a meta-analysis and investigation
of heterogeneity.

Br J Psychiatry 170:120-7.

MacGillivray,S.,B.Arroll, et al.(2003).

Efficacy and tolerability of selective serotonin reuptake inhibitors compared with tricyclic
antidepressants in depression treated in primary care: systematic review and meta-analysis.
BMJ 326(7397):1014.

Montgomery,S.A. and S.Kasper(1995).

Comparison of compliance between serotonin reuptake inhibitors and tricyclic antidepressants: a
meta-analysis.

Int Clin Psychopharmacol 9 Suppl 4: 33-40.

Montgomery,S.A.J.Henry, et al.(1994).
Selective serotonin reuptake inhibitors: meta-analysis of discontinuation rates.
Int Clin Psychopharmacol 9(1): 47-53.

Nakagawa,A..N.Watanabe, et al.(2009).
Milnacipran versus other antidepressive agents for depression.
Cochrane Database Syst Rev(3): CD006529.

Nakagawa,A..N.Watanabe, et al.(2008).

Efficacy and tolerability of Milnacipran in the treatment of major depression in comparison with
other antidepressants: a systematic review and meta-analysis.

CNS Drugs 22(7):587-602.

Omori,|.M.,N.Watanabe, et al.(2009).
Efficacy, tolerability and side-effect profile of fluvoxamine for major depression: meta-analysis.
Journal of Psychopharmacology 23(5): 539-550.

Steffens,D.C.,K.R.Krishnan, et al.(1997).
Are SSRIs better than TCAs? Comparison of SSRIs and TCAs: a meta-analysis.
Depress Anxiety 6(1):10-8.

Silva de Lima M, Hotopf M.
Pharmacotherapy for dysthymia.
Cochrane Database of Systematic Reviews [serial on the Internet]. 2003; (3)

Smith,D.,C.Dempster, et al.(2002).

Efficacy and tolerability of Venlafaxine compared with selective serotonin reuptake inhibitors and
other antidepressants: a meta-analysis.

Br J Psychiatry 180: 396-404.

van den Broek,W.W.,P.G.Mulder, et al.(2009).

Efficacy of Venlafaxine compared with tricyclic antidepressants in depressive disorder: a
meta-analysis.

J Psychopharmacol 23(6): 708-13.

Watanabe,N.,|.M.Omori, et al.(2008).

- 314 -

fMuaby BuIIDIOGD]|0) IDIYFDIH PIsDG-2IUIPINT JDUOCIIDN



fMusby BuiIpiogD]jo) 2ADIYFDIH PIsDg-adUapIng [PUOIIDN

o%
Ho
Mo
=
4m
12
H>
olo
H'|
=
of

%L UxE ALY Y BN B

M

|
- O

ro

2=
bl

Mirtazapine versus other antidepressants in the acute-phase treatment of adults with major
depression: systematic review and meta-analysis.
Journal of Clinical Psychiatry 69(9): 1404-1415.

Weinmann,S.,T.Becker, et al.(2008).
Re-evaluation of the efficacy and tolerability of Venlafaxine vs SSRI: meta-analysis.
Psychopharmacology (Berl) 196(4): 511-20; discussion 521-2.

- 315 -



4z
Jhu

12.4. YHEH =5

Ui F2 HofEHIo|AN Me HHX SHUDNY SHAMANL F 10,2012 A
ME|D, SYo| K2 Yoste] 1% AEY A 19620 MAYEHUD
810] 124710 2A12 MAYEQUCL. HFHO2 YD LI A 10020| HHHEIULL.

pQg-23uUaping o

UHME MY M BRI AEC|DZ Reviewdt Ol F9 147, UAZO|
92T WAL ofd F$ 1OIC. YLIN %ol HEAZ MW ofd 39 6072
2 MQIEIUD, S KM DI ofd 9 AOIUCH £ AU HUSAX} ot

, MY AN SNl BUE FFHUOET WY HFEMAW

WL oY Fe 7 x
HAIEO] UX| %S HQ OHUQE MUIHCE. AT EUE 2HO| ofpe| A7
ol HAEO UK YL FL

map HF 2 MYA| HHYEY 2HS

—

o e 2o,

HHX{IAS:

Review?} ot'd

e

outcome®©| HAEX] S
HFEM AWME NABIX] %S

of ZeE 20| YUK

=0
4
olo

SESESECE®ES
12
ol mo
r~
il
o
=
FJ
N
)
oc

<)
o

HH |

2

ral
10
Jhu

Anderson,|.M.(2001)
Meta-analytical studies on new antidepressants. 1
Br Med Bull 57: 161-78

Arroll B.,C.R.Elley, et al.(2009)
Antidepressants versus placebo for depression in primary care. 3
Cochrane Database Syst Rev(3):CD007954

- 316 -



fruaby BuiIpioqp]jo) IDIYIPAH PIsDY-dU3PINT [PUCIIDN

QSN FUAXSEY FYLS UXE QAUEM B

o

A8 82t

HiXE 22 ==

HH |

At

o
T

Arroll,B..S.Macgillivray,et al.(2005)

Efficacy and tolerability of tricyclic antidepressants and SSRIs compared with placebo
for treatment of depression in primary care: a meta-analysis.

Ann Fam Med 3(5):449-56

Ballesteros,J.(2005)

Orphan comparisons and indirect meta-analysis: a case study on antidepressant
efficacy in dysthymia comparing tricyclic antidepressants, selective serotonin reuptake
inhibitors, and monoamine oxidase inhibitors by using general linear models.

J Clin Psychopharmacol 25(2):127-31

Barbui,C.,M.Hotopf,etal.(2002)
Fluoxetine dose and outcome in antidepressant drug trials.
Eur J Clin Pharmacol  58(6):379-86

Beasley,C.M.,Jr..S.C.Koke, et al.(2000)

Adverse events and treatment discontinuations in clinical trials of Fluoxetine in major
depressive disorder: an updated eta-analysis.

Clin Ther 22(11):1319-30

Boulenger,J.P.,A K.Huusom, et al.(2006)

A comparative study of the efficacy of long-term treatment with escitalopram and
paroxetine in severely depressed patients.

Curr Med Res Opin 22(7):1331-41

Casacalenda,N.,J.C.Perry, et al.(2002)

Remission in major depressive disorder: a comparison of pharmacotherapy,
psychotherapy, and control conditions.

American Journal of Psychiatry 159(8):1354-1360

Cheung,A.H.,.G.J.Emslie, et al.(2005)
Review of the efficacy and safety of antidepressants in youth depression.
Journal of Child Psychology and Psychiatry 46(7):735-754

Chuluunkhuu,G.,N.Nakahara, et al.(2008)

The efficacy of Reboxetine as an antidepressant, a meta-analysis of both continuous
(mean HAM-D score) and dichotomous (response rate) outcomes.

Kobe J Med Sci 54(2):E147-58

Cipriani,A.,C.Barbui,et al.(2006)

Are all antidepressants really the same? The case of Fluoxetine : a systematic
review.

J Clin Psychiatry 67(6):850-64

Cipriani A, T.A.Furukawa,et al.(2009)

Comparative efficacy and acceptability of 12 new-generation antidepressants: a
multiple-treatments meta-analysis.

Lancet 373(9665):746-58

Cipriani,A.,T.LaFerla, et al.(2009)
Sertraline versus other antidepressive agents for depression.
Cochrane Database Syst Rev(2):CD006117

Cipriani,A.,C.Santilli, et al.(2009).
Escitalopram versus other antidepressive agents for depression.
Cochrane Database Syst Rev(2):CD006532.

- 317 -



o

Jhu

e 23 2=

—

HH |

AR

T

Cole,M.G.,L.M.Elie, et al.(2000).

Feasibility and effectiveness of treatments for depression in elderly medical inpatients:
a systematic review.

Int Psychogeriatr 12(4):453-61

Cole,M.G.,L.M.Elie, et al.(2001).

Feasibility and effectiveness of treatments for post-stroke depression in elderly
inpatients: systematic review.

J Geriatr Psychiatry Neurol 14(1):37-41

Delima,M.S.and M.Hotopf(2003).

Benefits and risks of pharmacotherapy for dysthymia: a systematic appraisal of the
evidence.

Drug Saf 26(1):55-64.

delLima,M.S.,M.Hotoph, et al.(1999).

The efficacy of drug treatments for dysthymia: a systematic review and
meta-analysis.

Psychol Med 29(6):1273-89.

Einarson,T.R., S.R.Arikian, et al.(1999).

Comparison of extended-release Venlafaxine, selective serotonin reuptake inhibitors,
and tricyclic antidepressants in the treatment of depression: a meta-analysis of
randomized controlled trials.

Clin Ther 21(2):296-308.

Fekadu,A.,S.C.Wooderson, et al.(2009).

What happens to patients with treatment-resistant depression? A systematic review of
medium to long term outcome studies.

J Affect Disord 116(1-2):4-11

Furukawa,T.A.A.Cipriani,et al.(2007).

Long-term treatment of depression with antidepressants: a systematic narrative
review.

Can J Psychiatry 52(9):545-52

Furukawa,T.A.,H.McGuire, et al.(2002).

Meta-analysis of effects and side effects of low dosage tricyclic antidepressants in
depression: systematic review.

BMJ 325(7371):991

Gartlehner,G.,B.N.Gaynes, et al.(2008).

Comparative benefits and harms of second-generation antidepressants: background
paper for the American College of Physicians.

Ann Intern Med 149(10):734-50

Gartlehner,G.,P.Thieda,et al.(2008).

Comparative risk for harms of second-generation antidepressants : a systematic
review and meta-analysis.

Drug Saf 31(10):851-65

Geddes,J.R.,.S.M.Carney,et al.(2003).

Relapse prevention with antidepressant drug treatment in depressive disorders: a
systematic review.

Lancet 361(9358):653-61

- 318 -

IION

3 Jouc

25D(]-23UBPIN:

Y3|paH p

1N

)d |

o

Aduaby Buypioqpjjo



=]
Ho
Mo
=
4m
12
H>
olo
H
=
of
o
fllo
a
>
rir
)
re
HT
1z
%2
o

A8 82t

HH |

HiRIE 25 22
A e

Girardi,P.,M.Pompili,et al.(2009).

Duloxetine in acute major depression: review of comparisons to placebo and 3
standard antidepressants using dissimilar methods.

Human Psychopharmacology 24(3):177-190

Guaiana,G.,C.Barbui, et al.(2007).
Amitriptyline for depression. 6
Cochrane Database Syst Rev(3):CD004186

Hansen,R.,B.Gaynes,et al.(2008).

Meta-analysis of major depressive disorder relapse and recurrence with 3
second-generation antidepressants.

Psychiatr Serv 59(10):1121-30

Hazell,P.,D.0'Connell, et al.(2002).
Tricyclic drugs for depression in children and adolescents. 3
Cochrane Database Syst Rev(2):CD002317

Hazell,P.,D.0'Connell, et al.(1995).

Efficacy of tricyclic drugs in treating child and adolescent depression: a 3
meta-analysis.

BMJ 310(6984):897-901

fruaby BuiIpioqp]jo) IDIYIPAH PIsDY-dU3PINT [PUCIIDN

Hetrick,S.,S.Merry, et al.(2007).

Selective serotonin reuptake inhibitors (SSRIs) for depressive disorders in children and 3
adolescents.

Cochrane Database Syst Rev(3):CD004851

Holm,K.J.and A.Markham(1999)
Mirtazapine: a review of its use in major depression. 6
Drugs 57(4):607-631

Hughes,S.and D.Cohen(2009)

A systematic review of long-term studies of drug treated and non-drug treated 3
depression.

