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Executive Summary

O Background and Objectives

Systemic lupus erythematosus (SLE; hereinafter referred to as “lupus’) is a
typical autoimmune disease that exhibits various clinical symptoms
throughout the body as pathological autoantibodies and immunocomplexes
destroy tissues and cells. One of the most critical symptoms of lupus is
associated with the kidneys. Approximately 60% of patients with lupus
develop lupus nephritis and show a relatively higher renal invasion rate,
particularly in Asia. Cyclophosphamide (CYC) intravenous (IV) therapy or the
oral administration of mycophenolate mofetil (MMF), which are both
immunosuppressants, are the most widely used therapies for the initial
treatment of Class III/IV lupus nephritis.

However, a strong immunosuppressant such as CYC might result in severe
toxic reactions: furthermore, an increase in the cumulative usage may raise
the probability of gonadal toxicities such as early menopause or infertility.
In contrast, MMF is known to cause less harmful reactions while offering an
equivalent therapeutic effect to CYC; in particular, as it has no gonadal
toxicity, it can be safely used by women of childbearing age. In addition,
although it is known that MMF was comparable with CYC for the induction
of remission and maintenance treatment of lupus nephritis, there are few
comparative studies that include Asian patients; therefore, racial differences
in the therapeutic effects may exist.

Therefore, it is necessary to establish the wvalidity of reimbursement
decisions by the identification, as a priority, of the basis of efficacy and
safety of drugs used in the treatment of lupus nephritis. Accordingly, in this
study, the therapeutic effects of CYC IV therapy (high dose/low dose) and
that of the oral administration of MMF in patients with lupus nephritis has

been compared in order to propose reasonable evidence for their use.
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J Methods

To compare the clinical efficacy and safety of the initial treatment of
lupus nephritis, a systematic literature review and meta-analyses were
conducted to synthesize the latest evidence. Additionally, analysis of the
national health insurance database from the Health Insurance Review and
Assessment Service was performed to determine the incidence of lupus and

lupus nephritis in South Korea.

J Results

1. The prevalence and incidence of lupus nephritis

To determine the current prevalence and incidence of lupus and lupus
nephritis in South Korea, the insurance claim data from the Health
Insurance Review and Assessment Service were used. In this study, patients
with lupus were defined based on a previous literature review and
consultations with clinical specialists. The examinees included those whose
diagnosis included SLE (ICD-10: M32.X) in the primary diagnosis or the nine
secondary diagnoses, and who had also used medical services once or more
under the special estimate case code (V136) between January 1, 2011 and
December 31, 2015. Furthermore, patients with lupus who had received a
kidney biopsy or a urine test were categorized as patients with lupus
nephritis. As a kidney biopsy is performed during the diagnosis of lupus
nephritis, patients with lupus nephritis who satisfied the above definition
were considered to be new patients in the year in which the treatment of
lupus nephritis was commenced.

The results of the analysis showed that the prevalence of lupus had
increased at an average rate of 6.1% per year from 14,375 in 2011 to 18,185

in 2015. The most common age groups of patients with lupus nephritis were

Vi
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20s and 40s (57 patients per 100,000). The incidence rate of new patients
with lupus nephritis has shown continuous growth with 409 patients in 2015,
which was an increase of approximately 56% from 2011. As of 2015, the
incident rate of lupus nephritis among the existing patients with lupus was

approximately 2% per year, with the highest rate (4.6%) found in teenagers.

2. Comparison of effectiveness and safety among treatments

To compare the CYC and the oral administration of MMF, and also to
verify the effectiveness and safety of the low and high doses of CYC IV
therapy, a systematic literature review of the key research questions was
conducted, and the results from the review were evaluated by AMSTAR for
applicability. Randomized clinical control trials, which were added based on
the literature selected from the systematic literature review, were examined.
International databases and manual searches were both used for the
additional literature searches. The Cochrane Risk of Bias (RoB) tool was
used to assess the risk of bias in the final selection of literature. If possible,
a meta-analysis on the clinical outcome variables was performed, and if
quantitative synthesis could not be performed, qualitative descriptions were
given. Remission rate, incidence of end-stage renal failure, serum creatinine
level, and albuminuria level were selected as indices for clinical outcomes,
and mortality rate, incidence of menstrual disorders, rate of major infections,
infection rate of the herpes zoster virus, and incidence of hair loss,
leukopenia, and gastrointestinal disorders were selected as safety indices.

For the comparison between the CYC IV therapy and the oral
administration of MMF, a total of eight randomized clinical control trials
were selected, which were included in the meta-analysis. In terms of clinical
effectiveness, there was no significant difference between the two treatments.
In addition, the meta-analysis results of the safety indices showed no
significant difference between the two treatments, except in the incidence of

hair loss and that of gastrointestinal disorders. Three randomized clinical

vii
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control trials were selected for the comparison between the high and low
dose CYC IV therapies. The meta-analysis results showed that while there
were no significant differences in clinical outcomes, including the remission
rate, between the two treatments, the low dose CYC group showed a
significantly lower incidence rate of ovarian failure than the high dose CYC
group did: thus, it was reported that the low dose CYC was more effective.
Subgroup analyses were conducted based on countries (Asian countries
only, various countries including Asian countries, non-Asian countries). In
terms of the primary outcomes (complete remission, partial remission,
menstrual disorders), there was no statistical difference between CYC IV
therapies and MMF. Since only a few studies provided the information on
ethnicity and region, along with a small number of participants, the results

need to be interpreted with caution.

UJ Conclusions and Recommendations

Previous systematic literature reviews (Henderson et al., 2013; Liu et al.,
2012; Lee et al., 2015) have shown, with relative consistency, that there
were no significant differences in the clinical indices between the CYC
intravenous therapy and the oral administration of MMF, but different results
have been reported in terms of safety. Particularly, incidence of amenorrhea,
hair loss, leukopenia, end-stage renal failure, and mortality have indicated
varying results or degrees of significance in the literature. This study is
significant as it presented the results for the comparative effects of
induction therapies on lupus nephritis based on all existing evidence.
Furthermore, the results of this study that there were no significant
differences in clinical effectiveness and safety between the oral
administration of MMF and the CYC IV therapy may justify the policy of the
expansion of the MMF reimbursement criteria that was enacted in July this
year.

Following the effort made by the government to enhance the benefits for

viii
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severe diseases, improvements in health insurance benefits have occurred.
However, compared with the social interest in diseases with high prevalence
rates, such as cardio-cerebrovascular diseases and cancer, less attention has
been paid to rare and intractable diseases such as lupus. In these situations,
basic research into the identification of the epidemiological data and the
current situation on the medical usage of domestic patients and analysis of
the efficacy of drugs will produce key data that can be used for the
decision-making process in health care.

Moreover, after consideration of the inconsistencies in the research results
of previous studies, it is believed that, based on the systematic review
analysis conducted in this study, further research is required to examine the
budget impact analysis of MMF reimbursement and the comparative

effectiveness between treatments.

Keywords:

Systemic lupus erythematosus, lupus nephritis, Cyclophosphamide,

Mycophenolate mofetil
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HAHA FFAAY AT HI o PYAHO] APHIUL o]F HEYLE 20129
% (Buropean  League Against Rheumatism and  FBuropean Renal
Association-Buropean Dialysis and Transplant Association, EULAR/ERA-EDTA)
7} u]=(American College of Rheumatology, ©]3} ‘ACR’), 181 =AA14sts]
(The international society of nephrology)ollAl FFAAA A Ho] EFE A
AAE AR Aol =9l (Kidney Disease: Improving Global Outcomes, ©]3f
KIDGO' )2 IAIAHE 2-1). ol YFABAYANA Class /NG FFLAGY
#3 4= AF)A 8% Cyclophosphamide(°]dt ‘CYC) HWFAQH(NIHRH)
T ALF  CYC  AWEAIQW(Buro-Lupusf4¥), CYC  AF+ESQH,
Mycophenolate mofetil(°]s} ‘MMF) 8¥<S 35402 7|&sta JAch(2Y 2-1).

w203 TP T
EULAR/ERA-EDTA:  The  Joint  European
League Against Rheumatism and European 201214 72 o3 A0F 2 HAE Kol

Renal  Association-European  Dialysis  and
Transplant Association

ACR: American College of Rheumatology 20124 6¢ o= o= L el
KIDGO: Kidney Disease: Improving Global

20124 5 =K AOF U HAE MO

Outcomes
£X4: Nephrol Dial Transplant 2016;31:904-913.
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Induction Therapy: Class Il / IV

MMF 2-3 gram a day for 6 months*
(preferred to CYC in African Americans
and Hispanics)

PLUS OR
GC IV pulse x 3 days then pred 0.5-
1mg/kg per day tapered after a few
weeks to lowest effective dose

CcYC

PLUS
GC IV pulse x 3 days then pred 0.5-
1mg/kg per day tapered after a few
weeks to lowest effective dose

R

Low Dose High Dose
500mg IV 500-1000mg
every 2 OR mg/M2 BSA
weeks x 6 (for i.v. every
Caucasian of month x 6
European
background)
‘ 6 mos ‘ |
| 6 mos |
| Improved I | Not Imoroved | Improved | | Not Improved
MMF 1-2 g/d CYC (low or high) MMF 1-2 g/d MMF 2-3g daily
OR + OR for 6 months
AZA 2 mg/kg/d +/- Pulse GC then AZA 2 mg/kg/d +/- +
low dose daily GC daily GC low dose daily GC Pulse GC then
daily GC
I Improved | | Not Improved | Improved | | Not Improved I
I
- - - Rituximab
Maintenance Rituximab Maintenance Or
MMF 1-2g/day Or MMF 1-2g/day Calcineurin
OR Calcineurin OR inhibitors
AZA 2mg/kg/d inhibitors AZA 2mg/kg/d +
+/- low dose + +/- low dose GC
GC

*Recommended background for most patients is discussed in text, Section Ill.
*The Task Force Panel discussed their rpreference of MMF over CYC in patients who
desire to preserve fertility

AAA

J8 2-3. RZAMH Class II/VE2 QLXE Q¥
&4 Arthritis Care Res (Hoboken) 2012;64:797-808.

AAE C

AA 3

= 1o
T T

A Fa

[
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AoHAE vne 4 A-&F MMF 8%o] I MMF 8¥1} GAGE 2345 Holx g
of ofAJopA o= 3g0] otYzt 2g2 AWT —/Fl:-— ATt
CYC AHFAAHO ¢ A{FY 1L&F FUFALHoE FREH 18T 7
S w=oll A P O]”/\]do HIFOoE osto] 49 "NIH 8H'0= EE]J——’ S 2 A
&7 CYC AHFARHZT FHAGA P AN 4BE HEF2E 5ol
“Buro-Lupus CYCR¥'o & 0‘317% ek, 1&%F CYC AWFAIQHolH & 6/lE &
oF W2 500-1000mg/m* FHECS T QA QMO Z azathioprine(c]st ‘AZA’)o|}
MMFE A+ Foste Aot A&7 CYC AHFAQHo|d & 3719 &< 250t
500mge 6Wl HJHES] oti o]F FAQWORE AZA & MMFE WY A+ Foiste=
a¥lolth. Agtd AFH Ao mE" F 8% 7t ane =42 A9 F55tH, 10
| 7t FA%E o A9A% 94 AEF CYCY 18T CYC 899 F3F24 449
(flare), 7] AAS, @FAgotd F vf ol A5 LA Hlgol FASIHL ok A&
F CYC AYFAL o] #3 HAIE 2 Afd S 7Y AFH wiFe 7L
Ae Wl ARE AAHY, 7 AFoMs A&F CYC AUFARHAN 55 79
ZAaZol f Y2 g yepdnty Euskych £3 ALFd 18F CYC
AuEArg o] wWel 99 QIFoA HnE ATE fle ALE FAHAUHE 2-2).

T 2-2. RTAMH Class /N9 ok
184 e
35 CYC HUFAIQH CYC HUFAIQH MMF 2
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-6ig SOt o -8 S0t 2% it A s ehEn oz
500-1000mg/M2 500mg¥ 63 HUFA | 2-3g BT 28, B4 I
HUFN =0 =0 M N 1-2902 833
S0 -0% Z40| HE F | -013 FN0| MY e | BOf =8%0 27| 8YO
MMFE 312 1-2g 28 | MMFE 32 1-2g 2 340 HMYN %2
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£X4: Kidney Int Suppl 2012:2:139-274.
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1E&F CYC AHFARHY +4 AHgFo] F71deE dAT o4 BRoA J+42
FA715 ZHE 71T = 7] Wil F47s EEE Yote FAIAE CYCEY
AL gt TEF CYC HWFARH(500-

1870 &<t 49 71 A&
97 (amenorrhea)o] TAE & U=,
ot Aol 2™ 254 ugk 439 25%, 3041 mTE o449 27%, 31A] o149 62%C]
A FE7o] wrAstt Y stk & 18 CYC AUFALHLS 2 o RFAAY &
A9 ok 10%904 Aot A&HHA EALHYG Fo] Jlom Ao wotdLE 1
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20171*“ 29 FAFEE 7|E02 FXAAY Class M/NVBL AT Q9o A
= ABEY Fo9oFE(CYCY MMP2 CYC AE 171, MMF #&A 77H(0.258
670, 0.5g 17H), @& FAMA 1707F Atk Q&9 S7HAME, gol7]E, EEARH
52 (X 2-3)3 Zo. E3] MMFY A% 7|29 EFQ H*oﬂ xli&#ﬂ fAY 72
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FA)7F 7150l AHAF CYCS B55HA 271A & 7
SEAE Q¥olA CYCY MMFY 7] & 1% Bl moﬂﬂﬂ FEA
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HZ(BSA, Body Surface Area)o] Wl Fojofo] ZAAE
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A
formula(A% 160cm, 50kg 71H3)

A
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2) Mosteller RD. Simplified calculation of body-surface area. N Engl ] Med. 1987;317(17):1098.
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Wilson 5(2007)& HIESIY & 3HY FFAAH # AALE7F =& A4
HA. Wilson 5(2007)2 FF2419 @4 freA oA MMFZ CYC A& 6
e 49 v Eatde % o} on, Mohara 5(2014)2 2794 FAX &7}
gfjsto] z7] i]ﬁ_i CYC 52 MMFE A&t & $AQ¥O= CYC, AZA, MMF
5= AEStE 4% BAY H]JQ“J‘IJ}"JO At 0E dTE+ Nee(2015)5°]
MMFet AZA GA8H 49 BA 59 wEazdes EA% Zuzt gt & dF
£ FFAAY #49 27|A &0 Bst CYCY MMFO] H]§aIAYE B o7 fE
o Wilson 5(2007)% =%& 8 FIEACZ AestATHIE 2-4).

Wilson 5(2007)& FF249 @49 FE=ARAH CYCY MMF A&H F A3tE
A skofl A ol Aol 7 49 de AAATIAE et CYCH BS54
WEALE FojFo] dgo] AT & ¥, £¥4 U4 "ﬂ‘ﬂg fs) WAt (Mesna)
£ Ao, dF Fx9f S F8 FAE F otH darde oWt As 1
NEd(Goserelin)g 271403 Eouy|x gt dH MMFe AT 2851 GEZ
of 28 §lx, IAFHo|Y wALe] FIEA o] itk o AY ofFof Zfolet
& IHZ fd F7tee FEn 2 AYE ol & & 79 HE o7t HAste
ol Hct. ot &S HFHASIY Ginzler 5(2005)% HIES F 3WO AF 9
ot MMFEF CYCY & #Hdl|(complete remission) AFol= MMFOJA 43.75%, CYC
AA 20.59%Z Ve, 24 29 A7o]| BE AEAYFH(quality adjusted life year,
ol3t ‘QALY’) F7He MMF#2 0.262. CYCE-E 0.223°]90th. E3t A &0 w2 48
H&2 MMF7F 1,38835, CYCZ} 2,9943&E& MMEZF CYCO Bl A& &37t
Sot B0 HEE AEE ARHOE 48 YR
a9 Wilson 5(2007)9 4+E 2 A+9 F8 #1 d+2#E HEo7de Z

==

o 4z o
rE 2o

g2

ol

7HA @Al e, AR & W9 AAY 2dnF A7 200499 FA™ AFE
o]ggt Aot HAl YAAT7F $71E Henderson 5(2012)9 ZAH Ao wady

ERAAY A9 27)2F)A CYCY MMFY &3} Zol7l EAACE G54 U=
A0Z YebEAT, Wilson 5(2007)9 Aol Zast EdoAE & A=A F 23
o)z} itk Horth Ed H&AL Aol 28 ZAdME CYC AEZI MMF A&
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o 7F Aol7t Qe ALlE HI FAAHE7 BYo o ARAHE wFotAeH, ol
e 582 AAHY BEHCE 194 HEdZ W ZxH(disutility)E ©1-&st3H
StA % Henderson 5(2012)9 AAH FA1Z A1 FRAHY Aol e AR
UEY Wilson 5(2007) 949 CYC#® MMF# 7t F2-89 Zol7t o =Y
= 740l At oo REWE AZGHE Angt Ad AddHt 4% A%
Bz, S5d% A2FHE F8 49 A3AEHSY sU AFAEHE 7HEst] 4 A
ZAH ¥ 84S oML H|E a7 B4 5E(Havard Cost-Effectiveness Analysis
Registry) ol Al FZ5t=0 ol 7Ho digt At ZA7E AAEHA ok
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9 Ao ojmet JFe wAEA 94 A= B B ofte AT

of 9oz FAANRRE A% HAFA w0 49 Hof nA= FFIH o]F TIT H]
S2aHgL AT dFE 3F 2t Rosenberg 5(2013)9 A7) wad L &
gob 8] 7|9 AL SRA 475 Aste EE0|L AW, @7, 4UxF, A
57t 53 Z& 340l ey A9 A% 4 BAAIA 49 o FHHQ IFE
FA "t 28y 49 42 MAAE ¢ de Bl Bt d+te SESA Fob FF
F7HEQ A7t Basity sttt Brown 5(2016)9 AFoAE 18~44419 FHS
ool fuetel 29 A% 49 Ao vAE IFE dFEL Utk F2 9489 A4S I
gtayio= s o

