]

.

d

AE2FE
I
o

IS

1. A2FE
HH(Ref ID) 3
1M XHE T L) Bogacz_Piaseczynska 2022
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« HATHA: Moderate-to severe AD a minimum of one year
- 22ty OfE |2 ¢
Hoid - U 27 House Dust Mites
« &XI%=:37(21/16) = 34 (20/14)
o TEOE: ZXF 185 £11.3, IEF 20.1 8.3
SHE o YUY 27U HHYQH i SCIT, Subcutaneous immunotherapy
HIT= o 22k Placebo Inj. (Oral antihistamines, such as desloratadine and topical
(ImE-oN L] S
medications)
Sz 3 o FHWETIZE120E
A o 3k BT 95.2%, tEZ 87.5%
o ZuHA: EASI (Eczema Area and Severity Index), BSA (body surface area)
scale, At least 3 points on the IsGA (investigator global assessment) scale,
Dermatology Life Quality of Index (DLQI)
ZAapR M - Statistica version 8.12 (SoftPol, Cracow, Poland)

- The non-parametric tests : not normally distributed

- The Wilcoxon test: differences between the groups.

- The ANOVA test : to compare scale scores. Differences were
considered significant when p ¢ 0.05

* SRs: Systemic reactions, LRs: Local reactions, SAEs: Severe Adverse Events

25 N® o 2, @ =, () p
Events Total % Events Total % -value

SRs 12 1 31 0 16 -

18 9 112 8% 20 55  10.7% -

LRs 12 5 31 0 16 -

SAEs 12 NR 31 NR 16 -

o ZIpHA EASI (Eczema Area and Severity Index)

Sz O ==t

Zut £3 Tota p- HIT
HaZi}-5 A X|= A" Mean SD Mean SD Total I )
Arad-aid I I [median] [IQR/range] (é) [median] [IQR/range] () vaue

71X 43 8.2 21 39 10.3 16

EASI oM 21 5.9 20 32 128 14 Final 2t
HE - AD SAtet HUZE HDM 2HAte] U2f|27| gl HIALHE U0 HIgH Xz 13 =
== Heo| QUNTIHS TS, 7t 17 Test
Funding Funding: This research received no external funding.
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o IR SEH|0f
HAEH o AT

o CIFICHAAT E2E7|7E 2009.9.~2010.1.

o AHAFCHA: AD for more than 2 years with/without Asthma/Rhinitis

- Aty OlEL| IR

L2 - LY ZA: House Dust Mites, dog dander, pollen grains

« 3K 6031/29)

« BHOF: S 8 (3~24), x 8 (3~25)
S o YUY 2 HIYQH HiEH: SCIT, Subcutaneous immunotherapy

* Pharmacotherapy: Oral antihistamines, emollients, topical steroids, and
H| W SXHH tacrolimus were administrated in staggered steps according the

severity of symptoms

bl
rH
R0
g

. EEBAIRE 64E, 1274

=k 021
ZtH4 SRs: Systemic reactions, Scoring Atopic Dermatitis (SCORAD)

* Efficacy of treatment, reduction of drugs, wheal sizes, total IgE, and
specific IgE and 1gG4 were compared between both groups using the
Mann-Whitney test. Because the effect of immunotherapy is detectable
after several months of treatment, evaluation of effectiveness was
performed based on protocol analysis; Proportions were analyzed using
contingency tables, and the Fisher exact test was conducted.

e P (005 was considered statistically significant.

*  For the primary outcome (clinical response), a sample size of 58
subjects would provide a statistical power of 80% to detect a mean
difference of 30%.

* SRs: Systemic reactions

AI™ Sz, @ &S, @) p
2 7-OFx{A ZX| = H|
A7 Z-orH Y 2l (H%) | Events Total @ % . Events Total . % : —value 12
SRs 12 0 31 0 29 -
 Zup#Ha SCORAD )50: Severe AD - Mean Diff.
za =3 e e =2 p-
= o x4 Mean SD Total Mean SD Total
HAAN-FIHY ME - ME ool (ORfmngsl (@) [meden] [QR/mngel ()  Value
SCO- 2209  3.90 31 2711 548 29
12M
RAD -15.4 3.19 31 -105 5.52 29 0.0001
. U27| s9 S0| PRM0| FSJ| A227| SLI0| Thst BiSf U IgG4
ges Ry & U0 YMFOo= gIAO0|LT OHFMSHH OfELNY LR 2|0
] S5t £z HotE & USS AARL
o OIEOM mEA =tXjo| M= ZES oHdts O AN HARQH Js
Wokst| Slapkis 2ot eiwot Bes
Funding * The authors do not have any conflict of interests to declare.
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HTEY

ALY =Y
- Recruited at 21 centers in Germany
HAAHARE 2E71ZE 2007. 3. ~ 2009. 1.