J Affect Disord 118(1-3):9-18

Jureidini,J.N.,C.J.Doecke, et al.(2004).
Efficacy and safety of antidepressants for children and adolescents. 1
Bmj 328:879-883

Kasper,S. and J.P.Olie(2002)

A meta-analysis of randomized controlled trials of Tianeptine versus SSRI in the
short-term treatment of depression.

Eur Psychiatry 17 Suppl 3:331-40

Katona,C.and G.Livingston(2002)

How well do antidepressants work in older people? A systematic review of Number 3
Needed to Treat.

J Affect Disord 69(1-3): 47-52

Katzman,M.A.,A.C.Tricco, et al.(2007)
Paroxetine versus placebo and other agents for depressive disorders: a systematic 6

review and meta-analysis.
J Clin Psychiatry 68(12):1845-59

- 319 -



o
Ju

HH |

HiRIE 25 22
A e

Kaymaz,N.J.vanOs, et al.(2008)

Evidence that patients with single versus recurrent depressive episodes are

differentially sensitive to treatment discontinuation: a meta-analysis of 3
placebo-controlled randomized trials.

J Clin Psychiatry 69(9):1423-36

IION

3 Jouc

Keller,M.B.(2000)

Citalopram therapy for depression: a review of 10 years of European experience and
data from US clinical trials.

Journal of Clinical Psychiatry 61(12):896-908

$DG-2IUIPINE

=

Kennedy,S.H.,H.F.Andersen,et al.(2006).

Efficacy of escitalopram in the treatment of major depressive disorder compared with
conventional selective serotonin reuptake inhibitors and Venlafaxine XR: a 1
meta-analysis.

J Psychiatry Neurosci 31(2):122-31

Y3|paH p

D

d

o

Lima,M.S.and J.Moncrieff(2000).
Drugs versus placebo for dysthymia. 3
Cochrane Database Syst Rev(4):CD001130

Machado,M.,M.Iskedjian, et al.(2006).

Remission, dropouts, and adverse drug reaction rates in major depressive disorder: a
meta-analysis of head-to-head trials.

Curr Med Res Opin 22(9):1825-37

Aduaby Buypioqpjjo

Menting,J.E.,A.Honig, et al.(1996)

Selective serotonin reuptake inhibitors (SSRIs) in the treatment of elderly depressed
patients: a qualitative analysis of the literature on their efficacy and side-effects.
International Clinical Psychopharmacology 11(3):165-175

Mittmann,N.,N.Herrmann, et al.(1997)

The efficacy, safety and tolerability of antidepressants in late life depression: a
meta-analysis.

J Affect Disord 46(3):191-217

Moncrieff J..S.Wessely, et al.(1998)
Meta-analysis of trials comparing antidepressants with active placebos. 3
Br J Psychiatry 172:227-31; discussion 232-4

Moncrieff,J..S.Wessely, et al.(2004)
Active placebos versus antidepressants for depression. 3
Cochrane Database Syst Rev(1):CD003012

Mulrow,C.D.,J.W.Williams,Jr., et al.(2000).
Efficacy of newer medications for treating depression in primary care patients. 3
Am J Med 108(1):54-64.

Mulrow,C.D.J.W.Williams,Jr., et al.(1998).
Treatment of depression-newer pharmacotherapies. 8
Psychopharmacol Bull 34(4):409-795.

Nakagawa,A..N.Watanabe, et al.(2008).
Efficacy and tolerability of Milnacipran in the treatment of major depression in

comparison with other antidepressants :a systematic review and meta-analysis.
CNS Drugs 22(7):587-602.

- 320 -



fruaby BuiIpioqp]jo) IDIYIPAH PIsDY-dU3PINT [PUCIIDN

QSN FHASEY FYS UKL RQUEM ¥

o

A8 82t

HiXE 22 ==

B AT
A

Nelson,J.C.,K.Delucchi, et al.(2008).

Efficacy of second generation antidepressants in late-life depression: a meta-analysis
of the evidence.

Am J Geriatr Psychiatry 16(7): 558-67.

Neumeyer-Gromen,A.,T.Lampert, et al.(2004).

Disease management programs for depression: a systematic review and
meta-analysis of randomized controlled ftrials.

Med Care 42(12):1211-21.

O'Connor,E.A_E.P.Whitlock, et al.(2009).

Screening for depression in adult patients in primary care settings: a systematic
evidence review.

Ann Intern Med 151(11):793-803.

Pampallona,S.,P.Bollini, et al.(2002).
Patient adherence in the treatment of depression.
Br J Psychiatry 180:104-9.

Papakostas,G.l.and M.Fava(2007).

A meta-analysis of clinical trials comparing milnacipran, a serotonin-norepinephrine
reuptake inhibitor, with a selective serotonin reuptake inhibitor for the treatment of
major depressive disorder.

Eur Neuropsychopharmacol 17(1):32-6.

Papakostas,G.I.,C.H.Homberger, et al.(2008).

A meta-analysis of clinical trials comparing Mirtazapine with selective serotonin
reuptake inhibitors for the treatment of major depressive disorder.

J Psychopharmacol 22(8): 843-8.

Papakostas,G.I.,.S.A.Montgomery, et al.(2007).

Comparing the rapidity of response during treatment of major depressive disorder
with Bupropion and the SSRIs: a pooled survival analysis of 7 double-blind,
randomized clinical trials.

J Clin Psychiatry 68(12):1907-12.

Papakostas,G.I.,R.H.Perlis, et al.(2006).

A meta-analysis of early sustained response rates between antidepressants and
placebo for the treatment of major depressive disorder.

J Clin Psychopharmacol 26(1): 56-60.

Papakostas,G.I.,M.E.Thase, et al.(2007).

Are antidepressant drugs that combine serotonergic and noradrenergic mechanisms
of action more effective than the selective serotonin reuptake inhibitors in treating
major depressive disorder? A meta-analysis of studies of newer agents.

Biol Psychiatry 62(11):1217-27.

Papanikolaou,K.,C.Richardson, et al.(2006).

Efficacy of antidepressants in child and adolescent depression: a meta-analytic study.

J Neural Transm 113(3):399-415.

Rief,W.,Y.Nestoriuc, et al.(2009).
Meta-analysis of the placebo response in antidepressant trials.
J Affect Disord 118(1-3):1-8.

- 321 -



2=
= HH |
g 25 22

Ruhe H.G..J.Huyser, et al.(2006).
Switching antidepressants after a first selective serotonin reuptake inhibitor in major 5 =z
depressive disorder: a systematic review. 8
J Clin Psychiatry 67(12): 1836-55. 3
SilvadeLimaM.and M.Hotopf(2003). o
A comparison of active drugs for the treatment of dysthymia. 8 a
Cochrane Database Syst Rev(3):CD004047. g’
Taylor,W.D. and P.M.Doraiswamy(2004). :
A systematic review of antidepressant placebo-controlled trials for geriatric o

T . . 3 ]
depression: limitations of current data and directions for the future. o
Neuropsychopharmacology 29(12): 2285-99. P
Thase,M.E.B.R Haight, et al.(2005). =
Remission rates following antidepressant therapy with Bupropion or selective a
serotonin reuptake inhibitors: a meta-analysis of original data from 7 randomized 1 r
controlled  trials. &
J Clin Psychiatry 66(8):974-81. a
Viguera,A.C.,R.J.Baldessarini, et al.(1998). i
Discontinuing antidepressant treatment in major depression. 5
Harvard Review of Psychiatry 5(6): 293-306. ;
Watanabe,N.,|.M.Omori, et al.(2008). ®
Mirtazapine versus other antidepressants in the acute-phase treatment of adults with 8 ;
major depression: systematic review and meta-analysis.
J Clin Psychiatry 69(9):1404-15,
Wijkstra,J..J.Lijmer, et al.(2006).
Pharmacological treatment for unipolar psychotic depression: Systematic review and 3

meta-analysis.
Br J Psychiatry 188:410-5.

Williams,N.,A.N.Simpson, et al.(2009).
Relapse rates with long-term antidepressant drug therapy: a meta-analysis. 3
Hum Psychopharmacol 24(5):401-8.

Wilson,K.,P.Mottram,etal.(2001).
Antidepressant versus placebo for depressed elderly. 3
Cochrane Database Syst Rev(2): CD000561.

Woolcott,J.C.,K.J.Richardson, et al.(2009).
Meta-analysis of the impact of 9 medication classes on falls in elderly persons. 3
Archives of Internal Medicine 169(21):1952-1960

Eckert,L. and C.Lancon(2006).

Duloxetine compared with Fluoxetine and Venlafaxine: use of meta-regression
analysis for indirect comparisons.

BMC Psychiatry 6:30

Schmitt,A.B.,M.Bauer, et al.(2009).

Differential effects of Venlafaxine in the treatment of major depressive disorder
according to baseline severity.

Eur Arch Psychiatry Clin Neurosci 259(6): 329-39.

Tsapakis,E.M.,F.Soldani, et al.(2008).
Efficacy of antidepressants in juvenile depression: meta-analysis. 3
Br J Psychiatry 193(1):10-7.

- 322 -



paspg-aduaping [PUciIbN

1

Axusby Guljpioqpjjor) 24DdY3jPaH

QSN FHASEY FYS UKL RQUEM ¥

o

A8 82t

HiXE 22 ==

B AT
A

Murdoch,D. and S.J.Keam(2005).
Escitalopram: a review of its use in the management of major depressive disorder.
Drugs 65(16): 2379-2404.

Barbui C, Furukawa TA, Cipriani A.(2008)

Effectiveness of paroxetine in the treatment of acute major depression in adults: a
systematic re-examination of published and unpublished data from randomized trials.
Canadian Medical Association Journal

Einarson TR.

Evidence based review of escitalopram in treating major depressive disorder in primary

care (Provisional abstract).
International Clinical Psychopharmacology [serial on the Internet]. 2004; (5)

w

Silva de Lima M, Moncrieff J, Soares B.
Drugs versus placebo for dysthymia.
Cochrane Database of Systematic Reviews [serial on the Internet]. 2005; (2)

Beasley,C.M.,Jr..B.E.Dornsief, et al.(1991).

Fluoxetine and suicide: a meta-analysis of controlled trials of treatment for
depression.

BMJ 303(6804): 685-92.

Bridge,J.A.,S.lyengar, et al.(2007).

Clinical response and risk for reported suicidal ideation and suicide attempts in
pediatric antidepressant treatment: a meta-analysis of randomized controlled trials.
JAMA 297(15): 1683-96.

Davidson,J.R.,P.Meoni, et al.(2002).

Achieving remission with Venlafaxine and Fluoxetine in major depression: its
relationship to anxiety symptoms.

Depress Anxiety 16(1):4-13.

Dubicka,B.,.S.Hadley, et al.(2006).

Suicidal behaviour in youths with depression treated with new-generation
antidepressants: meta-analysis.

Br J Psychiatry 189:393-8.

Gilchrist,G. and J.Gunn(2007).
Observational studies of depression in primary care: what do we know?
BMC Fam Pract 8:28.

Gunnell,D.,J.Saperia, et al.(2005).

Selective serotonin reuptake inhibitors (SSRIs) and suicide in adults: meta-analysis of
drug company data from placebo controlled, randomised controlled trials submitted to
the MHRA's safety review.

BMJ 330(7488): 385.

Hammad,T.A. T.Laughren, et al.(2006).
Suicidality in pediatric patients treated with antidepressant drugs.
Arch Gen Psychiatry 63(3): 332-9.

