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Dupilumab Dupilumab
Placebo 300 mg Q2W 300 mg QW

N=236 N=233 N=239

Primary/Co-primary Endpoints

Proportion of patients with IGA 0 or 1 and a reduction from 8.5% 36.1%* 36.4%*

baseline of 22 points at week 16

Proportion of patients with EASI-75 at week 16 11.9% 44 2%* 48.1%*

Key Secondary Endpoints

Proportion of patients with improvement (reduction 24 points) 9.5% 36.0%* 39.0%*

of weekly average of peak daily pruritus NRS from baseline to

week 16

Proportion of patients with improvement (reduction 23 points) 12.8% 50.6%* 49.1%*

of weekly average of peak daily pruritus NRS from baseline to

week 16

Least squares mean percent change from baseline to week 16 -15.4% -44.3%* -48.3%*

in weekly average of peak daily pruritus NRS

Proportion of patients with improvement (reduction 24 points) 6.3% 22.7%* 27.6%*

of weekly average of peak daily pruritus NRS from baseline to

week 4

Proportion of patients with improvement (reduction 24 points) 0.9% 10.7%* 12.7%*

of weekly average of peak daily pruritus NRS from baseline to
week 2

Results were based on patient considered non-responder after rescue treatment use analysis. Least squares means

were based on MI method with censoring after rescue treatment use.
*P-values for comparison <0.0001
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Treatment Group = Dupilomab 300 mg Q2W

Study day “/
Patient JP or Start date/ Dur (days)/ Related Perm trt  gerigus criteria®
(Age,Sex”,Race®) Non-JP  Preferred term Stop date AF status ¢ to IP Intensity discon. [Outcomef
Non-JP 4 J IR 00Y Mot related Moderate N {UNE
(49.F. W)
{3 Tl it R E 170/20/Y Mot related Severe N DEA/LIF/HOS /
FAT
BE 170/20/Y Mot related Severe N DEA/LIF/HOS /
FAT
1ol e oy 170/20/Y Mot related Severe N DEA/LIF/HOS /
FAT
* M=Male, F=Female. ® W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther. © Relative to first dose date. d E=Treatment-emergent.
* DEA=Death, LIF=Life-threatening, HO5=Hospitalization, INC=Disability/Incapacity, CON=Congenital anomaly/birth defect, OTH=0ther.
fR_EC=R.em1:e:red, SEQ=Recovered with sequele, ING=F.ecovering, NOT=Not recovered, FAT=Fatal, UNKE=Unknown.
MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/0VERALL/CTD_2016_01_JPN/REPORT/PGM/ad1416_ae death s 1sas OUT=REPORT/OUTPUT/ad1416_ae death s 1 j irtf (04AUG2016 - 12:43)
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Treatment Group = Dupilomab 300 mg QW

Study day “/
Patient JP or Start date/ Dur (days)/ Related Perm trt  gerigus criteria®
(A ge,Sex‘,Race”} Non-JP Preferred term Stop date AF status ? to IP Intensity discon. {Outcome’
Non-JP  SEER T | | IEETIEYE Related Mild N / REC
G1MW) 2N
% 2 53y Notrelated  Mild N /REC
ST 2N vy Not related Severe N DEA / FAT
2
* M=Male, F=Female. ®* W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther. © Relative to first dose date. ? E=Treatment-emergent.
* DEA=Death, LIF=Life-threatening, HO5=Hospitalization, INC=Disability/Incapacity, CON=Congenital anomaly/birth defect, OTH=0ther.
fR_EC=R.em1:e:re~d, SEQ=Recovered with sequele, ING=F.ecovering, NOT=Not recovered, FAT=Fatal, UNKE=Unknown.
MedDEA (Version 18.0) dictionary applied.
PGM=FRODOPS/SAR231893/,0VERALL/CTD 2016_01_JPN/BEPORT/PGM adl416 ae death s 1lsas OUT=REPORT/OUTPUT/adl416_ae_death s_1 j 1rtf (M4ATG2016 - 12:43)
Property of the Sanofi group - strictly confidential Page 181

(electronic 2.0)



2TEEAORBOELD

SARZMBOI-FTatbivd (BETHERR)

Treatment group = Placebo QW
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Action
Patient JP or Start Date/ SAEY Related Taken
(Age[l],5ex,Race[2]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Qutcome Severity
Non-JPF MEEEEHE 2(.:.'46].-‘ Y Y/ Notrelate Dmg Becovered/Tes  Severe
(40.M,W) 2(.—.—.?5] Hospitalization withdrawn olved with
sequelae
I oo o EEan 2 R Y Y/ Notrelste Dosemot  Recoveredres Mild
BGTMW) 200 29 Hospitalization changed olved
_ Non-JF  Bom#E 2(.-.-[28].-‘ Y Y/ Notrelate Dmg RecoveredTes Severe
(55 M.W) 2o s Life Threatening, withdrawn  olved
Hospitalization
S0 P 2 200 22 Y Y/ Notrelate Drug Recoveredres  Severe
200K 85 Hospitalization withdrawn  olved with
) P sequelae
RMmiEEEE Ef.“ﬂjf Y Y/ Notrelate Dmg Recoveredres  Severe
2 37 Life Threateni withdrawn olved with
L | S ning e
i I 52 4 Ef.“ﬂjf Y Y/ Notrelate Dmg Recoveredres  Severe
200 25 Hospitalization withdrawn  olved with
P sequelae
BHETS 20 o Y Y/ Notrelate Drug Recoveredres  Severe
200 25 Hospitalization withdrawn  olved
_ Non-JP FrE—1EEE#% 2(.-.—_.65}! Y Y/ Mot relate  Dose not Recoveredes  Moderate
(26F.A) 2 R Hospitalization changed olved
FrE—{EEmE 20 Y Y/ Notrelate Dose not Recoveredires  Moderate
oy 111 R Hospitalization changed olved
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Action
Patient JF or Start Date/ SAEY Related Taken
(Age[l],Sex.Race[l]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
— Non-JP FHE—1ERE# 2(."13?}.-‘ Y Y/ Not relate  Not Recovered/es  Severe
(46.M,W) 20 HEHE 146 Hospitalization applicable  olved
_ Non-JF FrE—{ERE# 2(.-.-[2}." Y Y/ Notrelate Drug Recoveredfes  Moderate
(39.F.A) 202 Hospitalization withdrawn  olved
T oo FRE—feEEs Y Y/ Notrelate Drug Recoveredires  Moderate
(29.F.A) Hospitalization interrupted  olved
I oo Gl Y Y/ Notrelate Dose not Recoveredres  Mild
(23F.A) Hospitalization changed olved
WiEm Y Y/ Notrelate  Dose not RecoveredTes  Mild
Hospitalization changed olved
I oo opiEEE Y Y/ Notrelate  Not Recoveredires  Severe
(30F.W) Other Medically applicable  olved
B oo 5= Y Y/ Notrelate Not Recoveredres  Mild
(20M.WD Hospitalization applicable olved
[ RS Y Y/ Notrelate Dose not Recoveredres  Mild
(50.M, W) Hospitalization changed olved
A Bt Y Y/ Notrelate  Dose not Recoveredres  Mild
Hospatalization changed olved
FrRE—tERME Y Y/ Notrelate  Dose not Recoveredfres Moderate
Hospatalization changed olved
_ Non-JP @ FPrE—1EREE# Y Y/ Notrelate Dmg Becoveredres  Moderate
(42F, W) Hospitalization interrupted  olved
FrRE—tERME Y Y/ Not relate Mot Recoveredfres  Severe
Hospitalization applicable olved
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Action
Patient JP or Start Date/ SAEY Related Taken
(Age[l],Sex.Race[l]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
I ¢ snstnE 200 K 03y Y Y/ Notrelate Drug Recoveredires  Severe
(20 M, W) 200 2o Hospitalization withdrawn  olved
gosme. =22 0 22y Y Y/ Notrelate  Not Recoveredires  Severe
200 HIHEK 42 Hospitalization applicable ::;fli::th
I oo citETS 20 2 Y Y/ Notrelate Drug Recoveredires  Severe
(70 M. W) 2(._._.2 6) Life Threatening, interrupted olved with
Hospitalization sequelae
RREE 20 2 Y Y/ Notrelate Drug Recoveredires  Severe
2(._._.3 1) Life Threatening, interrupted olved
Hospitalization
B £ v |1 Gl Y Y/ Notrelate Drug Recoveredres  Severe
2(._._.45) Life Threatening, interrupted olved
Hospitalization
B o csnczE 20 0 Y Y/ Related  Drug Recoveredres  Severe
Q4.F.W) 20 5 Hospitalization interrupted  olved
BREE oy | 1 GhEY Y Y/ Notrelste Dosenot  Recoveredres Severe
20 K26 Life Threatening, changed olved
Hospitalization
BERZE 20 75y Y Y/ Notrelate  Not Recoveredres  Moderate
200 20 Hospitalization applicable  olved
BREE 200 K 360 Y Y/ Notrelate  Not Recoveredires  Severe
2(._._.1 95) Life Threatening, applicable olved
Hospitalization
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Action
Patient JP or Start Date/ SAEY Related Taken
(Age[l],Sex.Race[l]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
NonP  BENEMREHE 20 ey Y Y/ Notrelate Not Recoveredires  Severe
(78F.W) 202 Other Medically applicable  olved

[1] Age is calculated as an integer value indicating the mumber of full years passed since birth.

[2] W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther.

[3] If Event Date was before Day 1 (Baseline) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.

PGM=FRODOPS/SAR231 853/ OVERALL/CTD_2016_01_JPN/FEPORT/PGM/adl416_ae_senous_s_lsas OUT=REPORT/OUTFUT/adl416_ae_senous_s_l j_irtf ((4AUG2016 - 12:43)
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Treatment group = Dupilumab 300 mg Q2W

Patient
(Age[l],Sex.Race[l])

]

Eait ]

Eait ]

]

Eait ]

]

>

o

8 z 3 8 3 = 5 E
= = =
‘W °B @ = @ @ =@ S

wd

]

Action
JP or Start Date/ SAEY Related Taken
Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
Non-JP FrRE—tEREE%E 2 11y Y/ Mot relate Not RecoveredTes  Severe
2(._._.1} Hospitalization applicable olved
Non-JP  BHIAE e 11 Y/ Notrelate  Not Recoveredires  Severe
2(._.__._4] Life Threatening applicable olved
NonlP BRI 20 Y Y/ Notrelste Dosemot  Recoveredres Moderate
20 3 Disability changed olved
Non-JP & 20 K2y Y Y/ Notrelate Dose not Recoveredres  Moderate
200 20 Hospitalization changed olved
¢ 4 FHMm 20 2y Y Y/ Notrelate Dose not Recoveredres  Moderate
v T T §EE)) Hospitalization changed olved
Non-JP  BBiER A% 20 Y Y/ Notrelate Dose not Recoveredires  Severe
oy 11 &) Hospitalization changed olved
NonlP EEH#H 2R v Y/ Notrelate Not Recoveredres  Moderate
d 111 GEN Hospitalization applicable  olved
Non-JP  EESE 200 I Y Y/ Notrelate Dose not Recoveredres  Mild
oy 11 1 R Hospitalization changed olved
NonlP EEE 200 7oy Y Y/ Notrelate Not Fatal Severe
200 K29 Death, Life applicable
Threatening,
Hospitalization
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Action
Patient JP or Start Date/ SAEY Related Taken
(Age[l],Sex.Race[l]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
BT E M EEE 2 170¥ Y Y/ Notrelate Not Fatal Severe
200 K29 Death, Life applicable
Threatening,
Hospitalization
PR & 20fHIHIK 70y Y ¥/ Notrelate  Not Fatal Severe
20 2 Death, Life applicable
Threatening,
Hospitalization

[1] Age is calculated as an integer value indicating the mumber of full years passed since birth.
[2] W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther.
[3] If Event Date was before Day 1 (Baseline) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.

TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/OVERALL/CTD_2016_01_JPN/REPORT/PGM/adl416_ae serious_s lsas OUT=REFORT/OUTPUT/ad1416_ae serious_s_L j inf ((4AUG2016 - 12:43)
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Treatment group = Dupilumalb 300 mg QW

Action
Patient JP or Start Date/ SAEY Related Taken
(Age[l],Sex.Race[l]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
T - 55 2 1)/ Y Y/ Notrelaste Dosemot  Recoveredires Severe
(24 M. W) 2(.—.—.?2] Hospitalization changed olved
I o FrE—itEAn ek 11 enl Y Y/ Relsted  Drug Recoveredres  Moderate
(18 M. W) 20 > Other Medically mterrupted  olved
I voor 7re—temax 200 v/ Notrelate  Not Recoveredres  Moderate
(19MA) 0 -5 Hospitalization applicable  olved
I o sE 20 2 Y Y/ Notrelate Dose not Recoveredres  Mild
(24 M.A) 20 32 Hospitalization changed olved
I o FrE—itEAn ey 11 SIS Y/ Notrelate  Not Recoveredres  Mild
QTM.A) 20 0 Hospitalization applicable  olved
I o sxEE 20§ 6 Y Y/ Related  Drug Recoveredres  Severe
(35F.W) ey 11 G Other Medically withdrawn  olved
_ MNon-JP R SRt 2(.“5}." Y Y/ Notrelate Dmug Mot Severe
(26 F. W) 0 Other Medically withdrawn recovered/no
t resolved
_ Non-IP St niEE 21:.-.-.1(15}.-r Y Y/ Notrelate Dmg Recoveredres  Moderate
(62M,W) 20 17 Hospitalization, interrupted  olved
Other Medically
3 oMt 2(.-.—.105}.-‘ T T/ Motrelate Drug Recoveredtes  Moderate
20 Hospitalization interrupted  olved
St EmmE 2(.-.-.1 13 Y Y/ Notrelate Drug Recoveredes  Moderate
20 Hospitalization iterrupted  olved
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Action
Patient JP or Start Date/ SAEY Related Taken
(Age[l],Sex.Race[l]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
NonJP  B#ELE 20 Y Y/ Notrelate Not Fatal Severe
G1LMW) 20 3 Death applicable
I oo F  sanseTie 20 61y Y Y/ Notrelate  Not Recoveredires  Severe
(T4.F,W) 200 HIHEK 53 Hospitalization applicable  olved
I oo s 200 26 Y Y/ Notrelste Dosemot  Recoveredres Moderate
(72, W) i | 1 &) Hospitalization changed olved
B 20 2 Y Y/ Notrelate Drug Recoveredires  Moderate
20 > Hospitalization interrupted  olved
[1] Age is calculated as an integer value indicating the number of full years passed since birth.
[2] W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther.
[3] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=FRODOPS/SAFR231893/0VERALL/CTD _2016_01_JPN/EEPORTPGM/adl416_ae_senous_s_lsas OUT=REPORT/OUTPUT/ad1416_ae_senous_s 1 j_irtf ((4ATG2016 - 12:43)
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2.16 R668-AD-1224 (FHEEH) — FrE—HMEEi#EE*HS L L-F 3 HARENRE
(MHARATOA FELOHARE. BERFSUERRRAR) — PREEE
[Module 5.3.5.1-6]

2.16.1 =

F+ 39-#E (Re68-AD-1224 HE)

BBEFEEEOERNO— F : R668-AD-1224

ABOEHE -

A Randomized, Double-Blind, Placebo-Controlled Study to Demonstrate the Efficacy and Long-Term Safety
of Dupilumab in Adult Patients with Moderate-to-Severe Atopic Dermatitis

REENCEFEDT FE—EEREORABEEZHRELET2ELTIOAMERURMR M ERT
0O I A LE, To5ERARE. —EEREE

S oL 8 [ |

ABREEERMSEE 16285 (4B A—AFFVF. hFHH, Fxa, nvH)—, 45)F7, BE,
AS04, Za—U=50F, =3 F, BB, L—v=7F. AR4 2, EERUXE)

BFTICH : RAEEL

aERNARN

xpm@si. 2= A eory rAoBECOF—4T. BHICRELEEDHOTERTES
S-BRIZE DTS,

R0 IJz—X %31

By :
FEEM :

PEENSCEEDT FE—EEBEAD)ORABEIZTaELTTEAAATOL FE(TCS) & Week16
FTHALLLEZOFUMEE TS ERETCSOfAEEELTRT.

ElxBM -
o FaELTTETCSE2BESZEMGALEZEZORMADELETMT 5.
o FaELTTETCSE2BESZEMGALEZEZORMRSEETMT 5.

aBRAE -

EEBX, DEEHNSEFED AD #F L. medium potency X3 high potency @ TCS OIS THRF+4
THLBEIZEGLST2ELTIOEYRRAURLHERHTLIE3IM. 554k, ZEER, 735

tHABRBTHD. FEBTR, TaELTTLETCSOHAKBOT—2%NEL, T5EHETCSO

GrRABOLOEEE L, TCSIZADDEDMEROEIRTHY ., E{OEBENTaAELTTLETCS 4A
T LA ML B S, EEBE, TaiE)IT 7L medium potency @ TCS % 1 EMGEALE-T—4 2 InEd
HIEEFELTVE:, BABABTIIADBEDMNERIZCTCS *HmRUTELILSITYAM LIz, COBET
HAUETCSOEBMERRRERMLTEY ., DAECEMBEERBFRESET I EMNTES,
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BERIZ 64 BERDRERTH 1= CRRERESYM 52 B/, RUCEBHEAELM 12 BM) . KXARBRIZSNT
HBREIE. BCELTUALED 7T BULRIASABREMZE L TRER (REEFEE) 218 2EUEL
BT HIEE LTz, EENR—RSA VEOBEERERELICHEET HI5E(CIE. Day 1/ R—X 542D
i T, TaEILTTZHEAZE600mg TDay 12K T (SC) #5 L5IZHZ= 300mg 288 1

(QW) SC#E5T 28, ELLIEMRE1E (Q2W) SCHEE5T % (TaELRITZ/ELAEWMEIZEF TS
HRERET D) B, RIFVEREKEZ2EHDTTSEREZERETIHOVTANIIIIDLEETS VAL
ELtzs £ETOHOHEEIZ medium potency D TCS #HrA LTz, T F LILBFIZIE, R—XSA VDEEDE
EFE (DEIE : ERNIC K 5L [IGA] M 3. HESE : IGAMN4) | RUME GEREIETEFREVRAT
L [IVRS] /A B —%vy k Web &8 XF L [IWRS] OE#HETIRE) TRAIMELT-. AD D4R
DEETHEF+ N TH--LH L HIEBEEERE LT,

Day 1./ R—=ZX 54 Uh b, ETHDBEITEELEIN-AETTCSOREZHMBL. RELEShI-AEE
RRETHETHEI S LE L.