Ao s 279 7A% HAd g g S FASHA HiL ol
1 FF= £ U °olF AFSH] 8 ol d+= 2009d
HE 20109717 FEYIRATA A A" (Behavioral Risk Factor Surveillance
System)ol Al §HF Z2 718k & HEo] Sle A9 EHlolHE #Astt k3 A
719k AZFAE] a-8FH(preference-based health state utility, HSU)& F&317] 9
OH P AP LATA A A" 2ot A7 Y(Healthy days)?t H3 &
, HSUO| dhigt 18AJolA 4441, 454 ooz Aol #&d AFIARAS &3
HSUoﬂ FF= WAE 28U BASHUT. 24 23 18-44M19 &
o9 FHY FAEG HSUY WA= FFol 44 o & AS=E U on(-0.097
vs. =0.024, p<0.001), 18- 44%11 L 11}7} HSU A= %] o0& ool 2
g e SAHGE ¢ 2 Z UEry 097 vs. -0.057, p=0.024). 14 o]
AFolAs RARE HSUS Z]UF 3097t 541 T2 AAHor ARSHA 42 &
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O

_E

of g A a3 oo g AF
%9 o oAL GFS B D7 oYk
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1. MAAR

SEANGS ANFWA THACIS THL) BRY 25~75%00 4 B Ao
LA glow, o] F YHARAOE APsle] FALH, BUEY EL Aoj4g Be
2 S AL 10~20%0t. B ATIAE A4EY FFARE o8] Ty 2
2 A9 7RO FEANG THES AEH] Fd, oAIRYS ol8T ABY z
A4 4ojot $95o] et HAATE A=A

AR EF S 55H F¥4 f_x}—r@r—f] H]JL§ EOH °“5]°“:} BT H7HA}
& ALY ASE(comparability ratio)?t 7MY =2 diEE2 [BF
2 13 ol dHT &R, 13] o]y WAAA|A G S| EFAIZERALS BEAY W
S, Ex Wd dsDNA 4| Ex oldl F&ote HAFE 23 o &2 FAFIE &
L 99 ¢yE2g Hgog drd XA oWE9o A3 Al ) ks
0.68°A 20109 205922 A&HoR Fristgion, AdAeE 20089
260704 20099 1,398 22 F7bstqitt. Aol e %%%J—ﬂr Age2
Holom, o9 A% 20109 FHEC] 109 ¥ T 45.8<H vl G FHE
7.5 2% Ao FEEC] dA HIF| F oM B2 ALE UERTH

o oox mS
oxh X

oF 9 rlo >
i,
32,
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—_

l

rlo

=]
W
=

15



BXOM Z71X2 QY 7t HlW&nt

B 3-1. 2 RZA(SLE) ¢izg/NY QHE

HA =24 o8
pals
#xts | HIZ(95%CI) | #xts | HIE(95%CI) | B | HIE(95%CI)
2006 | 10,080 | 20.6(20.2-21.0) | 1,339 5.5(5.2-5.8) 8741 | 35.7(35.0-36.4)

2007 | 10,771 21.9(21.5-22.3) 1,538 6.3(6.0-6.6) 9,233 37.6(36.8-38.4)

2008 | 11,609 | 23.5(23.1-23.9) 1,812 7.3(7.0-7.6) 9,797 39.7(38.9-40.5)

2009 | 12,351 24.9(24.5-25.3) 1,739 7.0(6.7-7.3) 10,612 42.9(42.1-43.7)

2010 | 13,316 | 26.5(26.0-27.0) 1,914 7.5(7.2-7.8) 11,402 | 45.8(45.0-46.6)

Z£X4: Rheumatology International 2014;34:909-917

Ju(2014)= AZEFHAHE7HEY] 200490l A 2006"‘]77}7\] AREY BFAARE HY

HES AEoT. FREAeE M32 A¥IEE RolEZ T
o] FAASE(positive predictive value ]5} PPV)E &t AEESGloH,
iEE 7 #2 F FA HE A g9 97715 ZAL 2)
gz EEF $AE fAew B 3) F
Hextrapolation)& &9 &4t 2 PPV A& w4 uhzt
,0007°1A 11,0007 Ate]Z UEROH, ofd] mE &
I

_l

o

m9
)
o
=
2

U

o H

¢
\

rl

1.2. REALHY QHE

UM AFEY JFARE ol&ste] FFAAY @48 AT AHle EuHA
Forh =99 AL, Chibnik(2010)% Li2009)14 ©JAAEHE o] &dto] FIFAA
4s A9stlen, & £ EF 32 @A WA Ay, AR RS &
gote 2SS At

Chibnik(2010)2 2000-200799 u]= #WgAolE zAwE o]&dste] ZFA AHd

(International Classification of Diseases, 9th Revision, Clinical Modification,
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24192 X*ﬂﬁ}ﬂ %’4511 *o“ﬁ‘l‘ 4 Ag23 JEE ol &3 b5 47HA] EAEEE v
2 A T

SFETHIE 3-1) - 1) 4 Ex T4 AARA A9 (R332 AFA A9 23, 34
= A AR AE T ARA AG BE A F3E (REA A S5F XY, AR
A EE R (ICD-9: 580.00-586.00, 791.0); 2) AAAMES] HHE 23] o]4F 3) 1)

E= 2 4) 1) % 2). o] F FFLAGA T PPVE AW Ee ARAEY WES
J1E0E ot )W FAYEFAA 88%E 7MY %A, AFAEY WEWS 1T 2)
H g EAAE 86% AT

Positive Predictive Values of 4 Algorithms to identifv Lupus Nephntis from Billing Data for Medicaid patients

=21ICD-9 710.0 + Total identified | Lupus | PPV Lupus, 95% CT | Nephritis | PPV Nephritis, 95% CI
1 | =2renal ICD-9 codes 228 203 89%(85-93) 183 80%(75-83)
2 | = 2 nephrologist visits 122 112 02%(86-9T7) 105 86%(80-92)
3 | Both of above 116 106 01% (86 - 96) 102 88%(82-04)
4 | Either of the above 234 209 89%(85-93) 186 79% (74 -83)

PPV= positive predictive value, CI= confidence interval

J8 3-1. RRANE XYY YI2E Hu

ZA]: Lupus. 2010 May;19(6):741-743.

Li2009)= FZA AHY(ICD-9-CM, 710.0)28 4LE 3 ALo/AY 9 F:=
Ag 309 o9 HH0R 23] o4} o]&3 FASE FEA TR Yot &
SHA4 23 WECE HoH Ao F WA A BHAA B HWH
AL "W A (rule out)'d] FFA Aol Q&= HLE Aot FEAR
s S AZOoE ofo] 59 7t FASIHA, AAS 7
A rL g FTE 9Fo|4g I AL
L d

Al
o HgolAe We HoL wr
i

1
Fu
o
oo
e
ofN
N
_>|~I_,
=
f
T
_91‘11,

c

o] = AoE ERFch 3 &

JAA A% end stage renal disease,

12

17



SEANG BX0A 27(X|2 Y 7t Huel

Table 1. Diagnosis and procedure codes used to find systemic lupus erythematosus patients with nephritis*

Condition ICD-9-CM CPT-4

Acute glomerulonephritis 580.0, 580.4, 580.8, 580.9

Nephrmic syndrome 581.1, 581.2, 581.3, 581.8, 581.81, 581.9

Chronic glomerulonephritis 582.0, 582.1, 582.2, 582.4, 582.8, 582.81, 583.9

Nephritis, not otherwise specified 583.0, 583.1, 583.2, 583.4, 583.6, 583.7, 583.8,
583.81, 583.9

Acute renal failure 584, 584.5, 584.6, 584.7, 584.8, 584.9

Chronic kidney disease 585, 585.1, 585.2, 585.3, 585.4, 585.5, 585.6,
585.9

Renal failure, unspecified 586

Kid.l]ey biOpSy 55.23, 55.24, 55.39, 55.21 50200, 50205, 50555, 50557, 50559,

50574, 50576, 50578

Hemodialysis or peritoneal dialysis 30.95, 88.7, 54.98, 39.42, 39.27, 96.6, 99.15, 90935, 90937, 93990, 90945, 90947,
99.05, 99.06, 99.19, 99.21, 99.24, 99.25, 36832, 36145, 36833, 36831,
99.28 90918, 90919, 90920, 90921,

90922, 90923, 90924, 90925,
90939, 90940, 90989, 90993,
90997, 90999, 99512, 99559,
99601, 99602
Kidney transplant 55.51, 55.52, 55.53, 55.54, 55.61, 55.69 00862, 00868, 50300, 50320, 50323,

50325, 50327, 50328, 50329,
50340, 50360, 50365, 50370,
50380, 50547

*ICD-9-CM = International Classification of Diseases, Ninth Revision, Clinical Modification; CPT-4 = Current Procedural Terminology 4.

O8 3-2. RRANY X oo Zod HE R MX|ZE

Z£X4: Arthritis and rheumatism. 2009 Jun 15;61(6):755-763.

2, H14H

2.1, Xzd

128 314714 A= Jz7]HoA E’”\(CD-IO 2X)= 45101 &5 & gAY
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H 3-2. #32Y 4= WY

S EVIFD 2011.1.1. ~ 2015.12.31. (5/4EE)
QYU7|f =4 HESYHE, SeYE, dutHE QH, HHA ZAME
Hx £ HLEY, &g

Fill=
o Y
=TT
M32 HAZHY RIA(Systemic lupus erythematosus)
M2 (YA, NOS)EEMY 22 A(lupus erythematosus(discoid, NOS))(L93.0)
M32.0 oE  QEd MM &8 2ZA(Drug-induced  systemic  lupus
' erythematosus)
1 EE AS AEE it Mgty 2RA
(Systemic lupus erythematosus with organ or system involvement)
- g|E0-AtAB(Libman-Sacks disease)(139*%)
ALK . .
DRt - REA MAMOUA(Lupus pericarditis)(132.8%)
V321 - BEUY) MEe St HAsHY 2OA

=
(Systemic lupus erythematosus with kidney
involvement)(N08.5%, N16.4%)

ho CiE AL
- W e S MAMEUY 2RA

(Systemic lupus erythematosus with lung
involvement)(J99.1%)

M32.8 | 7IE} HEHO MAEEHY ZEA(Other forms of systemic lupus erythematosus)

M32.9 | AMEHO MA ZHHY RZA(Systemic lupus erythematosus, unspecified)

EA: AgRopd AYI AL EIHAE7HD

Blojz g
) T200 AN 20Hs
7Rz r—
e T300 HERE 2 L HUSEE)
T400 R
1530 UM D8 A
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BXOM Z71X2 QY 7t HlW&nt

2.2. HE%t
7t) Mgty 2RA
AZEY AFARAA AA FFA A5 JYdt] foto] FFA AYFT} A
59 FE=E oSt FRAE IAGANESE AYEY dieR EREH ©TY
e gelo] Yk A% 55AAE AA U9 2 9 YRolgo 3 BARTFS 4
F wE 5 oodey AAT AHEE AA 7Ee ve 2
B 3-3. 2FA MYEY 71F(20161 38 TIF)
AHEY
M 8% HSE
dags
y#ac 2 J
dMIIE Ex43}s} OIAF dAIIE
o{oist Cof =0
/I__I-hEE HE
[HHSEA
199749 ACR" 7|12 E&=
M32 20094 SLicc” 7|zg ot 0 0
Zole 8%
ASZ  RLH HUYsHY
M320 | Lo T 0 0
TT=
M32.12+ {*’é'fj HE s o 432 0 o EES %Ej‘l} Z5i,
Hdote g2 54 0|F MSEZ
M32.1+ 0 0 3t MEE 2% V136
9ETIo yAnnt
M32.10+ 0 0 oz ==
M32.13+ 19974 ACR 7|2 E= 0 0
7M32 164 20094 SLICC 7|28 UE 0 0
T L EHHA Y o2 & AY
M32.19+ | Az0] &0l Z#Q 0] 0
M32.8 0 0
M32.9 0 0

1) American College of Rheumatology

2) the Systemic Lupus Erythematosus International Collaborating Clinics

S4: SAREASS
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AREETY AR ARS AH 20119 19 1298 201549 128 319747 34
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4 % 224 A5ttt 2011-201549 AZEY
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X|=x| Zt
Fad ® A4HYE Hu

1. AAAHA

B8

o]
o

riok

=20 A
_l__l'_

=Al

A5 gezg s FEaY EA9 cyclophosphamide(e]sl ‘CYC')
2 mycophenolate mofetil(°]d}
A AN A5 AET A% uSH 715”3}-

Cochrane(2012), Henderson 5(2013)
VIV, IV+V &39 23 45 dqiA
=y 9 A&e¥oE G4 ¥ HHHS o]

lor
“”%N

#eopoloh, #of =8 HAH9 CYC AHFARHMT MMF A& 899 Ax 45
HIE o £d F 7¥E, 18T 2 ALF CYC AF8H HILE Ho £ 38 S
Z3Het det 243}, MMFE §ol #2 Zo] CYCE Fof ¥ 73 &4 #d f&a
A7b fARE A0 R gelEgloy, St BMHS § dAaRd, g2 ¥ WIS gad
< CYC tjH] MMF TojZo|A #A LHste 20x HuEHo

Liu 5(2012)2 24AAZ FAH FFAAY A4S PO FolFEaHo2A Y
FE2HIAHZOIES CYC, MMF W89 fa84 9 FAGE vusty] o AA
A BA1EE FPot9 FAAMAAGAE £ 74 AAste] deEAS ART
A3, 24%F AF CYC T fid] MMF o9 &dds] Ag, ¢d E= 258 &
el A& Feigol woken, A 9 A, BE T FEo] F2 A0
2 BuEgd d8u 3, A8EA 34 28 9 Aole SAHCE Yot F%

=3
Tian 5(2014)2 2AHAZ 44 111, IV‘%(HHV IV+V &38t8 I35 244 22
AAE AZE gAateR G QHOZEAS CYC, MMF, AZA, tacrolimus,

prednisolone®] $AHE HLF O

)
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CYC, MMF9 A% #sf 45 B718 9o 669 23S ,
8% Adoted ( 132 pmol/L(BH Adoted #af), Dk ( 0.5 g/day =2(d
I B)) ofFo] 3 CYC, MMF Foj#9 At SARE Ao

Lee 520152 ZAAAZ FAH III, VY FF2AAY A4S gAjoz Bak

MO B2 AY tacrolimus, CYC, MMFY $a84 9 otAAL vud AAZ Zd1F
=
=

< Fyotad. 9HY A4 3 F CYC BF8¥y} MMF A+ a
At WmE fste]l 7THY ZHo| AR HEREAS HAIR 23, CYC Foid di]
MMF9 §h&(overall response) & &3 9 HRAE&ANZAS ) ST AR Ro
2 glEd
FEAAH gk MMF 893 CYC 849 7+ #off adte, AES 49 5 39
o AAH E1FE Ao Aozt gle ¥HE, 2 A bHA AR(HARA, 22 E
WL Fag, AZAS 9D A, B9 94 gE, A48 FY)A+= CYC 84
3 | 7

9 7|79 %3 Aol
ATl
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Tian(2014)

CYC, MMF, tacrolimus,
AZA, prednisone
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Liu(2012)

HHRF=LH =X MMF,
corticosteroid 2R
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Lee(2015)

ZH9| tacrolimus,

MMF, CYC
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M (serious/severe

Cochrane(2012)
Henderson(2013)

- corticosteroid

5, MMF,

)
ofo

CYC(/X
AZA, tacrolimus, cyclosporin
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2 AFoiMe FAAEY T= 7129 AAY FAIEE ZE5tol(using existing
systematic reviews), @289 & A1E Holy §&HOE AFE FHotLA oFA
o of WHEHoR HFYEo] QA+ FLOou, NECA AAY £d1¥ Wrd(H+Y

5 2011)°] A7f¥ u]= Agency for Healthcare Research and Quality (AHRQ)<]

A Aehe B Ot A (1) ARdel 44% PICOTS-SDI B AAH £33
2ol J=A AAR () A48 AAY 2ol HARA Hrreier, (3) Ad
J

B7He 53 71E AAH 2d1EY &§ o FE ZAsHA doh

2.1. HHEZ(PICOTS-SD)

2 A7 AAY BAnIe GYARS AHHL, o] 2 24T FHW
[¢]

PICOTS-SD 232 Hig

B 4-2. AAY ZE AYERE

SHAIZID
i =—n
m 2ZAMNA(lupus nephritis) EXNAM ZE7|X|EZ cyclophosphamide (CYC) HUFAIQH I H
AHZ 1 W50 mycophenolate mofetil (MMF) B& mycophenolate sodium (MPS) ZA7EHQE 9|
UMK OIMY 3 UYL KIEHIL?
2 o . ZEANS SXOM Z7|XEE D8F CYC HURAQHY H|WSHH HMEY CYC HUFAQH
= of UYN oMY Y Y2 OMetr}?
B 4-3. PICOTS-SD
72 EREER] HLTE 2
A& XK Patients) AXAME EXE SAME 2ZAMNS SXHISN/RPSD E= WHO IS, VE)
1 L o Lo
i MMF E= MPS A1E0HQH NE CYC HUFAIQH
(Intervention)
H| W S
CYC HUFAIQHY IEY CYC HUFARH
(Comparators)
Yz Zdut (2848 X8 )
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(Outcomes)

M EBET|ZHTiming)
M%7 (Setting)

Sl
(Study Design)

D=

rl--l

2

AUXt X H
(remission)2)

of

1o

re
r
=

o HI
AT
=)
%

2) O|xt X|&

- Y7|MEF(end stage renal failure)3)
- 2RAMS Tf(relapse)

- ¥ J20tE|H(creatinine)

- &Y 2B0I(albumin)

- MIs

-~

- Aba

H0x pA opp

H

=

e ro
™o
0x

>

= (urinary protein)
B)

YRt KB
AW =H(gonodal toxicity) E= 2 O14/H0K: HARM(ovarian failure), HZ
(menopause), 22 2728, 2¥¥(amenorrhea), AF7| #3} €7 1t /Y

2Z(oligomenorrhoea) S
O|xt X|&E

/\

mortality)

>
OEI

tZ(all-cause mortality)
4 MYE(disease-related mortality)

T oF
=)
rru

Fu
i
I'_FH

X0 HXIR
TS THS

=
o

~
o 1
0I>+ 0x

M o

Z&H(major/severe infection)

L Z(herpes zoster)HI0|ZA 2

D (alopecia)

B2 ZLAS(leukopenia)?)