Hamrin,V. and M.C.Pachler(2005).
Child & adolescent depression: review of the latest evidence-based treatments.
J Psychosoc Nurs Ment Health Serv 43(1): 54-63.

Hamrin,V. and L.Scahill(2005).

Selective serotonin reuptake inhibitors for children and adolescents with major
depression: current controversies and recommendations.

Issues Ment Health Nurs 26(4): 433-50.

- 323 -



o

Jhu

HiXE 22 ==

HH |

AR

T

Moller,H.J.(2006).

Evidence for beneficial effects of antidepressants on suicidality in depressive
patients: a systematic review.

Eur Arch Psychiatry Clin Neurosci 256(6): 329-43.

Moller,H.J.(2006).

Is there evidence for negative effects of antidepressants on suicidality in depressive
patients? A systematic review.

Eur Arch Psychiatry Clin Neurosci 256(8): 476-96.

Moller,H.J..D.S.Baldwin, et al.(2008).

Do SSRIs or antidepressants in general increase suicidality? WPA Section on
Pharmacopsychiatry: consensus statement.

Eur Arch Psychiatry Clin Neurosci 258 Suppl 3:3-23.

Nakajima,G.A. and N.S.Wenger(2007).
Quality indicators for the care of depression in vulnerable elders.
J Am Geriatr Soc 55 Suppl 2: S302-11.

Pedersen,A.G.(2006).
Citalopram and suicidality in adult major depression and anxiety disorders.
Nord J Psychiatry 60(5):392-9.

Posner,K.,M.A.Oqguendo, et al.(2007).

Columbia Classification Algorithm of Suicide Assessment (C-CASA): classification of
suicidal events in the FDA's pediatric suicidal risk analysis of antidepressants.

Am J Psychiatry 64(7):1035-43.

Sakinofsky,l.(2007).

Treating suicidality in depressive illness. Part 2: does treatment cure or cause
suicidality?

Can J Psychiatry 52(6 Suppl 1): 85S-101S.

Stone, M., T.Laughren, et al.(2009).

Risk of suicidality in clinical trials of antidepressants in adults: analysis of proprietary
data submitted to US Food and Drug Administration.

BMJ 339:b2880.

Trindade,E.,.D.Menon, et al.(1998).

Adverse effects associated with selective serotonin reuptake inhibitors and tricyclic
antidepressants: a meta-analysis.

Canadian Medical Association Journal 159(10): 1245-1252.

Tsapakis,E.M.,F.Soldani, et al.(2008).
Efficacy of antidepressants in juvenile depression: meta-analysis.
Br J Psychiatry 193(1): 10-7.

Valuck,R.J.,AM.Libby, et al.(2004).

Antidepressant treatment and risk of suicide attempt by adolescents with major
depressive disorder: a propensity-adjusted retrospective cohort study.

CNS Drugs 18(15):1119-32.

Weisberg,H.l..V.C.Hayden, et al.(2009).

Selection criteria and generalizability within the counterfactual framework: explaining
the paradox of antidepressant-induced suicidality?

Clin Trials 6(2):109-18.

- 324 -

IION

3 Jouc

25D(]-23UBPIN:

Y3|paH p

1N

)d |

o

Aduaby Buypioqpjjo



fMusby BuiIpiogD]jo) 2ADIYFDIH PIsDg-adUapIng [PUOIIDN

o%
Ho
Mo
=
4m
12
H>
olo
H'|
=
of
o
fllo
a
>
rir
)
re
M
1z
%2
oY

A8 82t

- HH |
g 25 22
Wernicke,J.F.M.E.Sayler, et al.(1997).
Fluoxetine and concomitant centrally acting medication use during clinical trials of 3

depression: the absence of an effect related to agitation and suicidal behavior.
Depress Anxiety 6(1):31-9.

Wohlfarth,T.D., B.J.vanZwieten, et al.(2006).
Antidepressants use in children and adolescents and the risk of suicide. 3
Eur Neuropsychopharmacol 16(2):79-83.

- 325 -



o
Ju

T

12.5. 4% HAHEZY 2H8Y

H

Anderson(2000)

Ap=y

- TCA2} SSRIE H|w3HEH MalATY| 22 RCTE F7tot0| SSRI2I TCAE H|wak= A2
updatestxt gt

HLIE

- SFICIXRL RCT

- CHASEXIRE: unipolar Major depressive illness

- &l SSRI(Fluoxetine , fluvoxamine, paroxetine, sertraline, citalproam) vs TCA(100mg
Olot= =& (Clomipramine, Amitriptyline, imipramine, dothiepin, desipramine, doxepin,
nortriptyline, nomifensine, lofepramine, Maprotiline)

- SAX|®:
1xF X|E: effect size(17 28 22 21 £&2| Hamilton Rating Scale for Depression(HAMD))Z
Z2 A2, Montgomery and Asberg Depression Rating Scale(MADRS)T 97 SF0IA AR,
O|2{st rating scale scores?| AHA ZAH| 7|=5t effect size)
2XI X|H: relative risk(treatment discontinuation for all reasons (total drop outs) and for
adverse effects (side effect drop outs), for treament failure

0T
I
=T

- ZMDB: MEDLINE(1997'3 5&7KX|)

HALMA: SSRIQt older atypical 22H|QF H|wEH HAX|Q|, MER &22K|(nefazodone,

Venlafaxine, Mirtazapine) 2|

- 27k ogei2

HIO[ElEAM: Hedges and Olkinft(a standardised effect size and 95% Cl were calculated

for the difference between SSRI and TCA), fixed-effects model, random-effects model

SIaE/RId=EA:

SIIOSEAL AZ(GOM O[2H Q1L 65M o4 0l), 2|=0[Z(RH, 22, GP), Z8x(less severe,

more severe), TCA, SSRI 7HE 2|

DI 2AL TCA 20| 100mgO[s227 S0l thall RIZeE &M, chet SH-(100H Of)of|

Chsf 2iZe= 24, Placebo controlled S+t

- GiRiek o 4 oS

ZotE At

- o 4 102(table 121)
Fluvoxamine(Amin et al., 1984;Amore et al.,1989;Bramanti et al.,1988,Claghorn et
al.,1996;dedJonghe et al.,1991a;DeWilde and Doogan,1982; DeWilde et al.,1983;Dick and
Ferrero,1983; Dominguez et al.,1985; Fabre et al.,1996; Feighner et al.,198%b; Gasperini et
al,,1992; Gonella et al.,1990; Guelfi et al.,1983;Guy et al.,1994; Harris et al.,1991;ltil et
al.,1983; Kasper et al.,1990; Klok et al.,1981; Lapierre et al.,1987; Lydiard et al.,1989%;March
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et al.,1990; Mullin etal.,1988; Nathan et al.,1990; Norton et al.,1984; Ottevanger,1995;
Rahman et al.,1991;Remick et al.,1994; Roth et al.,1990)
Fluoxetine (Altamura et al., 1989;Beasley et al., 1993; Bowden et al., 1993;Bremner,
1984;Bressa et al., 1989;Chouinard, 1985;Cohn and Wilcox, 1985;Corne and Hall, 1989;de
Jonghe et al,, 1991;Dowling et al., 1990;Fabre et al., 1991;Fairweather et al., 1993;Fawcett
et al., 1989;Feighner and Cohn, 1985;Feighner, 1985;Feighner et al., 1989a;Ginestet et al.,
1989;:Judd et al., 1993;Keegan et al., 1991;Kerkhofs et al., 1990;Kuha et al., 1991;Laakmann
et al., 1988;Levine et al., 1987;Loeb et al., 1989;Manna et al., 1989%Masco and Sheetz,
1985;Nielson et al., 1993;Noguera et al., 1991;Pakesch and Dossenbach, 1991;Peters et
al., 1990;Poelinger and Haber, 1989;Remick et al., 1989;Remick et al., 1993;Robertson et
al., 1994;Ropert, 1989;South Wales ADTG, 1988;Stark and Hardison, 1985;Tamminen and
Lehtinen, 1989;Taneri and Kohler, 1989;Tollefson et al., 1994;Upward et al., 1988;Young et
al., 1987)
Paroxetine(Arminen et al., 1992;Bascara, 1989;Battegay et al., 1985;Bignamini and
Rapisarda, 1992;Bourin, 1990;Byrne, 1989;Christiansen et al., 1996;DUAG, 1990;Dunbar et
al., 1991;Dunner et al., 1992;Gagiano et al., 1989;Geretsegger et al., 1995;Guilibert et al.,
1989;Hutchinson et al., 1991;Kuhs and Rudolf, 1989;Laursen et al., 1985;Moller et al.,
1993;Moon and Vince, 1996;Nielsen et al., 1991;@hrberg et al., 1992;Pelicier and
Schaeffer, 1993;Ravindran et al., 1997;Shillingford et al., 1990;Staner et al., 1995;Stott et
al., 1993;Stuppaeck et al., 1994)
Sertraline(Bersani et al., 1994;Cohn et al., 1990;Doogan and Langdon, 1994; Fontaine,
1991;Lepine and Wiseman, 1996;Lydiard and The Depression Research Group,
1996;McEntee et al., 1996;Moon et al., 1994;Ravindran et al., 1995;Reimherr et al.,
1990; Thompson, 1991)
Citalopram(Bouchard et al., 1987;DUAG, 1986;Gravem et al., 1987;Rosenberg et al,
1994;Shaw, 1986;Timmerman et al., 1987)

- Xt 4~ 10,706 (SSRI 55338, TCA 5173H)

SElE HupHa

- effect size

- discontinuation(due to adverse event, due to failure)

Anderson(1998)

HA=T
- OISt 2= XISS [HAOZ 510f TCAQ' SSRIZ H|WSH RCTE ChAtoZ efficacy@t

tolerabilityoll CHal HEFEAMS Aldich= A
MEIIE

- HIACIRRL RCT

- CHAKBIXERE Major depressive iliness2 st Stxt

- Al SSR(citalopram, fluxetine, fluvoxamine, paroxetine, sertraline) vs TCA(100mg 04 &
Mapraotiline
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- SMX|®: 1x} X|&: Efficacy(HDRS)2| ZA9| Xl0|2 HE|9| effect sizeZ2 AWt 2X} X|&:
Tolerability(Fi&| drop outz} side effect2 @18t drop out, x|ZAITHZ 915t drop outd]| CHSt
relative riskE At

o

- Z4AHDB: MEDLINE(19974 5&77tX])

- GAE NA

- Z2lm™7E No

HIO|E{EAd: Fixed effect model, Random effect model

SIHOE/RIZTEA: X7t 100F OAQ! thte 2 H[Shsto] 2A(5H), complete datag
7R SR Kghsto] 2A4(15H)

- G o 5~ QIS

HEHE A

- A7 4 2770(Altamura S(1989), Amore S(1989), Arminen &(1992), Byrne(1989), de Jonge
£(1991), de Wilde & Doogan(1982), Dick & Ferrero(1983), DUAG(1986), DUAG (1990),
Feighner S(1989), Gasperini 5(1992), Geretsegger 5(1995), Ginestet & (1989), Guelfi
S(1983), Guy S(1984), Kasper 5(1990), Klok S(1981), Lapierre & (1987), Laursen &(1985),
Manna 5(1989), Moller S(1993), Nathan 5(1990), Nielsen 5(1991), Ottevanger(1995),
Staner 5(1995), Stuppaeck S(1994), Timmerman S(1987)