Week 2 K YR TIE. BRECKRSZRE LA SKHFLARELTTCS ZIRETEH L E L, HFR
BELT, £HMOERTOA FMEREINFEE L FE2EHRATO04 FEZRET S, XITABEEE
TIBETHE. BREOKESZHIET LI LEEL. ChoDHFLAROPLERICITBRRDIRSEZBHAT
EHLEL BB, HARALYZa—Y VREE (TC) BFHFERLFIHEHT. A—EHGITTCS &
HFRLGVLRY ., BEE. FEESM. NEHTENMEDEECT WILICEIAR AR ZEL TERTES S
&L=,

BEH

F3E : 700 &

SUFLIE 7404

#’E5 7404

AT

B EHE . RRKOBHANKER (FAS) 7404, ARERIESESER (PPS) : 7104
ZEME 7404

EYHRE - 73548

M R USEIREEE - medium potency X (& high potency @ TCS (£ TCl, HEIZIELT) DRETHEFR+
DTHO-HEENSERED AD DRANEE

N

HERZE (150 mg/mL) 2.5 mL #F518 L 7= 4 E&3EE 300 mg/2.0 ML AR5 TE S 5mL /N1 7L, RUBHERE
150 mg/mL & 2.0 mL (300 mg) AR5 TEE 225 mLERFEARATLIAILEAS RS VD,

BE5#K : SC
iz - A= : ¥IEA=E600mg #x5 L. 5l =H=300mg = QW, XIZQ2W 5L 1=,
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L
T3tk
FE: FaELTTERLCARTE VA0 HEESHE LGV

BEER: SC
- FaAPLTTERMO Ay U a—ILTERE L.

T 1IIIIiIIIIIII1IIIIi='IIIII1IIIILIIIIIII

£5MM : 52 80/
MBI : R —= U0 580, EBRERSNM 5280, BFEERRM 12 808

SHEHEE -
FEFEERE -

BBOEEAZZZTOETEALTH =4, —HORFALRHIREITEFEFEOREEZROH LA
f=.

TORR. XEB. RUREBZSRYTIETEIRO LS ICEEFHERBEEZREL=.

s Week I6BATIGAZOTA, 0XIZ1 (S EBRESEME THY. o, A—Z51hs 2H5LLEED
L-BEOES

BEMES (EU) . EUZSRT 468, RUBEXRTREDOLSIZ2DOOFEFMERE =HRE L.

* Week 16 B¥ 5 T Eczema Area and Severity Index (EASI) -75 (R—RX 54 Hv5 75%LILLHE) #
EREL-BEORSE

e Week 16 FRATIGAAOTH, 0 RIX1 (5 REEFE) THY. D, A—=A54 hi5 2 5L EED
Li-BEORSE

FELGRIEEERE -
FELRIDEMEA RO EEY £ L.

s Week I6BEJEA T EASITS (R—Z 54 hd 75%ELERELD) #FLE-BEEORES (EU. EU &8
T2E. RUBETIH22OFEF@EEENS 50 12THY . BIXRFERE TlIEHELY

o FOENEFERAT—IL (NRS) OHRBREEOBAFEHNA—ZAS4 ohd Week 16 ETIZ4ALLLE
HE (ETF) LE-BFE0WS

o FSENRSOBNBEEOBATEHMNA—ZASH4 i Week 16 FETIZ3ISALLENE (EF) L=
E08E

o Week 52BEATIGAZRATH., ORIZ1THY., D, RA—2ASA U 2E8LERD LEBEEOR
&

» Week 52 S TEASITS M L-BEDEE
s FSENRSOBABREEOEAEHIZEHEA—ZSA his Week 16 ~OETE{LE
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e Z5ENRSOBARSBMEDEFHNR—ZS4 UMD Week 52 FTIT4mULHE (ET) L&
EDEE

e FS5ENRSOBHNREEDBAENR—IX 54 oh b Week52 FTIZ3IEALUEHE (BT) L-2&
EZDEE

e ZTO5FENRSOBHNERSEDETFHNNR—ZS4h b Week24 FTIZ4RUEHRE (BTF) L&
EDEE

e ZTO5ENRSOABHNESEDETFEHNNR—Z54 hb Week4 FTIZ4RUERE (BF) L-EF

DEIE
o ZS5FENRSOBARSEDAEHNR—IXSA4 Uh 5 Week2 FTIZ4 mllEkE (BTF) LI-E&F
DEE

FIER U

AD DEEE® IGA, EASI, RUZS5FENRSODBNRSEDEATFH T, EMHOETETMEVEELEIR
S E1T o 1=,

HEER (AD) . BHFR (BERUHKE) . A1 2044 > HDEE (ECG) RUBKRET. ket
DFEE T <.

METF£ -

TEEMMEMBTIEL FAS T, MBI RITE LTPPS THiTo71-. Week 16 SN TIGARI7HA 0 X
[T 1 THL-EBFHDEE. RU Week 16 55 TEASI-7T5 2ZERLE=EBHEDESIX. S LEIZHAW:-Z
REF (Mg, RUEEDEREE) THHE L 1= Cochran-Mantel-Haenszel i % B UL TR L 1=,

ABEBRAERPIEL-8EX, PIEEELYEOBSAT Non-responder & L THo1=, #FABENTHONI-EE
3 BE BB LLE O/ S T Non-responder & L Tk o= Week 16 D T—2 BB TH > 1=EE (L. Week 16
B = D Non-responder & L T#k o 1=,

ANMORIRFEMEE D 2 BEEHEETETHEEE L RO AETHEM LIz, HIBEOT—2HXRBTH-
-EEIX. FDBETIL Non-responder & L THK>7=,

EREHOMAEER IZZERA (M) EZZHAVTESESH (ANCOVA) ETILTEN LIz, BFAER
DEEODEDHET—Z2FFIFREELTIwMYEL., RIZMETHTEL,

FEFMIER. 2 DOFEFMIE B & UEIREHEIE B O T TIX. serial gatekeeping iZZFHWNT., 2 % -
AEICHT52E—EN@EREEAL L TO0.05 IZH#HL =,

KE., RUXEFSEBIIETIE. 8% - AEATOERETIE., FTETMEENEEKE0.025TH
ETHo-5A. BIRFHMER #EaICHELEIBICHEEREFIBICHK >TRE L. THbb. ERID
HEOHEMIZTE T 0.025 DEEKETHEMIZEETH > HEIC. ROBIRFEHEEEIZODOVWTERES
To1=

EU. EU%2B9d2E. RUBATIE, £A%E - BE(ZDULVT. intersection-union %% 2 DN X E L MIE
BIERAL. BE/KEZMA 0.025 & LTHADEEZFFMIBEE N HHMICEETH > HE. 5IEHKE.
KE., RUXEFSEBISETOBENTER CREEBREFIECRIREMER DETEITo1-,

R e DN
TRMERLUBITARER (SAF) THRTET o, T2UT—2 (FRBHAEZRHOTHEF LT,
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L2 Sl
e AGilolsic

LUTIHTEADBEEBIZZAH ) —ZUF5ETL. 5L TAOLEFEBIHA AN, SUFLIELE: (T75¢
AR+ TCSEIZ3154, FaEPLTT300mgQ2w + TCSHEIZ 1064, QW + TCSEIZ3194) . 24T
N7TENAZ )= RICHEL, FO2 CAEEEEEESLEMEIEIZEZLDOTH=.
-, 1HEBOSRIZ. A2 )—= 5 %7210, VRS EFHF—INELATLIZIZEBG LA, -
. BERBOLWThORAANSEAIZE., ChoDBEZSHEM T,

FEBITMBEEOERBATREPTHS. TOLH, FHMBEETE. SFLEL-2BE 740
2D Week 16 RICETHEEF@EAERU Week 2, 4, 16 RUMBRICETSRIXFEREOTER
MOBREETT. FUE0 Week 2R OFMEBIZD L TIE. 2008 F H'Ei'ﬁl:i‘:xﬁfldt:b\
RITCDEGT—2ONERUA)T—avEhy 478 ( SR B) ETIZfTA-6234
DT—L2OHETRT. RLEOFBEHEB . ABREERSL-2BETOR0HY FAIBETITAFL
) F—a3 v LE=2TOT—20ORITET o 1=,

EAPMBEEEOERBAT, BTENETAEBEBMEL TV, Week 64 ETIcHEaBEDIE L-BFEOH
BlE, TaELTT +TCSHEE (99% [42425 8] ) £V, F5EHR +TCSE (16.5% [52/3158] )
TEM2f. KABODUEBHTEM o4 mE TBEDBLE] (2KT50% [37T404] . TaE
LTT+TCSELY ISR+ TCSHTHLVEASE) . RU TAE] (24T 26% [1974048] . TaE
LTT300mgQW + TCSEH LTS tR + TCSHTRBOBE., TaEIL7 T 300mg Q2W + TCS i
cho EYEWES) THo=. b ItBRIZFATh 2%kBOBETHS =N,

hy FAT7BOBAT. GIENEBEOBESEERTRIEDIEL, 101 EHEBEQESETBEL TV,
639 Zh 496 & (77.6%) [T Week 52 FTHEBEOBREERET LTIV, BBEDES5% Week 52 % T
ETLEBEORSE. TaELT 7 + TCSE(Fa P77 300mgQ2W + TCS BT 85.6%.QW + TCS
BT854%) T, 75EH+TCSHE (673%) LVUEL o=, ABEOBRSEDILEBERTE =2 MIETE
Oftt) (74% [47/63948] ) . RU TAE) (55% [35/6394] ) ThY., FE55i4FaEILTT +TCS
BEYJTstEHR+TCSHTHENEI o, hOABEDRSPIEERAL S%EBOBETRE =N,
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B RNFOER
B ETEFTMIER 2 DNEEFMEE RV EFELEIRFMER DBROBMEZLUTIZRT,

Dupilumab 300 mg Q2W

Dupilumab 300 mg QW

Endpoint Results P-value Results P-value
Proportion of patients with IGA 0 or 1 and a reduction difference vs <0.0001 difference vs <0.0001
from baseline of 22 points at week 16 (primary endpoint  placebo of 26.3 placebo of 26.8
for US and US reference market countries and
co-primary endpoint for EU and EU reference market
countries and Japan) (%)
Proportion of patients with EASI-75 at week 16 (key difference vs <0.0001 difference vs <0.0001
secondary endpoint for US and US reference market placebo of 45.7 placebo of 40.8
countries and co-primary endpoint for EU and EU
reference market countries and Japan) (%)
Proportion of patients with improvement (reduction 24  difference vs <0.0001 difference vs <0.0001
points) of weekly average of peak daily Pruritus NRS placebo of 39.1 placebo of 31.1
from baseline to week 16 (%)
Proportion of patients with improvement (reduction 23  difference vs <0.0001 difference vs <0.0001
points) of weekly average of peak daily Pruritus NRS placebo of 37.9 placebo of 34.7
from baseline to week 16 (%)
Proportion of patients with IGA 0 or 1 and a reduction difference vs <0.0001 difference vs <0.0001
from baseline of 22 points at week 52 (%) placebo of 23.5 placebo of 27.5
Proportion of patients with EASI-75 at week 52 (%) difference vs <0.0001 difference vs <0.0001

placebo of 43.6 placebo of 42.5
Percent change from baseline to week 16 in weekly LS mean <0.0001 LS mean <0.0001
average of peak daily Pruritus NRS difference vs difference vs

placebo of -26.2 placebo

of -26.8
Proportion of patients with improvement (reduction 24  difference vs <0.0001 difference vs <0.0001
points) of weekly average of peak daily Pruritus NRS placebo of 38.3 placebo of 26.1
from baseline to week 52 (%)
Proportion of patients with improvement (reduction 23  difference vs <0.0001 difference vs <0.0001
points) of weekly average of peak daily Pruritus NRS placebo of 40.1 placebo of 27.3
from baseline to week 52 (%)
Proportion of patients with improvement (reduction 24  difference vs \<0.0001 difference vs <0.0001
points) of weekly average of peak daily Pruritus NRS placebo of 37.9 placebo of 27.7
from baseline to week 24 (%)
Proportion of patients with improvement (reduction 24  difference vs <0.0001 difference vs 0.0021
points) of weekly average of peak daily Pruritus NRS placebo of 20.9 placebo of 10.7
from baseline to week 4 (%)
Proportion of patients with improvement (reduction 24  difference vs 0.0062  difference vs 0.0344°
points) of weekly average of peak daily pruritus NRS placebo of 9.6 placebo of 5.5
from baseline to week 2 (%)
a Hierarchical testing was broken at this endpoint for dupilumab 300 mg QW + TCS.
Property of the Sanofi group - strictly confidential Page 195

(electronic 2.0)



276 BELADHEDE LD
SAR231893 - Ta EI~Y T (EIizFHEZ)

BEREMETEZDHA I— F : R668-AD-1224

ZEMEDHER -

AABRT.TCS fHATICH L THEREN S BREND AD DRABEICHH ST 2 ELTIOBEME 5280
BE LI CALBRIICRETH o, RELL2A% - AEROL L0, REBTOT7 A LATS
LRESBEDLOELBUIARTHY ., BRTEELOTH 1. AEKFLRTBEAGE>ALEH

271,

TaAELTTETCS 52 BRBALI-EZNREUTO I 7/ ILIF 16 BRGALI-EELERAKTHY.
TaELITETCSHORMBET., HFI-LREMLEOBERIRoAGA ST,

o EEMFLME. RUWFHTAREAE (AESI) EHELERBRPETIX, TS5EREEBRLTT2ELTTT
DEMEIRESNEN oz, TAELYITDEREICERT 2BBIE. 774 3FV—RIBEROIE
Motz, TaEITTEEET BESSMARIG (ISR) OFKREEILI TS EARELELTEML, 4>
NIEEERTEINATEEZDSCEHFE—ELTLV -, EELFRELT. ISRTEED., XIFE
ELEREIREEY, ISRTHLELEEZBIEZTAEILTT 300mgQW + TCSED 24 (0.6%) TH
-71=,

e Week 16 MR Week 52 B i DHEEIE X O TEDREENARKIRE L-E&IE. FH-IZHEE L = MedDRA
BRERX(CMQ) DLERERVBEBREDELLIZEVWTE . TaEILTT +TCSHETTS AR +TCS
BrUshofz. TNODNDBERIIVITNELEETET, AREOREDLEICESERIEI1HEDOATH
2tz CNLENBRDE L IFRABROKRTHETICEEL:,

e TaELTT300mgQW +TCSEMD 148 (0.3%) NRBBHTARERSHMPICET LIz, A
FBRELORREFRABTES N,

o BRAMZELT. RARPICEELAEER (SAE) 2 1HLULEERBLL-BEDEEF. TaELT
7 300 mg Q2W + TCS 8 (3.6%) . RUFQW +TCS B (3.2%) T. 75 ER+TCS# (6.3%) &
Y BIERIZIEA 2 1=,

o BERAPIAREDESHPLICESHARERETICEBEL-AEER (TEAE) Z 1 HLUERB LA
ZOEIEF, T2ENLTT300mgQ2W + TCS# (2.7%) . KU QW +TCS# (29%) T. 75+t
R+ TCSE (7.9%) & YHIEMIZEMN ST,

o AEPICTEAEZ 1HLUEHRBLE-EEDEEE. Ta2E/LTT 300mgQ2W + TCS # (90.9%) .
QW + TCS 3 (86.7%) . RU TSR +TCS# (85.1%) TR#HTH 1=, KARZEL THREL
REIENREBMN O TEAEE7 FE—MEBXTHY . ZTDEIEIET 2 EJL7 T 300 mgQ2W + TCS
Bt (36.4%) RU'QW +TCS# (28.9%) TTS /KR +TCSE (51.1%) K YEM o7,

o BERREHDELFRERVMABAFREDFHERVPRIET, A—R 54 2 LEBREAKRDE. XEA
— RS N DBEMGEEATRAUNRON-BETH >z, T2EILTT + TCSETIL, FLELM
KRBRICBEVWTR—R IS4 VEROERUARIAR N, TaTLTTE2HBELE-EETE—A
HEDIFERBDIEMAR oA, IFBRIRBOEMICHESBREDOERITR oGNS,

o NAALYA Y, R2FELERTERAVEATROBRMICERZGEEPRSEROZEIR ONE
otz MAKHDEZ TREMLDEZERFIBESNG N 1=,

HEEm

ARERTIE. medium potency X (& high potency ® TCS M5 TAD Z+4Cay hA—)LTER LGS
EMSEAED AD DEFIZ, TaEILT T 300 mmg K 52 #E. Q2W XIZ QW T, TCS &#tHLz &
FIZ, BRHUDENS . FHEMNRONS I EZHRE L, NEARTIE. ADREDEERVEEE. £
SERUMO AD DBERAEK. £FOE. T VICHRAEOREZECHRRLEOBLAVGHEERICH T,
T1ELWLIYTETCS#HALI- 2% - AEMCTRKRICTS R+ TCSHIYBN-BERNEZDOH D
WENRE SN, BRI RIZIEL <. Non-responder DEAEFAZRBTEELIETURIEIB LGN
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ofz, TCSOBATTHRS LETAELT IO 2AE - AROREMHIFTETEIL0THY. FHED
BhThY., ERMLOSEEABL-EATVVEVWAD BELAICH L TEMMOBERMNGEAR T sy b E

1T EOTHo=.