[ZE MOi/REG/FoAE: (MR)ATE B4, FE(vomiting), 28 (nausea), ¥
HY, HAKdiarrhea) &

2 =XM(bone toxicity): A

= _T|E_

b MZU(malignancy)/A44S(neoplasm) 24(development)
o
g,

ox o
[l

—
£

I AHavascular necrosis), 2% S

7|}
SXZOR 01t WA Y YAS, YW 5
- HEEX S

HBER 98

- BXIOHN H| YA A|IE (Randomized controlled clinical trial, RCT)

1) International Society of Nephrology (ISN)/Renal Pathology Society (RPS)
Y Feeleldal Dl S 7KkECR gt AR WS Y (Appel et al, 200900 Fok= AR - (1) TS|

2)

(complete remission) :

: return to normal serum creatinine, urinary protein excretion { 0.5 g/24 h, and

inactive urinary sediment (ii) F&3¥partial remission) : a fall to < 3.0 g/d protein if baseline > 3.0 g/d or
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SRAMAE XN 27Xz Q8 7t HuE

22. 7129 HAY BHIH ZE

g5 FHe 44 HolHHo|lAE LR 7|&Y AAY FAIZ] et AN
= 20169 79 AFsteict. 7+ dlolEHo]AE 545 1#5tY “lupus nephritis”,
‘cyclophosphamide” 59 &ol2 AMZ £yttt F AL, LAHA A4 A

%9 A8 AYE (B2 8-2)o AN

) NES HAY 2HDE Ay

[== R |

=9 AR &Y dHolgHolas AAH £IAILE A Fo FHAHoE EHe
d3

Ovid-MEDLINE, Ovid-EMBASE, Cochrane LibraryE ©|&3tqith. A A

A=
=
_,_o] o AM

A2 AMsH7] Yotod =+ SIGN (Scottish Intercollegiate Guidelines Network)
oA AFste filters B-E3tAT.

Z

B 4-4. 39| ZAMACIEY AAN SHIE 2 ZM)
ClOIEH0]AH # HO|X|] F&
Ovid-MEDLINE http://ovidsp.tx.ovid.com/
Ovid-EMBASE

http://ovidsp.tx.ovid.com/

Cochrane Library http://www.thecochranelibrary.com

2 A% £9 dolgHolas o3 #A HAE AMYA FEotH =(KoreaMed)9t
= St=H o HH o] A(KMbase)S A4 3HAH.

E 4-5. 2 AMACIEY HAN 21E =3 HM)

= - O~
GIO[E{H| O] AH A Ho[X|] FA H2
[0ty htto:// ) dorg/ HOHZDt M= ‘Basic Search’E 0|26}0]
[/ WWW.KOoreamed.ort
(KoreaMed) P O m Ammols FHAALL
ot=20|5k=FLf| 0| Eft| 0| A EEAMHA HAMIE HMY'E 0187 2UY
http://kmbase.medric.or.kr B}
(KMbase) Pl ! apeoo zy

> 50% reduction if < 3.0 g/d at baseline and stabilization of serum creatinine + 25%
3) AAHA Q¥ (renal replacement therapy)°] T3St 79 GAEA Hutex AZo]AlS dH= S
4) ¢ 4x10 cells/L
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Lh 7IZY HAHN 209 HEY Y

13 A8, WA BYojHE 29 ABT 22< dgos B A3RAsh #e4ol
A4 2AEL wiAelArh 13 AE, A 3YoH A4E BAL AR 4ES 59
4% A9 olng wdsiglt. RE B¥0 g& AEE T W9 dA7A7 Y40
Agstgon, odd B} e A g2 S Adoqnes Agagic

AAA Zdrde] dgt 29 A4 H A9 V€L e 20

4-6. HAY ZLE 2o U, WX JE

HEI|E Hi M7 |1 =

» RRANG XS (fNO2 oi7s 29

» ZJ|XZE hyOZ B 7

v 2 G0N ZYA= OrHY SH L HuSHo| et 3 = X oW O|uo ETEA K2 =B
- MMF £= MPS Z7E0281 CYC FUFARHO H|i 2011¢ OjH0| ST 2
- 8% CYC HUFMQYM 18 CYC HUFAQYY vlu  w SMBH Tt Z20H YHE 67

= 2 OAAN ZAVHOM AEA ot MY H Rad = J0 22 o= 99 AKHZ MG
o

JRZNES B DAY ARZT T4 E) #
- Q&Y B YA 22D B = 32 509 o7
- oMY B YR ARZD: MAM SH(gonodal toxicity) EE ® UL 27}
27 01/l

o
" PHRANY HUYAYAY HFE WY ol MAY ZuE

=

m

o) 7129 MAH 20 &8 R ZF

ARE AAA EA1&e 4 7= Assessment of Multiple Systematic Reviews
(AMSTAR)E &85ttt AMSTARE World Health Organization (WHO), AHRQ,
Canadian Optimal Medication Prescribing and Utilization Service (COMPUY)
oA docte 4 97 2FE, F 1V 48 FE2E Hof ik Ao diet EH

o, oty ‘g 4 ¢S(can’t answer), FE€T £ S(not applicable) 2

usa T
2 7oA e e g8 48 14, o d9e 032z Asto FHo| 84 of
U1 Aol & £d2 dol w2 A= BUeiien, olg Higoz 7|EY
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2.4, A8 XY HuAYAE A =Y
7h & gt

Agd TRy HRd A A+ Z37F IF(Cochrane Group)ol AEdd
Risk of Bias (°]3} RoB’) &= Z&WZ AH&stel AR7HHEY A B7HE 45t
A F B9 A4t EHH0E A WtE sPotioH, 94 E9A7 e 3
= FIstA.

Cochrane® RoB & ¥ 771 Y& o|Fojfow, 7+ Zgo] disf
(low)'/ E<(high) /" EZH%H(unclear)' 9] 3744 FHE ¥
(low)olH HEY H3o] ¥ Aoz wodiry. 7 £ HEATH
P AHEREA, WA 2H7F A=A, wrbdel & $PEHUEA, 234 59 A

=)

b AAREA, A4 ARuIE QLA A HE

" 4-10. Cochrane Risk of Bias (RoB) L7} &=

HSE /8 Cochrane RoB H7t&t= oy A
MEf H=2 m 2RO MM MA(Random sequence generation)

(Selection bias) = Hi® 2I(Allocation concealment)

A HE2

. i HOIX, HLAt =7+(Blinding of participants, personnel)
(Performance bias)

H80| Hj=2

. . o
= ZWE7t =712 (Blinding of outcome assessment) o RS
(Detection bias) 0 ko
pugias]
« 2 5LAl
EE LI o =2

. . = EZ85t AWAZ(Incomplete outcome data)
(Attrition bias)

21 HEa

_ = MEfX A1tE(Selective outcome reporting)
(Reporting bias)

7|Et HIEH

= J|Et HIEE(Other bias): 7|XMEN g4d, RIZHAT7H| K¢
(Other bias)
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¥4 EAH(quantitative analysis)o] 7}
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A 242 RevMan (Review Manager) 5.3 °l&st3loH, +
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FRANY SMUN 27|Xz QY 7 HluE

® o2y Et

_Q
plot)& &<lstx Cochrane Q BA%F(p ¢ 0.10¢€ A$E 544 f94 #dv|zoz
3 P EAFE ARSIAT Py 50%2 ASE A oldAd did g% 274
2 %E‘rﬁ}ﬁit}. I BA%E 71208 o|d4g wdd 4%, 0-25%= old4o] ey
A2 A0F, 25.1-50.0%= ¥ #F, 50.1-75.0%= FTE FF, 75.1-100%+=
AoZ 6H*43}91E}.

o
2 Moo= RevMan (Review Manager) 5.3 AZEgo] g7

o
fjo
=
ol
0
v}

£4 g5 Hg 28
- ol
- N4
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FRANY SMUN 27|Xz QY 7 HluE

ARE AAZA 231 F39 EAL vgoz M9 AAH Eud 5 2 19
PICOTSO Aglsta, T3 o] gon, ZZHo|y ARHOE £PH AAH £
oz 7t Henderson 5(2012)9 £3o] HFHoz MAAHIG EA™- A
AaFd Ade (BE 8-3)9 AAskA.

Henderson 5(2012)9 &40 Zgd A4 5 £ AAH Bdrdo FHLE &
g ATE A7 THEAEE D3 3UEAEE 20l o FI4 HAEE 19]
g3t A+ 3H(Li & 2009; Mulic-Bacic & 2008: Sundel 5 2008)2 ‘3MEd E+=
ZE0 HRH dFo|nE A A
T 4-13. MHE HAXN 20 EX

H1XX = HMDB p C 0 zst 2 ot

(BHAT) = ZY )2t =8 a4

RCT b0H™
v 2 c o NE/HEE 2 67 X
Coch ' e /R, o 2§iohs N
coinl® zmaNz maew smey DMRH 2de 0H 113
Henderson Register of Xl corticosteroids ;::' e ALE (R 17, 02: 13
(o12) OB N U mBANG: oo L ST uamd, 32 2:3W) Q31
Conoled oy aop ommcye M zezE - 04: 18
oo (282 M8 4BIAL  AMZE K
o MMF £) = = siel 7H(EE
= 1.4, A2
2: 3M)
PubMed/
MEDLINE, o/
SMBASE g -
‘ Cochrane _;L—.:.}\fi a7 |AER 8%
Liu Central S 7o, 7o, unsa_—rumé RCT 7 02: 0%
(2012) Register of FEANHE:  MMF cYe ;'fmf';ﬁ' - QS: 1;
Controlled 49! v o
Trials AL FEE, Q4: 18
Et
~20114 B2

128

CYC, cyclophosphamide; MMF, mycophenolate mofetil
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CYC AUFAa T MMF AFFoiaio] vy Zd2 FAUY vlZddAH
A & sHolloH, £do] =E F A &= 833F(MMFE 4197, CYCH 414
Folth. &% CYC AHFA MY A& CYC 4 7
Z+9] e 7 H]ﬂf"%ﬂ]@ AT & 3HoloH, Zdo 23td & FA & 2498 (HEF

T 1047, LEFE 1459)0 At

ZodEEE B8 A 201649 19, 201449 19, 20139 19, 20129 19, 20114
19, 20109 19, 20094 2%, 20059 2W, 20029 1Ho] i},

AF7PEZ BF A] ofAlo} 4H(F 28, A= 1H, T olAot 1H), otxme7} 2

Ho|JE 24), 5% 1" dotetulol 18), vj= 16, §F 19, ofxotE Eet
o7t 2% oAt

O 4-14. M2 HQ
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e L 284 orzy

[#AE2 1] MVF ZTS012HEHD CYC JUTARHUED Him
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- - X2 BE 32 SN
1 ooy 9% 50 50 -2 g8 o SE3 O
TRHO2A 2Y =0
A B, %’—H‘-lloF
Feng ~ - SRR B FQ 2As:
2 (2014)* &= 30 30 _ g A Hol, 22, TE, HAb
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3 N 20 12 - o AER - AP
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B 4-15. MHZ

rar

9 ALLHA

dim
0%

oy IR eI
(EHdR)

HHA7 1=

(B4 1] MVMF/MPS ZTSO2UEHDI CYC FATNQHOED iz

- o 12~65M|Q1 BXHNER 2H)
- MASHY B2OAZ2 XS #XHAmerican
College of Rheumatology 7|&)

T ooew - AHEAZ 438 IIE VE, VR, v,
V+VE ZZAMA(International Society of
Nephrology/Renal Pathology Society &
7|%)
’ Feng - S 18~6BMQ1 MY REA HAE
(2014)% Q15 £=¢)
- SAYs 24% OOl ZZUAIR HOIE
ISN/RPS 11 &(a, a/c). N¥(a, a/c), V&Y
2OANS 3R
Walsh I Attt =
3 gorae - 28 REANY (U89 () () B & I

Ol0l 3HZ): (a) TR BHZ)T /24h9f i
% @ JYOtEH & ) 1.2 mg/dL, (b)

2y @ dg

48

.
By ZEAN

gBtel(crescent) &)

&% 32{0tEIH0| ) 265.0 mmol/I2l
4%

MF = I 2FA

2y =01 4

olA|

O

CYC &= MMFZ 0|H0| x|282
2480| U= 3R

0| M2Qf 43 OJLRO| HAAMIK R|=(CYC,
MMF, tacrolimus, cyclosporine,
leflunomide, tripterygium, rituximab)S
e 42

2% O|ULf0fl pulse HZAL
corticosteroid X258 ¥2 4L

374 O[LHO F;FAL

HeZZE2 (immunoglobulin), &g
f(immunoadsorption) X2 S8

r
ol
> oy 1

0z 4o

| A0 &(cerebral)

r

>
fujo

ok

0

=)
S012 Qats Y

A
—

OB
~ o2
= H0

o
rr
oX
_|

f(malignancy)

H 02 12 oY ox O 41 oM NE 2
02 > ox 02 J2 OlY HH oY 1o 12 1

mo ~

AL 19 O[Ol MMF E= CYCE

N o
SELCEE
2% A £4uS we Z9

24% Ol YOI AT 5Y, E=
DI ol B AsY Y
55 HolAA 4y

o
REREE

So =2
Hrlsstd FRATE 010 ofd
d7LASS SHE & BN
HUZA SHH EHE Qok= MY
7tcd

A
23t 22 O|LHO| glucocorticoid
S40Hs U 32
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7|MM eGFR (estimated glomerular
filtration rate) ¢ 30 mL/min/1.73 m*



AH

5

M1 K
(o)

Li
(2012)*

El-
Shafey
(2010)

Appel
(2009)

Ginzler
(2005)

A 18~65A4 Xt
HAsEY 2RAR FHE X American
Rheumatism Association 1997 J1H7|ZE)
S 64 ollol ME EMUAR Y
2OAMAS H0lz AR(nternational Society
of Nephrology/Renal Pathology Society 2003
= B27|F 0 Ria(index) 30 T2t NI,
IV-S& E= IV-G&, V&, lII+VE E= IV+VE)
QL HiE > 1.0 g/24h, F= FHZ2Q M5
o5t

A" > 1bA|

American College of Rheumatology2| MEA|
NotE 24 SAN(IE T IVE) 2TAMH
bist 47kX 2R7IFE 5M7|le HASHHY
FRA OIHEQ &XE

AH 12~75M|

MASHY 2OAZ XTE  3XHAmerican
College of Rheumatology 7|&

FEMIE Y E= VY St il 30|
EA 2g/dAYHOR RSt £F9 HHEE
O{AZ)OI0f0F Bt 29 IS YeE U
SRR

American College of Rheumatology®| 47}X|
SNl HUSHY  REA;
WHO 237I20| T2t 244 MHdg I
(ZFA(focal), IVH(D[2HY(diffuse)), V(Y
(membranous))2A BRZAMAS QUZFl=

(S
M& ZRZAL 2210 129 § I ojgoR

=] RO
BERIEE

BHA71E

2 979 24

[

Slote] TS A

HIr
mjo
ror
odt

roh

A ool B & & 7t 0149
AFE X282 AL MMF, tacrolimus,
cyclosporine, CYC

3 320tElY sk ) 5.0 mg/dL(442
umol/L)

¥uS YEsle BYZ0: & 2FA)
P

671E OlLHO HEE £¢ E= 3N
OlLhol 2o AsHHY Het

33 Ud

33 Hgn g

HAZEY RRATL 2010 Ofd
g1ULrES Stist 24 24
22 %Z »2C(compliance)

MTH02E FHX|(estimated
glomerular filtration rate, eGFR) ( 30
ml/minute

e ZAH 24, €8 F0Eld ) 200
umol/L

4 (35 x 10°/L

70 299 3

OlF| BHEO| AT %2 ABE 42
HE0| MMF £ B%FA CYC2

XgHe 42

FAYs oMo 25 SO K&H ENg
AL, £ME 8% O X&T o™
4%

H™GE

6718 Ol HEE £EE E= INE
OlLHOY 24 A At

=3 Hio|2A ZY
=3 M det
Hrlsstd
dRALrE
HUFAL SMH F0f
pae:]

oo

FYOtE| HA(clearance) ( 30
ml/minute

BE HARA, EH F0tEH ) 3.0
mg/dL(265.2 umol/L)
HAAKLHE =7ts50l7 ot 55

ABYE} BZo= Y2

10

=2

=
=)
=
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- 2407t HH—'.‘h Z 500 mg