- BIXt 2 1,723 (SSRI 855, TCA 868%)
Zsi= EJ-E—’F

- relative efficacy
- discontinuation(due to adverse event, due to failure)

Jhu

Anderson S(1995)

=5

- SSRI9| X|2&EE0| TCAR} CHEX|, E5t 2Ai80 X|24IE QIS X|IZETHE0| 0|7t U=KIE
alle] PN =

MEp|E

- ¢IFCIXRRL RCT(double blind)

- CHASERERE major unipolar depression

- &l SSRI(Fluoxetine , fluvoxamine, paroxetine, sertraline, citalopram), TCA

- SMX|®: 1xI X|& drop out rate, side effect2 @ISt drop out rate, treatment failure2 ©lIst

drop out rate
I:II-H-IE

- AMIXEE Medline(1993 6&7IX|)

- 7 drop outol CHS HEE =&t

- AL NA

- HIo|E{EAt: Fixed effect model, Random effect model
- SRRIOAE/MIATEA: oS
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- Gt 4 62
Fluvoxamine(Amore et al, 1989; Bramanti et al,1989;DeWilde and Doogan, 1982 DeWilde
et al, 1983; Dick and Ferrero,1983; Dominguez et al, 1985; Feighner et al,1989; Gasperini
et al, 1992; Gonella et al, 1990; Guelfi et al, 1987; Hiarris et al, 1991; ltil et al, 1983; Klok
et al, 1981; Lapierreeta,1987; Lydiardeta, 1989; March et al, 1990; Mullineta,1988; Nathan
et al, 1990; Norton et al,1984; Rahman et al, 199; Roth et al,1990)
Fluoxetine (Altamura et al, 1989; Bremner,1984; Bressa et al,1989; Chouinard,1985; Cohn
and Wilcox,1985; Corne and Hall, 1989; Fabre et al 1991; Fawcett et al, 1989;
Feighner,1985; Feighner and Cohn, 1985; Feighner et al, 1989; Judd et al, 1993; Keegan
et al, 1991;Levine et al, 1987; Masco and Sheetz, 1985; Nielsen et al 1993; Noguera et
al, 1991; Ropert et al,1989; South Wales Antidepressant Drug Trial Group,1988;Stark and
Hardison, 1985;Tamnminen and Lehtinen, 1989; Young et al 1987)
Paroxetine(Bascara,1989; Battegay et al,1985;Bignaanini and Rapisarda,1992;Byrne,
1989;Danish University Antidepressant Group, 1990; Dunbar et al, 1991;Dunner et al,
1992;Guilliber et al, 1989; Hutchinson et al, 1991; Kuhs and Rudolf, 1989; Lund Laursen
et al, 1985; Moller et al, 1993; Nielsen et al, 1991;hrberg et al,1992)
Sertraline(Cohn et al, 1990;Fontaine, 1991;Reinmherr et al, 1990;Thompson, 1991)
Litalopram(Danish University Antidepressant Group, 1986; Gravemn et al, 1987; Shaw et
al, 1986)

- Xt 4~ 6,029

TotEl ZuiHa

- dropout rate, side effect2 QIst dropout rate, treatment failure2 @18t dropout rate

Bauer S(2009)

=5

- 2235 A=Z0M Venlafaxine?| tE &QISIIXt

M=

- SCIXIRL venalafaxineZ} CHE SREMIE H|wdt RCT

- CHAKSEXKRE: major depression EtXKtreatment resistant depressionZ7iX| &)

- =H: SSRI(Citalopram, Escitalopram, Fluoxetine , Paroxetine, Sertraline), TCA(Amineptine,
Amitriptyline, Clomipramine, Dothiepin, Imipramine, Maprotiline), NAD(Bupropion,
Mirtazapine, Reboxetine, Trazadone)

- K| response( Hamilton Depression Rating Scale Score?| 50% ZA=Z Ho|),
remission (Hamilton Score 7 0[5t2 Z2|), drop out rate, X202 915t drop out rate
EL2 X2EMEZEOZ QIS drop out rate.

=

- dAMI™EE 20075 4€7K| Medline, Embase, Cochrane Library, HM|Z=ALR| unpublished trials

- HPME: venalfaxineZt CH2 &R2X|E H|wst RCT Z&Kshort term placebo controlled A2,
dose comparison M|2|, inappropraite population H|2))

- 27k loss to follow up, concealment of allocation, blinding0il CHaHA] ZIE7} 4~3H

oo

I:c|>|-

It
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- OI0|B{EAd: Fixed effects analysis, Random effects analysis(bayesian numerical simulation)
- SIIIE/U=EA,

- SN M(S|AL

ke of

8

- S £ 637H(TCA 187H, SSRI 3474, NAD 147H)

TCA(0B00A-319, Wyeth-Ayerst France 1991;0600A1-300, Wyeth research Philadelphia
2002;Samuelian;0600A-326, Wyeth-Ayerst France 1991;Mahapatra;Schweizer;0600A-303,
Wyeth-Ayerst USA; Benkert; 0600A1-343, Wyeth-research Philadelphia;
Lecrubier;0600B1-384, Wyeth-Ayerst USA;0600A-321, Wyeth-Ayerst
France;Shrivastava;Gentil;Smeraldi; Sauer; Gasto; Trick)

SSRI(Allard; Hua; Bielski; Montgomery; 600A-332, Wyeth-Ayerst USA; Diereck;
0600A1-372, Wyeth research Philadelphia; Rudolph; Silverstone; 0600A-626,
Wyeth-Ayerst; 0600A-654, Wyeth-Ayerst; 0600B-100469, Wyeth-Ayerst USA; Costa
e Silva; Tylee; Schatzberg; DeNayer; Tzanakaki; Alves; Clerc; Diaz-Martinez; Zanardi;
0600A-347, Wyeth research Philadelphia; 0600A-349, Wyeth research Philadelphia;
0600B1-367, Wyeth-Ayerst France; 0600B 428, Wyeth-Ayerst; Ballus; McPartlin;
Poirier; Li; Hwang; Mehtonen; Oslin; Sir; 0600B1-402, Wyeth research Philadelphia)

- Bix} 4 71559

SotE ZupHa

- treatment response, remission, treatment tolerability

Jhu

Bech S(2000)

Ex

- Fluoxetine 2|
St Istuxt gt

M=

- SRACIXIRL RCT

- CHAMSERR: major depression patient

- 3X: Fluoxetine , TCA

- SAK|E: early treatment discontinuation2| 0lR(adverse event, efficacy?| 2=, any
reason)

=

- ZAEEE |lly Fluoxetine database(1992 12&7IX]),

- HME DSM-IIISZ HOlEl major depression XIS MO 2 HDRS-17E4E 0|

|

SIS placebot H|w, TCA2 HInE Salf FH5I! S8Rz 27|5He| 0IRE

b,

S
6% 01 2% BSOS =712 ST DIRNTIF Ofl PRk 530 U =IIR PR

boh
o b

- Em7E NA
- ClO|E|2At: fixed effect
- SIHOE/NIZ=EAL DIZ0M 3AE AYARIS RE, JHLICH S0IM 0IF0IT! A7t 22(5H

24
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TAHRL She7|ZHAPRET, HIGE|HT7 |2
2ot S
7 4 0|2 ¢ TCA 117K, H|D|2HTE 14H(2S 2|AE HZ X)

I} 4 0]2 9172 TCA 1634%, H|O[=217 6053
M

rIOI- r_e u°" r_e

[

- early treatment discontinuation?| O|(adverse event, efficacy?| £%, any reason)

Barbui &(2001)

=5
- 22= xIEOHH Amitriptyline?| 251t 2IM&s CHE TCA, SSRIQF ZFEHAQ! H|w

1]

AHSIIXL 8

- °=I-‘rl|:|XPI Amitriptylinezt Ck2 TCA, heterocyclic, SSRI®} H|wst RCT 7 st

- BRI 222 SIX{CE =t gsr_% AkEE =223l U= XA

- X AmitriptylineZ}t CHE TCA, SSRI 22 H|w

- E0K|®: Efficacy(X|20]| Hfoé._ A}Ef %), Tolerability(X|ZAITHSH ARRO| 4 BXIRS SASH=
AR )

giHE

- ZAimEE Cochrane Collaboration Depression Anxiety and Neurosis Controlled Trials
Register(CCDANCTR), Medline(1966-1998), Embase(1966-1998)

- HAMAE: Amitriptylinet CHE TCA, heterocyclic, SSRI 221} H|wst RCT 231

- A™7E allocation concealment, blindnessoll CHal &kl

- O|0|EJEAd: random effect model

- SIYIE/TIZ=2AM: NA

- Gl Leeis

ZoE A

- G

TCA 8274(Responders/total randomised)

I. The following studies were included in this analysis: Aberg & Holmberg (1977); Amin etal (1973); Anton & Burch (1990); Ather etal (1985); Beckman & Goodwin (1975); Bianchi etal
(1971); Browne (1969); Burke etal (1967); Burrows etal (1980); Burt etal (1962); Carney etal (1984); Click & Zisook (1982); Deering & Valle-Jones (1974); Del Zompo etal (1990-91);
Delaunay & Meynard (1978); Donlon et al (1981); Doengaji et al (1993); Dorn (1980); Feighner et af (1983); Forrest et al (1964); Fruensgaard et al (1979); Goldberg & Finnerty (1977,
1980); Goldstein & Pinosky (1969); Gomez-Martinez (1968); Guelfi et al (1989); Guy et al (1983); Invenizzi et al (1994); James (1982); Kampman et al (1978); Kaumier & Haase (1980);
Kerr etal (1984); Kiloh et al (1979); Klieser & Lehmann (1988); Kocsis et af (1986); Lauritsen & Madsen (1974); Levin (1974); Lipsedge & Rees (1971); Marais (1974); Mariategui et al
(1978); Marneros & Philipp (1979); Mason et al (1990); McClelland et af (1979); McConaghy et al (1965); Mendlewicz et al (1980); Mendlewicz et al (1982); Metha et af (1980); Mindham
(1977); Moises et al {(I981); Moller et al (1995); Montbrun & Obermair (1976); Montgomery et al (1980); Naftulin & Ware (1972); Nieto & Rincon (1973); Okasha & Sadek (1976); Petrie
etal (1982); Prusoffetal (1981); Quadri etal (1980); Querol (1970); Rees & Cryer (1976); Rego & Sanchez De Vega (1974); Richels & Case (1982); Richmond & Roberts (1964); Rose etal
(1965); Rush etal (1988, 1989); Rybakowski et al (1991); Sandifer etal (1965); Sedman (1977); Sethi etal (1579); Shipley et al (1985); Solis etal (1970); Stier etal (1982); Straker etal (1966);
Toru etal (1972); Trick (1975); Van Amerongen (1979); Veith et af (1983); Von Bauer & Nowak (196%); Waite et af (1986); Watanabe et al (1978): Ziegler etal (1977).

TCA 277 (Patients evaluated on a continuous outcome)

2. I he following studies were included in this analysis: Altamura et al (198%a ); Anton & Burch (1990); Bennie & Schifi (19/6); Blacker et al (1988); Cournoyer et af (1987); Deering &
Vallé-Jones (1974); Del Zompo et al {I990-91); Dorman (1980); Dorn (1980); Guelfi etal (1989); Kampman et al (1978); Kay & Davies (1974); Klieser & Lehmann (1988); Lehmann et al
(1982); Mariategui et al (1978); McCallum & Meares (1975); McClelland et al (1979); Metha et al (1980); Moises et al (1981); Monteleone & Fabrazzo (1994); Montgomery et al (1980);
Nugent (1979); Rabkin et ol (1984); Rampello et al (1995); Shipley et al (1985); Sims (1980); Stier et af (1982); Van Amerongen (1979); Veith et al (1983).