S LENEY B B

EEES4A - MedDRA ver. 180

2162 E£E O

21621 AEER

FA-BENKSBERUEXER : TEAEZRBAL-BEN (%)
-REMERTASEA (R668-AD-1224 58 : thRAwS)

Dupilomab + TCS
Placebo + 300 mg
Primary System Organ Class TCS QW 300 mg QW  Combined
Preferred Term n(%) (N=315) {N=110) (N=315) (IN=415)
Any class 268 (85.1%) 100(90.9%) 273 (86.7%) 373 (87.8%)
BEGELLUFERE 184 (58.4%) 66 (60.0%) 173 (54.9%) 230(56.2%)
PR 45 62 (19.7%%) 26 (23.6%) 63 (20.0%) 89 (20.9%)
EREER 34 (10.8%) 11 (10.0%%) 46 (14.6%) 57(13.4%)
OfEALARR 10 (3.2%) 4 (3.6%) 17 (5.4%) 21 (4.9%)
o L 0 (2.9%) 2 (1.8%) 18 (5.7%) 20 (4.7%)
REREE 14 (4.4%) 2 (1.8%) 16 (5.1%) 18 (4.2%)
A2 NTH 17 (5.4%) 4 (3.6%) 0 (2.9%) 13 (3.1%)
DAL AEESREESE 0 (2.9%) 3 (2.7%) 0 (29%) 12 (2.8%)
1 P A R 5 (1.6%) 2 (1.8%) 0 (2.9%) 11 (2.6%)
BiR#k 0 (2.9%) 4 (3.6%) 5 (1.6%) 0 (2.1%)
Hgi~ILAZR 2 (0.6%) 3 (2.7%) 6 (1.9%) o (2.1%)
N &R & 0 (2.9%) 3 (2.7%) 6 (1.9%) o (2.1%)
o3z 4 (1.3%) 1 (0.9%) 8 (2.5%) 0 (2.1%)
aEXk 5 (1.6%) 2 (1.8%) 4 (1.3%) 6 (1.4%)
Eak T (2.2%) 2 (1.8%) 4 (1.3%) 6 (1.4%)
ERERRE 1 (0.3%) 1 (0.9%) 5 (1.6%) 6 (1.4%)
L 6 (1.9%) 2 (1.8%) 3 (1.0%) 5 (1.2%)
B 10 (3.2%) 1 (0.9%) 4 (1.3%) 5 (1.2%)
MR R 4 (1.3%) 1 (0.9%) 4 (1.3%) 5 (1.2%)
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276 BELADHEDE LD
SAR231893 - T2 EIY T GEGFHEEZ)

Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
FEE R 2% 3 (1.0%) 1 (0.9%) 3 (1.0%) 4 (0.9%)
DA ILA B % 3 (1.0%) 1 (0.9%) 3 (1.0%) 4 (0.9%)
Rk 2 (0.6%) 0 4 (1.3%) 4 (0.9%)
fER K 2 (0.6%) 0 3 (1.0%) 3 (0.7%)
NIRRT AL R 1 (0.3%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
FEX 1 (0.3%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
ifi ¢ 3 (1.0%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
[UERS 3 (1.0%) 0 3 (1.0%) 3 (0.7%)
B RE M s 4 (1.3%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
R THEES 1 (0.3%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
ERES 0 1 (0.9%) 2 (0.6%) 3 (0.7%)
S ZERRESD > O A 1 (0.3%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
= TR AE 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
LY 0 0 2 (0.6%) 2 (0.5%)
R34 3 (1.0%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
&2 5 (1.6%) 2 (1.8%) 0 2 (0.5%)
wiREL 5 (1.6%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
ZHifE 2 (0.6%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
REMEEERE 1 (0.3%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
5 E 2% 0 0 2 (0.6%) 2 (0.5%)
T FOBRERRE 1 (0.3%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
PANPE A2 4 (1.3%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
RS 0 0 2 (0.6%) 2 (0.5%)
FRI& % 0 0 2 (0.6%) 2 (0.5%)
A LR RRR 1 (0.3%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
FoREHR 0 0 1 (0.3%) 1 (0.2%)
RER 0 0 1 (0.3%) 1 (0.2%)
T ARILF)L R R 0 0 1 (0.3%) 1 (0.2%)
ANILARRMERKIES 6 (1.9%) 1 (0.9%) 0 1 (0.2%)
RERD 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
AR Rk & 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
HH R T4 AR R 2 0 0 1 (0.3%) 1 (0.2%)
T R OERE AR R 0 1 (0.9%) 0 1 (0.2%)
HIE B R 0 0 1 (0.3%) 1 (0.2%)
DAL AMEEE R 0 1 (0.9%) 0 1 (0.2%)
FRERANILARR 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
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276 BELADHEDE LD
SAR231893 - T2 EIY T GEGFHEEZ)

Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
e 2% 0 0 1 (0.3%) 1 (0.2%)
FROMR 0 0 1 (0.3%) 1 (0.2%)
ANILR R R 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
M EE 0 1 (0.9%) 0 1 (0.2%)
Rt ERRRE R 0 0 1 (0.3%) 1 (0.2%)
RAE RS 0 1 (0.9%) 0 1 (0.2%)
KPR 2 0 0 1 (0.3%) 1 (0.2%)
FLEEREE 0 0 1 (0.3%) 1 (0.2%)
AREBEEHI AL R 0 0 1 (0.3%) 1 (0.2%)
NE % 5 (1.6%) 0 1 (0.3%) 1 (0.2%)
SMhE % 0 1 (0.9%) 0 1 (0.2%)
JTUEE 2% 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
BMEER 0 1 (0.9%) 0 1 (0.2%)
ERER 0 0 1 (0.3%) 1 (0.2%)
[E3) b 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
=473 0 1 (0.9%) 0 1 (0.2%)
DAL AERIE R 0 1 (0.9%) 0 1 (0.2%)
RE % 0 0 1 (0.3%) 1 (0.2%)
AR 7 (2.2%) 0 1 (0.3%) 1 (0.2%)
HEEERRE 2 (0.6%) 1 (0.9%) 0 1 (0.2%)
ok =F 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
5 0 1 (0.9%) 0 1 (0.2%)
e % 0 0 1 (0.3%) 1 (0.2%)
HHE TR 0 0 1 (0.3%) 1 (0.2%)
A L AR 5% 0 0 1 (0.3%) 1 (0.2%)
SIZEEERE 0 1 (0.9%) 0 1 (0.2%)
e AR5 1 (0.3%) 0 0 0
ef =3 1 (0.3%) 0 0 0
SRR 1 (0.3%) 0 0 0
Rk 1 (0.3%) 0 0 0
AT HRER 1 (0.3%) 0 0 0
DAIIAERER % 1 (0.3%) 0 0 0
KB MR IZ 1 (0.3%) 0 0 0
YA RAAODAILARER 1 (0.3%) 0 0 0
RREMEER 1 (0.3%) 0 0 0
R ERKREE 1 (0.3%) 0 0 0
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276 BRDABRDFELD

SAR231893 - T2 EIY T GEGFHEEZ)

Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
R4 T 1 (0.3%) 0 0 0
BEER 1 (0.3%) 0 0 0
R tin s 4 (1.3%) 0 0 0
s 1 (0.3%) 0 0 0
i FE P AT BE 1 (0.3%) 0 0 0
REEERKRE 1 (0.3%) 0 0 0
RS 1 (0.3%) 0 0 0
TRERRE 5 (1.6%) 0 0 0
IAaTS AT REE 1 (0.3%) 0 0 0
RFEKED 1 (0.3%) 0 0 0
AEh > O 1 (0.3%) 0 0 0
L Y KE M IREE % 1 (0.3%) 0 0 0
ER e 1 (0.3%) 0 0 0
=F R 1 (0.3%) 0 0 0
HH R 4 R Bk 2 1 (0.3%) 0 0 0
MRS S ERE 1 (0.3%) 0 0 0
74 LR ETH 1 (0.3%) 0 0 0
A4 JL A NREE %% 1 (0.3%) 0 0 0
BlfGR 1 (0.3%) 0 0 0
RES L URTHBES 180 (57.1%) 50 (45.5%) 136 (43.2%) 186 (43.8%)
7 FE—MERE % 161 (51.1%) 40 (36.4%)  91(28.9%) 131 (30.8%)
HIBE 3 (1.0%) 1 (09%) 11 (3.5%) 12 (2.8%)
AR R S & 5 (1.6%) 2 (1.8%) 7 (2.2%) 9 (2.1%)
IE 7 (2.2%) 0 7 (2.2%) 7 (1.6%)
®P 2 (0.6%) 2 (1.8%) 5 (1.6%) 7 (1.6%)
Z D FEIE 8 (2.5%) 1 (0.9%) 5 (1.6%) 6 (1.4%)
fit EAE 2 (0.6%) 1 (0.9%) 4 (1.3%) 5 (1.2%)
25T 5 EE 1 (0.3%) 1 (0.9%) 3 (1.0%) 4 (0.9%)
12 I& B3R 0 1 (0.9%) 3 (1.0%) 4 (0.9%)
EMP5 10 (3.2%) 1 (0.9%) 3 (1.0%) 4 (0.9%)
=B =k 2 (0.6%) 0 3 (1.0%) 3 (0.7%)
KIE£ME 1 (0.3%) 2 (1.8%) 1 (0.3%) 3 (0.7%)
B8 % 3 (1.0%) 0 3 (1.0%) 3 (0.7%)
% TiE 0 0 3 (1.0%) 3 (0.7%)
RiRZ 1 (0.3%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
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276 BELADHEDE LD
SAR231893 - T2 EIY T GEGFHEEZ)

Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
R 0 1 (0.9%) 2 (0.6%) 3 (0.7%)
i 1 (0.3%) 0 3 (1.0%) 3 (0.7%)
k¥ 2 (0.6%) 0 2 (0.6%) 2 (0.5%)
R ERLIR 1 (0.3%) 0 2 (0.6%) 2 (0.5%)
BEAK H 1 0 0 2 (0.6%) 2 (0.5%)
Rt R S % 0 0 2 (0.6%) 2 (0.5%)
& ZHE 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
SEERMLARS 0 0 1 (0.3%) 1 (0.2%)
FIRR R S8 & 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
R 2 (0.6%) 1 (0.9%) 0 1 (0.2%)
ESERAILE 0 0 1 (0.3%) 1 (0.2%)
Bt 0 1 (0.9%) 0 1 (0.2%)
W ERD 0 0 1 (0.3%) 1 (0.2%)
BT 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
JTCER Bt PR AE 0 0 1 (0.3%) 1 (0.2%)
REER 0 1 (0.9%) 0 1 (0.2%)
EEA R 0 0 1 (0.3%) 1 (0.2%)
H 2 (0.6%) 1 (0.9%) 0 1 (0.2%)
e300 0 0 1 (0.3%) 1 (0.2%)
ES-2k3 4 2 (0.6%) 1 (0.9%) 0 1 (0.2%)
BREZKED 0 0 1 (0.3%) 1 (0.2%)
EPHRE 0 0 1 (0.3%) 1 (0.2%)
TOEMRE 0 0 1 (0.3%) 1 (0.2%)
BE 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
R IE B 0 0 1 (0.3%) 1 (0.2%)
REULA 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
R ERI 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
KRIEHETE 0 0 1 (0.3%) 1 (0.2%)
BSR4k 0 0 1 (0.3%) 1 (0.2%)
RIE#RS 0 0 1 (0.3%) 1 (0.2%)
AXEF 0 0 1 (0.3%) 1 (0.2%)
EBRERKD 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
M RZRR EGE 1 (0.3%) 0 0 0
ENEMRD 1 (0.3%) 0 0 0
T UILF—HRE % 1 (0.3%) 0 0 0
VFEAMRREAE 1 (0.3%) 0 0 0
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276 BELADHEDE LD
SAR231893 - T2 EIY T GEGFHEEZ)

Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
37> 1 (0.3%) 0 0 0
ETHED 2 (0.6%) 0 0 0
iR 1 (0.3%) 0 0 0
SeHRBEE RS 1 (0.3%) 0 0 0
RERBRIEEEIL 1 (0.3%) 0 0 0
fEiR 1 (0.3%) 0 0 0
KESH 3 (1.0%) 0 0 0
KRERE 2 (0.6%) 0 0 0
KEES 1 (0.3%) 0 0 0
EELD 1 (0.3%) 0 0 0
EEE AR 1 (0.3%) 0 0 0

AREE 46 (14.6%)  34(30.9%) 104 (33.0%) 138 (32.5%)
T LILF—HERE 5% 19 (6.0%)  13(11.8%)  54(17.1%) 67 (15.8%)
BR € 5 FEAE 4 (1.3%) 4 (3.6%) 14 (44%) 18 (4.2%)
AR AR % 3 (1.0%) 6 (5.5%) 11 (3.5%) 17 (4.0%)
AREZ 1% 4 (1.3%) 3 (2.7%) 6 (1.9%) 9 (2.1%)
AR %1358 2 (0.6%) 2 (1.8%) 5 (1.6%) 7 (1.6%)
AlE % 4 (1.3%) 1 (0.9%) 6 (1.9%) 7 (1.6%)
RN 1 (0.3%) 1 (0.9%) 4 (1.3%) 5 (1.2%)
AR FE 10 1 (0.3%) 2 (1.8%) 3 (1.0%) 5 (1.2%)
FULEX—HAERER 0 2 (1.8%) 2 (0.6%) 4 (0.9%)
AR D X iE 0 1 (0.9%) 3 (1.0%) 4 (0.9%)
AR B ZHE 3 (1.0%) 1 (0.9%) 3 (1.0%) 4 (0.9%)
7 FE—tEAiEE R 1 (0.3%) 0 3 (1.0%) 3 (0.7%)
AR B SN R 0 1 (0.9%) 2 (0.6%) 3 (0.7%)
AR B HI Bt 0 1 (0.9%) 2 (0.6%) 3 (0.7%)
=0 0 1 (0.9%) 2 (0.6%) 3 (0.7%)
e 1 (0.3%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
ARFEIE TS 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
TALRE 0 0 2 (0.6%) 2 (0.5%)
HEIR R B 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
BRUEREEE 0 0 2 (0.6%) 2 (0.5%)
EXFLEERER X 0 0 2 (0.6%) 2 (0.5%)
A R—LREERE 0 0 2 (0.6%) 2 (0.5%)
HNkE 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
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Primary System Organ Class
Preferred Term n(%)

Placebo +
TCS

(N=315)

AT
AR LR KR8
AFEVLA
EEERZE
IRERIED
RS

AR AR AE AR
ARERAEE
AR,
HHRME

B AR AR 2
FERE R HER K
ARE <
BREREFEZE
mIE R
HEEMARR
RAET
HFRESR
—i@ KA
ETARNE
FERR
FEIEFEMm

AR H

AR B 1K
kM
WHEE
RER

U8

AR AR AR 2%
THF ARt

—fi% - EHEELE S VIRESHLORE

E SR RIS
)
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(1.0%)

(0.3%)
(0.3%)
(0.3%)
(0.3%)
(0.3%)
(0.3%)
(1.0%)
(0.3%)
(0.3%)
(0.6%)
(0.3%)
(0.3%)

—_— = N = = D= = = = = = OO OO O O O O OO0 O W o O o o o

51 (16.2%)
24 (7.6%)
10 (3.2%)
6 (1.9%)
3 (1.0%)

Dupilumab + TCS
300 mg
Q2w 300 mg QW  Combined
(N=110) (N=315) (N=425)

(0.3%) (0.2%)

(0.9%) (0.2%)
(0.9%) (0.2%)
(0.3%) (0.2%)

(0.3%) (0.2%)

(0.9%) (0.2%)
(0.3%) (0.2%)

(0.9%) (0.2%)
(0.3%) (0.2%)

(0.3%) (0.2%)

(0.3%) (0.2%)

(0.3%) (0.2%)

(0.3%) (0.2%)

(0.3%) (0.2%)

(0.3%) (0.2%)

(0.9%) (0.2%)
(0.3%) (0.2%)

(0.3%) (0.2%)

1
0
0
1
1
0
1
0
1
1
1
1
1
1
1
0
1
1
0
0
0
0
0
0
0
0
0
0
0
0

O O OO O O O OO0 OO0 OO0 O M0 0O 0 0 00 O O &~ O o = = ©

29 (26.4%)  81(25.7%)
16 (14.5%) 60 (19.0%)

1 (0.9%) 11
4 (3.6%) 7
1 (09%) 4

(3.5%)
(2.2%)
(1.3%)

e T < T o Y < S < S o S < S e S < S < ST e < S GG A S e S S Sy

110 (25.9%)
76 (17.9%)
12 (2.8%)
11 (2.6%)
5 (1.2%)
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276 BELADHEDE LD
SAR231893 - T2 EIY T GEGFHEEZ)

Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
AVINIUOFHESE 2 (0.6%) 2 (1.8%) 2 (0.6%) 4 (0.9%)
EESEER 0 0 2 (0.6%) 2 (0.5%)
| NIE 3 (1.0%) 2 (1.8%) 0 2 (0.5%)
SESTERAIATBE 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
KRR 1 (0.3%) 0 2 (0.6%) 2 (0.5%)
RAEMERR 0 0 2 (0.6%) 2 (0.5%)
i fE 2 (0.6%) 1 (0.9%) 0 1 (0.2%)
EE 0 0 1 (0.3%) 1 (0.2%)
IS 0 0 1 (0.3%) 1 (0.2%)
BARL 0 1 (0.9%) 0 1 (0.2%)
BREFR 0 1 (0.9%) 0 1 (0.2%)
ST ER AL I fE 0 1 (0.9%) 0 1 (0.2%)
FESTER AL H M 0 1 (0.9%) 0 1 (0.2%)
SRR S 0 0 1 (0.3%) 1 (0.2%)
7 5T BB AL AE AR 0 0 1 (0.3%) 1 (0.2%)
EEMREEEREG 0 1 (0.9%) 0 1 (0.2%)
FHE 0 0 1 (0.3%) 1 (0.2%)
& 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
VRl 0 1 (0.9%) 0 1 (0.2%)
mp=) 0 0 1 (0.3%) 1 (0.2%)
Ff R A R 2% 1 (0.3%) 0 0 0
EEEBTES 1 (0.3%) 0 0 0
TR 1 (0.3%) 0 0 0
AR 1 (0.3%) 0 0 0
BMEDHEEER 1 (0.3%) 0 0 0
iR 1 (0.3%) 0 0 0
ST RS 1 (0.3%) 0 0 0
ERER AR D RIE 1 (0.3%) 0 0 0
fERE 1 (0.3%) 0 0 0

BIaEE 59 (18.7%)  15(13.6%)  53(16.8%) 68 (16.0%)
THi 13 (4.1%) 1 (09%) 12 (3.8%) 13 (3.1%)
EiD 12 (3.8%) 2 (1.8%) 9 (29%) 11 (2.6%)
fE 7% 4 (1.3%) 0 7 (22%) 7 (1.6%)
e it 8 (2.5%) 2 (1.8%) 4 (1.3%) 6 (1.4%)
5 AR i 1 (0.3%) 1 (0.9%) 4 (1.3%) 5 (1.2%)
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SAR231893 - T2 EIY T GEGFHEEZ)

Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
3R] 9 (2.9%) 1 (0.9%) 4 (1.3%) 5 (1.2%)
e 1 (0.3%) 0 4 (1.3%) 4 (0.9%)
B& 2 (0.6%) 1 (0.9%) 3 (1.0%) 4 (0.9%)
LREERTE 3 (1.0%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
AE#x 0 2 (1.8%) 1 (0.3%) 3 (0.7%)
B 2 (0.6%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
7IAMORNK 0 0 2 (0.6%) 2 (0.5%)
&K 1 (0.3%) 0 2 (0.6%) 2 (0.5%)
HIERR 4 (1.3%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
BREYRMEEE 2 (0.6%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
NLy FBE 0 1 (0.9%) 0 1 (0.2%)
BhsE 3 (1.0%) 0 1 (0.3%) 1 (0.2%)
BRU—7 0 1 (0.9%) 0 1 (0.2%)
BalESE 0 0 1 (0.3%) 1 (0.2%)
Ifn {58 4k Sttt 3 (1.0%) 0 1 (0.3%) 1 (0.2%)
HIAAL=T 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
BER)—7 0 0 1 (0.3%) 1 (0.2%)
HRIE 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
FEREE MR R 0 0 1 (0.3%) 1 (0.2%)
(=X Ll 0 0 1 (0.3%) 1 (0.2%)
AW% 0 0 1 (0.3%) 1 (0.2%)
WORBESE 0 1 (0.9%) 0 1 (0.2%)
RS ERAS IR % 1 (0.3%) 0 0 0
TREEBTE 1 (0.3%) 0 0 0
BE 2 (0.6%) 0 0 0
P % 1 (0.3%) 0 0 0
IDE BB R 1 (0.3%) 0 0 0
T 1 (0.3%) 0 0 0
HEBEALZT 1 (0.3%) 0 0 0
KERY—7 2 (0.6%) 0 0 0
FEE 2% 1 (0.3%) 0 0 0
TR S 1 (0.3%) 0 0 0
8 D R AE 1 (0.3%) 0 0 0
LB % 1 (0.3%) 0 0 0
HOEE 2 (0.6%) 0 0 0
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Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)