HILCHAY: Moderate to severe AD duration )2 years
- Aoty OIEL| IR

- 3|24 House Dust Mites

SR 168 (112/56) = ITT(107/55) , PP(76/39)
HHAAH: 18~66A

o

Z2A HAQH aitd: SCIT, Subcutaneous immunotherapy

£
o
=
IE

Basic medication + Placebo

Y
= | El
re i
4>
%

FHBEIIZE MY, 674, 12748, 18742 (76%)
«3k X 67.8%, X 69.6%

ZutH4: SRs: Systemic reactions, Scoring Atopic Dermatitis (SCORAD), DLQI
(Dermatology Life Quality of Index) score, Immunonologic markers

(AUC) values for both the total SCORAD and the use of basic medication (the
“medication score”) over the 18-month treatment period. The 1-sided or
Wilcoxon rank-sum test was used for all primary analysis variables to show
superiority or inferiority of the SClT-treated group compared with the
placebo-treated group.

Subgroups were specified after the primary analysis in an exploratory
analysis.

SRs: Systemic reactions

Al 2, (2) L=z, (%) p
(e Events Total % Events  Total % -value
18 9 112 8% 20 55 10.7% -

ZpHA ZAMA - SCORAD)Y5S0: Severe AD, Mean Diff.

M= ¥ S
=8y SD Total M SD Total i
= AE ean ota ean ota
A7Za-s1kd I [median] [IQR/range] (%) [median] [IQR/range] () RIS
18M 245 11.66 107 44.8 12.56 55
-33 13.8 107 -17.5 12.5 55
P o 2EJ| FEE2 0I18¢ HIX|== OIENIIEY 2K} X7t ZuPH0| 11 OHNGHH, £5
== HDMO| 2IZoHH B30k S5 At 82, 7HKI{e FIt sz 73
* Supported by LETI Pharma GmbH, Germany. LETI Pharma GmbH was
involved in the design and conduct of the study and provided
Funding logistical support during the trial.

Employees of the sponsor worked with the investigators to prepare
the statistical analysis plan, but the analyses were performed by
Pierrel Research Europe.
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39 HIZEH At
Adequate sequence me This randomised, placebo-controlled, double-blind
generation Dé 1hZ—rTC1|onth |’[r(i§1| was perfcljlrmed in o
=0 t ini tpatient A D t t bet
CIRIO| HiRA M AL 0 254 20«321 e|‘r:]|cclla202%.pa ien ergy Department between
The randomisation procedure with random selection
o relied on the use of computer—-generated numbers by
Allocation concealment =S the use of a coin flip generator (Excel, 2021,
(EhELA SH) O=2 Microsoft). _ _ N
Cat O 284 Finally, 21 subjects received SCIT, and 16 participants

formed the placebo group. The groups were
comparable at baseline in most of the variables

Blinding of participants

and personnel

(27 FHOIZL, AAtol chigt

=718

OooOm
nrrHE
ojo ojo

MHT
i
nx

Thirty-seven patients were individually randomised
in comparable numbers to one of two ‘parallel”
groups using a double-blind method (Figure 1).

Blinding of outcome
assessment
(Zargo1o thst =713)

Incomplete outcome
data addressed
(E5ES 2URR)

w0
nnrrHE
tor oo ojo
e

i
J
nl

During the 12 months of observation, the number
of AD exacerbations in the study group was
significantly lower compared with the placebo: 1.4
vs. 2.9 per patient during 12 months of
observation for p < 0.05,

- SCIT (n=20), Placebo (n=14)

Free of selective

* SRs: Systemic reactions, LRs: Local reactions,

reporting O=s SAEs: Severe Adverse Events

(MBI B 5T) O =5 o ZIHA: EASI (Eczema Area and Severity Index)
. . H =3 , . .