SSRI 1771(Responders/total randomised)

|. The following studies were included in this analysis: Bascara (1989); Battegay et al (1985); Bignamini & Rapisarda (1992); Christiansen et al (1996); Demyttenaere etal (1998); Faw-
cett et al (1989); Geretsegger et al (1995); Gravem etal (1987); Harris et al (1991); Hutchinson et al (1992); Keegan et al (1991); Kyle et ol (1998); Laursen et al (1985); Masco & Sheetz
(1985); Peters et al (1990); Staner et al (1995); Stuppaek et al (1994).

SSRI 217(Patients evaluated on a continuous outcome)

2. The following studies were included in this analysis: Bersani et al (1994); Christiansen etal (1996); De Ronchi et al (I998); Demyttenaere etal (1998); Fawcett etal (1989); Harrisetal
(1991); Judd etal (1993); Kuhs & Rudolf (1989); Laakmann (1991); Laakmann et al (1988); Laursen etal (1985); Marchesi etal (1998); Moller etal (1993); Peters etal (1990); Reimherr etal
{1990): Remick et al (1994): Shaw et al (1986): Staner et al (1995): Stott et al (1993): Stuppaek et al (1994): Youne et al (1987).
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Responders/total randomised(TCA 2540, AMI 2487/ SSRI 874, AMI 844)

Patients evaluated on a continuous outcome(AMI 661, TCA 669/ SSRI 1041, AMI 1061)
SEotEl ZupHa

- Proportion of responder, number of patients, mean score at end-point

- Proportion of drop-out, proportion of patients with side effects

Jhu

Cipriani 5 (2010)

S=H

- major depression?| acute-phase treatmentol|A TCAs, heterocyclics, SSRIs?| efficacy,
acceptabilibty, tolerability2 201517| 2at

M

- ARCIXIRL RCT

- CHMEIXE 18M| O[A2| major depressiong primary2 ZITt 8H2 H-0i5 o= &
unipolar major depression At =St

- &l sertraline VS other andtidepressive agents

- K| 1XIX|E: efficacy(number of patients who responded to treatment / 6-12 weeks,
at 1-4 weeks, at 16-24 weeks), 2XIX|E: efficacy(number of patients who achieved
remission / 6-12 weeks, at 1-4 weeks, at 16-24 weeks), acceptability(discontinuation
due to any cause/ discontinuation due to inefficacy), tolerability(total number of patient
experiencing at least one side effect)

LEE

- ZAIDB: MEDLINE (1966 to 2008), EMBASE (1974 to 2008), the Cochrane Collaboration

Depression, Anxiety and Neurosis Controlled trials Register and the Cochrane Central

Register of Controlled Trials up to July 2008

HPME: sertalinelt CHE REX2| Hl AAE FESIVN2H 7|ES RCT, CIE RS2t

sertralinezte] HWHTE FIVIES HESIH F2 REE= i Us SRz o

Z™7E N/A

GIO|El8AL: RCT

SIPIIE/ Iz EAY

SIS EAM: sertraline dosing, comparator dosing, depression severity, treatment settings,

B5M| Of&te| A7t EodXiol CHaliM All

DIZie 2A: HSISIX| 242 random allocation $70|74LE EHAIGHK| 242 double blinding H7=

X2, droup out HIE0| 20%01&42! d< AN HMQf, ITT7t M2 MEE|X| 42 ZR H|2|,

imputation method 0l 2lH response rate 7t AlAt=! AL A2l 'wish bias'oll CHst Al&H,

sertraline OMAES et MUZAL] HTEXIES M.

- OTEE 2ei=

5 o

| e Y

- S £ Aberg(2000), Aguglia(1993), Alexopoulus(2004), Beca(2003), Behan(1995),
Behnke(2003), Bennie(1995), Bersani(1994), Bondareff(2000), Boyer(1998), Brenner(2000),
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Chen(2001), Cohn(1990), Coleman(1999), Croft(1999), Davidson(2002), Doogan(1994),
Edwards(1996), Eker(2005), Ekselius(1997), Fava(2000), Fava(2002), Feiger(1996),
Forlenza(2001), Fournier(1997), Gastpar(2005), Hegerl(1997), Kamijima(1997), Kavoussi(1997),
Lee(1994), Lepine(2000), Li(2001), Lydiard(1997), Mehtonen(2000), Moller(2000), Moon(1994),
Munizza(2006), Murasaki(1997), Nemeroff(1995), Newhouse(2000), Orsel Donbak(1995),
Oslin(2003), Quednow(2004), Ravindran(1995), Reimherr(1990), Rossini(2005), Sechter(1999),
Shelton(2006), Sir(2005), Sogaard(1999), Stahl(2000), Suri(2000), Szadoczky(2002),
Thase(2000), Tsutsui(1997), Van Gurp(2002), Van Moffaert(1995), Ventura(2007),
Zanardi(1996) & 5974

- 8ix} 4 & 97M4F

ZotE ZufHe

1. X|=0f| Chal Bt Sh= SXfe| 4

2. Remissiong1l7} LIEF 2K} 4~ Social adjustment quality

r

Cipriani S(2008)

=25

- Sertralinez} CIE LS9} HwE =2X

M=

- SAC|XIRL RCT

- CHARRIRIEE: major depression?] acute phase treatmentE TQZE of= 18M| 04 MOl SiX}

- 3 sertraline

- K| efficacy(rating scale scoreZ 50% A= =™E Respond AlI), Acceptability(all
cause dropout rate)

Pl

- AMIXEE MEDLINE(1966-2007); EMBASE(1966-2007); Cochrane Collaboration Depression,

Anxiety and Neurosis Controlled Trials Register; Cochrane Central Register of Controlled

Trials(2007 8%), 4134 SR} BA2F0| SIS &0l NISAL H2Jt HES S 2ol

STEE: 18M| Ole= HE, AFol FESH major depressionez TITHE2 SIXIE Eafot A

27k Cochrane HandbookE izt A-CSE2E Y

HIO[ElEA: random effect analysis

- SYaE/mIZEEAL:

- CIRHE: MR |A

o

- 97 4 efficacy 187H/Acceptability 177H(Bersani et al, 1994;Cohn et al, 1990; Kamijima et
al, 1997;Lee et al, 1994;Lydiard et al,1997;:MOller et al, 2000; Reimherr et al,1990; Behan
and Hannifah, 1995; Edwards and Newburn, 1996; Lepine et al, 2000; Moon et al, 1994;
Ravindran et al, 1995; Doogan and Langdon, 1994; Baca et al, 2003; Chen et al, 2001;
Forlenza et al, 2001; Fournier et al, 1997; Murasaki et al, 1997, Bondareff et al, 2000)

- 2Kt 4 efficacy TCA(Amitriptyline, Clomipramine, Dothiepin, Imipramine, Maprotiline,
Nortriptyline) 2109H, Acceptability 2207H
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de Lima S(2009)

A=

- M2 ci2 g22H0l it efficacy?t dropout ratesE LOt=7| /&,

M=

- ACIXIRL randomised®t quasi-randomised controlled trials

- CHAMEERE: Ment Ao 2 10| primary EIT2 dysthmia, non-major depression0| 24
O|A X[&E =X} 971 FOXS2 depressive neurosis, depressive personality disorder,
neurotic depression, persistent anxiety-depression, mild chronic depression and minor
depression0| 23 04 K|,

- A ASRHOZ TCAs?} 0|2t &HE 2E desipramine, imipramine, Amitriptyline,
Tianeptine, Clomipramine, nortryptiline, dothiepin, doxepin, Maprotiline, trazodone,
trimipramine, amoxapine, lofepramine, viloxazine
MAOIs 2t 0|2t &t=El 2k=: phenelzine, isocarboxazide, tranylcypromine, moclobemide
SSRIs®} 0|2t &=l k= : paroxetine, Fluoxetine , sertraline, fluvoxamine, citalopram.

- K|
1Xt X|HE:relative risk analyses,
2X} X|H:0dds ratio, weighted mean difference and number needed to treat were
estimated, effect sizes,

e
- ZMDBBIOLOGICAL ABSTRACTS (DATA), Medline2 (1966H0flAf 2003 48 Xt 0I)

PSYCLIT (1974 1& - 2003F 12& X}= 0|&), BASE (1980-20032 Xt= 0|&),Cochrane
Schizophrenia group and the Depression, Anxiety and Neurosis Group Z3AH,

- SE27H2]  dysthymia Xz 2f21 25l RCT2E quasi-randomised controlled trialsS
Z&351¥oM non-randomised HT= X2

- 27 A

- ClO|EEA:

- SIaE/NIUEEA:
SIASEAL dataZt 0|75 St A0 St6H dysthymic disorderdi| LSt minor/neurotic@IX|of|

o
I i@ L
|.|'|
gI:

>
=

,
0!

]
Irg o
® pr
e 1z
oy
g 0%
ojo

H
nok
:

re
-

- S 1471 Bakish S (1993), Boyer S (1996), Geisler S (1992), Guelfi S (1989),
Hellerstein S (1994), Leon S (1994), Otero & (1994), Rosenthal S (1992), Salzmann S
(1995), Smeraldi S (1996), Stewart S (1989), Thase S (1996) , Vallejo S (1987) , Versiani
S (1997)
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riot

Xt 22061

IZotEl ZuHe

At X|H:Dysthymia changes at the end of trial

2X} X|®: Acceptability of the treatment: measured by numbers of people dropping out
during the trial and post-randomisation exclusions.

—y

Gartlehner 5(2005)

=5

- MDDQ| 2I2H2tXtof| U0 SSRIF CHE 2M|CH &22A[2] published studyOliA efficacy2t
tolerability X[AZQ! H|w

M=

- HPC|XRL head-to-head trials

- CHASIXKR: MDD2| 2|2H2tKt

- Al SSRI vs. Venlafaxine & Mirtazapine & Bupropion

- K| 1Xt X|&#: overall loss to follow-up, discontinuation rates(because of adverse
events, because of a lack of efficacy)

U=

- ZM™EE MEDLINE, Embase, The Cochrane Library, PsychlLit and the International
Pharmaceutical Abstracts. combined ‘major depressive disorder’ as a search term with
a list of 10 specific SSRIs and other second-generation antidepressants(citalopram,
escitalopram, Fluoxetine , fluvoxamine, paroxetine, sertraline, Mirtazapine, Venlafaxine,
Bupropion and nefazodone). limited to ‘human’ and ‘English language’from 1980 to
2004(April)

- HARMA: x|A 63 0|AL 400|A sample size2| double-blinded, randomized controlled
trials(RCTs). & F2| AFApt s&XMo= nf2| MEE 7|0l Cist Sfelstn HHEXQ! AHIt
T2l

- 2m™7E US Preventive Services Task Force (ratings: good-fair-poor), namely Harris et
al.(2001) and the National Health Service Centre for Reviews and Dissemination(2001)

- HO|E&A: random effects model

- SIaE/CIZE=EA: 60N 04 2AXQ! AF(1ZNE H|Qletn 2M

- SEXHY: sk&7[2HOregon Evidence-based Practice Center)