MEERS L UVHEEHEBES 50 (15.9%)  20(182%)  47(14.9%) 67 (15.8%)
E3EGRES 15 (4.8%) 5 (45%) 10 (3.2%) 15 (3.5%)
HiEbE 12 (3.8%) 2 (1.8%) 8 (2.5%) 10 (2.4%)
el 2 (0.6%) 0 8 (2.5%) 8 (1.9%)
s 2 (0.6%) 2 (1.8%) 3 (1.0%) 5 (1.2%)
ZE R EAE 3 (1.0%) 3 (2.7%) 2 (0.6%) 5 (1.2%)
BRa 4 (1.3%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
EER 1 (0.3%) 0 3 (1.0%) 3 (0.7%)
EREE 0 1 (0.9%) 2 (0.6%) 3 (0.7%)
JE [El i f B AR e 1 2% 0 0 3 (1.0%) 3 (0.7%)
fg % 1 (0.3%) 0 3 (1.0%) 3 (0.7%)
BER 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
HE fE1 AR 22 H 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
BB E 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
B 0 1 (0.9%) 0 1 (0.2%)
EEE 0 0 1 (0.3%) 1 (0.2%)
IR & 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
KRR 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
HEERES 0 0 1 (0.3%) 1 (0.2%)
REETRE R 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
tEER 0 0 1 (0.3%) 1 (0.2%)
R 7 (2.2%) 0 1 (0.3%) 1 (0.2%)
HAET 0 1 (0.9%) 0 1 (0.2%)
B RIS 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
B AE IR 0 0 1 (0.3%) 1 (0.2%)
JHERIETE 0 1 (0.9%) 0 1 (0.2%)
HERTE 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
7% 0 0 1 (0.3%) 1 (0.2%)
28 77 ) B ¢ 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
AR RS 0 0 1 (0.3%) 1 (0.2%)
TR EHEAE 0 1 (0.9%) 0 1 (0.2%)
FEE % 0 0 1 (0.3%) 1 (0.2%)
RAET % 3 (1.0%) 0 0 0
R 1 (0.3%) 0 0 0
R MERET & 1 (0.3%) 0 0 0
R EfERR 3 (1.0%) 0 0 0
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Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
7o s A R =% 1 (0.3%) 0 0 0
AR ERAR 1 (0.3%) 0 0 0
e 1 (0.3%) 0 0 0
EHE 1 (0.3%) 0 0 0
28T TI—TR 1 (0.3%) 0 0 0
LS 1 (0.3%) 0 0 0

FEIRER. MIERE & UHEfRIES 53(16.8%) 14 (12.7%) 50 (15.9%) 64 (15.1%)
Mz ik 8 (2.5%) 4 (3.6%) 10 (32%) 14 (3.3%)
(mpd SRR 12 (3.8%) 3 27%) 10 32%) 13 (3.1%)
i /. 19 (6.0%) 5 (4.5%) 7 22%) 12 (2.8%)
St 4 (1.3%) 0 6 (1.9%) 6 (1.4%)
T LILE—HER 5 (1.6%) 1 (0.9%) 5 (1.6%) 6 (1.4%)
2R 2 (0.6%) 0 4 (1.3%) 4 (0.9%)
hEIIL 1 (0.3%) 0 3 (1.0%) 3 (0.7%)
NeF I, B 2 (0.6%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
(Lo 0 1 (0.9%) 2 (0.6%) 3 (0.7%)
SFA 2 (0.6%) 0 2 (0.6%) 2 (0.5%)
S D RAE 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
KES oM 1 (0.3%) 0 2 (0.6%) 2 (0.5%)
BlI&FES-m 2 (0.6%) 0 2 (0.6%) 2 (0.5%)
[E X g 0 0 1 (0.3%) 1 (0.2%)
REE 0 0 1 (0.3%) 1 (0.2%)
REE 0 0 1 (0.3%) 1 (0.2%)
i 14 I R 0 0 1 (0.3%) 1 (0.2%)
Rl AR By SR IO i (R B 0 0 1 (0.3%) 1 (0.2%)
EREZAE R 2 (0.6%) 1 (0.9%) 0 1 (0.2%)
B DRI 0 0 1 (0.3%) 1 (0.2%)
REEE 1 (0.3%) 0 0 0
(mlis2y'3 1 (0.3%) 0 0 0
2 1 (0.3%) 0 0 0
RFSEE 1 (0.3%) 0 0 0
L REDRIE 2 (0.6%) 0 0 0
M S 1 (0.3%) 0 0 0
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Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)

HRREE 38(12.1%) 10 (9.1%) 40 (12.7%) 50 (11.8%)
FEEES 19 (6.0%) 5 (45%) 24 (7.6%) 29 (6.8%)
FEMHOHEN 5 (1.6%) 0 4 (1.3%) 4 (0.9%)
REER 0 1 (0.9%) 3 (1.0%) 4 (0.9%)
R HHRR 2 (0.6%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
REAR 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
1EER 2 (0.6%) 0 2 (0.6%) 2 (0.5%)
ERoRMEEETE 0 0 2 (0.6%) 2 (0.5%)
A #EZE 0 1 (0.9%) 0 1 (0.2%)
PRI MRREE 0 0 1 (0.3%) 1 (0.2%)
BEER AR 0 0 1 (0.3%) 1 (0.2%)
MR BB 0 0 1 (0.3%) 1 (0.2%)
RIEEE 0 0 1 (0.3%) 1 (0.2%)
RKEE=— 1 —ANF— 0 0 1 (0.3%) 1 (0.2%)
KE-TRIDIKRE 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
Y EmiEE 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
B 2= X2 S EERE 0 1 (0.9%) 0 1 (0.2%)
51 0 0 1 (0.3%) 1 (0.2%)
I SE=3 2 (0.6%) 0 0 0
AR E 1 (0.3%) 0 0 0
i i & 6 4 1 (0.3%) 0 0 0
BEERE 1 (0.3%) 0 0 0
BEETERE 1 (0.3%) 0 0 0
T2RmE 1 (0.3%) 0 0 0
inliskEELE 1 (0.3%) 0 0 0
T 2 (0.6%) 0 0 0
ANILR R & IR S 2 (0.6%) 0 0 0
HRREE 1 (0.3%) 0 0 0
e BR 1 (0.3%) 0 0 0
%F 7 R 1 (0.3%) 0 0 0

SE. PEL L UVLEEHHE 48 (152%)  11(10.0%) 36 (11.4%) 47 (11.1%)
ENE e 4 (1.3%) 3 (2.7%) 6 (1.9%) 9 (2.1%)
e 1 (0.3%) 1 (0.9%) 3 (1.0%) 4 (0.9%)
LR ] 4 (1.3%) 0 3 (1.0%) 3 (0.7%)
FAERIS 2 (0.6%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
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Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
R 2 (0.6%) 0 3 (1.0%) 3 (0.7%)
TRk ES 0 1 (0.9%) 2 (0.6%) 3 (0.7%)
AN 6 (1.9%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
RERBE 3 (1.0%) 0 3 (1.0%) 3 (0.7%)
F2ERE 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
LER% 0 0 2 (0.6%) 2 (0.5%)
FRiglE 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
WEIZK HER 2 (0.6%) 0 2 (0.6%) 2 (0.5%)
HoN—y 7 (2.2%) 0 2 (0.6%) 2 (0.5%)
HEES 0 1 (0.9%) 0 1 (0.2%)
ZiBE 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
ARSME 0 1 (0.9%) 0 1 (0.2%)
REH 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
FEH 0 0 1 (0.3%) 1 (0.2%)
B 51e 0 1 (0.9%) 0 1 (0.2%)
EFHIE S RIG 0 0 1 (0.3%) 1 (0.2%)
SEDEH 0 0 1 (0.3%) 1 (0.2%)
RERiE5E 0 0 1 (0.3%) 1 (0.2%)
i85 0 0 1 (0.3%) 1 (0.2%)
HEEG 0 1 (0.9%) 0 1 (0.2%)
SMERIERE 0 1 (0.9%) 0 1 (0.2%)
WEIZ & BB 0 0 1 (0.3%) 1 (0.2%)
MR K EREG 0 0 1 (0.3%) 1 (0.2%)
REEH 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
BlonEs 0 1 (0.9%) 0 1 (0.2%)
Bi&ES 0 0 1 (0.3%) 1 (0.2%)
KEEE 0 1 (0.9%) 0 1 (0.2%)
EERHRRIR G 3 (1.0%) 0 1 (0.3%) 1 (0.2%)
EHEEEHT 0 0 1 (0.3%) 1 (0.2%)
g 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
LEREH 0 1 (0.9%) 0 1 (0.2%)
ML BB o EE 1 (0.3%) 0 0 0
EREEER BT 1 (0.3%) 0 0 0
H R ERG 2 (0.6%) 0 0 0
fERIE(S 3 (1.0%) 0 0 0
HEEWR 1 (0.3%) 0 0 0
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Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
A ¥ 32 1 (0.3%) 0 0 0
1S 4 (1.3%) 0 0 0
AREY 1 (0.3%) 0 0 0
#hal 1 (0.3%) 0 0 0
SEERIEIS 1 (0.3%) 0 0 0
HTESG 1 (0.3%) 0 0 0
R 1 (0.3%) 0 0 0
7 s S5 14 U B 1 (0.3%) 0 0 0
AE#ESG 1 (0.3%) 0 0 0
B R 1T 1 (0.3%) 0 0 0
A MLRER 2 (0.6%) 0 0 0
KT fE 1 (0.3%) 0 0 0
g =N 1 (0.3%) 0 0 0
BE 1 (0.3%) 0 0 0
Blf5 i m 1 (0.3%) 0 0 0
FRRIRE 39(124%)  12(10.9%) 31 (9.8%) 43 (10.1%)
My L7 FoRRARFF—EHEm 10 (3.2%) 3 27%) 11 (3.5%) 14 (3.3%)
FANSXUBTI/) FSURT5—F
) 4 (1.3%) 2 (1.8%) 5 (1.6%) 7 (1.6%)
i Fh 2L EE R K SR EE SR IE N 6 (1.9%) 4 (3.6%) 1 (0.3%) 5 (1.2%)
TS3-UF73/ FSURT5—HEEM 4 (1.3%) 0 4 (1.3%) 4 (0.9%)
mELS 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
Ifn A FRE& 18 0 2 (0.6%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
RIEEER 1 (0.3%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
AEHEM 2 (0.6%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
B M ERE & 0 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
7 LILX—RBREBH 0 0 1 (0.3%) 1 (0.2%)
me ALy LtEm 0 0 1 (0.3%) 1 (0.2%)
Mo L X7 O—)LiEm 2 (0.6%) 1 (0.9%) 0 1 (0.2%)
ey L7 F=8Em 0 0 1 (0.3%) 1 (0.2%)
me 7 KrokEtEm 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
1 Fh AR BR R B AR L E 1800 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
mep b1 S )€1 RiEm 3 (1.0%) 0 1 (0.3%) 1 (0.2%)
PR o i B5 14 0 1 (0.9%) 0 1 (0.2%)
DER T KR IRIER D 0 0 1 (0.3%) 1 (0.2%)
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Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
AP ERER SIS N 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
e ERE 2 (0.6%) 1 (0.9%) 0 1 (0.2%)
1) 2 \ERERIE N 0 0 1 (0.3%) 1 (0.2%)
) UNERSRERE 0 1 (0.9%) 0 1 (0.2%)
IERERE 0 0 1 (0.3%) 1 (0.2%)
SF R ER B 0 0 1 (0.3%) 1 (0.2%)
PP R EREIE N 0 0 1 (0.3%) 1 (0.2%)
/MR EE A 0 0 1 (0.3%) 1 (0.2%)
FRPEBBG4E 0 0 1 (0.3%) 1 (0.2%)
FR & 7R M ERFS 14 0 1 (0.9%) 0 1 (0.2%)
mEFFHREREE 0 0 1 (0.3%) 1 (0.2%)
FRPEMBRIR TS5 —F 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
E4 =2 DEd 0 0 1 (0.3%) 1 (0.2%)
R=ERD 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
B M ER#0RE4 0 0 1 (0.3%) 1 (0.2%)
FR & B M ERFS 14 0 0 1 (0.3%) 1 (0.2%)
75— EEmMm 1 (0.3%) 0 0 0
LR HmME LR 1 (0.3%) 0 0 0
M5 R FRTFOVED 1 (0.3%) 0 0 0
DS 1 (0.3%) 0 0 0
DEREER 1 (0.3%) 0 0 0
FRep T K%k 1 (0.3%) 0 0 0
BRI X a7 &kZ 1 (0.3%) 0 0 0
1) 2 I \EREUR 2 (0.6%) 0 0 0
FEERAITEE 2 (0.6%) 0 0 0
FREBEmMERITRT5—EEHSE 2 (0.6%) 0 0 0
REREE 12 (3.8%) 6 (5.5%) 20 (6.3%) 26 (6.1%)
FHMETLILX— 6 (1.9%) 3 27%) 10 (32%) 13 (3.1%)
ZYBEAE 0 0 3 (1.0%) 3 (0.7%)
BT LILX— 4 (1.3%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
B EE 1 (0.3%) 2 (1.8%) 1 (0.3%) 3 (0.7%)
BT LILE— 2 (0.6%) 0 2 (0.6%) 2 (0.5%)
HRBYMRET LILF¥— 1 (0.3%) 0 2 (0.6%) 2 (0.5%)
A7 LILF— 0 0 1 (0.3%) 1 (0.2%)
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Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
REBLUOXREREST 9 (2.9%) 6 (5.5%) 17 (5.4%) 23 (5.4%)
= hUT YR R 1 (0.3%) 1 (0.9%) 3 (1.0%) 4 (0.9%)
fa & 3 (1.0%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
= M 0 1 (0.9%) 2 (0.6%) 3 (0.7%)
= g M 4iE 0 0 3 (1.0%) 3 (0.7%)
BARIE 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
¥EPRIR 0 2 (1.8%) 0 2 (0.5%)
BYAFmE 0 0 2 (0.6%) 2 (0.5%)
&H YD LmE 0 0 2 (0.6%) 2 (0.5%)
BAHILT Y LI 0 0 1 (0.3%) 1 (0.2%)
ZaLRTO—/LIMfE 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
= bR B4 M 5 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
BATUE 0 0 1 (0.3%) 1 (0.2%)
Rz 0 0 1 (0.3%) 1 (0.2%)
59 h—ARTmE 0 0 1 (0.3%) 1 (0.2%)
E43I2B12KkRZ 0 0 1 (0.3%) 1 (0.2%)
IEEREE 1 (0.3%) 0 0 0
2 RUER A 1 (0.3%) 0 0 0
E43I2DRZ 2 (0.6%) 0 0 0
RHES 18 (5.7%) 10 (9.1%) 11 (3.5%) 21 (4.9%)
5 D% 5 (1.6%) 3 (2.7%) 6 (1.9%) 9 (2.1%)
= 2 (0.6%) 3 (2.7%) 3 (1.0%) 6 (1.4%)
TERAE 6 (1.9%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
mkE 0 1 (0.9%) 0 1 (0.2%)
1FENEE 0 1 (0.9%) 0 1 (0.2%)
[N EE 0 0 1 (0.3%) 1 (0.2%)
[N ENE 0 1 (0.9%) 0 1 (0.2%)
BEHmEES 0 1 (0.9%) 0 1 (0.2%)
G EE 1 (0.3%) 0 0 0
RIETRLTE 1 (0.3%) 0 0 0
AERMZEERES 1 (0.3%) 0 0 0
#5259 1 (0.3%) 0 0 0
SR 1 (0.3%) 0 0 0
) E F—iB:R 2 (0.6%) 0 0 0
EZ 1 (0.3%) 0 0 0
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Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
BARREMES 1 (0.3%) 0 0 0
AL R 3 (1.0%) 0 0 0

MAES LV RREF 8 (2.5%) 8 (7.3%) 7 22%) 15 (3.5%)
H M BRI INJGE 1 (0.3%) 2 (1.8%) 1 (0.3%) 3 (0.7%)
1) 2 \ERIE 3 (1.0%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
5 R IRIE A E 1 (0.3%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
& 1 (0.3%) 2 (1.8%) 0 2 (0.5%)
4 B BKIE INFE 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
BRZHEM 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
KERPEE I 0 0 1 (0.3%) 1 (0.2%)
B M EK A E 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
B BRI E 0 0 1 (0.3%) 1 (0.2%)
i /NRR A E 2 (0.6%) 1 (0.9%) 0 1 (0.2%)
ER=E =Yl 1 (0.3%) 0 0 0

mEREE 10 (3.2%) 5 45%) 10 32%) 15 (3.5%)
= mE 6 (1.9%) 1 (0.9%) 4 (1.3%) 5 (1.2%)
L 0 0 2 (0.6%) 2 (0.5%)
ik 1 (0.3%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
xFTY 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
EmE 1 (0.3%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
EnARAE 1L AiE 0 0 1 (0.3%) 1 (0.2%)
RERBEREAR 0 1 (0.9%) 0 1 (0.2%)
L1/ —8R% 1 (0.3%) 0 0 0
F5 AR M A2 fE 1 (0.3%) 0 0 0

Rit. BEES L UHEHTHOHEY (BB X

VRY—TZEED) 10 (3.2%) 5 (4.5%) 8 (2.5%) 13 (3.1%)
REF.ERE 2 (0.6%) 0 3 (1.0%) 3 (0.7%)
K ER ARz 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
R E 0 0 1 (0.3%) 1 (0.2%)
BEIREE 0 0 1 (0.3%) 1 (0.2%)
AP 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
EEHaRE 0 1 (0.9%) 0 1 (0.2%)
KimRRAE 0 1 (0.9%) 0 1 (0.2%)
k=g 0 0 1 (0.3%) 1 (0.2%)
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Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
TS RT7hr k=< 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
e A RE 0 1 (0.9%) 0 1 (0.2%)
tEIRZLEERE 0 0 1 (0.3%) 1 (0.2%)
BERMEAILE 0 1 (0.9%) 0 1 (0.2%)
RELERE 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
ERTLERE 0 0 1 (0.3%) 1 (0.2%)
mERERE 1 (0.3%) 0 0 0
FEIEENE 1 (0.3%) 0 0 0
FEHMEE OHA 1 (0.3%) 0 0 0
BK R 1 (0.3%) 0 0 0
EERTLRE 1 (0.3%) 0 0 0
fEEEE 1 (0.3%) 0 0 0
FETEHE 1 (0.3%) 0 0 0