Other bias : Funding M=o Funding: This research received no external

(3 2 HIEE) - %%*E' funding.
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AL

This is an open label, controlled, randomized
study. Patients were enrolled during September

Lt 2009 to January 2010.
ggggruai;tsnsequence g;g * After a baseline, patients were stratified according
=0 to sensitization pattern in monoand poly—sensitized
FA A 4Y) m == and randomized to receive immunotherapy and
pharmacotherapy (active group) or only
pharmacotherapy (control group).
. O%=2
Allocation concealment =2 . ojZoio
(=M 2H) =2 sEe
H=2
Blinding of participants e
and personnel .i; * This is an open label, controlled, randomized
(7 ROIRE, SXtof ChSt S5l study.
£712) DEse
L Lo * Single-Blinded Placebo—Controlled
Blinding of outcome ORs - At the beginning of the study 26 patients had a
assessment H== self-reported adverse reaction after eating some
(Zr™71o st =71) O 28 food but in 24 of these patients the clinical history
was not clear and had a negative prick test.
¢ Change in symptoms evaluated with objective and
Lo subjective scales at different time points. Blue:
Incomplete outcome B s Active group. Red: Control Group. N
data addressed O==2 * Figure 2: SCORAD: Scoring Atopic Dermatitis,
(BSE5 2NXE) O 2 VAS: Analog Visual Scale, SS: Subjective Scale. P
< 0.05; n =60,
* Figure 3: n = 60;
o QMY AL Systemic reactions
Free of selective =S e ZIPd AL Scoring Atopic Dermatitis (SCORAD)
reporting =] . ange in Sensitization Pattern in Both Groups after
rti =8 Ch in Sensitization P in Both G f
(MEdx H ) O =4 One Year. After one vyear, change in pattern
sensitization in both groups were observed (Table 2).
| . LB
Other bias : Funding [=e * The authors do not have any conflict of interests
(3 4 HIEF) O =8y to declare.
i
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EE HEEDE A
Ad t Eois) : : .
gesgrlﬁignsequence 5;9 This was a randomized, double-blind,
(SX10] HIEAM A 0 =5 placebo—controlled, parallel group study.
Lo ~ randomly assigned to add-on therapy with SCIT
Allocation concealment OX= treatment or to placebo, in addition to their basic
(EHRAA] S) == medication, in an allocation ratio of 2:1 (Fig 1).
= W =3 A simple randomization procedure (computerized
random numbers) was used.
Blinding of participants Owe
and personnel >35S _ o -
5 5 =3 ATEOA F AFX0| et =rHE2 St
At EOIA}, AR ot os -
(@ 71‘};):.01 Lol et g 22,
—/Io
The primary efficacy end points were the total
SCORAD scores and the use of basic medication
(ie, cumulative application of topical medication and
overall consumption of systemic medication), both
over the 18-month treatment period. Secondary
Blinding of outcome owe efficacy was provided by quality—-of-life
assessment W =2 questionnaires with the use of the Dermatology
S S SoAl Life Quality Index (DLQI), evaluated for the whole
(B0l et =71) L === treatment period and for the heating period from
September to February.
Adverse reactions reported by the patient or noted
by the investigator were documented during the
whole study according to the European Academy
of Allergy and Clinical Immunology scale
Median improvement of the AUC of the SCORAD
over 18 months was 6% in the actively treated
group versus the placebo-treated group, and median
improvement of the AUC of the medication score
over 18 months of treatment was 32% in the
Lo actively treated group versus the placebo—treated
Incomplete outcome | s group in the ITT set.
ata addresse =] s shown in Table Ill, tota was
data add d == As sh in Table I | SCORAD
Sx 951 AKX S5HAl statistically significantly lower . or the
2295} ZK} B tatisticall ficantly | (P 5.02) for the ITT
study population, with a median reduction of the
AUC of the total SCORAD of 18% in the actively
treated group versus the placebo-treated group.
This effect was also seen in the PP study
population, although it did not reach statistical
significance (P 5 .03).
SRs:  Systemic reactions, Scoring Atopic Dermatitis
Free of selective O (SCORAD), DLQI (Dermatology Life Quality of Index)
reporting | i‘%% score, Immunonologic markers
(MEfN 2 ) 0= Subgroups were specified after the primary analysis in
an exploratory analysis.
Supported by LETI Pharma GmbH, Germany. LETI
Pharma GmbH was involved in the design and
] ) oys conduct of the study and provided logistical support
Other bias : Funding m =S during the trial.
(3 2 H=Z) - %g}g Employees of the sponsor worked with the

investigators to prepare the statistical analysis plan,
but the analyses were performed by Pierrel Research
Europe.