SlE

- S £ 20 studies; Alves S(1999) Ballus §(2000) Costa e Silva 5(1998) De Nayer
5(2002) Dierick 5(1996) McPartlin S(1998) Mehtonen S(2000) Rudolph S(1999)
Silverstone S(1999) Tylee §(1997) Behnke &(2003) Benkert & (2000) Schatzberg S(2002)
Wade 5(2003) Coleman 5(1999) Coleman S (2001) Croft 5(1999) Feighner S(1991)
Kavoussi S(1997) Weihs &(2000)

- EIXt 4 2,314H(SSRI to Venlafaxine), 1,204H(SSRI to Mirtazapine), 1,254%(SSRI to
Bupropion)

SStEl HulHa

- discontinuation(because of adverse events, a lack of efficacy)
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Hansen S(2005)

=5

- MDD2Q| x|Z20f|lA 2MIcH SL2HI(SSRI, Bupropion, Duloxetine, Mirtazapine, and Venlafaxine)Ql
efficacy, effectiveness, tolerability2 #AHXo=z m7}

HEIIE

- HRLCIXIRL head-to-head randomized trials, placebo-controlled trials, observational
studies

- CHMRIXIE: MDDE 7121 202 MQI&tK}

- ZAK: Fluoxetine vs. Venlafaxine

- K| 1Xt X|H#: treatment response(50% or greater improvement on the HAM-D or the

Montgomery-Asberg Depression Rating Scale from baseline to study end), relative

benefit(the ratio of benefits or risks)

=

- ZAimzE MEDLINE, EMBASE, PsychlLit; the Cochrane Library; the International
Pharmaceutical Abstracts. articles relevant to the scope of our topic, covered 1980
through 28 February 2005. searched reference lists of relevant review articles and
letters to the editor. Pharmaceutical manufacturers were invited to submit dossiers,
including citations, as outlined by the Drug Effectiveness Review Project. requested
unpublished studies from the U.S. Food and Drug Administration, but this agency did
not release unpublished data.

- HME: efficacy@t effectivenessOll L= S 812X 20t CI2 ASS H|wst
head-to-head &171= E& effectiveness trials& primary care setting0|1 follow-up 7[Z10]
37HE O, E7IXEZF BRI population, intermediate outcome ECH= health outcome,
40| E1o| AR E|ASHO| XI0|2 ZFE sampla size, safety?} tolerability0fl A
MO 1H0|M X|I&E head-to-head trial, placebo-controlled trials, sample size
100H0|42! observational trial, £ HI0|E|Z QI6H 2 MEA0|=It QFE. & HO| HFXIL
ZEXoZ 2RIst 0l2| Holle 7I&0l Chell S2.

- 27k US Preventive Services Task Force (ratings: good-fair-poor), and the National
Health Service Centre for Reviews and Dissemination

- O|O|E&Ad: random effects model

- SHaE/MIEE=EA: MAEI0 UXK| Y=

- AR MI2ks|AKPfizer Inc., GlaxoSmithKline, Ovation Pharmaceuticals)

IsiE o

[ = -

- A7 £ 671 Alves 5(1999), De Nayer S(2002), Dierick S(1996), Rudolph S(1999),
Silverstone 5(1999), Tylee S(1997)

- EIXF 4 1,340

HEHE AopHa

—_

0
rhu

- Relative benefit(50% or greater improvement on the HAM-D)
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Hotopf S(1996)

="

- z|2 UEHCt 7|&9| TCA(imipramine, Amitriptyline)2| RCTOHIA £Xi20| HIEHSIX| HEfEMo=

At

M=

- HRACIXIRL randomized controlled trials

- IYEIREE RE3CE T2 2K, QISR SR Aol Zeicut-off point= 60-70MZ
CH)

- &7l SSRI vs. tricyclic/neterocyclic antidepressant

SAX|®E: 1Xt X|HE: odds ratio(dropout)
EH

|->l

B

oE '
rHlI

- dAMI™EE MEDLINE search was performed checking all papers that used the drug name
in the title, abstract or keywords. In addition, owing to the failure of electronic
searches to detect all relevant references(Adams et al, 1993), two journals which
contained a high proportion of the trials, International Clinical Psycho pharmacology
and Acta Psychiatrica Scandi navica, were searched manually. if studies did not
produce full details of overall discontinuation rates, the first author was contacted and
asked for details.

HALMAE the SSRI used, the type of tricycic or heterocyclic used: reference compounds
(imaprimine and Amitriptyline), newer tricycics (dothiepin, nortriptyline, desipramine,
Clomipramine and doxepin) and heterocydic antidepres sants (Bupropion, mianserin,

trazodone, Maprotiline, amineptine and nomifensine), whether or not the treated group
was defined as elderly in the RCT (cut-off points varied from 60 to 70 years of age).
2G7E M=o UX| 42

HIo[EIE2A: fixed effect model

- SIOE/0IZ=2A: random  effects model2 RIZE 24

- SRR st=7 e Medical Research Council Clinical Training Fellowship)
p o i

- G £ 927H; Altamura S(1989), Amore S(1989), Bascara(1989), Battegay S(1985), Beasley
5(1993), Bersani £(1994), Bignamini S(1992), Byrne(1989), Chouinard(1985), Cohn
5(1990), Feighner(1985), Fawcett S(1989), Feighner(1985), Gasperini S(1992), Harris

S(1991), Hutchinson 5(1992), Judd &(1993), Keegan &(1991), Kuhs & Rudolf(1989),
Laursen £(1985), Masco & Sheetz(1985), Moller £(1993), Remick S(1994), Reimherr
5(1990), Amin 5(1984), Arminen S(1994), Beasley 5(1993), Bramanti 5(1988),
Bremner(1984), Bressa 5(1989), Cohn 5(1985), Cohn &(1989), Dominguez S(1985),
Feighner S(1989a), Feighner S(1989b), Feighners(1993), Fontaine(1991), Gonella S(1990),
Guelfi 5(1983), Itil 5(1983), Lapierre S(1987), Levine S(1987), Lydiard S(1989), March
S(1990), Nielsen S(1991), Nielsen S(1993), Norton &(1984), Ohrberg S(1992), Shrivastava
5(1992), Stark & Hardison(1985), Stratta S(1991), Danish University Group(1990), De
Wilde and Doogan(1982), De Wilde S(1983), Dick & Ferrero(1983), Guillibert S(1989),
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Klok 5(1981), Link & Dunbar(1992), Moon S(1993), Nogueraetal(1991), Ropert(1989),
Bowden &(1993), Nathan S(1990), Remick S(1993), Roth S(1990), Corne and Hall(1990),
Mullin £(1994), Rahman £(1991), South Wales Group(1988), Thompson(1991), Dunner
S(1992), Feighner 5(1985), Remick et al(1989), Tamnminen and Lehtinen(1989), Fabre
S(1991), Dalery 5(1992), Ferreri(1989), Feighner 5(1991), De Jonghe &(1991a), De
Jonghe S(199Ib), Poelinger & Haber(1989), Besancon 5(1993), Dorman(1992), Mertens
5(1988), Moon S(1991), Muijen S(1988), Perez S(1990), Phanjoo S(1991), Taneri 5(1989),
Debus 5(1988), Falk 5(1989), Perry 5(1989)

- 8%t 4 8618F(EE0 T EArs 70 RAX| 1 A0l TE &It U0 0IF fstod
el

ZotE e

odds ratio, risk ratio (dropout)

MacGillivray S(2003)

="

- primary care?| S250iA SSRI0| CHato] TCAQ| efficacy?} tolerabilityS H|wgt

M=

- GIFCIXRRL randomised controlled trials

- CHAIBEXERE depressive disorderZ 717! primary care patients?| X|22 TCA2} SSRIZ

AE5t= SXHOHEE Ol HEE A0t L2191 AL H|2|). primary care patients= 1t

TIZ2712 oAiA| TIRE B2 BR0|H 2X} E= 3Xt =722 ARl E2 N2

- =i SSRI vs. TCA

- SMX|E 1x X|&: efficacy(standardized mean difference of final mean depression
scores), relative risk(response when using the clinical global impression score), 2xt X|&:

the number of patients withdrawing(treatment at any time, because of side effects)
I:II-H-IE

- HMTEE the register of the depression, anxiety, and neurosis group of the Cochrane
Collaboration up to April 2002. The group's controlled trials register contains
randomised controlled trials and controlled clinical trials located by the electronic and
hand searches carried out by the group’s contributors. The specialised register created
to help the group’s members currently contains more than 10,000 records referring to
completed or ongoing trials, with a quarterly accrual rate of about 500 new records
(www.iop.kcl.ac.uk/iop/ccdan/index.htm for details). Two reviewers collated and
independently assessed abstracts. We searched for further trials by scrutinising the
reference lists of initial studies identified and other relevant review papers. We also
contacted selected authors and experts.

- HMA: adequacy of sample size, adequate allocation concealment, clear description of
treatment, representative source of subjects, use of diagnostic criteria or clear
specification of inclusion criteria, details regarding number and reasons for withdrawal
by group, and outcome measures described clearly or use of validated instruments
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A8 82t

59| z[Agte| 25 UESl= 7. F e AR SEHCE +4sil 22l HofH =
L= =2E St &<l

- AmH7L methodological quality according to the recommendations of the Cochrane
Collaboration Handbook

- Olo|E{2AE: fixed effect model

- SIOE/RIZE=EN: MAIEI0 UX| 4=

- HExHR: HE712HChief Scientist Office(Scotland) grant number CZG/3/2/101)

&ty o

o

- A £ 117K Christiansen $(1996), Corne 5(1989), Doogan 5(1994), Freed 5(1999), Malt
S(1999), Moon &(1991), Moon &(1994), Moon (1996), Ravindran S(1997), Rosenberg
5(1994), Thompson S(2000)

- 8Xt 4 2,954F(2E outcomeo] 11742 SH7} = 22 0f)
TSIE HnpHa

- relative risk(response when using the clinical global impression score, the number of
patients withdrawing treatment at any time, because of side effects)

Montgomery ‘S(1995)

=25
- Bxign gnEEo =2 Ol X|2ETHdiscontinuation)of| Chall TCA2E SSRIZ H|wsh 19943 HHE
AHH0|ERY,
HDIE
- HRC|XIRL: RCT
- CHAMBIRIZE major depression
- &Al: SSRI(fluvoxamine, Fluoxetine , sertaline, paroxetine), TCA(Amitriptyling,imipramine,
Clomipramine, dothiepin, desipramine, doxepin)
SK|E: discontinuation rate(side effect, lack of efficacy)

I:(I)I-

rE
rHH

ATIEE Medline, Embase, manual cross reference 91
TLAME: non-TCA H|mz22 X2, unpublished data= X2

7k NA

- H0|El2A: Random effect

- SIYaE/RIZ=EA: placebo-controlled trialol| CHaHA] BHE HAY

- SRR oiEels
ZoE A7

- ¢ 4 67(Guy S(1984), Mullin S(1988), Amore S(1989), Guelfi S(1983), Rahman &(1991),
Bramanti 5(1988), Dick & Ferrero(1983), Itil S(1983), Altamura S(1989), Ferreri(1988),
Fabre S(1991), Levine S(1987), Corne & Hall(1989), Bressa 5(1989), Chouinard(1985),
South Wales Antidepressant Drug Trial Group(1988), Feighner(1985), Tamminen &
Lehtinen(1988), Young S(1988), Feighner & Cohn(1985), Stark & Hardison(1985),
Bremner(1984), Cohn & Wilcox(1985), Dunner £(1992), Kuhs & Rudolf(1989), Hutchinson