REANY SAMA 27|XE QY 7+ HLED
aw A HeplE i1
Y= U B EF HEM LMch=
(incident) 47|59 ZAEY FotEH )
1.0 mg/dL [88.4 umol/L]), Tt 30|H
M3 (Ho: 1E3 HM(high power-field) &
MR 4 ) 6Jf) E= MEHZ(cellular cast)7} o e
Za, ¥H 320kl £30| NAS SHE X];::AW;HTQ oy e A
il 37 24 @ ANEEE T MEY T 124 o] BUEAF CYC A2
%), 2% OlY(ZDNA A E= MENES AN
. - 37 30Y ojLo HEE ALY
(hypocomplementemia)) _ oM L A0
- ZDANY |IE EF= VEO H2 X T o e
Ol & ) 1.0 mg/dL £ 24A|7+ Tt )
2 g8 8z 'E*@'.Q*'WRE% 25= =&t
33 &S UHUs 2HZA BES 7R
S 2G| 23
- 8% 3YOotEH ) 200 umol/L
- WAL (35x10%/L
- o 16K 0A : i’igmjigg =4
s Ong - A_merlcan Rheumatism Association &S éiogjgi oz g
(2005)  EBATIS BABgY BEA #R2 MBA 0T noie
FTE WHO 1Y EE IVE REANY OMEALL Ao ol ik
AL 5 FO 04y
- MMF E& CYCO| Y277t U= 82
- O|H 67HE Lo ¢+ U4SS M8t 42
[BHEE 2] M8F CYC FUFMQHEGEMD)IL I8F CYC FJUFMLY(HAT)Y Hl
1 Mitwalli _ _
(2011)
- 0|™ 13 % CYC E& AZA XS
e 2 E 0™ 12 S0t
prednisolone ) 15 mg/day (E= 0|2t
g%%’)QI ilﬁé g2 Z(H, 015 Hoj
20 10¥ =9 glucocorticoid?
courseS %‘:*S Z2E M)
- oA 184 0|4 - MNE HOMEEEZ(renal thrombotic
2 Sabry - XMooz FHE JAY ZZAME microangiopathy)
(2009) (WHO V&) - O|MEH ZMste 2ty MEH
- 24A|7t Sl ) 500mg - o
- AHEY Y
- El‘_ln._tﬁ
- HAYRHO 5F =40] ASO0| 01M0]
AUSH E<
- D2EZ0 *8Z(compliance)’t &
S o
- 0" 19 =0t [ e
- o 2 g o ;o 2 COYP% i ﬁgf\ EE
- TASHY 2REAZ FITE StRi(American cE T 2 sl C
. = prednisolone > 15 mg/day(£E 02
3 Houssiau College of;RheumatoIogy 7|%) ) Arurar)o| iIEE we Ho(H 0)2 Mo
(2002) - MzZo2 }0|E| ZAN ZOA ARHA 50 1 o i:n_ c:t 4ol pll
AWHO I3, Ves, V) 20 109 =9 glucocorticoi

courseE 92 FE HQ)
AE HHEOMEHHS(renal thrombotic
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4. XEH a4 & oHY HW
SI(PSIN,
o MEH7 | HR|7 |2
M zmur) MEHT| & HA|7 |2
microangiopathy)
- O|HRH ZEXolz 2td AN
- QlAl
- YE3Y HE(H, 02 ¥ 4388
AOHESE H Q)
- Ef_ln._tﬁ
- HAYHHO 5F =0] ASO0| 0]F0f
AUBH E<
- D2EZ0 £8(compliance)’t F&
HOE OyEHe= 3?
7L Ao R AeEE

eGFR (estimated glomerular filtration rate) =

30 mL/min/1.73 m*2 7

ﬂ:rL—J 75et oldAdol &
B 4-16, MEES9 MY ¥ HuSMHY 2 HEUHE
oy AKX EN H| WS S
S (EmER) o2EZ o2E= 7|7+
[BMEE 1] MMF/MPS ZFE0HB(EMD) CYC FUFARBCIED)S] Hlw
A MMF 20l ol2 235 0.5 g/dayM
47 5o 2, WY ¥ #E X0
a2t 1.6~ 30 g/dayMtx| 2% 74702
BY(x N 82 o200 MMF 1 g8
H EN HEE 517, 0|5 43 AKX . °
?5 ;_(i o2 ;.TLqul uréﬂ H!m " Euo-tupus regimenaa 2 2%
. = - piYe] o . . =
Rathi oM MO WMH AS ofzE .7_:7_19E§ 500 mgZ IV infusion®& & N
T Q016 Mt 2 3Emoz was, Tes e 0o O o
mycophenolate sodium formulation@2
HYSI¥S. 1= =40t B340 X
22 AQ0= MMF 82 26%7HA|
HANCR ZFE)
*2 BE 3U7 1§ methylprednisolone 750 mg2 IV §£0f &, 8% 7t Y
T8 DYELEE 1 mo/kgS OY 50 B0 MM 24
642 7t 2% 7170= 0.5 g IV 50,
Feng o R - 478 DYCU2ES 05 mgkg - d” o
2 (gorgyx ONE U2 ofoay® WA URH SO coqg an wmo ot ansl  OE
viE
X ZF MMFE 05 g4 518 23 o
sl ZXE'E MMFE 1.0 g4 5t 23 o o
,  Walsh ‘;*a o SAMFE e 6‘;2 2_: N ZREBO| m 0 g 0510 .o
(2013)* % 6}5; g =2 (0|)6H|_f_|%9£ o3t g/m” el LA XY L Sof =
8 40| HRF 42, 2 g/dHK o18)
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BXOM Z71X2 QY 7t HlW&nt

SIPSIN, ES
ofeH X =
ST (amdg) HE;HEZ HlI S
= o2es
E 105 Y OYELaES -
F T 2F OiY SYCLBES 27 £ WE(RH S083: A 60 mg/dRE MAS| 24E)
HB0I 65 kg 0f3tel A2, 1.5 g/day
£ 512 280 L0 B S0, HZ0)
. 55|_k g 09I 22 2 g/day= a2 oa NETH G 05-0.75 g/m? &
, L Lol o £
(2012)"*
MY HLEN £ ZM DEE ZY=YEE
T EYEE 0.
(Z0 8% 60 mg/day) 1, ;ﬁﬂtﬂ 10E M? Jrgr Tg/kg/daye are =
OIS 2% JAOE & mgd] 2150l 1742 mg ¥ ZE5t0 40 mg/daytA| ZE.
oM ZYSIO AHEIX| 10 mo/day2 8 RAI O
6e 7t 1 o
6718 7t Y 1.0 g 4 23 SZ(HIF pquse E (Lt: 50045&1 (7):0?7/2
£X7t 3.5 x 10%/L 08100 =N  g/m?, : EE 5 10142 O|Lf HH0]5
- - (o] ._ - k=3 S
o ;a*%o'q%“cﬂ%* Ao Hgt 2P Ee  EHEMAI 25 x 10°/L o5l HQ
= o = i) ,
SIS ROl BEsEen 27 Xan S0 38 50 3% 5 2% Oy
(2010) 87
£ 2 2% A 4-6F SO DELSES
A ot o £S5 60 E =}
B s i A o S
125 mo/dayXl 2% 217402 25 mglday 4 2 oozt ot 51
mo/day0] CZSIEE 4% 2702 25 molday M 2) o0
M 2 05-1.0 g/m’2 HHE NH Z
EEZ 0| M2t IV pulse £
705 g4 312 23 Y 28 -
=10 g4 512 23 Y 28 — (HHE NH Z2E=)
6 Appel ZF 15 g&! St 23 Y =2L(8E CAR(SH ) ¢HH0Z IV CYC 6 §
(0005 802 O 8% 2a%} maw Ae 2 Soo X U 82 075 o/m’ BA
o/d7HA| 518) SO G5 =0 882 05-10
o/m'2 £, SE 8% 1.0 g/m’ x|
025 g/m™¥ Zols| WY KM=
s 2,500~4,000 mm* {X|
E 3 RE AL A
1:( OE; il%lo DYELISE FO0 23(EY2 20 60 mg/d=H A1A15| 24,
F1 05 g¥ ofF 23 O4Y |0 — NIH Z2EZE
2% 075 il B2 28] UHE -vE-O1 - E_EEEOH o2 o g pulse
N 1 OFF 5 EO0{(F0] AIHCZEH 7~100| o| A
Ginzl Af 1.0 g¥ ot 33 S0|(#ET 4% HBHE o @y o=
7 Inzier 7|_ 3,000 mm3 O|6}§ EHO-le);l JIR J-LL2—| =] —|E‘_rl 5|X‘|K|7|— ‘HEEE‘
(2005) o) = B 1m) g 25007 03y AP, 8%
z3
= 3 P& A8 OyCLa2 =
24202 10-20%4 A1|A1o: =E 1 mofkg/day TOSHH BY GEU WA 1%, 2%
o8 2 OfF  © 1.0 ¥ Z7 50
(&L X7t 3 5x109/L D|Dr0|D1 o&t
A =M 59 2 =N HIIL0| Y J
. ong e o 2o %y HO Ema! : SHHLH Ermnn 0.75-1.0 g/m* 4 H
(2005) ;:.::;% =0 2K = 2% ol MEAl
£ 3 95 463 2t TYELIZE 60 m
S g/dayg ZF FO — 257 40
Eqa 05 - s mg/da
S0{5t 1 0|% 2% 27O 5 mg/day™ L0 20 mg/day/HX| 2 — 2% 7y
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SN PSIN ] H| ST U
(BUHm) on2ES O2ESE 7|2t

202 25 mg/day™ ZHAH 12.5 mg/dayMX| 2 — 4F HHOZ 25
mg/day® ZAAHA 5~10 mg/day 2X £0

[HAZR 2] X8 CYC FUFARHGHDT I8 CYC FUFARHUZD)Y v

(Y R=Rd s 5 mg/kg¥ pulse IV 674 7t B
o 2 50 & 36/ME S 2¢ VR O 2R

AH

& 10 mg/kg¥ pulse
oistn, 12749 2t 2g  30/HE
E

OO
Mitwalli  CA92 &Y &Y &0 71702 Y 8% E0f (e
1 671,
(2011) o
S 3 0% 437 378 LACUSE 1 mokoE MY SO 2opy TIHES
2t 0.2 mg/kgTtAl MAJS| Zato] AUZ £0f X% 24742)
X2 IV CYC(@H 500 mg/dose), 182 IV CYCE 1 g/dose), monthly
,  Sabry fortnightly(Z%2) 63 HAsI X2 (%te”) 63 A S quarterly(27]g) »
(2009) ¥ 3¢ — O CYC XY 2% 38 23 TA — X3 CYC Y 25 39, =
B, AZA(2 mg/kg/day) AZAQ2 mg/kg/day)
183 iv. CYC, 83 S0i(63: st =
27, 23] 27)9)
= - HEH G 05 gm/m’ ¥R £
dee N8R CCRI mo BHE NV e, rag A1 e 2R
T o2t 250 mg S A gy
250 mg0l EX %ZZ pulse NV zpym
sl o 3,
3 ousslau HlII,_%XH

(200" e3 o= cycs sof we sore 3 3 ' oo_r WYDHELSE 750 mg2 NV =q: 12
pulsez £0] 23 AFMX| ZHYELUSE 0.5 mg/kg/dayet S/HEEY F78 2 iy
RFIFSET0ES A 8YQ=z E0 H*c’( fOH7F AAL, d2fet JIE A Hetxie
42 1.0 mg/kg/day §0). 47 F2H 2" UACZ prednisolon 2.5 mg M(E
28 Mg) MMl ZEst M8 glucocortocoid QE(5~7.5 mg/day)S 3074
EXURNRAES
T 2 2% CYC BE07t 32H £, AZA 2 mg/kg/day™ 3074 7+ E0f BIS.

FEAME)T CYCHIZZEAME1) 3Ht 7]&

HEEAS  Bot  QAF(race) EE  YEA(ethnicity)d] WE Aoy AY

(region/geography)ol W& 0|9 EA7h50l R Bk fisto] oo #E A st

(i) 9% v UES4d #E Aol Zf, A8d ZNA A4 AFo digt
€ YFEE AASHA FotA IFo] TE Aol
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g B4 A ofFgo] A

- AR 19 AS, AFEAE YFEER EHT Qe E92 1H(Appel &
2009)01A1L, ofAlopQlgrE B E 3t F¥o] 1#H(Feng 5, 2014)°1%. 1
9 AT EAOl AFolY UEAAS Aoty YA %= £¥°] 3W(Rathi 5,
2016: Li &, 2012; El-Shafey &, 2010), A4l o8 AFo] Tl 9

oy Adte AFTEE AAHA 42 Fdo] 3H(Walsh 5, 2013; Ginzler &,
2005; Ong &, 2005)°]%itt.

- HAEE 29 A%, AFdY E40 AFoly UEHS AL A %=
o] 2#"(Mitwalli &, 2011; Sabry &, 2009), &
Aoy Ad= AFEE AAGHA E2 £330 1H(Houssiau 5, 2002)°I4t.

(i) A AF EH@ AE7F SEHA E%7] WEol, AYE oFAlol T, ofA|
of Z3t, ofAlo} 7 uFo] BAZ st

- GAAE 19 BF, AFdAol ofAloF A9l —Eio] 4#(Rathi &, 2016: Feng
5. 2014; Li 5, 2012 Ong &, 2005)°]Q2 ofxmegzl 2%l Edo] 1H

(El-Shafey &, 2010)0]%oH t=7toA 3= AF7F 28 (Walsh &, 2013;
Appel &, 2009) 19t} Appel 5(2009)9] 7

9, —(o
re
-
=
o_Z:
[m
ox,
tlo
rO
o
=
o
&
©

A9 (region)q & FE5I0] AAtL Y, cﬂ%_
o] obAolel AL(1178)7k AR Aolstgont AT dTe AFEaT T 4
Alskteh. stAlRE, Mohan 5(2011)9 2% Z]CE,Oﬂ W2 #o|(geographical
variation)g £H31A she AFAOU UARE Appel $(00914 A5
47 238 8ol A§at gtk

_4

- BYIE 29 A9, MY 38 BE oo} 99 AGolA £YHA Aol
2 242 5354 4%

ALY S8 HAWE ST

o HIER o7 DR e = olxy Mo
SE o (emdr) =2t A5 E= UEY X4, LS E

. Bl /M= e B IR A
[SH&EZ 1] MMF/MPS TR0 (@M CYC FUFARE(MZD) Hlw

Rathi

T (o6 a= - OAIOHQIE) x 1727} OFAJO}
2 (2Fg1nz%* &= ORAJOrRIE=L!) OMA|OKER) O OAOfQ! THA
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El

o FIRR e Bre 56 AAE o7z
T oEmds) 2%t F EE= UERY X oI5 Bz
, BNZ/EZ =R/ x2 PIIN[E:ES
2 s R0 oo se0/e
(2013)* g 938(7/29); - -
A R X Otofel mg
Li
4 § z2 - =
(2(; 2) < OFAlOKHE=) x HAR=LIL OFAJO}
5 Sh
(ZS% OIEE - otE2f7HOILE) x
OFAIOF,
o 117%(57/60%);
ool e #OI, 147E(75/72%); 2HEI0FH 2] 7},
6 (2'889) - OO} OFA/OF21, 1233 106%(56/502)); OtAlofRl  mat,
fagl (62/61%) 7IEH, 20t|2)7t, O oIEHZ X|=RE
1002(48/52%) 75%(37/38%); HA
7|t X,
72H(35/37H)
Hol, 24%(12/12%);
Ginler ()_fglloh’_', 824(6/24);
7 0 501, 798(43/36%);
(2005) = SlAIY, - X OFAJOFOI R &t
8%(10/18%); 7IEt,
13(0/1%)
OfAJOrel
3 44H(19/25%) -
8 Ong 2RO L2 0[A[0F2! 8/14%,
(2005) ot =30 10/10%, 210l OFAJOH(EE2{ 0 AlOF) x OFAJOFQ! mt
1/0%, Af9l(Siamese)
01y
3472 2] MY CYC FFRHGEHDT
HEHDE 12 CYC HFLH(UEDY Hln
1 Mitwalli ALY
(2011)  Of2tH|of - SSAeLiortH|0h) x
Sabry
2 (oog CIE - 0E23HOIE) <
4ol 76%(39/37%) /
Houssiau OtAJOKRl, 6(2/4) /
3 (2002) 23 7|EHOFZ 2|71 oz
Sf2|0l/29), m oo
8H(3/5%)

7 Ao R MuE ZY

A7 A X .

i};;ﬁ;}; ea; : ;CL, 4678 W1 HAE A(Mestizo), 28%: £, 9%: 3lAmY(hispanic), 3%
il 1‘:5001]-;&.‘;_: ]-1“5: F/E5got g7t/ 71| B) (carribean), 39W: olHEl7t 93, 19%; q]xﬂo
q FR, 19 Edgoll(Eritrean), 198; SA%l 194; = . Totor :
(brown), 1%; w2, 1% FOOUEL, 18 L 1 AR, 1w

WJ{E

o o

5
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HAFAor Ade £ 119 diet ¥lEY 992 Cochrane RoBE ©o|-&3to] &

s}

B7tg9de AnEY, V|AEAR E4FC At HEFE A8 63.6%04
(low) 22 H7teqoH, ‘T2 A Ao gt vEL AP 72.7%04 F=
o= HrpEAn. WA 2o digt HEY A¥L 63.6%7F EES(unclear)o] L,
27.3%°1A % B7lE AT wrbE Ol dd vEY ¥ AtEL uAT e
AR uA Y FL BF IO HHUY, EFETS AR AT HEH
AT Ay AREIo iz HEY JPE BF BgoR HipEY W Ay
Ao digt vEY A2 45.5%04 =&(high), 36.4%°04 EFFoE BF7HE Y

E 4-18. HIEY 0| i3t BIt2a 2%

I‘”’I X‘IXI‘ 7|X‘| EAN _‘?_E'h?—l HHX‘I 57}% E7 |h%| eI JEH A ||:|_||7_|-
(BEED) =273 ”AHM T on (of;,ﬁf) o(| JeN Zamz  guen o
[BAEE 1] MMF/MPS FTREWHQH (St CYC HUFALH(CHER)2] Hlw

Rathi .
(2016) High Low Unclear Low Low Low Low Unclear
Feng _

(2014) Low Low Unclear Low Low Low Low High

Walsh : _

2013) High Low Unclear Low Low Low Low High

Li
(2012) Low Unclear  Unclear Low Low Low Low Low
El-

Shafey Low Low Unclear Low Low Low Low Unclear

(2010)

Appel .

