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#3X4 : Two Phase 3 Trials of Dupilumab versus Placebo in Atopic Dermatitis
(N Engl J Med 2016;375:2335-48.)
(FRRFBR DA R B2 B 2 2 0 OF IS EREFHh A2 HE L T EE W)
N. NA & 72 o 72 B NEER R RORA R TH S
HH ] RGP - FHIER R R S
Introduction
1. WFRBEMORLELD D h. AY OON ONA | P2336  Z=f
- ZBIIFA 2 3Bk (SOLO1 - 2)
WFFE D Bl DSEABLDA S TV, DFER %R LTZ#H X

IR SISO ER, SIHEOMmXOER L5 HREIC
L0372 &b HER

CREAEE)

Here we present the results of two phase 3 trials of dupilumab
monotherapy (SOLO 1 and SOLO 2) in adults with moderate-to-severe
atopic dermatitis whose disease was inadequately controlled by topical
treatment or for whom topical treatment was medically inadvisable.
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Introduction DR
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BB &\ ) J D OFRERO A TH Y | FIAHRR 21T - 72 PRI R S T,

Method
2. REBRT VA OB B0, BT AR ST, AY ON ONA | P2336 Methods
(f51) Study design and oversight :
FoELMb, AT ETNTTA R FTAFEI =T L T Y A Vg
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JL— 7R
- BRI AT AU A -
-y TIT
cFUTFYA D0 2 RERAE AT
L CiTo 722l : fER OB
DI R
P2337 treatment
<EIDfHFEE 1101
Dupilumab300mg s.c. QW
Dupilimab300mg s.c. Q2W
Placebo
Q2W X, placebo & R HIZIEE
3. BINFOWMKIELEIZ OV T, A ANEERE (inclusion criteria) R4+ | AY ON ONA | P2337 patients ¥} K O
Y (exclusion criteria) DFLEANH H D>, supplementary appendix,
Protocol :
PRANEHEITE G) D>, N OBRIMIFE RN E N 2 D), 4.2.1. Inclusion Criteria
4.2.2. Exclusion Criteria
FHAAAVELHE
- 18 5% LA b
A7 Y == TR R LS 3FEM. T~EHE (IGA3 ~4) OEMHEDT
—MEREER T, AHETa Y Pe— A REH D WVITER EHRCTE 2
VIR
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%% . Protocol
5.7.2. Permitted Medications and Procedures
~This includes basic skin care (cleansing and bathing, including bleach
baths), emollients (required as background treatment), topical
anesthetics, antihistamines, and topical and systemic anti-infective
medications for any duration.Medications used to treat chronic disease
such as diabetes, hypertension, and asthma are also permitted ;

#EFFE 300mgs.c.
QW F7-1F Q2W(placebo & %2
H)

placebo s.c. QW
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N
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cBHREGOFEAT v A N
IHIF  (eg, cyclosporine,
methotrexate,
mycophenolate-mofetil,
azathioprine, etc.)

5. FHAMIAE SNHRICER SN FE (BIky) FAGEE (primary, | Y ON ONA | P2337 END POINT
endpoint, secondary endpoints) (ZDUVNTEEEN H 50> Supplementary appendix
P26~28
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Supplementary appendix :

P33 Sample size and power

To detect a 29% difference between dupilumab and placebo treatment in
the proportion of patients achieving the primary end point of the
proportion of patients achieving an IGA score of 0 or 1 at week 16,
assuming the percentages are 38% and 9% for dupilumab and placebo,
respectively, the enrollment of 55 patients per group provided 90%

7= 1 29%

c FRSCICIXRRE R L,
CIRIRICHEE L CW D~
DI —ADEE . 29% D711
IRENZERNH D &l LT, -
< 3EH 29% & LR ELO A
AN




power. However, to provide sufficient safety data and ensure sufficient
responders for the maintenance study, the sample size was increased to
600 patients in total for each study, with a randomization ratio of 1:1:1
dupilumab 300 mg weekly:dupilumab 300 mg every other week:placebo.
It was estimated that with 200 patients per group, this would provide
99% power in both comparisons (between dupilumab 300 mg weekly and
placebo, and between dupilumab 300 mg
placebo). The same number of patients can also provide 99% power to
detect a difference of 43% in the percentages of patients achieving
EASI-75 response at week 16, assuming that the percentages are 58%
and 15% for dupilumab and placebo, respectively.

every other week and

To control for the overall type-1 error rate at 0.05 for primary and
secondary end points across dose regimens, in consideration of
multiplicity, a significance level of 0.025, two-sided, was used for
comparisons of each dupilumab dose group with placebo, according to a
prespecified hierarchical order. Statistical significance of differences
between the dose groups was not investigated.

An additional power calculation was based on the secondary end point
“proportions of patients with improvement of weekly average of peak
daily pruritus numerical rating scale score of 24 from baseline to week
16”; as the analysis includes patients with baseline peak pruritus
numerical rating scale score of24, and assuming that 180 such patients
would be randomized into each treatment group, with responder rates of
39% and 9% for dupilumab and placebo, respectively, the analysis can
provide 99% power at a level of 0.025 from each comparison.

10. AT T D25 TIREMEICOWTOREL H 5 ), OY ON @ANA

11. 774 ¥ FIZOWTORHENH 270 (BF, MAF, 77 b LFHIEE. | @Y ON ONA | P2336 4 61TH~
T—HENTE), T T4 ROFEEET, Supplementary appendix
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B0, WEIZRIFIENERE N TV D0,

For binary outcomes, we used the Cochran— Mantel-Haenszel test after
adjustment for ran- domization strata (disease severity and region). For
the primary analysis of binary variables, we categorized data at time
points after the use of rescue medication (either topical or systemic),
withdrawal from the trial, or other missing data as indicating no
response at all subsequent time points, including week 16. For
continuous end points, we treated data that were collected after the use
of rescue medication as missing, and subsequently we performed
multiple imputation of missing data using the Markov-chain Monte
Carlo algorithm and a regression model to gener- ate multiple complete
data sets at each time point. We then used analysis of covariance
(ANCOVA)

We performed three prespecified sensitivity analyses for binary
outcomes using the Cochran— Mantel-Haenszel test, with various
methods to handle missing data. In the first sensitivity analysis,
patients who had received rescue treat- ment or had withdrawn from the
trial were con- sidered to have had no response, and other missing
values were imputed by means of the last-observation-carried-forward
method. In the second sensitivity analysis, we included all ob- served
values regardless of the use of rescue medication, with patients who had
missing data treated as having had no response. In the third sensitivity
analysis, we included all observed val- ues regardless of the use of rescue
medication, with no imputation of missing data.

We performed prespecified sensitivity analyses for continuous end points
using the following methods to account for missing data: multiple
imputation in which all observed data were in- cluded regardless of the
use of rescue medica- tion; use of a mixed-effect repeated-measures
model, with data collected after the use of res- cue medication treated as
missing; treating data that were collected after the use of rescue medica-
tion as missing, followed by the last-observation- carried-forward
method and ANCOVA; treating data that were collected after the use of
rescue medication as missing, followed by the  worst-
observation-carried-forward method and ANCOVA; and ANCOVA on all
observed values without imputation. (Additional statistical methods are
provided in the Supplementary Appendix.)
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