X re oy

od

Ml
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5(1992), Bascara(1989), Laursen 5(1985), Danish University Antidepressant Group(1990),
Nielson &(1991), Guillibert §(1989), Bignamini & Rapisarda(1992), Ohrberg 5(1992),
Dunbar £(1991), Cohn £(1990), Reimherr S(1990), Noguera 5(1991), Fawcett 5(1989),
Klok 5(1981), deWilde 5(1983), Wagner S(1985), Feighner 5(1989a), Gonella 5(1990),
March &(1990), Nathan &(1990), Harris §(1991), Gasperini S(1992)Remick S(1994),
Beasley £(1993a), Remick £(1993), Masco & Sheetz(1985), Byerley S(1988), Remick
5(1989), Feighner 5(1989b), Cohn S(1992), Dalery 5(1992), Nielsen (1993), Keegen
S(1991), Bowden &(1993), Beasley &(1993b), Byrne(1989), Battegay S(1985), Link &
Dunbar(1992), Arminen £(1992), Moller 5(1993), Moon 5(1993), Bersani(1994)

- EIXt 4~ 6852(TCA 3378, SSRI 3474%H)

ZotE ZujHe

- discontinuation rate(side effect, lack of efficacy)

Montgomery S(1994)

=R

- Bxt2y SuEEo=Z 9l X|E=H(discontinuation)dl| CHsH TCA2QF SSRIE H|
MEIIE

- ORIl RCT
- CHMEIXEZE major depression
- 3X: SSRI, TCA

SX|E: Discontinuation rate

HHH=

- ZMEEE Medline, Embase, manual cross reference =0l
- HMA: discontinuation rateo] ChHet S5t =S =&
N |

=7k NA

Hlo[E{2A: Random effect method
SIYaE/IZ=EAL placebo-controlled trial
- SRR A=8iE

oM ot
- S £ 427K, Guy S(1984), Mullin S(1988), Amore 5(1989), Guelfi S(1983), Dominguez

(1985), Rahman 5(1991), Bramanti 5(1988), Dick & Ferrero(1983), Lapierre S(1987), il
5(1983), Norton 5(1984), Altamura S(1989), Ferreri(1988), Fabre S(1991), Levine S(1987),
Corne & Hall(1989), Bressa 5(1989), Chouinard(1985), South Wales Antidepressant Drug
Trial Group(1988), Feighner & Cohn(1985), Tamminen & Lehtinen(1988), Young 5(1988),
Feighner(1985), Stark & Hardison(1985), Bremner(1984), Cohn & Wilcox(1985), Dunner
S5(1992), Kuhs & Rudolf(1989), Hutchinson &(1992), Bascara(1989), Laursen &(1985),
Danish University Antidepressant Group(1990), Nielson S(1991), Guillibert S(1989),
Bignamini & Rapisarda(1992), Ohrberg 5(1992), Peselow S(1989), Dunbar 5(1991), Cohn
S(1990), Reimherr S(1990), Noguera &(1991), Fawcett S(1989)

- BIKt & 4481H(SSRI 2296, TCA 2185F)

Ml

OII'I
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Z5iEl Zups

=
- Discontinuation rate

Nakagawa 5(2009)

=
- major depression?| acute-phase treatment0iiA] TCA, heterocyclics, SSRIs and other

newer antidepressive agents?| efficacy, acceptability, tolerabilityE H|wok= 27HE Hrtet

HEIIE

- HFCIRIRL RCT

- CHAEIXERE: major depression?| Z47| X|Z&tXt 18M| 0f4,

- &K milnacipran, TCA (imipramine, Clomipramine, Amitriptyline), heterocyclics (mianserin),
SSRI(fluvoxamine, fluoxetine, paroxetine, sertraline, citalopram, escitalopram), NAD(SNRIs
such as Venlafaxine and Duloxetine, MAOIs or newer agents such as Mirtazapine),
Bupropion, Reboxetine

- SkK|HE: Efficacy, acceptability, tolerability

=

- HAEEER Cochrane Collaboration Depression, Anxiety & Neurosis review group Controlled
Trials Register (CCDANCTR-Studies and CCDANCTR-References) 2008.8&7IX|, HHAZF9
HIEH =0, UFS7P7 2| UMAIR HIO[EHI0|A2007), TIAT T HE(2007),
supplemental dataE f6HA XX} contact

- S milnaciprang CIE &2RSxet Hlwst G2 Kst

27k Cochrane risk-of-bias  tool

Hlo|E{2A: Random effect model

Sl E/Ad=EAL

SHEA(Milnacipran dosing/Comparator dosing/ Depression severity/ Treatment settings

due to difference in severity of illness/ Elderly patients)

RIZ=EM(Excluding trials with unclear concealment of random allocation and/or unclear

double blinding, Excluding trials whose drop out rate is greater than 20%, imputation

WHEHOR response rate 7S T A2, MASIAL XIR HTRIQ|, minacipranS AlERteR Bt

A7l H|wetoZ §t HHE H|wSHH wish biasE £A)

- SAxf: oiggie

—_ L-HBHAO

HEHE A

- A 2 1671

- BIX} 4 22779

SEotEl ZupHa

- Acute phasediiXQ| Response(6-12F), early phase0OlA Response(1-4%), follow-up
phasediA Response(d-671g), remission(6-123/1-43/4-671E), Depression Scale end point
score(6-123/1-43/4-671), Total drop out, drop out due to inefficacy/adverse
events/adverse eventd ZHME
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Nakagawa S(2008)

AP=H

- milnacipran(SNRIA) 2t CHEZE SSRIs?t TCASZE oS o] efficacy?t tolerabilityS &7t
MHIIE

- SAC|XIRL RCT

- CHABIXIEE: 18M| O&fe] unipolar major depressiong  primary2 TIEH 22 H-0E jlee=z

SHH sub type2Z chronic, catatonic features, melancholic features, atyypical feaatures,

postpartum on set, seasonal pattern2 ZE&l6HH psychotic featuresE H|2|
- &7l Milnacipran VS antive andtidepressive agents
- SK|E:

1. efficacy

2. Response of treatment, tolerability

0=
ru

=
[=]

- ZMIDB: Cochrane Collaboration Depression, Anxiety and Neurosis Review GroupOif|A
2006 A 1222 E 20074 5E7IX| UP-DATED & === MH

- SN minacipranzt CEE S22X(9| efficacy?} tolerabilityS H|w5HH Alg#=! randomized
controlled trials2 & At SHEX| 42 A 25 2L A0l Rofgh it 2HRtel 20%

0|40]| bipolar depressions &St AL M2l Axis 17t 1§ SHIOEOZ JIX|T U= HRE

X|2ISHAC

Zm7k random allocation concealment?} double blinding0f| CHst MEMS T}

Hlo|EEAtintention-to-treat(ITT)basis

SIHE/RID=EN:

SIHISEA: Al

DIZte 2A: inputed response ratesOll CHEH TIZ= 24 2ofl= A[SHSIK| &S

SRR KM2fSIAt2| sponsor EiE.

23 St

- 57 £ Annseau et al[1](1989), Annseau et al .[2] (1989), Leinonen et al.(1997),
Lopez-lbor and Conesa(2004), Tignol et al.(1998), Van Amerongen et al. (2002),
Yamashita(1995), Annseau et al.(1991), Clerc(2001), Annseau et al(1994), Guelfi et al

(1998), Lee et al.(2005), sechter et al. (2004), Shinkai et al.(2004), Yang et al (2003), Endo

et al.(1995) & 167H2| randomized controlled trials

Xt 4~ 22779
t=l ZapHa

rl0||

ook

L
- reraltive risk(RR); 95% confidence intervals

Mol REZX SIXIES HMNOZE 5t fluvoxamine?l TCA, Heterocycilcs, SSRI, SNRI, NADE
H|mSt RCTE MO efficacy?} tolerability, side-effect profiledi| CHSH HEREA] AlH
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M7=

- SFICIXRL RCT

- CHARSEXIRE: MOl Major depressive EHX}

- =% fluvoxamine vs TCA(Amitriptyline, Chlorimipramine, Clomipramine, Desipramine,
DOthiepin, Imipramine, Nortriptyline) & Heterocycilcs(Amineptine, Maprotiline, Mianserin),
SSRI(Citalopram, Fluxatine, Paroxetine, Sertraline), SNRI(Milnacipran, Venlafraxine),
NAD(Mirtazapine, Moclobemide)

- SOK[HE:
1X} X|&: Efficacy(HAM-D, MARDS)Q| relative risk Zit
2X} X|&: Remission, Tolerability, side-effect profiledll CHE! relative risk At

- ZAMIPB: Cochrane, MEDLINE, EMBASE, CINAHL, sycINFO, PSYINDEX, LILACS, hand searches
(2006'3 GEEX|)

- O HISE 7L criteriaE FoHK| fie 4%, S5, HEREMS et EHELE XXt
ZiEio| =712 42 M2lst RCT 8 ™

- 27k allocation concealment, double blindoi| CHeH 27t A

- Ho|E{EA: Random effect model

- ofas/AId=EAM: 2M HA0|M dichotomous data imputing(response, remisson) -2,
MLSAZRE G| XE FF, A E= Hw 712

- O LBl

SolEl o

- o7 4~ 537H(Barge-Schaapveld £(1995), Harris S5(1991), Kostiukova $(2003), Murasaki
5(1998), Rechlin(1994), Remick S(1994), Rota 5(2005), Coleman & Block(1982), De Wilde
5(1983), Dick & Ferrero(1983), Ottevanger(1995), Zohar S(2003), Nathan S(1990), Tourigny
Rivard &(1996), Mullin 5(1988), Rahman &(1991), Amore 5(1989), Bramanti S(1988),
Brown 5(1986), Cassano 5(1986), Claghorn 5(1996), Fabre 5(1996), Feighner 5(1989),
Guy S(1984), Itil 5(1983), Koetsier 5(2002), Lydiard 5(1989), March 5(1991), Miller
S(2001), Otsubo &(2005), Brunner(1994), Kasper 5(1990), Mendonca Lima &(1997), Moon
& Jesinger(1991), Perez & Ashford(1990), Haffmans S(1996), Dalery & Honig(2003), Gonul
5(1999), Kavoussi S(1999), Rapaport S(1996), Annseau S(1994), Kato S(2006), Kiev &
Feiger(1997), Nemeroff S(1995), Rossini &(2005), Ansseau &(1991), Clerc §(2001), Hackett
5(1999), Schoemaker 5{(2002), Barrelet 5(1991), Bocksberger 5(1993), Bougerol 5(1992),
Ueda &(2002))

- BIX} 2 42415

SotE ZupHa

- relative efficacy

- tolerablity2} side-effect profile
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Smith &(2002)

[l

- 2283 XSS M2 510 Venlafaxinet SSRIZ H|wst RCTE CHACZ efficacy2t
tolerability0i| CHSH HIEFEA! AlRY

M=

- ARC|XRL RCT

- CHABERERE Major depressive ZtXt

- =%K: Venlafaxine with TCAs (Clomipramine, imipramine, dothiepin(dosulepin) and
Amitriptyline), SSRIs (Fluoxetine , fluvoxamine, paroxetine and sertraline) and other
drugs

- SK|E:
1xF X|H: effect size

2X} X|H: response rate, remission rate
EH
=

0T
rhu

- ZAHDB: Medline, Embase, Biosis, PsychLit, National Research Register, Healthstar, SIGLE,
Cochrane Database of Systematic Reviews, DARE, Cochrane Controlled Trials Register
and Current Controlled Trials

S double-blindZ R HIEE 225 SRHDSM-IV) CHa

A7k NA

Cl0|E[2A: Random effect model

SIIOE/CId=EAL NA

g v A=

ISHE o

[ = -

- 7 4 327H(Alves S(1999), Ballus 5(2000), Benkert 5(1996), Clerc £(1994), Costa
5(1998), Cunningham S(1994), Dierick 5(1996), Geerts 5(1999), Gentil S(2000), Guelfi
S(1999), Lecrubier &(1997), McPartlin §(1998), Mahapatra §(1997), Mehtonen &(2000),
Poirier 5(1999), Rudolph £(1998), Rudolph £(1999), Salinas(1997), Samuelian S(1998),
Schatzberg S(2000), Schweizer S(1994) , Shrivastava S(1994), Silverstone S(1999),
Smeraldi S(1998), Stanley (1998), Tylee §(1997), Tzanakaki &(2000), Zanardi S(2000))

- I} 4 5562
T3 Zups

- effect size
- response rate
- remission rate

Steffen 5(1997)

G=E

- TCAs®t SSRis 2| R2F x|=2| SuHe=0ll Chet Clfet BiSut of=0f st Bi30| Si= d4RE
mEhot HAIR0]| CheiA HESHIXA} &

HPI=E

- GCXRE RCT
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- CHMEIRERE: Major depression as defined by DSM-IIIEE= DSM-1V
- B TCAs2t SSRIs2te| Hlw
- SK|E:

1Xt X|&: efficacy

2At X|H: droup-out

- ZMDPB: Medline M CHE X292 = manual cross-referencingzt expert consulation2

=3

HAMN: S5 =2 2250 TCAs = SSRIs X|=20 Chst A7t 48 SSRIs?t non_TCAS

meta-analysisE Saf| Hlwst 242 H|2|.