(2009) Low Low Low Low Low Low Low High

Ginzler .

(2005) Low Low Low Low Low Low Low High

Ong . ‘

(005 ~ igh - Low Low Low Low Low Low High
(#4282 2] MY CYC HUFANRUGHDL I8 CYC FUFARLHEDY Hi

Mitwall Low Unclear  Unclear Low Low Low Low Unclear

(2011)

Sabry . . .

(2009) High High High Low Low Low Low Unclear
Houssiau

(2002) Low Low Unclear Low Low Low Low Low
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Baseline imbalance

Random sequence generation

Allocation concealment

Blinding (self-reported outcomes)
Blinding (objective outcomes)
Incomplete outcome data

Selective reporting

I

Industry funding

]
28% 50% Ta%

o
R
=
=
R

. Lo risk of bias D Unclear risk of bias . High rigk of hias

I3 4-3. HIEEY A 248

i
s 5 9
g £ £ o
= .- © 2 %
= = § = %
SggggEm
5 5 8 % &£ 8 £ =
Z 2 £ £ 2 3 = £
E & ¢ & 2 & 2 5
2 EE 22 2 &%
:ag'_'_Et’.E
topei2008 | @ | D D O O O OO
Ershatey2010 | @ | @2 | @ | O | O | @ | 2
Feng2014 | @ | @ |2 | OO OO @
cinzierzo0s | @D (O | @ O O OO @
Houssiau 2002 . . B . . . . .
Loz @22 | ® O O e e
Mitwalizot (@2 |2 | @O @ @2
ong200: | @ | D | D O O O O O
rathi 2015 | @ (@ |2 | O OO @ 2
saby2008 | @ (@ | @ O | O | O | @ | 2
waizh2013 | @ (@ |2 O O O O @
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AN BMOA 27|X2 QY 2 Hlug

El

1.4 [HHT2 1] MMF Z7S0Q9T CYC HUFAMRHY b

ZIZANG SR MMF AEEdQHT CYC AUFALHS Hwe 32 89
(Rathi &, 2016; Feng &, 2014: Walsh &, 2013; Li &, 2012; El-Shafey .,
2010; Appel 5, 2009; Ginzler 5, 2005; Ong 5, 2005)0] it}

7h) R84 21

SEAAG BANA MMF AFEILWF CYC AAFALYS MG B

§ AT ANG BUS gHolq. Bes sH, BN WABL 3
WEe 08, ¥4 Fdoled £32 48, BH 2

A, e 22 GHON BTt

£ d7oA #df= Appel 52009904 A-&5 EH Fgotedd ddle ¥ 7|&
0= 3 YA #el)ol Eote A2 Bt FEANY FAA MMF B+
Fog¥st CYC AUFARY F ) AFE AN EdL 8W(Rathi 5, 2016;
Feng &, 2014; Walsh &, 2013; Li &, 2012; El-Shafey &, 2010; Appel &
2009; Ginzler &, 2005; Ong 5, 2005)°|3itt.

A Bof&E 8N EHIFHIOH, 1HNE MMFo] CYCEET FostA &
Fou UmA 7HIAE T £ 7o BAHOE {3t Aozt it &A BoEE
BIs £9 F5 4F $40| 7}%’63 AT 8HY HF FHWHAAAN ot w2y Z
I, MMF3t CYCH# Zhol & @& 5AZHCE Gost Aol7h §IATHRR 1.24
95% CI 0.95, 1.61, I*=1%).

o) &2 cHON EuEHoH, F & o BAHOE {9 o7t ALt

T'\L‘
T2 e 21T £d F FA 24l e A 64U HF FHBEAH

@ e 2, MMF—ELFJr CYCE 7ol 23 Beee EAdoz $98 o7} g
ATHRR 1.05, 95% CI 0.88, 1.25, I*=0%).
W7 209 4 -% 18Ol Hagglen), £ 2 7] $A0R §9% Fol7}
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B 4-19. &M Hoigs E05% 25 22
No. 1HZt (HE)  SHAH MMF2 cYez = @ A0
N M¥n % N 24 % P {94
1 Rathi (2016) 61 50 27 54 50 25 50 0.84 NS
2 Feng (2014) 674 25 6 24.0 28 7 25.0 0.93Y NS
3 Walsh (2013)1) (= 20 1 5.0 12 1 83 0717 NS
4 Li(2012) 6/1e 20 9 45.0 20 6 30.0 0.33Y NS
5  El-Shafey (2010) U= 24 6 25 23 5 21.7 053 NS
6 Appel (2009)2) U= 185 16 8.6 185 15 8.1 0.85" NS
7 Ginzler (2005) 6/He 71 16 22.5 69 4 5.8 0.01 S
8  Ong (2005) M= 19 5 26 25 3 12 0.22 NS

S: significant, NS: not significant

D A71s Ast 8k ez g

2) ¥YFEE A 9 ¥ ol Rgt 45280l ARHP = 0.047): BRHHA 294¥), OR = 1.2 (95%
CI 0.8, 1.8); BE3{o}Alo} Q1%), OR = 0.6 (95% CI 0.13, 1.3); ¥E3(#Q] 1), OR = 1.1 (95% CI
0.6, 2.1); ¥F-{(71€} 91%), OR = 2.4 (95% CI 1.1, 5.4)

a) Review Manager 5.3 o]-83}o] AF&SH

MRMF CYC Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random, 95% Cl
Appel 2009 16 185 18 185 155% 1.07 [0.54, 2.09] N
El-Shafey 2010 B 24 g 23 B.6% 1.15[0.41,3.25] —
Feng 2014 G 25 7 28 T.9% 0.96 [0.37, 2.48] - 1
Ginzler 20045 16 1 4 <] B.5% 389 [1.37,11.09]
Liz2012 ] 20 B 20 10.4% 1.50[0.66, 3.43] -1
Ong 2005 g 14 3 25 4.2% 2159 [0.60, 8.06] I
Rathi 2016 27 a0 25 a0 47.9% 1.08[0.74,1.587] ——
Walsh 2013 1 20 1 12 1.0% 0.60([0.04,8.73]
Total {95% CI) 414 412 100.0% 1.24 [0.95, 1.61] »
Total events a6 414
Heterogeneity: Tau?= 0.00; Chi*= 7.07, df= 7 (P = 0.42); F= 1% D_IDS sz :'3 2’0

Testfor overall effect Z=1.55(F=012)

a8 4-5.

QX

e

o= GHE) it forest plot

Favours [CYC] Favours [MMF]
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B 4-20. B2 #oigS 2058 29 MEZEY

MMFZ cycz 2 2t x|

No. 1XX (HE)  SHAMH . iy % , 2y 0 P oo
n n

1 Feng (2014)1) 6742 25 127 480 28 14° 500 088 NS
2 Li(2012) 642 20 6 300 20 6 300 1.00° NS
3 El-Shafey (2010) 642 24 8 333 23 7 304 054 NS
4 Appel (2009)2) 6742 185 88  47.6” 185 83  449p) 0.60° NS
5 Ginzler (2005) 642 71 21 296 69 17 246 051 NS
6  Ong (2005) 671 19 6 316° 25 10 40.0b) 056° NS

S: significant, NS: not significant

1) AA vrgET & TeEERE AR

2) Henderson (2012)9] A&2E5 a3+

a) NI} %258 ng 4%, b) NI nCERE] AL, ¢ Review Manager 5.3& ©l85to] A&t

MMF cYc Risk Ratio Risk Ratio
Study or Subaroup  Events Total Events Total \Weight M-H. Random, 95% CI M-H, Random, 95% CI
Appel 2009 88 185 83 185 B5.9% 1.06[0.85,1.32]
El-Shafey 2010 8 24 7 23 45% 1.10[0.47,2.53] -
Feng 2014 12 25 14 28 10.5% 0.96[0.55,1.67] e E—
Ginzler 2005 2 71 17 63 10.7% 1.20[0.69, 2.07] I B —
Liz012 [ 20 [ 20 36% 1.00[0.39, 2.58]
Ong 2005 [ 19 10 25 4.8% 0.79[0.351.79] - 1
Total (95% Cl) 344 350 100.0% 1.05[0.88, 1.25] S
Tatal events 141 137 . . . .
Heterogeneity: Tau®=0.00; Chi®=0.83, df=5 (P =098}, F=0% '0.2 D!S ﬁ 5'

Test for overall effect: 2= 0.51 (F= 0.61) Favours [CYC] Favours [MMF]

J¥ 4-6. 22 Hal2(6M)0 G forest plot

E 4-21. ZolitA| 22A2ts 2108 29 MR ZD

. 1Rt e ESs| MMFZ CYCz = 2t xH0]
(M) =T Md N Mean SD N Mean SD P 994
Ong L VIN _iﬂ}\l?_f U= 19 124% 50 25 1.7% 7.3 0.80 NS
1 (2005) 23 B 671 19 13.0% 5.7 25 114 9.4 0.77 NS
AQA|ZE

NS: not significant
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FEAAG SN MMF 7501283 CYC AUFAY & T/AEA IRE
S AN 2L 38(Walsh 5, 2013; El-Shafey 5, 2010; Ong 5, 2005)0|9it}.
T7IAEA REL 2WoN e F £ o] FAFLE {93 o7k A%, 13HA
£ F 24 m5F Aol gl

T7IAEA HAES Bud £9 3 ¥4 §Hol 7t 9+ 3HY JF FHRH
Aol digt HetRs At MMFZZ CYCE 7o T7ARA SAELS 540z &
93t o7} YATHRR 1.12, 95% CI 0.22, 5.82, 1*=0%).

MMFZ cycz = Zt &to|
No. 1HZt (AE) EHAH . i o L] o P oo
n n
1 Walsh (2013) 6712 20 0 0 12 0 0 - -
2 El-Shafey (2010) 67 24 2 833 23 1 434 058" NS
3 Ong (2005) = zHpEA) 19 1 53 25 2 80° 0727 NS

NS: not significant
1) 2T HWd 37.870€
a) Review Manager 5.3 ©]&3}o] A&3H b) NIt nO2HE AKXkt

MMF cyYc Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random. 95% Cl
El-Shafey 2010 2 24 1 23 49.9% 1.92[019,19.73] i

Ong 2005 1 19 2 25 a01% 0.66 [0.06, 6.73] —
YWalsh 2013 1] 20 1] 12 Mot estimable
Total {95% Cl) 63 60 100.0% 1.12[0.22, 5.82]
Total events 3 3

e T R = rhiE= - - R= | | | | |

?et?;0g9n8|nfl.lT?fu ;ZDP%I1C4hIP_—Dﬁ4819I df=1(P=052), F=0% 0o o 1 10 100

estfor overall effect 2= 014 (P = 0.89) Favours [MMF] Favours [CYC]

J8 4-7. LIMRH LS St forest plot

2EANYG BRAH MMF AFEALEH CYC FAFARY & SFANG A2
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®
m..'.'

oY 3 OtE[H +F

FEAMYG G A MMF AR 93t CYC AHFALY & @4 Igotgd
2 AASE A2 49(Li 5, 2012 El-Shafey &, 2010; Ginzler 5, 2005: Ong
2005)01tt. @4 Adoted &2 1€l &3 Al F £ 7ol BAZLE {9

84 FFotgd $22 vtk 2HEY7 g2t SMDE 5F FAHAE AAstgt.
FA Fgol 7HsT 28 HF FHJEAA At HErEAY F3, MMFEI CYCHE
7ol 4 Adgoted #&2 BAF2E F9 Aozt YUHSMD -0.04, 95% CI -
0.66, 0.57, I’=71%).

E 4-23. €% FYOtElE +FS Ao 2 MEZL

MMFZ cycz = 2t X10|
1XM% =X Mean
At © SD / Mean / SD /
(9E) Ag N / N . P 894
. Range Median Range
Median
i JIMM 20 6057 39, 274° 20 87.0°  34,394Y 023° NS
1
(2012) 6712 20 6057 46, 135° 20 66.0° 34, 143 - NS
) El-Shafey  7IKMM 24 13233 55.01 23 14217 45.27 0.50 NS
(2010) 642 24 8168 29.7 23 92.95 24.6 016 NS
; Ginzler JIRME 71 1.06 0.52 69 1.08 0.49 0.84 NS
(2005) e 71 0.91 0.25 69  0.85 0.28 0.27 NS
A Ong JIHM 19 965 37.3Y 25 4.0 40.29 0837 NS
(2005) 672 19 1095 168.4° 25 944 61.5" - NS

). umol/L (&, Ginzler (2005)2] 7% mg/dL); NS: not significant
a) Median &, b) Range %k, o) 3%+ 7t Bla(Tacrolimust X3}, d) Review Manager 5.3& ©ol-85l0] AE3H

MMF CYC Std. Mean Difference §td. Mean Difference
Study or Subaroup  Mean SO Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% Cl
El-Shafey 2010 8168 207 24 9285 246 23 427% 0410598 017]
Ginzler 2005 081 025 71 085 028 B8 A73% 0.23F0.11,0.56]
Total {95% CI) 95 92 100.0% -0.04 [-0.66, 0.57]
Heterogeneity, Taw’= 0.14; Chi*= 343, df=1 (P = 0.0G}; F= 1% H ! ! ! ]
Test far averall effect =014 (P = 0.88) Favours [MHF] Favours [CYC)

J3 4-8. @ FYOtEIH +ZEH)M st forest plot
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FEAAYG A MMF BE5948¥ % CYC AHFARY & 24 ¢74 &
S AN AL 3#(Li 5, 2012: Ginzler &, 2005; Ong %, 2005)°%itt. 674
AR 2743 4 dRH £322 280As T £ 7o BAFCE o5t Afo]7}
AL, o2 "M = F & 7+ Zo7t EFF5H3lH

g4 ¢RNS Eug 58 5 ¢ @Al 7hed A+ 289 HF FHEAA
et HeEA 23, MMFEE CYCE 7Hol 84 471 &2 SAZHLE |9
o]7b YTHMD 0.05, 95% CI -0.16, 0.27, 1*=50%). Li 5(2012)2 Mean® SD
& 5 lolA FAstA Z3H.

20 me N

MMFZ CYCZ = 2t &0
XX =X Mean
12 g SD / Mean / SD /
(HE) ANd N / N . P 894
. ange Median Range
Median
Li JIMd 20 2.8 1,43 20 2357 07 43" 07167 NS
1
(2012) e 20 4027 26 477 20 3327 14,447 - -
, Qindler MM 71 2.8 0.95 69 269 0.56 036 NS
(2005) 6hY 71 342 0.42 69  3.44 0.25 079 NS
Ong JME 19 3.03 0.79 25 280 0.60 028" NS
3
(2005)  gya 19 367 043 25 345 063 020 NS

99 g/dL (&, Li (2012)2F Ong (2005)2] A% g/L D= AAE] G5 HEt)
NS: not significant

a) Median % b) Range & o) 33 7t H]i(Tacrolimust 23, d) Review Manager 5.32 ©8slo] Ak&35t

MMF CYC Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SD Total Weiaht IV, Random. 95% Cl IV, Random, 85% Cl
Ginzler 2005 342 042 71 344 025 B9 EB83%  -0.02[0.130.09
Ong 2005 167 043 19 345 063 29 307%  0.22}0.08043
Total {95% Cl) a0 94 100.0%  0.05[-0.16,0.27]

Heterogeneity: Tau®=0.01; Chi®= 199, df=1 (P = 0.16); F= 50% f T T f

Test for averall effect 2= 0.43 (= 0.63) ? Fa-'1'0urs [h-1r\-1HUF3”0UFS [Cl’C]

O 4-9. 8 20 +Z67HE)0 TSt forest plot
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2
=

AN BRI Z7(X2 2F 7F HlW &

-0
FFAAY FAA MMF AR 87 CYC FUFALY T A7|5 AHE A
Algt 282 1H(Ong &5, 2005013, A A& & & 7t BAZLE {9t
Zol 7t ol
B 4-25 A& MZES HUS 23 NEZL
1Rt EY| MMF2 cycz = 2t 0|
0 Ha0
(k) Mg N 2Mp % N 2Mnp % P Q94
1 Ong (2005) A% M= 34 19 187 94 25 23 92 075 NS

NS: not significant
a) NI %25E ng 49

AUFALY F L $32 A

FEAMGA
A 2 6%(Feng 5, 2014; Walsh %5, 2013; Li %5, 2012; El-Shafey %,
2010; Ginzler %, 2005: Ong %, 2005)°]%1t}.
SAROE FotA =UHd

ik pE2 6HOA EuFon, 182 MMFZAA 5l
T o2 "M e CYCZIM SAH2E FofotA &%t 3"oME + & Ul &
AROR o3 Aol AU, UelA 1AL £ 2 7 Hol7h BHTRAL,

oFA 3tAo] 7hesh At =

il aE B £ F 4 ot 4
&0 A4

0] CYCHHET el

ol

.