SERB L VIERES 8 (2.5%) 8 (7.3%) 5 (1.6%) 13 (3.1%)
IEER 0 0 1 (0.3%) 1 (0.2%)
IEEE 0 0 1 (0.3%) 1 (0.2%)
FEHER)—T 0 0 1 (0.3%) 1 (0.2%)
R#ZR#E 2 (0.6%) 1 (0.9%) 0 1 (0.2%)
FEREEE 0 1 (0.9%) 0 1 (0.2%)
FAREHARE K 0 0 1 (0.3%) 1 (0.2%)
RIEFEHM 0 1 (0.9%) 0 1 (0.2%)
3LEE%% 0 0 1 (0.3%) 1 (0.2%)
DR 1 (0.3%) 1 (0.9%) 0 1 (0.2%)
fZEMEAR 0 1 (0.9%) 0 1 (0.2%)
BRER 0 1 (0.9%) 0 1 (0.2%)
iEE- il 0 1 (0.9%) 0 1 (0.2%)
= i 0 1 (0.9%) 0 1 (0.2%)
SVEZRE T S FEGE 0 1 (0.9%) 0 1 (0.2%)
®mARE 1 (0.3%) 0 0 0
FEHMBLERERK 1 (0.3%) 0 0 0
HEFRE 1 (0.3%) 0 0 0
AfEiB% 1 (0.3%) 0 0 0
ERIERR 1 (0.3%) 0 0 0
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Dupilumab + TCS
Placebo + 300 mg

Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)

IDEREE 3 (1.0%) 4 (3.6%) 7 (22%) 11 (2.6%)
F—EREIOVY 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
L= MH5ER 1 (0.3%) 2 (1.8%) 0 2 (0.5%)
TR 0 0 1 (0.3%) 1 (0.2%)
D EHEN 0 0 1 (0.3%) 1 (0.2%)
IDEAS 0 0 1 (0.3%) 1 (0.2%)
EEHESS 0 0 1 (0.3%) 1 (0.2%)
EERX 0 1 (0.9%) 0 1 (0.2%)
EiE 0 1 (0.9%) 0 1 (0.2%)
TR RAR 0 1 (0.9%) 0 1 (0.2%)
L= EAS IR HE 0 0 1 (0.3%) 1 (0.2%)
I E A S IR HE 0 0 1 (0.3%) 1 (0.2%)
SMLHEE 1 (0.3%) 0 0 0
RIVAE 1 (0.3%) 0 0 0
10 A R 1M 1 (0.3%) 0 0 0
ERAAETLE 1 (0.3%) 0 0 0

BEH L UVREBES 6 (1.9%) 5 (4.5%) 4 (1.3%) 9 (2.1%)
i fR 2 (0.6%) 2 (1.8%) 1 (0.3%) 3 (0.7%)
=P 1 (0.3%) 2 (1.8%) 1 (0.3%) 3 (0.7%)
BEHERE 1 (0.3%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
5K 0 1 (0.9%) 0 1 (0.2%)
EXAR T RE R 0 0 1 (0.3%) 1 (0.2%)
EE3 0 0 1 (0.3%) 1 (0.2%)
KE 1 (0.3%) 0 0 0
Bl 2 (0.6%) 0 0 0

EB L URBES 8 (2.5%) 2 (1.8%) 4 (1.3%) 6 (1.4%)
EERfEH FE L 3 (1.0%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
BEiRgE 0 0 1 (0.3%) 1 (0.2%)
BEfE 4 (1.3%) 0 1 (0.3%) 1 (0.2%)
RS 0 1 (0.9%) 0 1 (0.2%)
NE D RIE 0 0 1 (0.3%) 1 (0.2%)
FEHIET 1 (0.3%) 0 0 0
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Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
FFREEREE 1 (0.3%) 1 (0.9%) 3 (1.0%) 4 (0.9%)
e BARF 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
I=PER(ITPES 0 0 1 (0.3%) 1 (0.2%)
B EE 1 (0.3%) 0 1 (0.3%) 1 (0.2%)
NES L URELE 2 (0.6%) 2 (0.5%)
RIEFHEYMUIRR 1 (0.3%) 1 (0.2%)
73] 0 0 1 (0.3%) 1 (0.2%)
XM, REES S VEGHEES 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
BREREERX 0 0 1 (0.3%) 1 (0.2%)
R EERR 1 (0.3%) 0
TR AR 1 (0.3%) 0
AR bESE 1 (0.3%) 0
IR REIE T 1 (0.3%)
HEIRE 1 (0.3%) 0
3E A 1 (0.3%)

TEAE=Treatment Emergent Adverse Events
MedDRA (Version 18.0) dictionary applied.

A subject who reported 2 or more TEAE with the same preferred term was counted only once for that term. A subject
who reported 2 or more TEAE with different preferred term within the same system organ class was counted only

once in that system organ class.

PGM=PRODOPS/SAR231893/OVERALL/CTD_2016_01_JPN/REPORT/PGM/ad1224 ac_socpt_s_t.sas
OUT=REPORT/OUTPUT/ad1224 ac_socpt_s_t_j_i.rtf (04AUG2016 - 12:48)

Property of the Sanofi group - strictly confidential

(electronic 2.0)

Page 216



276 BELADHEDE LD
SAR231893 - T2 EIY T GEGFHEEZ)

R4 -BFEINKDPERVERER - AREFRABETELVWTEAE ZREL-EEHK (%)
- REMBRITHRER (R668-AD-1224 35k : PREHE)

Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
Any class 93 (29.5%) 37 (33.6%) 110 (34.9%) 147 (34.6%)
— % - 2EEELS L VRS OIKNE 29 (92%) 15(13.6%)  57(18.1%) 72 (16.9%)
SESTERAL R G 22 (7.0%) 12(10.9%) 54 (17.1%) 66 (15.5%)
SESTERAIATBE 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
FEh 0 2 (1.8%) 0 2 (0.5%)
%) 4 (13%) 1 (0.9%) 0 1 (0.2%)
SRR R 0 0 1 (0.3%) 1 (0.2%)
JESTERGLAERR 0 0 1 (0.3%) 1 (0.2%)
REMZE 0 0 1 (0.3%) 1 (0.2%)
| NIE 2 (06%) 0 0 0
NI 1 (03%) 0 0 0
I HD 1 (03%) 0 0 0
B 1 (03%) 0 0 0
&I 1 (03%) 0 0 0
EREBAEKE D R AE 1 (03%) 0 0 0
ARFEE 8 (2.5%) 12(10.9%) 30 (9.5%) 42 (9.9%)
T LILEF—HEEE R 4 (13%) 5 (45%) 11 (3.5%) 16 (3.8%)
AR AR % 1 (03%) 4 (3.6%) 4 (1.3%) 8 (1.9%)
AREZ 1% 0 2 (1.8%) 4 (1.3%) 6 (1.4%)
BR € D FEAE 1 (03%) 0 5 (1.6%) 5 (1.2%)
AR £ 10 1 (03%) 2 (1.8%) 1 (0.3%) 3 (0.7%)
AREE S R 0 0 2 (0.6%) 2 (0.5%)
AR O X iE 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
AR 13 0 0 2 (0.6%) 2 (0.5%)
TREN 0 0 2 (0.6%) 2 (0.5%)
T LUILEX—HAEL 0 0 1 (0.3%) 1 (0.2%)
7 FE—tEAtEE R 0 0 1 (0.3%) 1 (0.2%)
EHFM 0 0 1 (0.3%) 1 (0.2%)
AIELERE 0 1 (0.9%) 0 1 (0.2%)
ERKRERZE 0 0 1 (0.3%) 1 (0.2%)
ARERIZIE 1 (03%) 0 1 (0.3%) 1 (0.2%)
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Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
AREZAEIE 0 1 (0.9%) 0 1 (0.2%)
LAP A 0 0 1 (0.3%) 1 (0.2%)
AR 1 (03%) 0 1 (0.3%) 1 (0.2%)
T A R—LREERE 0 0 1 (0.3%) 1 (0.2%)
B AR AR 2 0 0 1 (0.3%) 1 (0.2%)
FH 1 (03%) 0 1 (0.3%) 1 (0.2%)
EE‘Fi? 1 (03%) 0 0 0
PEE 1 (03%) 0 0 0
EE“BT TR 1 (03%) 0 0 0
RBEFES K UVFERE 39 (124%) 14 (12.7%) 23 (7.3%) 37 (8.7%)
S IFETE 2% 10 32%) 2 (1.8%) 5 (1.6%) 7 (1.6%)
ERERSE 7 (22%) 1 (0.9%) 4 (1.3%) 5 (1.2%)
MR R % 0 1 (0.9%) 3 (1.0%) 4 (0.9%)
FEE R 2 0 0 3 (1.0%) 3 (0.7%)
AEAILRZR 4 (13%) 2 (1.8%) 1 (0.3%) 3 (0.7%)
MR 28 2% 0 2 (1.8%) 1 (0.3%) 3 (0.7%)
AL A ESERE 1 (03%) 2 (1.8%) 1 (0.3%) 3 (0.7%)
Hahg 2 2 (0.6%) 0 2 (0.6%) 2 (0.5%)
ANIRZR A JL R R 0 0 2 (0.6%) 2 (0.5%)
AVINLIUY 6 (1.9%) 1 (0.9%) 1 (0.3%) 2 (0.5%)
MZ5E 2% 2 (0.6%) 0 2 (0.6%) 2 (0.5%)
MRS R 0 0 1 (0.3%) 1 (0.2%)
&2 1 (03%) 1 (0.9%) 0 1 (0.2%)
B 0 1 (0.9%) 0 1 (0.2%)
FEERANILARR 0 0 1 (0.3%) 1 (0.2%)
ZHifE 0 1 (0.9%) 0 1 (0.2%)
=3k 2 (0.6%) 0 1 (0.3%) 1 (0.2%)
EUHERE 0 1 (0.9%) 0 1 (0.2%)
FEE 0 0 1 (0.3%) 1 (0.2%)
2% 0 0 1 (0.3%) 1 (0.2%)
Bl SRR 0 1 (0.9%) 0 1 (0.2%)
miks 0 0 1 (0.3%) 1 (0.2%)
SZERESD > O A 0 0 1 (0.3%) 1 (0.2%)
DAILNAEREX K 1 (03%) 0 0 0
KB RRIZ 1 (03%) 0 0 0
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(electronic 2.0)

Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
PR 2 (06%) 0 0 0
YA b AHOYA LR 1 (03%) 0 0 0
RERKEE 1 (03%) 0 0 0
Bk 2 (0.6%) 0 0 0
NILARZAERKIES 2 (06%) 0 0 0
[EFE RS 2 (06%) 0 0 0
BERD 1 (03%) 0 0 0
AR % 1 (03%) 0 0 0
EQHR 1 (03%) 0 0 0
DA ILAERE% 1 (03%) 0 0 0
wREL 2 (06%) 0 0 0
RS 1 (03%) 0 0 0
TRERE 1 (03%) 0 0 0
RFEKEL 1 (03%) 0 0 0
PR B % 1 (03%) 0 0 0
KRES L URTHBES 39 (124%) 9 (82%) 14 (4.4%) 23 (5.4%)
7 FE—TEIE % 30 (9.5%) 5 (4.5%) 5 (1.6%) 10 (2.4%)
%% 1 (03%) 0 3 (1.0%) 3 (0.7%)
f% EAE 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
RS B 0 1 (0.9%) 1 (0.3%) 2 (0.5%)
R IERzIE 0 0 1 (0.3%) 1 (0.2%)
HIBE 1 (03%) 0 1 (0.3%) 1 (0.2%)
BiRe 0 0 1 (0.3%) 1 (0.2%)
BT 0 1 (0.9%) 0 1 (0.2%)
% > FEE 1 (03%) 0 1 (0.3%) 1 (0.2%)
25T 5 EE 0 1 (0.9%) 0 1 (0.2%)
2HMRE 1 (03%) 1 (0.9%) 0 1 (0.2%)
MREZKES 0 0 1 (0.3%) 1 (0.2%)
ZOEMRE 0 0 1 (0.3%) 1 (0.2%)
EMP5 3 (1.0%) 1 (0.9%) 0 1 (0.2%)
IE 1 (03%) 0 0 0
mEZE 1 (03%) 0 0 0
B8 % 1 (03%) 0 0 0
VFEAMRERE 1 (03%) 0 0 0
BETHED 1 (03%) 0 0 0
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Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
k2> 1 (03%) 0 0 0
FIRBBUIERIG 1 (03%) 0 0 0
5 1 (03%) 0 0 0
BE 1 (03%) 0 0 0
REER 1 (03%) 0 0 0
RERE 2 (06%) 0 0 0
EBRERS 1 (03%) 0 0 0
HREREE 9 (29%) 4 (3.6%) 12 (3.8%) 16 (3.8%)
FEEES 3 (1.0%) 4 (3.6%) 10 (32%) 14 (3.3%)
1EER 1 (03%) 0 2 (0.6%) 2 (0.5%)
BEERA IR 0 0 1 (0.3%) 1 (0.2%)
R BB 0 0 1 (0.3%) 1 (0.2%)
YRR 1 (03%) 0 0 0
R R 2 (06%) 0 0 0
HRRE 1 (03%) 0 0 0
ANILRR &R R 1 (03%) 0 0 0
S EwHEE 1 (03%) 0 0 0
5 7 B IR AR 1 (03%) 0 0 0
BialESE 8 (25%) 0 6 (1.9%) 6 (1.4%)
8 AR 0 0 2 (0.6%) 2 (0.5%)
T 2 (0.6%) 0 2 (0.6%) 2 (0.5%)
Eib 3 (1.0%) 0 2 (0.6%) 2 (0.5%)
Ifn {88 st 1 (03%) 0 1 (0.3%) 1 (0.2%)
HRE 1 (03%) 0 1 (0.3%) 1 (0.2%)
LEEERE 1 (03%) O 0 0
B#% 1 (03%) 0 0 0
MEnt 1 (03%) 0 0 0
ERERIRE 8 (2.5%) 1 (0.9%) 4 (1.3%) 5 (1.2%)
FANSXUBTI/ FSURTS—HHE
n 0 0 2 (0.6%) 2 (0.5%)
TFSZUF72/ bR S—EEM 0 0 1 (0.3%) 1 (0.2%)
My L7 FUoRARFF—EEM 1 (03%) 0 1 (0.3%) 1 (0.2%)
DER TIRRIEE D 0 0 1 (0.3%) 1 (0.2%)
PP ERER BN 0 1 (0.9%) 0 1 (0.2%)
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Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
i R 2L R K SR EE SR IE N 2 (0.6%) 0 0 0
Ifn A FRE& 18 0 2 (06%) 0 0 0
it RE 1 (03%) 0 0 0
1) 2 NERERE A 1 (03%) 0 0 0
wERD 1 (03%) 0 0 0
ZNER) 1 (03%) 0 0 0
HEERRS L VEEHEBES 4 (13%) 0 4 (1.3%) 4 (0.9%)
EA g 4 (13%) 0 2 (0.6%) 2 (0.5%)
s e 0 0 1 (0.3%) 1 (0.2%)
el g 0 0 1 (0.3%) 1 (0.2%)
REREE 3 (1.0%) 2 (1.8%) 1 (0.3%) 3 (0.7%)
EHUETLILY— 3 (1.0%) 2 (1.8%) 1 (0.3%) 3 (0.7%)
REELUEREEE 0 0 3 (1.0%) 3 (0.7%)
= BB M fiE 0 0 1 (0.3%) 1 (0.2%)
KA D LME 0 0 1 (0.3%) 1 (0.2%)
BMITHE 0 0 1 (0.3%) 1 (0.2%)
FEIRER. MIERE & UHtfRIES 6 (1.9%) 1 (0.9%) 2 (0.6%) 3 (0.7%)
2R 0 0 2 (0.6%) 2 (0.5%)
3 ik 1 (03%) 1 (0.9%) 0 1 (0.2%)
i = 3 (1.0%) 0 0 0
(m) PR 1 (03%) 0 0 0
Y Rl 1 (03%) 0 0 0
AEEE 3 (1.0%) 0 2 (0.6%) 2 (0.5%)
= 1 (03%) 0 1 (0.3%) 1 (0.2%)
RER%E 0 0 1 (0.3%) 1 (0.2%)
[NEE 0 0 1 (0.3%) 1 (0.2%)
BEFRE 1 (03%) 0 0 0
3255 1 (03%) 0 0 0
Z R H 1 (03%) 0 0 0
mEEE 2 (0.6%) 0 2 (0.6%) 2 (0.5%)
R 0 0 1 (0.3%) 1 (0.2%)
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Dupilumab + TCS
Placebo + 300 mg
Primary System Organ Class TCS Q2w 300 mg QW  Combined
Preferred Term n(%) (N=315) (N=110) (N=315) (N=425)
xFTY 0 0 1 (0.3%) 1 (0.2%)
EfE 1 (03%) 0 0 0
L1/ —8& 1 (03%) 0 0 0
5E. PESLVLEEHHE 3 (1.0%) 0 1 (0.3%) 1 (0.2%)
WEIZ & BEL 0 0 1 (0.3%) 1 (0.2%)
AN 1 (03%) 0 0 0
AT 2 (06%) 0 0 0
Bit. BES L UFHHTHOHEY (BRRELV
RY—T%&L) 1 (03%) 0 1 (0.3%) 1 (0.2%)
R EFLERE 0 0 1 (0.3%) 1 (0.2%)
ALP9 43R k& 1 (03%) 0 0 0
4R L UVIERESE 0 1 (0.9%) 0 1 (0.2%)
S 0 1 (0.9%) 0 1 (0.2%)
MAES LV VNREE 4 (13%) 0 0 0
B M EK R A E 1 (03%) 0 0 0
1) >/ \EfE 2 (06%) 0 0 0
5 pER R A AE 1 (03%) 0 0 0
/MR A E 1 (03%) 0 0 0
EB L UREESE 1 (03%) 0 0 0
BEE 1 (0.3%)

TEAE=Treatment Emergent Adverse Events
MedDRA (Version 18.0) dictionary applied.

A subject who reported 2 or more TEAE with the same preferred term was counted only once for that term. A subject
who reported 2 or more TEAE with different preferred term within the same system organ class was counted only
once in that system organ class.