27k N/A

Ho|EEN: = 36712 ¢+ & 307i= efficacy2| meta-analysisOf| 0I25t¥H 347H=

drop-out analysisofl 0|&. 217§ &520il CHaliAl= subgroup meta-analysis &,

SHHE/RIE=EAIN/A

- O LBl

SolEl o

- 7 4 367H(Stark and Hardison (1985), Cohn and Wilcox (1985), Bremner (1984), Levine
= (1987), Beasley S (1993a), Tollefson S (1994), Nielson S (1993), Byerley S (1988a)
Byerley S (1988b),Feighner S (1989)b, Beasley S (1993b), Keegan S (1991), Young S
(1987)c, Judd S (1993)d, Fabre S (1991),Bowden S (1993), Noguera S (1991), Remick S
(1989), Feighner and Cohn (1985), Tamminen and Lehtinen (1989), Reimherr S (1990),
Cohn S (1990),feigner et al (1989b) Feighner S (1993), Ohrberg S (1992), Mlller S
(1993), Arminen S (1994), Nielsen S(1991), Bignamini & Rapisarda(1992), Laursen S
(1985), Hutchinson S (1991), Bascara (1989), Kuhs and Rudolf (1989)f ,Guillibert S (1989),
DUAG (1990), Dunner S (1992)g)

- 8IXt 4 6390
HSHE ZupHa

- effect size, common risk difference

van den Broek 5(2009)

A=H
- 28X XSS MO 510 VenlafaxineZ} TCAS H|wst RCTS CHAICR efficacy2t
tolerabilityOfl CHet HIEF2A Al3H
MHIIE
- SAC|XIRL RCT
- CHAMSEXIZ: Major depressive
- BAl: Venlafaxine vs TCA
- K|
1xt X|&: efficacy(response rate)
2X X|H: tolerability(all cause, side-effects)

ro
X
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EH
=]

- ZAMIPB: PubMed, Cochrane database of Systematic Reviews, Cochrane Controlled Trial

Register and DARE

SMA TCA X|Z2H2 2K}

ZEH7E NA

Hlo|E{2A: Random effect model

SIS/ EA: NA

oHRIRL U4 oS

ZoE A7

- A £ 7IH(Schweizer 5(1994), Benkert S(19960, Lecrubier S(1997), Samuelian S(1998),
Smeraldi 5(1998), Gentil S(2000), Sauer S(2003))

- BIX} 4 047E

IZotE ZuiHe

- response rate

- all cause withdrawals, side-effects withdrawals

Watamabe 5(2008)

=5

- A0l R2F XSS thae2 510 Mirazapine2t TCASSRI, SNRIE H|wst RCTE CHaCZ
efficacy2t Remission0i| CHEH HEHREAT AJSH
HDIE

- SIC|XIRL RCT

- CHMBIXIZ: MQ1 Major depressive Xt

- &Al: Mirazapine vs TCA(Amitriptyline, Clomipramine, Doxepin, Nortriptyline),
SSRI(Citalopram, Fluoxatine, Paroxetine, Sertraline, Fluvoxamine), SNRI( Venlafraxine)

- SOK|E:

1X}t X|&: EfficacyQ| relative risk ZlAt

2Kt X|H: Remission?| relative risk A

EH

- ZAHDB: CCDANCTR, CENTRAL, Cochrane, MEDLINE, EMBASE, CINAHL, PsycINFO, PSYINDEX,

LILACS, hand searches (20063 6&7tX])

AN HIST AL criteriaE SF6HX| Y= 42, S=5&T, HEREAS 2t FELE XAt
ZiEio| =712 42 M2I$t RCT 8 4™

Z2mE7E NA

Clo|E[2A: Random effect model

oMHaE/DI-=EAL data imputing(response/remisson, SD) S22, MIUSAIREE HA7H| X|[&

o
T

- SRR drels
ZoE A
- A £ 257l(Hoyberg 5(1996), Mullin 5(1996), Organon(85146), Bewmmwe(1995), Smith

0T
rhu
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S

=

SOASEO| PUL UXE AN ¥ FHY B

5(1990), Zivkov 5(1995), Richou 5(1995), Marttila S(1995), Fava S(2006), Leinonen
S(1999), Amini §(2005), Hong S(2003), Versiani &(2005), Wheatley &(1998), Winokur
5(2003), Schoemaker 5(2002), Benkert 5(2000), Schatzberg £(2002), Wade S(2003),
Behnke S(2003), Thase S(2000), Guelfi 5(2001), Benkert S(2006), van Moffaert S(1995),
Halikas S(1995))

- BIRF & 48429
HEHE AopHa

- relative efficacy
- remission rate

Weinmann 5(2008)

S=H

- effect sizeE 0|&3lA VenlafaxineZt SSRIQ| efficacyE H|uwstl methodological A2
kol choll Eoteh 27| ff=tolct.

HE7IE

- HACIXIRL RCT

- D& &R

- =7l Venlafaxine vs citalopram, excitalopram, Fluoxetine , fluvoxamine, paroxetine, E=
sertralinez} placebo control& Al&st7Lt Ot & A4S =t

- 2K 1.remission rates,

2.response rates, effect size, tolerability

0T
rhu

EH

=

- ZAHDB: Medline, EMBASE, PsycINFO, PSYDEX, Cochrane Central Register of Controlled
trials, study registers, manufacturer's data base for primary studies 1966~2006, 235
HAM2 20074 37X HI0|E =l Z4SE & Cochrane Database of systematuc Reviews,
DARE, guideline database

- HME: citalopam, escitaloparm, flouxetine, fluvoxamine, paroxetine E= sertraling
285 F1t placeboE 71l #0| 7Lt placebo0| Sl= TS ESBI0 ZASH6F M=
double-blind XIEE $aiet 2 Ze 67hE 0le] A7 |7t XIHE Si+l= Hixlotd=nl 1
OlR= 0] HF0IM= H7[ZHe] effectivenessE EX} 37| Wi=20|Ct. 0]0] disthymiaE ZIE
22 SIXIE0| RXIe| 20% O0[74LE, &OIXI2| 15% O|A0| 0|0] 2EES R 42 ¢+
CHAfOIA M), the standard instruments llamilton Depression Rating Scale(llAM-d), E=
Montgomery Asberg Depression Rating Scale(MARDS)7} ZuifHAE ZXhisheE Z<L0qot
A0l =B,

- 287k N/A

- HIO|ElEA: random effect model

- SIaE/RIdEEA:

SIHERAL X HA(BOM| D|2te= XS, SxHCHactive control-only trial VS active-

and Placebo-controlled trial), Z&5t [TT analysis?| 38R, CHE 720 ChSt change

scores, post treatment scores?| 0|8, 222Xt VS UKL, Venlafaxine?| 178 & VS
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flexibel St 2F Venlafaxine as experimental vs control substance
oIZ= EMefficacy resulstsof Chet 2IZtE= 2M AR, HAM-D-172F MADRS 0|&

- SRR N/A

ek A

- A7 £ Allard et al (2004), Ales et al (1999), Biclski et al (2004), Clerc et al(1994), Costa
e Silva(1998), Dierick et al (1996), McPartlin et al(1998), Mehtonene et al (2000),
Montgomery et al (2004), Nemeroff and Thase (2007), Rudolpg and Feiger(1999),
Schatzberg and Roose(2006), Schiton et al(2006), Silverstone and Ravindran(1999), Sir et
al(2005),Tylee et al(1997), Tzanakaki et al (2000) & 1774

- 8Kt £ & 34079 (venlafaxin 1695H, SSRIs 1712H)

EehE ZapHs

0

- risk ratio, MH risk ratio

Jhu

DSM-IV: Diagnostic and Statistical Manual of Mental Disorders, fourth edition, HAM-D: Hamilton
Rating Scale for Depression, MDD: major depressive disorder, SSRI: selective serotonin reuptake
inhibitors
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TCA% SSRI9Y 2%EFH(discontinuation)Z YW Mef HHH ZHIH AP E25
@O Anderson (2000)

@ Anderson(1998)

@ Anderson &(1995)

@ Barbui $(2001)

® Bech $(2000)

® Cipriani $(2010)

@ Ciprani $(2009)

Cipriani 5(2008)

© de Lima §(2009)
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{® Hotopf §(1997)

@ MacGillivray $(2003)
@ Montgomery 5(1994)
@ Montgomery §(1995)
@ O~ connor 5(2009)
@® Omori 5(2009)

(6 Steffen $(1997)

= O] ® ® ® ®" ® @ ® ) @ @® ® ®
A 92 27 62 40 25 17 57 17 1 92 8 42 67 3 27 34
NS 10553 1723 6029 4706 2239 2864 4783 2207 270 8618 4481 6852 2643 1949 4423
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Akhondzadeh(2003) O
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Amin 5(1984) O O
Amore 5(1989) O O @) O O O O
Ansseau 5(1991) O
Annseau 5(1994) O
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Bocksberger
S(1993)

Bondareff £(2000) O O
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Bowden 5(1993) O O O O O
Bramanti 5(1989) O

Bramanti 5(1988) O O O O

Bremner(1984) O O O O O O O
Bressa 5(1989) O O O O

Brown 5(1986) O
Brunner(1994) O

Byerley S(1988) O O O

®
®

O

0000
0000
0000

@)

O
O
O
O
O

O@)

- 351 -



4z
Jhu

Bl
@
®
©@
®
9)
@
Q@
@
©@
@
@
®
&)
S
6)
®

?.
Byrne(1989) O O O O O O
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Chen &(2001) O O
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Clerc
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Coleman & O
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de Wilde S(1983)
de Wilde &
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Demyttenaere
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Dominguez 5(1985) @) O O O
Doogan 5(1994) O O O O
Dorman(1992) O
Dowling S(1990) O
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Dunner 5(1992) O

Edwards &
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Fabre 5(1991) O
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Fairweather(1999) O
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