(MD 0.10, 95% CI -0.42, 0.62, 1>=89%).
Walsh 5(2013)% Li 5(2012)2 Mean¥} SDE ¥ 4 QlojA FAFHA E3ch.
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I 4-26. Hély £32 HIS 25 MEZAY
MMFz CYCzZ =7t x10]
1K A £X Mean SD / Mean SD /
(dx) ANd N / IQR / N/ IQR / P 994
Median  Range Median  Range
. feng JIMM 30 2.8 0.4 30 21 0.1 0.00° S
(2014) e 25 118 0.27 28 064 0.12 000 S
) Walsh JIMM 20 4287 184,607 12 449 175 5397  0.05 NS
(2013)
6 20 - - 7 - - 09 NS
! JIMd 20 366”7 038 987 20 3.70° 048 6447 0877 NS
|
3
2012
2012 e 20 046° 004 3357 20 039° 002 493 @ - -
, Ei-Shafey JIMM 24 1.98 0.94 23 2.09 1.16 073 NS
(2010) 6e 24 0.68 0.5 23 0.72 0.48 078 NS
- Ginzler MM 71 4 3.1 69 4.4 35 054 NS
(2005) 6Hg 71 2.03 2.79 69 146 1.27 022 NS
5 Ong JIMM 19 1.8 1.2 25 3.0 18 0027 S
(2005) g 19 17 0.6 25 19 15 003 S
39 g/24h

S: significant, NS: not significant
a) Review Manager 5.32 ©]&3to] AH&Sh b) Median &, ¢ IQR %, d) Range &, e 33t vl
(tacrolimusw E3H

MMF CYc Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weiaht IV, Random. 95% C IV, Random, 85% Cl
El-Shafey 2010 068 05 24 072 048 23 2B6% -004[032024
Feng 2014 118 027 25 064 012 28 307% (.54 0.43, 0.65] -
Ginzler 2008 203 279 71 146 127 B9 106%  0A67[0.14,1.28)
Ong 2005 11 06 19 19 15 25 0% -080[1.45-015] -
Total (95% Cl) 139 145 100.0%  0.10[-0.42,0.62]

Heterogeneity: Tau®= 0.23; Chi®= 28.37 df= 3 (F = 0.00001}; F= 89% f T T f |

Test for averall effect 7= 0.37 (P = 0.71) 2 Fa’fours HVF] ”Fa, ours [clfc:] z

33 4-10. Ty SZGIHE)Y 43S forest plot
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FRANY SMUN 27|Xz QY 7 HluE

7h oy Ay

FFEAY @AM MMF ZFFo88% CYC AUFARES vadt 29 5 ¢
A4 23 AAE £d2 8uolt. AAM 54 Ee d7 o4/ TAE o4,
ABES 7TH, A 18, 1 9 Ar ¥d F8 FAE2 8HOA EASH. A=
Y F8 RAE FHER EF A UF 54 24E 04, F2/55 HYE 34, WY
Zutol A 4YE 49, BE 2AE 44, WE74AS TAE 39, A8d Ao/ F
A& /oA 2AE 6%, & =4 TAE 09, 7IE FHFE/A8E 28E 04, F
Agoz ot He 4 o"HolUH

A G MMF AFF 8T} CYC AUFALY T HAM =4 T
974 ol/Hol AH}E AT FAL 6H(Rathi &, 2016; Feng 5, 2014: Li &,
2012; El-Shafey &, 2010; Ginzler &, 2005; Ong &, 2005)°1%oH, GHAJA =
F 5 & 7o €% Ao e BAZLE R Zol7t T

AAN B4 B 97 ol4/A) TS HIT A 3 %4 WAl A5 A7

W

6HY HF FHBJAAH A3t detEA A, MMFZEH CYCHE 7Ho €74 Ao A3
2 EAH0Z 993 o]zt YATHRR 0.55, 95% CI 0.25, 1.07, 1*=0%).

= MMF2 cycz = 7t 0|
R w5 T 2 29
(Hx) ANg N o % N o % A
. 2Z I 6 50 0 0 50 1 22 0477 NS
T Rehi@O8) Tomy emg 50 2 47 50 1 27 056" Ns
2  Feng(2014)  ¥Z Moy em¥ 25 09 0 28 49 1515 0.109 NS
3 Li2012) S7E ¥4 6M¥ 20 1 50 20 4 200 0147 NS
4 E-Shefey(2010) ¥Z O 6ME 24 1 417 23 2 860 053” NS
. ezt 642 83 8 967 75 9 1737 063”7 NS
1) =
5 G059 “ppmesp i@ 83 0 00 75 2 27) 0260 NS
6 Ong (2005 3 &y 6Mg 19 0 0 25 1 407 0607 NS
NS: not significant
1) ‘947 Wetet uiela RYAe mUHow Uy B ol AYF
a) N¥} no2RE AXISl b) Review Manager 5.32 o|83l0] AF&ESh o NI %25FEH ng 348 d)

=29 2& WEH HolA AR O& FAE AXSH, 229 gE TE
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MRMF CYC Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random, 95% Cl
El-Shafey 2010 1 24 2 23 8.1% 0.48[0.05, 4.93] I
Feng 2014 0 25 4 28 5.3% 0.12[0.01,2.149] ¢
Ginzler 2005 8 a3 11 75 B0.2% 0.66[0.28, 1.59] ——
Li 2012 1 20 4 20 10.0% 0.25[0.03, 2.08] - 1
Ong 2005 0 149 1 25 44% 0.43[0.02,10.08]
Rathi 2016 2 a0 2 a0 11.9% 1.00[0.15, 6.82] I
Total (95% CI) 221 221 100.0% 0.55 [0.28, 1.07] -
Total events 12 24

it z — . = - — R = ; t t |
Heterogeneity: Tau®= 0.00; Chi*= 221, df=5(P=082); F=0% '0.01 D!1 1'D 1UD'

Testfor overall effect: Z=1.77 (P=0.08) Favours [MMF] Favours [CYC)

J8 4-11. 27 Hoj LUSO70E)0 oSt forest plot

FEAY oA MMF ZAFEASHT CYC FUFALY & ATES AT
£33 7H(Rathi 5, 2016; Walsh &, 2013; Li 5, 2012; El-Shafey &, 2010;
Appel 5, 2009; Ginzler &, 2005; Ong 5, 2005041, AFGES 7THOA LEF &
= 7ol BAHCE §9g Zol7} AUt

TE& E1% 29 3 48 P40 7tedt A3 799 HF FHBEAAA o
ety A3, AGES MMFZES CYCE 7 SAHo=z {9
1.37, 95% CI 0.65, 2.90, 1*=0%).

1R} wam 59 MMFZ cYcz 2 2 &0l

(HE) STSON0M N %Mn % 0N %Mn % P Q94
1 Rathi (2016) NYE 648 50 5 0 50 2 4 0.43 NS
2 Walsh (2013) NZE 62 20 2 100 12 0 0 0447 NS
3 Li(2012) A2E el 20 1 8 20 2 107 0557 NS
4 (E;O?g)a fey AMAE  eM¥ 24 0 0 23 1 434 0447 NS
5 Appel (2009) NYE o 184 9 49 180 5 28 029 NS
6  Ginzler (2005)  MYE 6M¥ 71 0 0 69 2 29 0287 NS
7 Ong (2005) N%E 6 19 0 0 25 0 0 1.00 NS

NS: not significant
a) Review Manager 5.3& °©]&3}o] 4H&3t, b) NIt no2HE AKX
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ANE SXOIN 27X 2 2F 7+ HluwED

MRMF CYC Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% Cl
Appel 2009 9 184 5 180 48.9% 1.76[0.60, 5.15] —TR—
El-Shafey 2010 1] 24 1 23 5.7% 0.32[0.01, 7.48]
Ginzler 20045 0 1 2 <] B.2% 0.15[0.01,3.98] ¢
Li 2012 1 20 2 20 10.5% 0.50[0.05, 5.08] - 1
Ong 2005 0 149 0 25 Mot estimable
Rathi 2016 ] a0 2 a0 22.3% 280[0451,12.29 [ L E—
Walsh 2013 2 20 1] 12 6.5% 310016, 59.52]
Total {95% CI) 388 379 100.0% 1.37 [0.65, 2.90] -
Total events 17 12
Heterogeneity: Tau?= 0.00; Chi*= 4.22, df= 5 (P = 0.52); F= 0% ; f f |
o "~ 0.0 01 10 100
Testfor overall effect: £= 082 (P=0.41) Favours [MMF] Favours [CYC)
O3 4-12. NMEEGHE)0 et forest plot
. =)

@ HES

=23 5 1= =z 5 Z 00 5

FEAANA FAA MMF ZA4Foig9i CYC AUFALY & B2E&S AN
=i ke i = Z00 © 0 0]} =
+d& 1H(0ng &, 2005)°1%1, AE&E F & 7o SAHLE Fogt Aol7h gl
B 4-29. 4ZE8S HU% 23 MEZY

1XX ey MMF2 CcYcz = 7t 10|
0 - k- B
(H5) Al N %4 % N 24 % P R94

1 Ong (2005) Mzg 34 19 187 94 25 247 94 0.88 NS

NS: not significant
a) NI %25H ng =4

gl MMF B+ 28I CYC AHFAaY 3 13 =4 A&

>
=
i

@ TR MMF A+E4_HT} CYC FHFALY T F8/35F5 U498
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5‘711(Feng 5, 2014, Walsh 5, 2013; Li &, 2012; El-Shafey &,
TEEL 1HoAE CYCEAA FootA &
|

) MMF2 cycz = 7t xto]

5% A é{; HEA HEA 00

(HE) N T T P

n n A

1 Feng (2014) 2 64e 25 (Y 0 28 19 303 0477 NS

2 Walsh (2013) 2" e 20 14 700 11 7 63.6 072 NS

3 Li@012) sz z9?  e¥ 20 6 300 20 7 35.0 0.74” NS
El-Shafey ESey) b

4 MY 24 2 833 23 2 869 0.97 NS

(2010) 3 79 H

5 Ginzler 2005) =3 2t%¥ Y 83 1 129 75 6 800 0047 S

S: significant, NS: not significant

D AW W AL [5t= A9

2) 4Y A 8HEES 8ok HY

3) A9 ff YRS a6tk A HE, | 5% JAEE, 184 98

a) NIt %2HE n& 598, b) Review Manager 5.3 ©]-85t0] 4&%}, o) NIt nO2RE AXKSH

MMF CYC Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI

El-Shafey 2010 2 24 2 23 7.9% 0.96 [0.15, 6.29]

Feng 2014 i 25 1 28 2T% 0.37[0.02,8.73]

Ginzler 2005 1 a3 B Th B.1% 0.15[0.02,1.22] - T

Liz012 B 20 7 20 27.4% 0.86 [0.25, 2.10] — .

Walsh 2013 14 20 7 11 66.3% 1.10[0.65, 1.87]

Total (95% CI) 172 157 100.0% 0.87 [0.52, 1.48]

Total events 23 23 ) ) )
. = ChiE— _ — = ! + | 1

LTI N M T

Favours [MMF] Favours [CYC]

38 4-13. 2 UESGHYE)Y st forest plot
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FEAMYG AAAH MMF AT @¥at CYC AWFAIRY & fjif2ZHtolgA
= o —E—T’i% 4W(Rathi 5, 2016; El-Shafey 5, 2010; Ginzler %, 2005;
oA EF tiidziutolziA FHE F + o FAHLE

@)
=)

aQ

(3]
(e}
[an)
O
N—r
_o,
I
F_‘EL

E 4-31. WYETE0[2A HEES 20g o NRZ L

TRAT S MMF2Z CYCE 2 7 A0
0 H-Y
(HE) A N 24n % N Y4 % P R9Y
Rt HEEL onm om0 3 6 50 5 1007 046” NS
(2016) 79 = ' '
p Ersheley HEER one o4 2 sm 23 3 1304 0600 NS
(2010) 24 = ' ' '
Ginzler AR
3 6He 83 3 360 75 4 53 060° NS
(2005) ey H
Ong RCE ) ) b
4 eg 19 3 158 25 3 1207 072 NS
(2005) 7 H

NS: not significant
1) Aol 2+ g¥e] g9 s & ot ofd 8¥oR wxE e 2FS
a) NI} no22¥ AAKL b) Review Manager 5.3% o|-83fo] Ak&3H

MRMF CYC Risk Ratio Risk Ratio
Study or Subaroup  Events Total Events Total \Weight M-H. Random, 95% CI M-H, Random, 95% CI
El-Shafey 2010 2 24 3 23 194% 0.64[012 3.48] - "
Ginzler 20045 3 a3 4 Ta  26.0% 0.68[0.16,2.93] - =T
Ong 2005 3 14 3 25 253% 1.32[0.30,5.81] N
Rathi 2016 3 a0 5 50 29.4% 0.60([0.15,2.38] I
Total {95% Cl) 176 173 100.0% 0.76 [0.36, 1.61] -
Total events 11 15
Heterogeneity: Tau‘:_ 0.00; Chi#F=0.70, df=3{P=087) F=0% ID.D1 D!1 1'0 1UDI
Testfor overall effect: Z=0.71 (F=0.48) Favours [MMF] Favours [CYC)

J3 4-14. HERTIH012A HHSGH )M T3 forest plot
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FFAY FAA MMF AR 87 CYC FHFALY & g3 SHYES A
A2 4#W(Rathi &, 2016; Feng &, 2014; Appel 5, 2009: Ginzler %,
2005)01 At 3HoM= BE7F CYCHOIA BAZLE JostA FA Ay, o
€ 1HoMe F & 2o AHLE FA% Zol7k gl
g HREZ B1% 28 5 44 4] Ttedt A 4
et WetEA Ay, MMF#o]l CYC#EY 88X HAE0] BAZLE RostA A%
(RR 0.41, 95% CI 0.26, 0.63, *=1%).

E 4-32. 22 ZUES Hudt E¥ NRZL

11X =y MMFz CYCZ = 7t xto]
No. Hay

(UE) A N 2Mn % N 2Mn % PS94
1 Rathi (2016) g2 64 50 0 0 50 1 22 047 NS
2 Feng (2014) g9 6Hg 25 (Y 0 28 42 1515 0.08” S

3 Appel (2009) 22 6/ME 184 29 109 180 64 366  0.00” S

4 Ginzler (2005) 22" 64¥ 83 0 e 75 8 10.79  0.04Y S

S: significant, NS: not significant
1) AAZHEY =x Al Byl
a) NI} no25E AKX b) Review Manager 5.3 o]835l0] A&S o) N %2HH n2 9

MMF cYcC Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H. Random, 35% Cl M-H, Random, 95% CI
Appel 2009 29 184 G4 180 93.3% 0.44[0.30, 0.65]
Feng 2014 (i 428 24% 012[0.01,2.19) *
Ginzler 2005 [ 8 78 24% nos[on e Y
Rathi 2016 0 &0 1 50 1.9% 0.33[0.01,7.99]
Total {95% CI) 342 333 100.0% 0.41 [0.26, 0.63] <>
Total events 29 77
Heterogeneity: Tau‘=_ 0.02; Chi*=3.04, df= 3 (=039}, F=1% oot 0 ] 0 100
Testfor overall effect: 2= 3.98 (P = 0.0001) Favours [MMF] Favours [CYC)

O3 4-15. &2 YWMEGHYE)N S forest plot
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FRANY SMUN 27|Xz QY 7 HluE

ZREANG SR MMF ATEA QY CYC ZHFALY & Wid 1A Z 9y
2 AN ZHL 3H(Li 5, 2012; El-Shafey 5, 2012; Ong 5, 2005)°1911, &
T 5 & 7t EAZoR §93t Ao|7t it

WELLAS HPES HUst £ 5 FF d4o] 7Hed dF 389 HF 23T
FA A g5t der sy A MMFZ® CYCE 7Ho] #M@174aZ dyEL EAZH0
Z 993 o]z} YIAUTHRR 0.81, 95% CI 0.44, 1.48, 1°=0%).

H 4-33. W H4AZ YMES IS 25 HEZL
11X EYS] MMFZ cycz = Zt Xt0|
B A DY
* () TSN N WMn % N WMn % P 99H
T Li(012) WHIZAZ  GHE 20 1 50 20 1 50 1.00° NS
El-Shafey R o a)
2 (2010) HSHPAAS  6IHE 24 4 16.7 23 3 13.0 0.73 NS

3 Ong (2005 w&zAZ eH¥ 19 77 368 25 137 520 0.32 NS

NS: not significant
a) Review Manager 5.3& ©]-&3slo] AF&3) b) NI %2HE ng 4T

MRMF CYC Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% Cl
El-Shafey 2010 4 24 3 23 19.3% 1.28[0.32,5.10] e
Liz2o12 1 29 1 29 50% 1.00[0.07,15.24]
Ong 2005 7 14 13 25 TAT% 0.71[0.35,1.43] —
Total (95% Cl) 72 77 100.0% 0.81 [0.44, 1.48] -
Total events 12 17

it z— . 3. - — SR — : : I I
Heterogeneity: Tau®=0.00; Chi*= 0.60, df= 2 (P =074, F=0% 001 0 1 100

Testfor overall effect: £= 0.69 {P = 0.49) Favours [MMF] Favours [CYC]

J8 4-16. WEIZAZ SME(BGHEL)M S forest plot

® Xz #H F

Fo

ZREANG SR A MMF A1E QT CYC AHFAIQLY T YT of 24
< AANE 2L 6H(Rathi 5, 2016, Feng 5, 2014; El-Shafey 5, 2010;
Appel 5, 2009; Ginzler 5, 2005; Ong 5, 2005)°] 31t}
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(i) A% A3 A FE, 24, 9A% 5) TRES SHIA ELQ%E} 29| &
+ MMF#o] CYCZET A% AT Ao T¥Eo] FAHCE
2 3" = F & 7o AR 98T Foff SAEO]

G Fgol 7heet A SHY HF FHBEAH gt
CYCZET A7 4% Fof L5 5AHL
0.23, 0.96, I*=74%).