PGM=PRODOPS/SAR231893/OVERALL/CTD_2016_01_JPN/REPORT/PGM/ad1224 _ae_socpt_relation_s_t.sas
OUT=REPORT/OUTPUT/ad1224 ae socpt relation_s_t j_i.rtf (04AUG2016 - 12:47)

21622 RCERUVEELEEER
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SAR2MBO3-Fabivwd (RETHBZ)

F2-REAO—H - ZEERITHREMA (R668-AD-1224 BB : PMEHE. BE5HAD

Treatment Group = Dupilumab 300 mg QW + TCS

Study day “/
Patient JP or Start date/ Dur (days)/ Related Perm trt  gerigus criteria®
(Age,Sex”,Race®) Non-JP  Preferred term Stop date AF status ¢ to IP Intensity discon. [Outcomef
Non-JP B RYS &) FiindE 22007 Mot related Moderate N {UNK

Q7F.W)

o /) i 3 4L 115/7/Y Mot related Mild N IREC

B mEREmE 143713/ Y Not related Mild N /REC

mes LT FomimEyrt—+— 82/ /Y Not related Mild N IUNK

1

T EBH W 2810y Notrelated  Severe N DEA / FAT
* M=Male, F=Female. ® W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther. © Relative to first dose date. d E=Treatment-emergent.
* DEA=Death, LIF=Life-threatening, HO5=Hospitalization, INC=Disability/Incapacity, CON=Congenital anomaly/birth defect, OTH=0ther.
fREC=Recovered, SEQ=Recovered with sequele, ING=Recovering, NOT=Not recovered, FAT=Fatal, UNE=Unknown.
MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/0VERALL/CTD_2016_01_JPN/REPORT/PGM/ad1224 ae death s 1sas OUT=REPORT/OUTPUT/ad1224 ae death s 1 j_irtf (04AUG2016 - 12:43)
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SARZMBOI-FTatbivd (BETHERR)

F43-SAEMN—H - R2MHMITA KA (R668-AD-1224 58 : hHEE. B5EH5)

Treatment group = Placebo QW + TCS

Action
Patient JP or Start Date/ SAEY Related Taken
(Age[l],5ex,Race[2]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Qutcome Severity
T NonlP MERTIES 2 5y Y Y/ Not relate  Not Recovered/res  Moderate
(BTMW) 2R 24 Other Medically applicable  olved
I NonJP  ALAREHRES s Y Y/ Notrelate Dose not Recoveredres  Moderate
(29 M. W) 20 20 Other Medically changed olved
I Non-JP  RESIRM iRy Y Y/ Notrelate  Not Recoveredres  Moderate
(63.F,W) 20§ o Hospitalization applicable  olved
I Non-JP  RE# iy Y Y/ Notrelate Dose not Recoveredires  Severe
(38 M. W) 20 R+ Hospitalization changed olved
I Non-JP BRI Gy Y Y/ Notrelate Dose not Recovering/re ~ Moderate
GTMW) Ongping Hospitalization changed solving
I Non-JP  SWEE G0y Y Y/ Notrelate Drug Recoveredres  Mild
(22M,W) 20 2 Hospitalization withdrawn  olved
I Non-JP @EXH iRy Y Y/ Notrelate Drug Recoveredires  Severe
BLEW) 20§ I 20s Hospitalization iterrupted  olved
i iRy Y Y/ Notrelate Drug Recoveredires  Severe
20 22 Hospitalization interrupted  olved
I P AR sy Y Y/ Notrelate Drug Recovering/re ~ Severe
(20M.A) Ongoing Hospitalization terrupted  solving
s P =l Wi s> Y Y/ Notrelste Dosemot  Recoveredres Moderate
(49 MA) oy |1 & Hospitalization changed olved
Bsnm Wi s Y Y/ Notrelste Dosemot  Recoveredres Moderate
ol |1 oh) Hospitalization changed olved
s NonJP 7 hE—{EEM#% ey 11 SLE)RY Y/ Notrelste Dosemot  Recoveredres  Severe
(58.F,W) i 11§t Hospitalization changed olved
s NonJP iRl i e Y Y/ Notrelste Dosemot  Recoveredres Mild
GLMW) oy |1 G Hospitalization changed olved
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SARZMBOI-FTatbivd (BETHERR)

Action
Patient JP or Start Date/ SAEY Related Taken
(Age[l],Sex.Race[l]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
o e ¥ Y/ Notrelaste Dosemot  Recoveredires Mild
20 7 Hospitalization changed olved
11 ] i e Y Y/ Notrelste Dosemot  Recoveredres Moderate
v | 1 G0 Hospitalization changed olved
] Non-JP  EER Y/ Notrelate  Not Recoveredires  Moderate
Q7EWD Hospitalization applicable olved
EInE Y Y/ Mot relate Not Moderate
Hospitalization applicable
_ Non-JP FEERGE Y Y/ Notrelate Dose not BecoveredfTes  Severe
@0F.W) Hospitalization changed olved
FEkEERE Y Y/ Related Dmg Becoveredres  Moderate
Other Medically interrupted olved
I Non-JP  HEEMOHE Y Y/ Relasted  Dose not Recoveredres  Moderate
G4M.W) Hospitalization changed olved
Hieig i 5 4 1 Y Y/ Notrelate Dmg RecoveredTes  Severe
Hospitalization, interrupted olved with
Disability sequelae
I Non-JP  PURESHEIEUIE Y Y/ Notrelate Dose not Recoveredres  Moderate
QTM.W) Hospitalization changed olved with
sequelae
s NonlP MBS Y Y/ Related  Drug Recoveredires  Moderate
(27E.0) Other Medically withdrawm olved
s NonlP @it EE Y Y/ Notrelate Not Recoveredires  Moderate
(68 M. W) Hospitalization applicable  olved
_ Non-JP HEiRESE Y Y/ Notrelate Dmg BecoveredfTes  Severe
(66 M, W) Other Medically interrupted  olved
_ Non-lPF BEFEE Y Y/ Notrelate Dose not Becoveredres  Moderate
(54F. W) Other Medically changed olved
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Action
Patient JP or Start Date/ SAEY Related Taken
(Age[l],Sex.Race[l]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
NonlP  FEEHS e ¥ Y/ Notrelaste Drug Unknown Moderate
@2F.B) Ongping Other Medically withdrawn

[1] Age is calculated as an integer value indicating the mumber of full years passed since birth.
[2] W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther.
[3] If Event Date was before Day 1 (Baseline) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.

TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/OVERALL/CTD_2016_01_JPN/REPORT/PGM/ad1224 ae serious_s lsas OUT=REFORT/OUTPUT/ad1274 ae serious_s_L j inf ((4AUG2016 - 12:43)
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SARZMBOI-FTatbivd (BETHERR)

Treatment group = Dupilumab 300 mg Q2W + TCS

Patient
(Age[l],Sex.Race[l])

(23.F.W)

(50.F.W)

@IMW)

(37.M.0)

[2] W=Caucasian/White, B=Black. A=Asian/Oriental, O=0ther.

Action
JP or Start Date/ SAEY Related Taken
Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
NonJP  FE N v Y/ Notrelate Drug Recoveredires  Severe
20 01 Hospitalization interrupted  olved
FR w2y v Y/ Notrelate Drug Unknown Severe
Ongoping Hospatalization withdrawn
Non-JP P2 i 3 R R Y Y/ Notrelate Dmg RecoveredTes  Severe
Other Medically interrupted olved
Non-JP e s Y Y/ Mot relate Dose not RecoveredTes  Moderate
Hospitalization changed olved
i Y Y/ Notrelate Not Becoveredres  Moderate
Hospitalization applicable olved with
sequelae
Non-JP F E—{EE @i Y Y/ Related Dmg RecoveredTes  Severe
Hospitalization interrupted olved
[1] Age is calculated as an integer value indicating the number of full years passed since birth.
[3] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/OVERALL/CTD_2016_01_JPN/REPORT/PGM/ad1224 ae serious_s lsas OUT=REFORT/OUTPUT/ad1274 ae serious_s_L j inf (M4AUGI016 - 12:43)
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SARZMBOI-FTatbivd (BETHERR)

Treatment group = Dupilumab 300 mg QW + TCS

Action
Patient JP or Start Date/ SAEY Related Taken
(Age[l],Sex.Race[l]) Non-JP  Preferred Term Stop Date[3] TEAE? Tvpe to IMP with IMP Outcome Severity
T NonJP A MHNE 2 19y Y/ Notrelate  Not Recoveredres  Mild
44 MW) 2 -19) Other Medically applicable  olved
A 2 0y Y Y/ Notrelate Dose not Recoveredres  Mild
Emdj Other Medically changed olved
I NonJP  HEHERR 2 334y Y Y/ Notrelate Dose not Recoveredires  Severe
(49 M, W) 2 345) Hospitalization changed olved
s NonlP  [EHEE 2 80y Y Y/ Notrelate Drug Recoveredres  Mild
(33F.W) 2 24) Hospitalization interrupted  olved
I Non-JP  @EH 2 300y Y Y/ Notrelate  Not Recoveredres  Moderate
(18M.W) 2 396) Hospitalization applicable  olved
s NonJP  BBSHERBIZIE 2 114y Y Y/ Related  Drug Recoveredres  Severe
(51FW) 2 187) Other Medically withdrawn  olved with
sequelae
I Non-JP  LEBH 2 88y Y Y/ Notrelate Dose not Fatal Severe
QTF.W) zm 88) Death changed
I NonJP BIEESHES 2 1) T ¢ Y/ Relsted  Drug Recoveredres  Moderate
QOM.W) 2 5) Other Medically withdrawn  olved
s NonlP 7 hE—{tEMA#% 2 o7y Y Y/ Notrelate Not Recoveredires  Moderate
(34 M.W) 2 307) Hospitalization applicable  olved
F E—{EE @i 2 30y Y Y/ Mot relate Not RecoveredTes  Moderate
2 348) Hospitalization applicable  olved
s NonlP EF LR 2 1520 Y Y/ Notrelste Dosemot  Recoveredres Moderate
(64F.W) 2 318) Other Medically changed olved
_ Non-JPF FEEFLES 2 SEN Y Y/ Notrelate Drug Recoveredres  Moderate
(62 M. W) 2 98) Other Medically withdrawn ~ olved
[1] Age is calculated as an integer value indicating the number of full years passed since birth.
[2] W=Caucasian/White, B=Black, A=Asian/Oriental, O=Other.
[3] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDRA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR231893/0VERALL/CTD 2016 _01_JPN/REPORT/PGM/ad1224 ae serious s lsas OUT=REPORT/OUTPUT/ad1224 aze serious s | j_irf (04AUG2016 - 12:43)
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SAR231803 - Fa L= 7 (RiEFEBI)

2.16.2.3 ERER O A

s FEL
BECIZESTETEAE, 72847 +TCSHFEHT 254 % 14 (02%, 300 mg QW+ TCS §¥)
ICREL, 75 ER+TCSHTRER LK,
ERAE A DFEM A, [Module 5.3.51-6: R668-AD-1224 388 CSR 14 1§ Patient Namatives]iZ 7= L 1=,
FaEA=7+TCS HTHE shEECOMEBELETL % FRicxwT,

#nEES - R

NFE/VERI il - AN 27

#BEE T2+ 7 300mg QW+ TCS B

HEHES4 (MedDRA/J ver18.0 £43E) : FEFik

H{5# @ M35 : DEATH DUE TO CAR ACCIDENT

TEBREE L OFEEE (GRBRENEMEE) - s

Fifh, RBRIEYEMRRUGBEES O RMRE

w0l =8 P oic. BREOHE (SC) RBEMKLE, YEESARETIHMOBRBREORSE A
2= AP e (Day283) Thok, UBESNRELLEATQWRERTIFatrvT
# 300mg, B 40EIFEE L Tu e,

20l £ 5 PP (Day288) | HBREOHEHEND 9 » AL EEB LiHIC, BEICE-HEE
REESSAYEBRFICEELE, YHAEL. 9BA»CEFHECORERDIC, BBHEOHK
(EHE) ichot, EHOAFETREOEKIIZLMEL, HRITTbhirolk, BEMMECE
CETAREORABIAFECE DT,

IEBREEEMIL, ZEFR L BREORERFELTE L., FRICHT 32 0MoBEMATIE, o
BEE, SR LWREA L L TEOSEH A T,

TEEREE L OF EERICE T 5 IR EES O R BRELOREEERL,

o THifE7: TEAE
HE TEAEIZ, FabA<-7+TCSHEHTA254 P 1448 (33%, 300mgQQW+TCSEE4 4.,
QW+TCSBE1048) 12, 7F7EHR+TCSHTISAT 204 (63%) ICBBEHLE,
ERAE A DFEM A, [Module 5.3.51-6: R668-AD-1224 388 CSR 14 1§ Patient Namatives]iZ 7= L 1=,
FabtAv7+TCSHOAFABE TRESN-EEL TEAED 5 5, IFBREEEMIC LD GBRE
EORREERATETERVWEHE SR EESIT o,
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217 R668-AD-1225 (FHERH) — FrE—MERB4EEE* NS L LE-E3HENRER B
BEE5RER (BFEZECERARSEGR) — PERE
[Module 5.3.5.2-1]

2171 8%

= 44 - @1E (R668-AD-1225HE)

BBEFEEEOERND— F : RE668-AD-1225

ABOEHE -

AN OPEN-LABEL STUDY OF DUPILUMAB IN PATIENTS WITH ATOPIC DERMATITIS WHO
PARTICIPATED IN PREVIOUS DUPILUMAB CLINICAL TRIALS

TAELTIOMRABRICSEMLE7 FE—HEREBEERARLELET2ELT TOFERAR

aprgEsXaaR2ES - [IIIETEGEGEGN

EREEESME : 3168 1 RALLEODRI V-V TRUBANET S -HER

BFTICH : RAEEL

aERNARN

xhmgs. 2= a0y rroBETOF—4T. BHITRELE-B 1 BEORT £
-ERIzESLTINS,

R0 IJz—X %31

By :

FEEM :

FRE—{EE# (AD) ORABREI-ETSTaELT BEEOENE2E2HET 5.
ElRBEM :

AD DREABEIZEITLTAaELTIOBRESHOARERELTMEL . RNBS ICEET IHAME A5 A—
AEE=E—T D

aBRAE -

FEBZ . DEEHLSEEOADER L. TaELT IO BEEICSM L=, XIELE 318588 (R668-AD-1334
X | R668-AD-1416) TRI N —=v T & T oS v FLEOBTIZEYS VHLETEGL B

IZTaELRTZRUMBRBE L-LE0REMRUVEDEERET IE 3H,. SHEEHE. FERE
& (OLE) HEBTHD.

WENEECES L-BEIZIZTAELTTEHEAEE00 mgTDay 1IZETF(SC)#&5 L (RBIZ300 mg
#2E@#E, £#ATA5T2ELT IO ADDRBTORERENOEABTORSMEETH 4:HMELE

DIFE, G AMEBOBERIETTEITLELTIORBTORERSHMS 1 AMBLEI-TaELTT

#YEAE 300mg TEEL. ) . SlEHE Days v ic 300mg #EE 1@ (Qw) SCiE5LTf-. BF
I Week 4 ETEEERBEICEAEXREL. TO® 1 EHISAXREL. 2E8LBIMAXRT LI L&
Li-. B2, EFERERUVBEENADEOFREIIEE L -ERBIZTo1=.
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FTTLIEBTOTAELTIORERRIZEINT, RABTA4>OBEHE£A%®REL. Chbd
OESEAIZ, To2ELTIRESOESE (Dupilumab Naive, £fTRBTTaELT I&2BE LGl o1
BE)  BR50EE (Re-treatment, £TRBOTAELT IEILBITL. ETREBTORERSH
LCHRBETOERSHMBETOMMA 13 BME* LR SBE) . #5PHOEE (Interrupted Treatment, %
TREOTAELT IHISEBTL. £ETHREBTORRESH SR ABTORSMEE TOXMA® 6 8
LLE 13 AMLUTOEE) . RUBRS#EOEBE (Continuous Treatment, £fTHEBOTAELT TEHIS
BOL. £03BTOBRKEENSEXEBTOERSHMEETOMMA c BMERORE) THRELE. %
. SEORTBA T.BiTiinsTRBoEEE RE = h TUvELWES O 528 (Trt. Blinded in Parent
Study) L EEL 1=,

HRAELE (25E0ATO0( FERUFERATOAS FiEREDHE) HESShE-BFZE. Cho0Rik
ENESHMEUVSEENNEAT IETEBREORSE—BMIChET S &L, —FHHGPIEE
IZEBEORSZAMTIBEICRATAALEZF—DoBEATREEZ/I_LLELE. ABEORS
E-EHMICPELTULSMMLBECHEoOREERDT .

BanBEOABYMT. 2FETREIEM. RIBEOHRERTHREIASIETOEVAOMME L=,

BEY
FE : 2000 &
B3 1492 4
25 14914

EL i

Fahtg - 1491
et 14918
EPMERE - 1378 &

ENMRURBREE: FToPLTIOBBICSMLI-CEAHLZADORAEE, BHOE 1b HLIEBOBE
JondsLnzBREORBOLWVTRAM-SENLEBRBEoHARYAETHE .

BBAm
BEE
Faenwd

IR HERRRME RS X HER3E (100 mg/mL) 25 ML #FEML -T2 ELT T 200 mg20mMLAESTES5mL
A TILEFRE L. AEEEGTEEONET] (Global Amendment 2) LB 300 mg AT (SC) B#ETS
5150mgmLBED T LI NEL) o oFRE LT,

B 5i#tE - SC

AZ-AR: - BEOT2ELTIOREBT 405, XABOMBRATIE. HEARZ400mgn SCiES
[Z#< 200mg M QW SC B SAE I HABTRETIBREAR L L HARENH 1=, TOHE. F204
ARESRBTH S RE68-AD-1021 REBOT—42 45, #)E AR 600 mg @ SC #5(2# < 300 mg ® QW
SCESNEIRRBTRHTIREARLEITHAS LR EL, X ABOABRE EEF%ET
L.
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#5400 : 148 E/A~3 AR
=M - X2 U—= %0 28 B, ABRER SN 148 80 ~3 £/, BHFZEENRM 16 800

SHEHEE -
FEFEERE -

BHEERNBETOABESSTICRAL-AEESR (TEAE) ORREERURERE (BE - FL4-Y0E
®_)

FELGRIEEERE -
FELRIDEMEAIRDEEY £ L.

» ERGHEER (SAE) . RUBICEATAEHEER (AES) ORBRAERURRE (BE-F4
UOERY)

o EFXRRBICETIEMICKESENTE (IGA) RAaTFHOREZ 1 TH--BEOHSE

» HXEEFFIZE TS Eczema Area and Severity Index (EASI) -75 (EASI A2 FHETREBOA—Z 5
A ohb T5%EERY) EERL-BEORS

FIEE U FEE
FELBMREEHTADDESEE®D IGA, RUEASI &L=,
RE2$XAE, BHEMRR., A E20Y 41, LEE (ECG) RUBEKEBETHML-.

REWM (FTaELTT) Hitk (ADA) IMEASRFEBERLEERRECLIEZ TV SIS LI/ Tyt %
AULWTEH@lLf-. ADAOSHEZ, A7V —=LJRBRURZEBZTL. E5I2Cho0EET ADA
BETH - -BEICIIREEMEZT o=,

#HEtFEE
TaELTIOAD OFRFGREBHROMBMET—9E2RTHOE 1 BEORITE{T o=, CORFIZIZ,

v tA78 e A £TOLTOF—4E&0-. CORTEREEDMBEDABREHE
BEFITLE.