(ii) ob5 88 Foie A HAF TBES dojAfnt 4HoA B1EQIch 28 A
£ MMF#0] CYC—TLEE} AL HABE0l FAZCE FYSHA EROY, tE 2HAN=
T & 7] A BAES FAHYLE FAT Zol7tk il

FA Aol 7}% A+ 499 AT FHREAHA Hig vWeEA 23, MMFLo]
CYCEET AAF WAEo] 5t EUTHRR = 2.45, 95% CI 1.63, 3.68, 1’=0%).

(i) 4ot AT Fof LPEL 284 EAHAT. 1H A= MMFZo] CYCH
Hop 94E S YAEC] SAALE Yot %oy, tE 1HoN= MMFL%
CYCZolA 88 fafatd SAES BAHLE FT Aho|7F §igiTh

219 oA ARG ARTY7F GEbA FASHA R

- rlo

i o = Zt X0
i 23 MMF CYC ]
4y oy 2
(HE) ANd N % N % P 294
n n

AE oEE Hof
Rathi o o 2

T oo oUy  eME 50 0 0 50 1 2 0477 NS
F

2 (265194) 2 eHg 25 0° 0 28 177 606 0007 S
- A ony

g ErSrley # 62 24 4 1667 23 5 2174 066 NS
(2010) s

. Pone JE  6M¥ 184 25 136 180 68 378 0000 S
(2009) o4 62 184 27 147 180 82 456 0007 S
Ginzler &8 X . o 5] B

5 o009 L O 8 1 270 75 25 my a s

5% si5e 50|
F

1 (2?;194) AN o 25 19 263 28 0 0 0447 NS
El-

2 Shafey s 6M¥ 24 5 2083 23 2 869 0237 NS
(2010)
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SEANG BX0A 7%= Y 7t Hluah

Appel " o a)
MAL 6742 184 52 283 180 23 128  0.00 S

(2009)
Ginzler

4 A 6742 83 15 181Y 75 2 279 0.00” S
(2005) H H

512 oA Hof
Rathi  onmzy oe 50 26 52 50 2 4 ©001 S
Ong R RSELy 0.08 0.07

e - - _
o005 ooy OE 10 25 0.68 NS

S: significant, NS: not significant

1) 24, &, ERWA(bloating), AER 55

2) per patient-month

a) Review Manager 5.3 ©]&3lo] ARESH b) NI %=2HE ng 4% o NI noz2HE AAXE d)
%H9: episodes

MMF cYcC Risk Ratio Risk Ratio
Study or Subaroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
1.13.1 SR 212 ZHH
Appel 20049 (1) 52 184 150 180 37.3% 0.34 [0.27, 0.43] -
El-Shafey 2010 (2) 4 24 5 23 19.0% 0.77[0.23, 2.50] -
Feng 2014 (3 0 25 17 28 58% 0.03[0.00,080 &
Ginzler 2005 (4) 23 83 25 75 33.3% 0.83[0.52,1.33] &
Rathi 2016 (5) 0 50 1 50 46% 0.33[0.01, 7.99]
Subtotal (95% CI) 366 356 100.0% 0.46 [0.23, 0.96] .
Total events T4 198

Heterogeneity: Tau®=0.35; Chi*=15.62, df=4 (P = 0.004); F=74%
Test for overall effect 2= 2.08 (P = 0.04)

1.13.25H I 200

Appel 2009 (6) 52 184 23 180 B834% 2.21[1.42 3.458] . 3

El-Shafey 2010 () 5 24 2 23 T0% 2400052, 11.14] I
Feng 2014 (8) 1 25 0 28 1.7% 3.35([0.14, 78.60]

Ginzler 2005 (%) 15 a3 2 75 8.0% 6.78[1.60, 28.66] -
Subtotal (95% CI) 316 306 100.0% 2.45[1.63, 3.68] <>

Total events T3 27

Heterogeneity: Tau®=0.00; Chi*=2.23, df=3(P=0.43), F= 0%
Test for overall effect Z=4.31 (P = 0.00013

0.01 04 10 100

Favours [MMF] Favours [CYC
Test for subgroup differences: Chi= 15.43, df= 1 (P = 0.0001), F= 93.5% avours [MMF] - Favours [CYC]

Footnotes
(HF: IE 28

(-2 2 2T S
G IE

(4T 42 HFT 2
(5) EH=F 22

() HF g A

MH=T: &M

(8)HFo g A

(9) = g A

a8 4-17. AZ2 B0 LYSOEH)0 et forest plot
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4. XM ¢ R8d 2 MY Hu

&

FREANG BANA MMF A7F0 23 CYC

YA, 24) &

=
&
ol
i
mR

ol

53

Al

FEAAG oA MMF AFFA 2%} CYC
FEAAG A MMF A+Fo 89 CYC

iod
ok

At

7H MMF Z1£028n CYC

E 4-35. (MMF-CYC) HIEtEM Za 2

29
3

2
I

13|
24

sA
I:c|>|-

=0
ol

il X0 OH il

Ko OH Bl

8l Fl

B

o]
ok

NS

1%
0%

1.24 (0.95, 1.61)

RR

826
694

ofu
77l

—

<d
ofd

NS

1.05 (0.88, 1.25)

RR

oju

771

I
il

~d

of
<

Al

SHILK|

1.3 #

NS

1.12 (0.22, 5.82) 0%

RR

123

NS

1%

-0.04 (-0.66, 0.57)

SMD

187

KK
<F

d

Y I 0tE

4
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BXOM Z71X2 QY 7t HlW&nt

. &
o _— ; 4 @y &y &3137| , %9
“._1 = 2 0N uy HEH2Y Za} A
2 g
5 oY YR0 2F 3 2 184 MD 0.05 (-0.16, 0.27) 50% NS
6 MY MEE 1 0 - - - - -
7 Ciety 2 6 4 284 MD 0.10 (-0.42, 0.62) 89% NS
oty
1 2E Mo UME 6 6 442 RR 0.55 (0.28, 1.07) 0% NS
2 MNYE 7 7 767 RR 1.37 (0.65, 2.90) 0% NS
3 NEE 1 0 - - - - -
4 iz #d 2 2AE
41 4% =4 Y48 0 - - - - - -
42 2 ZYE 5 5 329 RR 0.87 (0.52, 1.48) 13% NS
4.3 HEETH0[HA HHE 4 4 349 RR 0.76 (0.36, 1.61) 0% NS
4.4 20 HME 4 4 675 RR 1 (0.26, 0.63) 1% S*
45 HHJAAS LME 3 3 149 RR 0.81 (0.44, 1.48) 0% NS
4.6 YEE o YME 6
- MR EE Hof HME 5 5 722 RR 0.46 (0.23, 0.96) 74% S*
- OfF QA MOj UME 4 4 622 RR 2.45 (1.63, 3.68) 0% S*
47 B =Y UNE o - - - - - -
4.8 7|Et ANZY B4E o - - - - - -
49 B¥goz o3t YU 0 - - - - - -

MD: Mean Difference (IV, Random, 95% CI); SMD: Standardized Mean Difference (IV, Random,
95% CI); RR: Risk Ratio (M-H, Random, 95% CI); NS: not significant, S: significant

S W AR SR o] WSS MMEZOl SOlab RSk, Gl S o) MRS CYCEol 2
SHA
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4. XNzH 7t J 2

©
fon
ox
>|

=[jmi

|_o

L) stz =4 2o

30 ARALGH VAL, L DL, 97 4o $4B) L MMF ATRo 235
CYC AHFA8Y Tl Aol U ARARGE, 42 H3T VIR, A4 4D
# UHE) A9 ATHHoMIOL BE, ool EYF L, okdlot )T Bz
& S9T BAE 2o, 1 A%k okdet 2k

B 4-36. [MMF vs. CYC] ot9iz 24 Zot: 2 Halig

23 72 974 RR 95% Cl P g9y
T - 8 1.24 (0.95, 1.61) 1% NS
OFAlOL EH= 4 1.16 (0.85, 1.59) 0% NS
=Ep) C}=27} (OFAJOF ZEEH 2 0.93 (0.42, 2.03) 8% NS
N[ ] 2 2.1 (0.63, 7.11) 63% NS
MRMF CYC Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Random, 95% Cl M-H. Random, 95% Cl
1.20.1 92 ZJt - OLAIOF EHS
Feng 2014 G 25 T 28 10.9% 0.96[0.37, 2.48] - 1T
Li 2012 9 20 B 20 14.4% 1.50[0.66, 3.43] T
Ong 2005 g 14 3 25 5.8% 2159 [0.60, 8.06] ]
Rathi 2016 27 a0 25 A0 B8.9% 1.08[0.74,1.57] t
Subtotal (95% Cl) 114 123 100.0% 1.16 [0.85, 1.59]
Total events 47 41

Heterogeneity: Tau®= 0.00; Chi®=1.61, df= 3 (P = 0.68); F=0%
Testfor averall effect: 2= 095 (P = 0.34)

1.20.2 A3 I -CHEJH (0K OF X8

Appel 2009 16 185 15 1856 83.8% 1.07 [0.54, 2.04]
Walsh 2013 1 20 2 12 1M.2% 0.30[0.03 2.87]
Subtotal (95% CI) 205 197 100.0% 0.93[0.42, 2.03]

Tatal events 17 17
Heterogeneity: Tau®=0.06; Chi*=1.08, df=1 (P =030}, F= 8%
Testfor averall effect 2= 019 (P = 0.85)

1.20.3 A2} - OLAOL 2]

El-Shafey 2010 4 24 ] 23 501% 1.15[0.41,3.25)
Ginzler 2005 16 71 4 69 48.9% 3.89[1.37,11.09] —
Subtotal (95% CI) 95 92 100.0% 2.11[0.63,7.11]

Total events 22 49
Heterogeneity: Tau*= 048, Chi*=2.71, df=1 {P=010); F=63%
Testfor overall effect: Z=1.21 (P=10.23)

0.01 01 10 100

Testfor subaroun differences: Chi*=1.25. df=2 (P = 053, F= 0% Favours [CYC] Favours [MkIF]

J2 4-18. [MMF vs. CYC] 2™ Hsilg - otYxt 241, forest plot
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B 4-37. [MMF vs. CYC] 3t¥Z 24 Zih 28 g
22 2 @7+ RR 95% Cl P g9y
T - 6 1.05 (0.88, 1.25) 0% NS
OfA|OF = 3 0.92 (0.61, 1.39) 0% NS
o127t C=27} (OFAOF E& 1 1.06 (0.85, 1.32) - NS
OfAJO} 2| 2 1.17 (0.74, 1.85) 0% NS
MMF cYc Risk Ratio Risk Ratio
Study or Subarou Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1471 W2 - 0L OLEES
Feng 2014 12 25 14 28 55.8% 0.96 [0.55, 1.67]
Liz2012 [ 20 [ 20 18.9% 1.00[0.38, 2.58]
Ong 2005 B 149 10 25 25.3% 0.79[0.35,1.75]
Subtotal (95% CI) 64 73 100.0% 0.92[0.61,1.39]
Total events 24 30

Heterogeneity: Tau®=0.00; Chi*=018, df=2 {F=081), F=0%
Testfor averall effect 2= 0.39 (P = 0.65)

1.47.2 U P Z I -CH7HORA OF 28

Appel 2009 88 185 83 185 100.0% 1.06[0.85,1.32] ,
Subtotal (95% CI) 185 185 100.0% 1.06 [0.85, 1.32]
Total events a8 83

Heterogeneity: Mot applicable
Testfor averall effect Z=0.52 (P = 0.60)

1173 W27} - OLAIOLR]

El-Shafey 2010 3 24 7 23 209% 1.10[0.47,2.53] ——
Ginzler 2005 21 71 17 69 T01% 1.20[0.68, 2.07] t
Subtotal (95% CI) a5 92 100.0% 1.17 [0.74, 1.85]

Total events 29 24

Heterogeneity: Tau®=0.00; Chi*=0.03, df=1 {F = 0.86), F=0%
Testfor overall effect Z=0.66 (F=0.51)

0.01 04 10 100

Favours [CYC] Favours [MUF
Testfor subaroun diferences: Chi= 061, df= 7 (F = 0.74%. F= 0% avours [CYC] - Favours [MIF]

318 4-19. [MMF vs. CYC] B2 52 - 5t 241, forest plot

ol
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4. XEH 7t R8¢ 2 XY Hin
B 4-38. [MMF vs. CYC] ot9iz 24 Zit: 2 Mo LHE
22 2 @7+ RR 95% Cl P g9y
T - 6 0.55 (0.28, 1.07) 0% NS
OfA|OF = 4 0.40 0.12, 1.32) 0% NS
HE=R7} Ct=17t (OFAlOF &) 0 - - - -
OFAIOF 2 2 0.63 (0.28, 1.41) 0% NS
MRMF CYC Risk Ratio Risk Ratio
Study or Subgqroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.14.1 A2 Z7t - OLAIOF EHS
Feng 2014 0 25 4 28 16.8% 012[0.01,2.19) *
Li 2012 1 20 4 200 3.5% 0.25[0.03, 2.08] - &
Ong 2005 0 14 1 25 14.0% 0.43[0.02,10.08]
Rathi 2016 2 a0 2 50 37 T% 1.00[0.15, 6.82] . B—
Subtotal (95% Cl) 114 123 100.0% 0.40[0.12,1.32] —~l--
Tatal events 3 11

Heterogeneity: Tau®=0.00; Chi*=1.76, df= 3 (P =062);, F=0%
Testfor averall effect Z=1.50{F =013}

1.14.3 A2 X7} - OLAOL 2]

El-Shafey 2010 1 24 20023 11.9% 0.48[0.05, 4.93] S
Ginzler 20045 g a3 11 T 881% 0.66[0.28,1.55] i
Subtotal (95% Cl) 107 98 100.0% 0.63 [0.28,1.41]

Total events 49 13

Heterogeneity: Tau®=0.00; Chi®=0.06, df=1 (P =080 F=0%
Testfor overall effect: Z=1.12 (P=0.26)

0.01 01 10 100
Testfor subaroun differences: Chi*= 0.38. df=1 (P = 054, F= 0% Favours [MHF] Favours [CYC]

J% 4-20. [MMF vs. CYC] €4 H0j LME - otz 24, forest plot

ol
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oH

o 7t

AUY SRM =71X|= Zt ot

] k=3

B 4-39. [MMF vs. CYC] 3t¥iZ &4 Zih 2R

2
=5 = s RR 95% ClI I 94
T - 4 0.41 (0.26, 0.63) 1% S
OFA|O} &= 2 0.19 (0.02, 1.63) 0% NS
o132 7} C}=27t (OFAJOF ZEH 1 0.44 (0.30, 0.65) - S

OFAIOF 2 1 0.05 (0.00, 0.97) - S
MMF cYC Risk Ratio Risk Ratio

Study or Subarou Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

1.23.1 ¥ 22T OLAOHEHS

Feng 2014 0 25 4 28 55.0% 012[0.01,2.19) * L

Rathi 2016 0 a0 1 a0 45.0% 0.33[0.01, 7.95] el

Subtotal (95% CI) 75 78 100.0% 0.19[0.02,1.63] ——e

Total events 1] ]

Heterogeneity: Tau®=0.00; Chi*=0.21, df=1 (F=0.68); F= 0%

Testfor averall effect Z=1.51 (P=013)

1.23.2 W2 Z 7t -CHE 2 (ORI OF 328

Appel 2009 28 184 64 180 100.0% 0.44 [0.30, 0.65] !‘

Subtotal (95% CI) 184 180 100.0% 0.44 [0.30, 0.65]

Total events 29 64

Heterogeneity: Mot applicable

Testfor averall effect Z=4.11 (P = 0.0001)

1.23.3 9322 - 0L O 2]

Ginzler 2005 0 & 8 75 100.0% 0.06 [0.00, 0.91] t

Subtotal (95% CI) 83 75 100.0% 0.05 [0.00, 0.91]

Total events 1] g

Heterogeneity: Mot applicable

Testfor averall effect Z=2.03 (P =0.04)

0.01 04 10 100

Testfor subaroun difierences: Chi®= 2.62. df=2{(P=0271. F=23.7%

J8 4-21.