REEMITHAREA (SAF) 2. WThHIOBBEZRSL-2TOBELZSN. At BABRED
BESRUTOATRE, EUVICEENRLEOERIVTh SAF TRITL-,

T IEBTOTAELTTOBRERRICET VT, SAFO 4 DO RITEAERE L.

s FTaAFELTIXRES . £TR2BTTAEILT 285 LG =BE BRI £TEBTISER
HTH--BEL. F3EEE [R668-AD-1334 RE XX R668-AD-1416 RE] TRAHY ) —=45%
TS5 LEQETIZEYS FLETELI-8BE) |

« BES (B50ZAMMA 13EMELES)  ETERBOTAELTIRIGBTL. ETEEBTO
BHEESHOFEBTORSMBETOMMD 1380 (91 BM) 2LEILZBE. TaELTIDHMEE
X, COMMTRETLTWAEFASh, BRE (BRE) BW-CEMEEMICEL LB OGN,

o« 5P (ERNMA6ERMLE 138MLT)  EARBOTAELTIRIOBAL. £TEEBT
OREESHOFREBRTOREMEBETONMA 68/ (42 8/) LLE 13 EBMUTORE, £T7HE
THOEBEOERSICHEYTIHEOEN (FAE, AE - AR, #5000 . RUBAOEDDHEED
EMECEL T, COPMMGTERAIREVE—ELREEY., IREBREETAELTILNRSITHEE
LE-BE, TaELT IV EHE27TMEPREEZ (B5MI0) #BELTLLEE, ChondmM
BOBENETLILOLFESAE,
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« ES5#iE (ANt cEMEN)  ETRBOTIELIIEISBOL. ETEBTORKES
MEFBBTORSMBEETOMMA 6 EM (42 BM) REBOEE. ZOMMA c BMEETHNIL,
TaELTINEHRERTOEAPREO#RS., RUTLELTIOERERIC, EXEEFLEALE
EEREFESHEVEFBESATLS,

=, SEORITFHAT. BTNOATRBOEEESRERIATLVEVESOSSRALERL.

BENEIMOECENEZ, REFUECRESOTHOERIHIIDLT. TaELTIORTT HHE
RBICEMLE-BEICTAELTIERMBES L Z0RWEERHT I LTHS,

Aot EREME. BEY. FHE. SHEE (SD) . B/ME. PR{E. F1O5EM (Q1) . ¥3
mEaE (Q3) RUBRKETENLE. FOtohTI)—EME. BEEUNRURASTENLE. EXT
EHBEETHENM oz, EREMOFYE. RFZHTI)—ZEHOTSIERIEIARLE.

AR P REETORMEYN (KEBRTOMAY MIBEREE-FEBTOSBEOYVEEZESE+18)
FHHL:, ZBBEFELTAAY M'BRELEIS-BETR. FEBOBRBETOT— 3 2#AL
e 1AL FREFTOBRMERIENL. Kaplan-Meier B E R LTz, 1 A2 FOREFTOBMOD
RiEZE 5% EEEME L BISTR L=,

BMIZIZETORABEBEAL:-, RAEXHEELEM 1=,

AMMEOHTIV—EHMTIE, ERBZLICTAThAODRNA A -BEOREE. TOXRBIZRKA
EQGEVWEERESBELTRHL.

REEORIN

RERRUIBHIISAFOLBERUSSRAC L ICEHLE, REMOMRITT, MEShiz AE, BE
BEOFME. FEFR. A FLYS Y, RU 12FBECGITE TV TITofz. BROEREM R OFF@N
MiZ, BBREOESMEE, SEBRIETH (EOS) £TELE.

L2 Sl
e AGilolsic

FKABEWT 1587 ROBEIZAY )= %fTLy, 55 14924 (94.0%) 2XABICHEA AN, @
HAANE-BEQO 14811, ABREHEEI SORBETABEORSIZEST., SAFSERALE. TaE
LT7EBE (RTEBTI5EHEBEEL-BEL, R668-AD-1334 HEB E U R668-AD-1416 RBO R
V)= 8MM 5 OLE REBICHA A AN-8E) OBEIZE06H, £{TREBTOTaAELY TRESD
BEI0E. APMBENRATATRBTORBRENER T TR ARICHEAANT-BELIIBATH-
e ETRBTOTAELTTHRBSOBESIANSH, B AR OLERBI-EIT2ERSE (78
BTOTaE LT/ 0ORERSHIOEABTORSEMEBEF COMMA 13 BMELEL) | 4095 %R 5H
N ETRBTOTL2ELT IORERSHCEXBBTORSMEET TOMMA 6 EMLELE 13 8/LLTF).
0 BEXOLERBIET42B5#E (RTRBTOTa2EALTJOBRERSHMLEEBTORSMEE

TOMMA 6 BN & L1-.

X OLERBIZ#ETTHY . FPMBETET—ahy A 7ATHI 20| = A excneTo
T2 %AVTE 1BRORBITRREERLE, T—3hy A J7ORBAT., BBEORS, NIXEE%
SETLTW=BFILGE, -1, ABEORSEBREDOBET 138514914 (929%) T, hikLf-8
FHIZ106/1491 8 (71%) THot-, SEDE 1 BREORTRAT, RABOD Week 52 DERERTLT
WSBEL 3991491 4 (268%) . Week 100 DEREZETLTLWSBEIZ 6014915 (40%) THoT-=.
FABLYREDOREILET 141514918 (949%) T, bk L=-BEIZ 76/1491 48 (5.1%) TH-oT=.
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B RNFOER

FERTRHELOBAEEADETZT o120, BAKHAES O ALLELTE LT, HBROBE. F 1 KRE
DEBATHHZ L, ETHRICETET1ELTITORERRE (RITHBRTOT1ELTITREROHER
P, BITHRTOBREOERRESENoDHMZED) . RUKBRON—X 54/ VIZHITHREEEHNHE
DEREFIEHRMUENHS ML, BROBIEFADHRITBEREIRBLTNSEEZA NS, ED=H.
hoDBAIEAI SRR EZECRICITTIENDETH D, —H. NARDEIREHMND 1D&ELT, ADD
BEICBTSBREFOTAELRTIOAMEEZHET 2L LTHEY ., RETEE 1 REOHEFTICE
OE-HREAOKATRON-AWEDHERE. BET 5 2 DDIHEMH (KAOLEHRITHBITLIT2E
WITRBEEDEE, RUT1ELITBRS [RTHRTORRERENSXOLEHBRTORERIRET
DEEMN 13:BMZ LES] NEE) TOHRBREEDITREI LT,

BEROBRIE. R—RFA VBT REREFPHEL. RTHRBRTOT2ELT TDREN SO PETHRH
CEHLYLEL, FEENSEFEDADZHL., T2ELTITOMBRERITSMLI-C LN HLEFITHT
BT1ELITORMEDMEEZRMTEHIDTHD. EITHBRTRE LIZARE, RUETHERALDA
BRECKREOZEALHMICEAHLY AL, 2TOMIEEATHAMMNR Nz, AHMEOT 20 5. BERE
Z 16 BRULES LIz & EICBRRMGART 4 v FARAICEMNT 5 & XU 52 BRELL LIRS ki
L& ESICBRLEDHNRNETT 5 ENTR SN,

KEDEEEIZETSEASIRV IGAZEL2TCOEELRAITIER. ERICETIATEER (Thbb,
FHOEHEIMRAy—ILORTT, RUBEBEICLZEPEMERa7) . TVICAEFDE (QOL, T4
hb, REOREIZETZ7o5—bRa7) I2EVWT, BEODERLATARAE (OLERER) RU%T
HEBOMADR—RXS M4 U LREBEMICKELRENR oI, LEROHEENEMIT 5T, & 52 . Week 52
DEREFETT LI-EE (XIIEWeek 52 DT #FEL TULV=H, Week 52 RilIZARERZHIEL-EF) TD
completer 7 T. EHALARTHREIN-FIEDIERILZE[TF T oI,

R T2 TORIPEATTL1ELITOBREICL2AMMEC—EMNR SNt-, ANEOFHEIER
2. KEDEEE. FAE. XEAETOREIARNEZEFILGN oz, WHEARROEFRENVERESE
(FBHTHHTHY . AD DEED-HOHNAA NWAATOA FE [TCS] XEFHAALYZ2— VEE
E [TCl] ) ZHALEEHFFHRICEH:LGENM 1=,

ZEMDHER -

FABRDRERIT, E3HARTHWV-2RE - AEDS5. SVVAE - AETHSHT1EILY T 300mg
ZQW RIS Lz ENREUTOT7ALUA, FBHEBRTRON T2 ELT TOBRMOZ2ET O
T7AIVERBFTHAEERMITHINDTHSH, FANREL-BERSEH. BITT1ELTITRE
BELERSOBREMAEHAR TREMDNFIA—RICKELGEVIR/ESINT., TaELITBEREDE
BTHEGREMLOMERR NG EMNREINT,

KAEBBRERERT, TAELYTDERHEIIRIFT, HF-LZL2HLOBIIBESALGL -, RABEEZE
CTRELEEEEFW G-,

SAEZ 1 HULRBLE-BEEDEEIX. KEBREAKTS50%TH2-., BIREDEHEFTIE SAE £4KD
RRFEATAEILT ITRBREDOHSERALYEIN 2= BEREIZLPBEDEMTHIEL-E Z A, SAE
DBREHERDORIEE (EAR) I EMAB TR TH 21z, SAEDZLFEH 1L TOHRETH 1=,
BRELORBREFZMNEETEHRLSAEIZ 74 (05%) DEHFICHKEL, 556 2 THRERLEBRIET
BITEHNWEELEMERADEEL (SUSAR) 2 LT-, SUSARICERULI=-CNODERIL. FILIRE.
ANILRRABREE, ANLRAERES. TADA, ROF UK, MER. RUBRTHoz. CHOHDER
FVWThEARAPRREDORF R THARIEEBR LI ABRELORRBARNIEE TEAL SAE DEKEE (PT)
THEHOEFIZCEoN-1DIEEMNoT=,

BERPDRREDCKRSHIEICES>TEAEZ 1 HLUEEBR L-BFDEEIX. KaREATEN >
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(1.8%) . BREDKREHILIZE -1 TEAEDHFEHKSEE (SOC) THRELIAENEM 2-FERIF.
BPES S UVFERE (04%) . RUKRBESLVCKTHEBES (04%) THo1=, BREDCRSHIEIZE
SI-TEAE THEHBDEZFICEOoNEERIE.7 FE—MRER (L CEEERITER:0.2%) HEIEK(0.2%) .
RUKEXE (0.1%) THoT=

BMRELEICHIEIND AESI (NLRRIAIJLARKE) 2B LEEEDEAE. 2KT1.7%THY.
EHICRELEZB2EAOWVTNIZEVWTHLHRE L, AYE. REERE. XY/ IILRAED 28R
FYRBDBRENDELGBREEFEARD 1.0%I12, FFRONEVEDORENDLEGZERLIEFEAD 0.4%I2
FRL . EEOREEORRRIIREREAT09% TH2-. 7T 74 5F P —RIGIZHEEI N D AESI
X, 2K T34 (02%) DEEFIZERBE L=, CNODT7FT 745X —REFBEMOEBY T LILEX—LE
EENEON, T2aELTTDRELEDEERIIEE SN, BBUEIZHESN S AESI HNFRE SN -EFE
DEBIFEMN-T- (2K T248 [01%] ) . BBUEIZHEIN S AESI FWWThETaEIL<TEDEE
HEABEINT=, BEEDFIHFELRIEIS 18 (0.1%FKiE) OEETHEL, AREDKRSHIIZEST-,
LUERII23HZRICABEL, T2ELYTDERSELORRBRNEETERNEHIESINT, BRHIERN
BEERERVERTAICHEINIEREZXRE LZEZ IV EL T,

REXRUVEET ZEEEE. H-ICHEE L MedDRABRERX (CMQ) OLEBEBRERVOEESZR TEM
BFEIT2=ECA. CMQOEERZETIZIEEED 10.7% T, LERETIE 13.5% T L DERARE
ST, CMQOLERETIE, BBREOKREDIICESEHEEXARUVEET ZREEN 442 (0.3%)
NDEETRONz, HBEXLEETIEELERTHAHMUENVETH -7 FE—HARKERELN 14
THEINT=,

NODEERMNS, DS VA LIERBRENSEONETAELTITOZREETOT 7 A IILNERFITS
Nt=o TAELRITEIRBREESE, EELE LLIIEENORERRE. XIFAMRREED) Ry #1EME &
Hhot-, FICEMEE. RIIANLRIMKESTDY X2 EMEEHEMN 1=,

EXEREDECEZRERVORFREDFHERVPRIEF. A—RX 54 2 EBRRAKRDIE. XIEA—X
Ao DBEBBGEAEATRUNEoNBETH =, FLEB/KREER (LDH) . /MRE. RUHF
BRIKBDFIEORKHERINEHREATR oW, BITET o EEMIEEATELRKTH o=, 1FEE
BRETREANA—RIAVIZBETEIEENADERLIXRBRZBEL TR ONEZN. R—XA5A4 VIZEITHIE
BEEMSBE~NDEILS Week 8 BFRA T 158/962 & (16.4%) DEFHIZR o5thif-, LDH DEDIE. R—X
FAVICETHBENSRBRPICERLL-BEICLLIZEDTRENENH S, LDH DRELAD DEEE
EHET D ENXBTHE SN TS, TD=H, KBBRTREOoN-AD DEEEDETAH, LDH DR
DPRUBHENDEFLEEET HARMENAH DS, REBRTRoNEMII/MREBDBDE. XA—25420N
BETARPICERZBIEL-BEZBOEEAEN >FCENEITEE LTV DAIRENENH D, REIFI/NMRE
DEMEFET S ENZL. MREDED. RUZOEEN>DERPOERELITLIELTTDOR
BICEOREDETTELTVSAIREEAH S M/IMRBDTFHERRGEREE L TEEERANTH o 1=

NAZNTA 0, 2FELERORR. RIFEFAMETHRRMICEZLGELEA NG DT,
REREDHER

ADABIEM . BERERESTICHKIR L= ADA X, EVHARTHRER (AAS) DEEEERD 2.8%I
Ronf-, 84 (1.0%) DEETKABRPICHGEHG ADANLR N, 18 (0.1%) DEEFETR—RFM4 Y
[THEABRERER ST T ADA DIKfiAE B o f=, RTHBRTREICRS ShIZBREICEDL LT, B8R
FIZADANR M=% DBETHKMITIE~FEETHY . R—X 54 L&D ADA Ta WL Mkifi &R
LE=BEREWEAN S f-. PHRKEIERBBRON—R54 U TI5%DEHICR oM, ZDERDERIER
RTHARAENR onF-BE WG o1,

ADATGHEDEE LIEHDEE T SAE CARBREDHRSDILICE 51 TEAE OHIREE(CHEM /N2 —
FREONGEN-T-, FHMAARON-BEDLTE2METO T 74 ILIZEEMNGER X EAI o1,
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-, BBEPOLTIhHIDOBAT ADANR AT, RIXADA EhHRENKICARS AL HOBE L,
ADANR AL --BEOMT. AUEICEENEROHSBVIEI 1=,

&5 -

FEBTTa2ELTT300mg 2 QW BMESL- L 202 BEELENICRETHY ., TaELTTE
BHMESLI-EZ0REETOT 7ML, SVEMMESLELZOLOEEULTVSS LAVTRE
hiz, ZBBTIE, A—RAFMVITETHEBIVEL, ETRBTOT2ELTTOEREL, DM
MICEEbY G, DEENISCEEODADEHL., TaElLTJOABRABICSMLE-ZLHHLBEIC.
TAELTIRRMEBE L LEICKRECBENEAR T B oA, DRNBRT S LHRMEE
Mtz TaELTIOBRET, ADRENCERRUEER. T5ERUHRO AD DBRER, W UIT QOL
DHELLEOBEELOELEVTY FALTERNEBOHIHENERNICAoh -, KEBEEKT. 7
AELTTI00mg % QW EMBS Lz 20REMIBTETELILOTHY . EFRLOLEELF L AD
NEERAIETIAMMEOTETCHES AN EMNASNLE o=,