80

[MMF vs. CYC] B2 - ot¢lz

Favours [MMF] Favours [CYC]

M forest plot



7t 95N U ot

Il_}d |;||

4-40. [MMF vs. CYC] o= &M Znh M2 & HME
B2 T2 %74 RR 95% Cl 2 Qo4
HA - 5 046  (0.23, 0.96)  74% S
ORAlO} EHE 2 009  (0.01,1.05)  26% S
A2} CH27} (OFAIOF &) 1 034  (0.27, 0.43) - S
OFAJO} ¢ 2 082 (053, 1.27) 0% NS
MMF CYC Risk Ratio Risk Ratio

Study or Subarou Events Total Events Total
1.241 HZ2ZJL- OLAOHEHS

Feng 2014 0 25 17 28 551%
Rathi 2016 0 a0 1 50 44.9%
Subtotal (95% CI) 75 78 100.0%
Total events 1] 18

Heterogeneity: Tau®=0.83; Chi*=1.36,df=1 (F=0.24); *= 26%
Testfor averall effect Z=1.92 (P =0.05)

1.242 A3 -CHE7HOEMOF 28

Appel 2009 52 184 180 180 100.0%
Subtotal (95% CI) 184 180 100.0%
Total events 52 150

Heterogeneity: Mot applicable

Testfor averall effect Z=8.86 (P = 0.00001)

1.24.3 M2t - OLAOF 2]

El-Shafey 2010 4 24 5 23 137%
Ginzler 2005 23 a3 25 T 8B.3%
Subtotal (95% CI) 107 98 100.0%
Total events 27 30

Heterogeneity: Tau®=0.00; Chi*=0.02, df=1 {F =080}, F=0%
Testfor averall effect Z= 087 (P=0.38)

Weight M-H. Random, 95% CI

0.03 [0.00, 0.50] 4_.7

M-H, Random, 95% CI

A - e —

0.33[0.01, 7.84]

0.09[0.01,1.05] -*-_

0.34 [0.27,0.43]
0.34[0.27,0.43]

0.77[0.23, 2.50]
0.83[0.52,1.33]
0.82[0.53,1.27]

i

0.1
Favours [MWMF]

0.01

Testfor subaroun differences: Chi*=13.53. df= 2 (P =0.0011. F=852%

J8 4-22. [MMF vs. CYC] %

A% oE

HIMZ _ £lo =
LYE - of?lz =4,

10
Favours [CYC]

forest plot

100
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SEANY X0 Z7|X|E Q8 7t Hlna

(jmk=32

E 4-41. [MMF vs. CYC] o9l 24 Zt: otf yH UYE
2
= T g7+ RR 95% Cl 2 gy
HH - 4 2.45 (1.63, 3.68) 0% S
OFAlO} HH= 1 335  (0.14, 78.60) - NS
o227t CH27} (ORAIOF 23) 1 221 (142,345) - S

OfAIO} | 2 417 (1.46, 11.92) 0% S
MMF cYC Risk Ratio Risk Ratio

Study or Subaroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI

1.25.1 ¥ 227 OLAIOHEHS

Feng 2014 1 25 0 28 100.0% 3.35[0.14, TR.E0D] l

Subtotal (95% CI) 25 28 100.0% 3.35[0.14, 78.60]

Total events 1 1]

Heterogeneity: Mot applicable

Testfor overall effect Z=075 (F=0.45)

1.252 WAL -CHE2H 0K OF 28

Appel 2009 52 184 23 180 100.0% 2.21[1.42, 3.458] !‘

Subtotal (95% CI) 184 180 100.0% 2.21[1.42,3.45]

Total events 52 23

Heterogeneity: Mot applicable

Testfor overall effect Z=3.449 (P = 0.0005)

1.253 M2 - 0L OF 21

El-Shafey 2010 g 24 2 23 46.8% 2400582, 11.14] —T -

Ginzler 2005 15 83 7 75 5311% 6.78 [1.60, 28.66] —

Subtotal (95% CI) 107 98 100.0% 417 [1.46, 11.92] ~ai—

Total events 20 4

Heterogeneity: Tau®=0.00; Chi*= 097, df=1{F=032), F=0%

Testfor averall effect 2= 2 66 (P = 0.008)

0.01 04 10 100

Testfor subaroun differences: Chi®=1.22. df= 2 (P =0.584). F= 0%

a8 4-23. [MMF vs. CYC] 38 $

82

3o

=]
2y

=
=

Favours [MMF] Favours [CYC]

- ot9at 24, forest plot
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2. 71Z9| MAN SHDE HY

= QOvid-MEDLINE

o

#

re

ZAAHX{2F
(= ML

Ovid MEDLINE(R) In-Process & Other Non-Indexed
Citations and Ovid MEDLINE(R) 1946 to Present (ZAM2:2016.7.20.)

72 o 20 s
Gl @)
1 exp Lupus Nephritis/ 5,205
Patient 2 Lupus Nephritis.mp. 7,814
3 1or?2 7,814
4 exp Cyclophosphamide/ 50,006
Intervention 5 cyclophosphamide.mp. 63,327
6 4orb 66,655
7 Meta-Analysis as Topic/ 15,167
8 meta analy$.tw. 94,959
9 metaanaly$.tw. 1,629
10 | Meta-Analysis/ 70,869
11 (systematic adj (review$1 or overview$1)).tw. 84,030
12 | exp Review Literature as Topic/ 8,891
13 or/7-12 176,564
14 cochrane.ab. 47,583
15 embase.ab. 47,915
SIGN search 16 | (psychlit or psyclit).ab. 897
filter (SR) 17 | (psychinfo or psycinfo).ab. 12,617
18 (cinahl or cinhal).ab. 16,064
19 science citation index.ab. 2,652
20 bids.ab. 397
21 cancerlit.ab. 626
22 or/14-21 75,457
23 reference list$.ab. 13,794
24 | bibliograph$.ab. 13,804
25 relevant journals.ab. 1,014
26 hand-search$.ab. 4,997
27 manual search$.ab. 3,055
28 or/23-27 32,927
29 selection criteria.ab. 26,859
30 data extraction.ab. 13,197
31 29 or 30 37,777
SIGN search 737 Review/ 2,150,772
filter (SR) 33 | 31 and 32 26,422
34 | Comment/ 677,328
35 Letter/ 926,884
36 Editorial/ 409,820
37 Animal/ 5,918,196
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QY 2t Hugh

72 8 Z4of e

H (#)
38 Human/ 16,152,080
39 37 not (37 and 38) 4,243,995
40 or/34-36, 39 5,690,064
41 13 or 22 or 28 or 33 211,569
42 41 not 40 199,610

P&l 43 3 and 6 1,093

P&IAGLRY 44 43 and 42 40

MEDLINE 40

= Ovid-EMBASE :

Embase 1974 to 2016 Week 29 (ZAMY: 2016.7.20.)

72 8 240l atas
H €a)]
1 exp Lupus Erythematosus Nephritis/ 11,360
Patient 2 Lupus Nephritis.mp. 9,194
3 1or?2 12,894
4 exp Cyclophosphamide/ 186,031
Intervention 5 cyclophosphamide.mp. 192,281
6 4orb 192,281
7 exp Meta Analysis/ 111,939
8 ((meta adj analy$) or metaanalys$).tw. 124,259
9 (systematic adj (review$1 or overview$1)).tw. 103,532
10 or/7-9 219,792
11 cancerlit.ab. 680
12 cochrane.ab. 55,627
SIGN search -3 mbase.ab, 56,229
filter (SR) 14 | (psychlit or psyclit).ab. 965
15 | (psychinfo or psycinfo).ab. 12,896
16 | (cinahl or cinhal).ab. 16,921
17 science citation index.ab. 2,658
18 bids.ab. 512
19 | or/11-18 88,269
20 reference lists.ab. 12,997
21 bibliograph$.ab. 17,244
22 hand-search$.ab. 5,799
23 manual search$.ab. 3,650
24 relevant journals.ab. 1,037
25 | or/20-24 36,567
SIGN search 26 data extraction.ab. 15,659
filter (SR) 27 selection criteria.ab. 25,338
28 | 26 or 27 39,475
29 review.pt. 2,183,246
30 | 28 and 29 18,815
31 letter.pt. 947,477
32 editorial.pt. 514,326
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72 8 240l e

H (#)
33 Animal/ 1,779,907
34 Human/ 17,248,579
35 33 not (33 and 34) 1,334,599
36 or/31-32,35 2,780,490
37 10 or 19 or 25 or 30 262,010
38 37 not 36 254,044

P&l 39 3 AND 6 3,187

P&IRCITF S 40 39 and 38 99

EMBASE 99

® Cochrane Library: Cochrane Database of Systematic Reviews : Issue 7
of 12, July 2016 (ZMY: 2016.7.20.)

s ] 01 ZuzY
l )
1 MeSH descriptor: [Lupus Nephritis] explode all trees 164
Patient 2 lupus nephritis:ti,ab,kw 433
3 #1 or #2 433
4 MeSH descriptor: [Cyclophosphamide] explode all trees 4,060
Intervention 5 cyclophosphamide:ti,ab,kw 8,025
6 #4 OR #5 8,323
P&l 7 #3 AND #6 227
Cochrane CDSR (1), DARE (13), HTA (1) 15
Library

® KoreaMed (ZAML: 2016.7.20.)

2l Mo KoreaMed ZMZat
1 "lupus nephritis" [ALL] AND cyclophosphamide [ALL] 40
2 A (E= A 0H) 40

» KMBase (Z@M: 2016.7.20.)

ot 240! KMBase 24Z1t

1 (ALL=2FANH] OR [ALL=RFANHE]) AND ([ALL=AIZZEANOIE] OR 2
[ALL=AtO|Z2EATION0|E])

2 [ALL=lupus nephritis] AND [ALL=cyclophosphamide] 39

2 (B8 HA 0|H) 41
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3. MA A

=
I_I

ANEO| XigFE HE

Henderson S(2012)

oo gt
=
MHO
A
=

Si17|#/=27} | Cochrane / =7}
ZQ #M DB | MEDLINE, EMBASE, Cochrane Central Register of Controlled Trials (CENTAL)
oA 7|zt ~20124 48 15¢
DB MO
1. Lupus Nephritis/
MEDLINE 2. lupus nephritis.tw.
3. or/1-2
P2t P 1. MeSH descriptor Lupus Nephritis, this term only
ZAH0] CENTRAL | 2. (lupus):ti,ab,kw in Clinical Trials
3. (#1 OR #2)
1. exp Lupus Erythematosus Nephritis/
EMBASE 2. lupus nephritis.tw.
3. or/1-2
Oy 24 AAEMZ STIEH SRANH: 401 & A0F
QEOH FE= QKoY
- Corticosteroids: prednisone, methylprednisolone
2N - 7IEF HYYHH: CYC(I &Y, MEH), MMF, azathioprine, tacrolimus, cyclosporin

45
EREIE

- BHIE 1Z %R|(B-cell depleting agents))

Bl S =L 7t MSHW
P XY HULMAE(RCT), HIZAY H L YAHT(quasi-RCT)
- AFHAE RCT E&= quasi-RCT
- ANANZ SRE RZANENY, VY, I+VY, V+VE) 40 L A0t BXE MO
Mg 7IE e
- HEAHQHS HWd ¢y
- MHO| HoJ3t oz AnE 2t 23
- =AY FE MUY o
- BHEX|2 Q9 Zu0 ¥S DI 4 Qe FESOl HEEY JAY EHyE)g st
HHR 7|& ot SXE INC=R 5t ¢
- A2 258 ¥ BN Zn 237t s A7 | ChadR} 2 20 B RO ThAAE 4
7t RX| U= ER)
Z RCT 50H — 2 A7 FH0| Reole 232 10M
QEQH: MMF+IZE|FAHZO0|E vs. IV CYC+ZZE|FAHZO|E (7H) )
TsEd Appel (2009), El-Shafey (2010), Ginzler (2005), Li (2009), Mulic-Bacic (2008), Ong
(2005), Sundel (2008)
( QEQH: URY IV CYC vs. MY IV CYC (3H) )
Houssiau (2002), Mitwaii (2011), Sabry (2009)
FHAET SERH Z2, 6~1271E

S MMF+ZZE|ZAHZO0|E vs. IV CYC+ZE2E|ZAHZO0|E )

104




o
Ju

Henderson £(2012)

¥
o
Ny
i)

MHE(7H): RR = 1.02 (95% CI, 0.52-1.98)
L7|MEHEBHEH): RR = 0.71 (95% Cl, 0.27-1.84)
™): RR = 0.97 (95% CI, 0.39-2.44)

>
o
—~
N

=018
OPYHOl MET|5(5H): RR = 1.05 (95% Cl, 0.94-1.18)
49

ZQ ZE(6H): RR = 1.11 (95% Cl, 0.74-1.68)
CRAZZIHIO21A ZfH(4H): RR = 1.35 (95% Cl, 0.71-2.58)
HARH(2H): RR = 0.15 (95% Cl, 0.03-0.80)

22(2H): RR = 0.22 (95% Cl, 0.06-0.86)

WS TZAS(EH): RR = 0.49 (95% Cl, 0.28-0.88)

ool

MY 2AMTH(GH): RR = 1.39 (95% Cl, 0.99-1.95)

A% 2EHEH(6H): RR = 1.04 (95% Cl, 0.86-1.25)

Chilll HHaH(6M): RR = 1.16 (95% Cl, 0.85-1.58)
Cely SEH6H4HE): RR = 1.06 (95% Cl, 0.89-1.25)

i}

MU
ne
sl
1=
LN
~
re
<
(W)
I
1
IS
©
A
X
=
1
o
>»
=~
o
~
N
=

- U7IMEHE2E, N=135): RR = 0.490 (95% ClI, 0.05~5.20)

- BE, YI7|MEHM(1H, N=85): RR = 2.80 (95% Cl, 0.30~25.81)

<109, YIIAEM(1H, N=90): RR = 1.91 (95% CI, 0.37~9.92)

- A T(2H, N=136): RR = 1.30 (95% CI, 0.35~4.85)

- S F20tEld 24145(2H, N=135): RR = 0.33 (95% Cl, 0.04~3.02)

- 64, Y J0tElH 26145(2H, N=135): RR = 0.13 (95% Cl, 0.02~1.04)

104, &y 320tEld 28145 (2H, N=135): RR = 0.80 (95% Cl, 0.26~2.42)

ORIl MATIS(1H)

3E(1H): RR = 0.72 (95% ClI, 0.50~1.03)
53(1™): RR = 1.30 (95% Cl, 0.77~1.20)
ZHEH)

=252): RR = 1.54 (95% Cl, 0.73~3.25)

N
- HPMETIH02A ZE(1™, N=78): RR = 2.44 (95% Cl, 0.50~11.94)
N=

, N=252): RR = 2.18 (95% Cl, 1.03~4.59)
M): RR = 2.93 (95% Cl, 0.12~70.16)

(2™, N=206): RR = 1.44 (95% ClI, 0.09~23.31)
2, N=206): RR = 1.41 (95% Cl, 0.34~5.95)

JE 12 My
0x
O

g
4
oy
e
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Henderson £(2012)

=
ol
=
N
e

AME EM RS (2H, N=192): RR = 1.44 (95% CI, 0.94~2.20)
AR 2235(2™, N=192): RR = 0.89 (95% ClI, 0.69~1.15)
- YUY CiE (2™ N=121): MD = 0.13 (95% CI, -1.06~1.32)
- & FYOEH(2HM, N=130): MD = 0.0 (95% ClI, -0.50~0.50)
e - MMFE ZEANFNM 2o R=0| CYCHE SUXO(X|D, HARMO AH2 HOM H
- O3
AL | BF (11F) /02 13, Q3: 1, 04: 1H
Liu S(2012)
AL >/ | B
ZxQ Z{M DB | PubMed/ MEDLINE, EMBASE, Cochrane Central Register of Controlled Trials
oM 71zt ~20114 128 14
A2 “lupus nephritis”, “systemic lupus erythematosus”, “mycophenolate
7“101_' mofetil”, “mycophenolic acid”, “mycophenolic acid 2 morpholinoethyl
=0 ester’
oe A3t AAEME SEH ZEANH YOI 24X}
MY Lo MMF+corticosteroid
H| W S QEQ#¥ CYC+corticosteroid
A HA RCT
- AFEAZE RCT
- GAEHT0| YA SHEE TEANY Hol2l 32
Hy JIE - REXZ2M MMF+corticosteroid?t CYC+corticosteroidS Hjw gt S
- AT, YMEN, MY, XE TE RAZ(UY, WdLUAS, ANY BN, 44, RE
g, 223)0 ist oeduE 215 A
bR 7|& - MMFL CYC 99 & HAAXKE Hlust A7
Taros RCT 7®: Appel (2009), Chan (2005b), El-Shafey (2010), Ginzler (2005), Li (2012),
ot Ong (2005), Wang (2007)
FHUEI|12 6~6371 €

- YHFH(EH): RR = 1.72 (95% CI, 1.17-2.55), p = 0.006 (%Chan (20050) X|2)
- AHPEH T SLUHEH): RR = 1.18 (95% Cl, 1.04-1.36), p = 0.01
5b) H|<l)
A

- WEAZAZ(7H): RR = 0.47 (95% Cl, 0.34-0.64), p  0.001

=2 =
- YR ZABH): RR = 0.99 (95% Cl, 0.86-1.14), p = 0.9
- MAH4T): RR = 2.54 (95% Cl, 1.70-3.80), p { 0.001
- 2AM@H™): RR = 0.14 (95% Cl, 0.04-0.47), p = 0.001
- =5(3M): RR = 0.25 (95% ClI, 0.16-0.40), p < 0.001
- MMFz CYC MMENHLDH MY oo Of @40ty YI7|AMEN T= AL 240 CYCE
22 ot Qo3 01Fo| Y8,

9
- MMFE 37243, 297, 92 930| CYC HUSOLD XS,

1 Wt 2%

5d (87) / Q2: 08, Q3: 18, Q4: 1¥
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4. 2715 SEQIY ANAIY AT ZA MY
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