sssoaf 205 e

EEES4A - MedDRA ver. 180

2172 EEE O

21721 AEESR
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
Any class 426 (70.3%) 295 (77.4%) 275 (67.2%) 43 (71.7%) 613 (72.1%) 15 (42.9%) 1054 (70.7%)
RBPES K UFERAE 268 (44.2%) 238 (62.5%) 180 (44.0%) 35 (58.3%) 453 (53.3%) 6 (17.1%) 727 (48.8%)
SIREE % 106 (17.5%) 126 (33.1%) 65 (15.9%) 9 (15.0%) 200 (23.5%) 0 306 (20.5%)
ERERSE 55 (9.1%) 38 (10.0%) 35 (8.6%) 13 (21.7%) 86 (10.1%) 1 (2.9%) 142 (9.5%)
HEIR X 30 (5.0%) 26 (6.8%) 21 (5.1%) 1 (1.7%) 48 (5.6%) 0 78 (5.2%)
AEAJLRZR 12 (2.0%) 29 (7.6%) 18 (4.4%) 5 (8.3%) 52 (6.1%) 0 64 (4.3%)
[EX R 12 (2.0%) 26 (6.8%) 9 (2.2%) 0 35 (4.1%) 0 47 (3.2%)
DA IR ERERE 9 (1.5%) 19 (5.0%) 8 (2.0%) 2 (3.3%) 29 (3.4%) 0 38 (2.5%)
AVITINLIUYF 11 (1.8%) 16 (4.2%) 3 (0.7%) 0 19 (2.2%) 1 (2.9%) 31 (2.1%)
S% 12 (2.0%) 10 (2.6%) 6 (1.5%) 0 16 (1.9%) 1 (2.9%) 29 (1.9%)
Bfi~NLRR 5 (0.8%) 10 (2.6%) 12 (2.9%) 0 22 (2.6%) 1 (2.9%) 28 (1.9%)
Bl SR % 11 (1.8%) 11 (2.9%) 6 (1.5%) 0 17 (2.0%) 0 28 (1.9%)
HRAMEREER 16 (2.6%) 4 (1.0%) 5 (1.2%) 1 (1.7%) 10 (1.2%) 1 (2.9%) 27 (1.8%)
PR B % 11 (1.8%) 7 (1.8%) 7 (1.7%) 0 14 (1.6%) 0 25 (1.7%)
EAL 4 (0.7%) 14 (3.7%) 3 (0.7%) 1 (1.7%) 18 (2.1%) 0 22 (1.5%)
B a2 6 (1.0%) 6 (1.6%) 7 (1.7%) 1 (1.7%) 14 (1.6%) 1 (2.9%) 21 (1.4%)
FE R 2% 4 (0.7%) 13 (3.4%) 1 (0.2%) 0 14 (1.6%) 0 18 (1.2%)
wiRAET 6 (1.0%) 5 (1.3%) 4 (1.0%) 2 (3.3%) 11 (1.3%) 0 17 (1.1%)
MR 28 2¢ 5 (0.8%) 6 (1.6%) 4 (1.0%) 1 (1.7%) 11 (1.3%) 0 16 (1.1%)
AR Rk 2 5 (0.8%) 4 (1.0%) 2 (0.5%) 0 6 (0.7%) 0 11 (0.7%)
DAIINAEEBR 3 (0.5%) 4 (1.0%) 2 (0.5%) 0 6 (0.7%) 1 (2.9%) 10 (0.7%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
AR ERES 3 (0.5%) 2 (0.5%) 2 (0.5%) 1 (1.7%) 5 (0.6%) 1 (2.9%) 9 (0.6%)
=% 2 (0.3%) 3 (0.8%) 2 (0.5%) 2 (3.3%) 7 (0.8%) 0 9 (0.6%)
fifi % 7 (1.2%) 0 2 (0.5%) 0 2 (0.2%) 0 9 (0.6%)
Bk 5 (0.8%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 8 (0.5%)
ESlRES 5 (0.8%) 1 (0.3%) 1 (0.2%) 1 (1.7%) 3 (0.4%) 0 8 (0.5%)
FEX 2 (0.3%) 3 (0.8%) 2 (0.5%) 0 5 (0.6%) 0 7 (0.5%)
k% 2 (0.3%) 5 (1.3%) 0 0 5 (0.6%) 0 7 (0.5%)
DA L AEFEE 5 2 (0.3%) 1 (0.3%) 3 (0.7%) 0 4 (0.5%) 0 6 (0.4%)
L Y BRE MR EE % 2 (0.3%) 1 (0.3%) 3 (0.7%) 0 4 (0.5%) 0 6 (0.4%)
AR 3 (0.5%) 1 (0.3%) 0 2 (3.3%) 3 (0.4%) 0 6 (0.4%)
PEE X 3 (0.5%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 5 (0.3%)
SHIEE R 0 4 (1.0%) 1 (0.2%) 0 5 (0.6%) 0 5 (0.3%)
ZHifE 2 (0.3%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 5 (0.3%)
R 1 (0.2%) 2 (0.5%) 2 (0.5%) 0 4 (0.5%) 0 5 (0.3%)
RE- 3 (0.5%) 1 (0.3%) 0 0 1 (0.1%) 0 4 (0.3%)
&2 2 (0.3%) 0 2 (0.5%) 0 2 (0.2%) 0 4 (0.3%)
ANILR R 1 (0.2%) 3 (0.8%) 0 0 3 (0.4%) 0 4 (0.3%)
NIRRT AL R RER 3 (0.5%) 1 (0.3%) 0 0 1 (0.1%) 0 4 (0.3%)
ARERE AL R R 1 (0.2%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 4 (0.3%)
BEHBEE 3 (0.5%) 0 1 (0.2%) 0 1 (0.1%) 0 4 (0.3%)
WS 0 3 (0.8%) 1 (0.2%) 0 4 (0.5%) 0 4 (0.3%)
SRR 0 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 3 (0.2%)
SRR 2 (0.3%) 0 1 (0.2%) 0 1 (0.1%) 0 3 (0.2%)
DAIINAERER % 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
BEENR 1 (0.2%) 0 2 (0.5%) 0 2 (0.2%) 0 3 (0.2%)
AR AgR R 2 1 (0.2%) 0 2 (0.5%) 0 2 (0.2%) 0 3 (0.2%)
REERE RS 1 (0.2%) 0 2 (0.5%) 0 2 (0.2%) 0 3 (0.2%)
DA LA HE B R 0 2 (0.5%) 0 1 (1.7%) 3 (0.4%) 0 3 (0.2%)
FEERAILAR R 2 (0.3%) 0 1 (0.2%) 0 1 (0.1%) 0 3 (0.2%)
MREE % 0 3 (0.8%) 0 0 3 (0.4%) 0 3 (0.2%)
TRERSE 3 (0.5%) 0 0 0 0 0 3 (0.2%)
MERE 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
ETIR#% 2 (0.3%) 1 (0.3%) 0 0 1 (0.1%) 0 3 (0.2%)
1 B % 0 3 (0.8%) 0 0 3 (0.4%) 0 3 (0.2%)
[E3) b 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
fE R 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
DAL AR 0 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 3 (0.2%)
S ZERIE D > O A 2 (0.3%) 0 1 (0.2%) 0 1 (0.1%) 0 3 (0.2%)
=5 2 (0.3%) 0 0 0 0 0 2 (0.1%)
el 3 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
HEMHRE K 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
[E XA 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
hoOT RS 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
=Mzt iR 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
BERERE 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
BRI 3 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
R ENE 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
REMUKREER 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
S E % 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
SHPEX 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
IE B R 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
=340 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
B R 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
74 L AR E R 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
RSB R 1 (0.2%) 0 0 1 (1.7%) 1 (0.1%) 0 2 (0.1%)
REHVTHF 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
T FOBRERE 0 0 2 (0.5%) 0 2 (0.2%) 0 2 (0.1%)
7 FOBREMEIREE % 0 1 (0.3%) 0 1 (1.7%) 2 (0.2%) 0 2 (0.1%)
L oYk R 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
KT HHBRS 2 (0.3%) 0 0 0 0 0 2 (0.1%)
[ER 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
24 )L X EIREE % 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
FRE % 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
TT/ 04 IREE 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
RER 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
EAEALRAE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
R R 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
HHER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
VI OTHEERR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
R B T BB A ¢ 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
RER 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
A4 )L R AR R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
J B4 ILAEEER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
BRI 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
NS 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
HERREE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
NET A ILRBRE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
A1) Ny B —RRE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
ANILR MR E 2% 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
{5 R 2 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
VI EIHFHE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
FR /5 4 % 2 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
SRR 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
AEA>OAE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
JTUER 2% 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
L Y BRI M AL P R R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
o 5 B 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
REEEERER 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
HBE MR 2 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
BELZE® 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
IR R D 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BlBERER R 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
T FOBRE RS RRE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
HMEEERRE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BER =i 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
FR 8 2% 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
V2T OTHRER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
A )L A BR B R 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
VA ILRAEHIRES 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
DAIIRAESR K 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
NIZEEERE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
T RoERE RIS 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)

RESLUVRTHEES 88 (14.5%) 72 (18.9%) 80 (19.6%) 15 (25.0%) 167 (19.6%) 1 (2.9%) 256 (17.2%)
7 bE—MERE # 42 (6.9%) 26 (6.8%) 47 (11.5%) 7 (11.7%) 80 (9.4%) 1 (2.9%) 123 (8.2%)
HIbE 8 (1.3%) 3 (0.8%) 4 (1.0%) 1 (1.7%) 8 (0.9%) 0 16 (1.1%)
TE 4 (0.7%) 8 (2.1%) 2 (0.5%) 1 (1.7%) 11 (1.3%) 0 15 (1.0%)
Z > FEE 6 (1.0%) 6 (1.6%) 3 (0.7%) 0 9 (1.1%) 0 15 (1.0%)
EWRP 5 (0.8%) 2 (0.5%) 4 (1.0%) 2 (3.3%) 8 (0.9%) 0 13 (0.9%)
b R IS % 4 (0.7%) 5 (1.3%) 3 (0.7%) 0 8 (0.9%) 0 12 (0.8%)
B E5E 3 (0.5%) 3 (0.8%) 3 (0.7%) 1 (1.7%) 7 (0.8%) 0 10 (0.7%)
& % 2 (0.3%) 1 (0.3%) 2 (0.5%) 1 (1.7%) 4 (0.5%) 0 6 (0.4%)
B®AM 2 (0.3%) 0 3 (0.7%) 0 3 (0.4%) 0 5 (0.3%)
®% 0 2 (0.5%) 3 (0.7%) 0 5 (0.6%) 0 5 (0.3%)
HE iR R RS % 1 (0.2%) 2 (0.5%) 1 (0.2%) 1 (1.7%) 4 (0.5%) 0 5 (0.3%)
Byt A1LE 1 (0.2%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 4 (0.3%)
M #2 R & i 2 (0.3%) 2 (0.5%) 0 0 2 (0.2%) 0 4 (0.3%)
% i 1 (0.2%) 2 (0.5%) 0 1 (1.7%) 3 (0.4%) 0 4 (0.3%)
25T 5 EE 2 (0.3%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 4 (0.3%)
RERE 2 (0.3%) 0 2 (0.5%) 0 2 (0.2%) 0 4 (0.3%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
SEBREE X 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
i 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
k% 2 (0.3%) 1 (0.3%) 0 0 1 (0.1%) 0 3 (0.2%)
B R R 0 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 3 (0.2%)
KEZERE 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
VEAMBRERE 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
R IER1E 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
MRS 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
HHMtEERD 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
1% 0 1 (0.3%) 0 1 (1.7%) 2 (0.2%) 0 2 (0.1%)
e300 2 (0.3%) 0 0 0 0 0 2 (0.1%)
LHMRE 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
EEULA 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
B RE % 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
EH 10 E Hi R AE 2 (0.3%) 0 0 0 0 0 2 (0.1%)
ERMIE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
SRR R EE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
7 Rag UEBRERE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
ey 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
SEERALARD 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
I Rt 14 B2 RS 2% 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BB S & 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
ETHED 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
BEHERED 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
REERD 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
EERRER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
REEE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
BERAILE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
FRHIRE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
TR D K AE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
MR LB T 4 — 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
RIS K 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BT 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
SR BRI G 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
7R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EBHRE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
TOEMRD 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AERRIEE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
R IE K R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
REER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
RIEF R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
R IE Rk 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
AP 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
KIEERE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
TFIRES 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
EEE fERR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
O VEERD 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)

Property of the Sanofi group - strictly confidential Page 244

(electronic 2.0)



276 BARDRBOE LD
SAR231893 - Ta I~V T GEEFHEEZ)

Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
EZRERDS 1 (0.2%) 0 0 0 0 0 1 (<0.1%)

— -2 EEESLTERSHED

KR 110 (18.2%) 55 (14.4%) 46 (11.2%) 7 (11.7%) 108 (12.7%) 4 (11.4%) 222 (14.9%)
FESHERML R G 44 (7.3%) 9 (2.4%) 22 (5.4%) 6 (10.0%) 37 (4.4%) 1 (2.9%) 82 (5.5%)
ST ST ER AL AT BE 20 (3.3%) 9 (2.4%) 5 (1.2%) 0 14 (1.6%) 1 (2.9%) 35 (2.3%)
%) 14 (2.3%) 7 (1.8%) 2 (0.5%) 1 (1.7%) 10 (1.2%) 1 (2.9%) 25 (1.7%)
FE 5 (0.8%) 6 (1.6%) 3 (0.7%) 1 (1.7%) 10 (1.2%) 0 15 (1.0%)
SESTER LR S 6 (1.0%) 4 (1.0%) 2 (0.5%) 0 6 (0.7%) 0 12 (0.8%)
S SR H 2 (0.3%) 4 (1.0%) 2 (0.5%) 0 6 (0.7%) 0 8 (0.5%)
BRRk 3 (0.5%) 3 (0.8%) 2 (0.5%) 0 5 (0.6%) 0 8 (0.5%)
1AV INITUOFHRER 2 (0.3%) 4 (1.0%) 1 (0.2%) 0 5 (0.6%) 0 7 (0.5%)
| NE 3 (0.5%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 6 (0.4%)
FESTERGI A 3 (0.5%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 6 (0.4%)
TR M fE 1 (0.2%) 5 (1.3%) 0 0 5 (0.6%) 0 6 (0.4%)
FESTERLE R 5 (0.8%) 1 (0.3%) 0 0 1 (0.1%) 0 6 (0.4%)
SESTERMLZ S FERK 3 (0.5%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 6 (0.4%)
ESTERIER D 3 (0.5%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 6 (0.4%)
RiEEZE 3 (0.5%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 6 (0.4%)
EE 2 (0.3%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 5 (0.3%)
JEST BRI A G 2 (0.3%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 5 (0.3%)
JESTERL AERR 2 (0.3%) 3 (0.8%) 0 0 3 (0.4%) 0 5 (0.3%)
i 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 1 (2.9%) 3 (0.2%)
EamEiEE 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
RAE 2 (0.3%) 1 (0.3%) 0 0 1 (0.1%) 0 3 (0.2%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
RIS 1 (0.2%) 0 2 (0.5%) 0 2 (0.2%) 0 3 (0.2%)
JE O 4 Mg 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
£ 2 (0.3%) 0 0 0 0 0 2 (0.1%)
BETR 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
SESTERL R IE 2 (0.3%) 0 0 0 0 0 2 (0.1%)
&iE 2 (0.3%) 0 0 0 0 0 2 (0.1%)
RAEFERR 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
R AR A R % 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
EEMFRLUERS 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
TR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
SEFBE R AE (R B 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
HEERR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AN ER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
TESTERAL AN 1R =% 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
FESTERGIBE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EEKREEERG 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EFTiERR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
fR Bt iFiE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
[RIw 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
INGEER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)

MRREE 64 (10.6%) 69 (18.1%) 34 (8.3%) 6 (10.0%) 109 (12.8%) 1 (2.9%) 174 (11.7%)
FEEES 40 (6.6%) 42 (11.0%) 18 (4.4%) 5 (8.3%) 65 (7.6%) 1 (2.9%) 106 (7.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
FEMEHEL 6 (1.0%) 4 (1.0%) 5 (1.2%) 0 9 (1.1%) 0 15 (1.0%)
FEERE 6 (1.0%) 5 (1.3%) 2 (0.5%) 0 7 (0.8%) 0 13 (0.9%)
& FEiEE 0 4 (1.0%) 2 (0.5%) 1 (1.7%) 7 (0.8%) 0 7 (0.5%)
HRE 1 (0.2%) 1 (0.3%) 3 (0.7%) 0 4 (0.5%) 0 5 (0.3%)
oK 1 2 (0.3%) 3 (0.8%) 0 0 3 (0.4%) 0 5 (0.3%)
ZAMBUE IR B 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
TR R 2 (0.3%) 1 (0.3%) 0 0 1 (0.1%) 0 3 (0.2%)
EEEE 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
iETE 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
REME=Za—0/F— 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
KE-TRIDIKRE 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
R FAE 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
BIRRERICHESER 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
7= 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
FIREERH 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
M MRIRES 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EERE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
KREEE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
TADA 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
9% B 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
25 MRE R ERE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
MR EE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
R TTE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
I iEE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
B AN 3 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
FEAR 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BHUER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
IR EE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
L 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
g4 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
B 7 I iR R 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)

ARfEE 81 (13.4%) 47 (12.3%) 38 (9.3%) 4 (6.7%) 89 (10.5%) 0 170 (11.4%)
T UL X5 2% 32 (5.3%) 14 (3.7%) 16 (3.9%) 1 (1.7%) 31 (3.6%) 0 63 (4.2%)
ARER % 7 (1.2%) 7 (1.8%) 3 (0.7%) 1 (1.7%) 11 (1.3%) 0 18 (1.2%)
AREZIR 6 (1.0%) 4 (1.0%) 2 (0.5%) 1 (1.7%) 7 (0.8%) 0 13 (0.9%)
BR%Z S FEfE 7 (1.2%) 2 (0.5%) 2 (0.5%) 0 4 (0.5%) 0 11 (0.7%)
AR %1l 3%% 4 (0.7%) 2 (0.5%) 0 0 2 (0.2%) 0 6 (0.4%)
AR % 3 (0.5%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 6 (0.4%)
ARFE M 2 (0.3%) 3 (0.8%) 1 (0.2%) 0 4 (0.5%) 0 6 (0.4%)
T LUILEX—HAERERL 1 (0.2%) 3 (0.8%) 1 (0.2%) 0 4 (0.5%) 0 5 (0.3%)
HRE 2 (0.3%) 0 2 (0.5%) 0 2 (0.2%) 0 4 (0.3%)
falE H i 2 (0.3%) 2 (0.5%) 0 0 2 (0.2%) 0 4 (0.3%)
AR D RAE 3 (0.5%) 0 1 (0.2%) 0 1 (0.1%) 0 4 (0.3%)
2 0 1 (0.3%) 3 (0.7%) 0 4 (0.5%) 0 4 (0.3%)
7 FE—MEAKEER 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
F LB 2 (0.3%) 1 (0.3%) 0 0 1 (0.1%) 0 3 (0.2%)
IR 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
&R FE M 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
AREE S R 2 (0.3%) 0 0 0 0 0 2 (0.1%)
AR B AT Bt 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
BBRO7 LIL¥— 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
AR A 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
AR i 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
ARJE 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
AR ERAERR 0 0 2 (0.5%) 0 2 (0.2%) 0 2 (0.1%)
ARBEFHE 2 (0.3%) 0 0 0 0 0 2 (0.1%)
EMEE 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
M AR 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
RBES 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
AREE 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
RIKAE R 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
R 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
AR¥EIE 57 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
7 LILE—1HEREE % 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
HWREULA 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AENEHE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AEZET 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AREE IR 5 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
Ea&pE 5% 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BRDES 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AR B FEfa 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
AR E Y% 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
KBIKER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
rE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
JERR MR R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
=R ESE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
AREEfRE S 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
= 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
CEEENE S-S 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BEEILA 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EBEMEAER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AREKBZ IR IE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)

BIRlEE 60 (9.9%) 65 (17.1%) 38 (9.3%) 2 (3.3%) 105 (12.4%) 0 165 (11.1%)
TH#i 15 (2.5%) 14 (3.7%) 12 (2.9%) 0 26 (3.1%) 0 41 (2.7%)
Eib 10 (1.7%) 9 (2.4%) 3 (0.7%) 0 12 (1.4%) 0 22 (1.5%)
3RS 6 (1.0%) 8 (2.1%) 6 (1.5%) 0 14 (1.6%) 0 20 (1.3%)
) 3 (0.5%) 9 (2.4%) 1 (0.2%) 0 10 (1.2%) 0 13 (0.9%)
& it 3 (0.5%) 4 (1.0%) 5 (1.2%) 1 (1.7%) 10 (1.2%) 0 13 (0.9%)
i1BE 1 (0.2%) 6 (1.6%) 2 (0.5%) 0 8 (0.9%) 0 9 (0.6%)
LREEE 2 (0.3%) 3 (0.8%) 4 (1.0%) 0 7 (0.8%) 0 9 (0.6%)
SHIEFRER 3 (0.5%) 1 (0.3%) 5 (1.2%) 0 6 (0.7%) 0 9 (0.6%)
BEREYRMEEE 2 (0.3%) 5 (1.3%) 1 (0.2%) 0 6 (0.7%) 0 8 (0.5%)
THREE 3 (0.5%) 3 (0.8%) 1 (0.2%) 0 4 (0.5%) 0 7 (0.5%)
EH 1 (0.2%) 1 (0.3%) 3 (0.7%) 0 4 (0.5%) 0 5 (0.3%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
LRy 4 (0.7%) 0 0 0 0 0 4 (0.3%)
Bz 1 (0.2%) 3 (0.8%) 0 0 3 (0.4%) 0 4 (0.3%)
fE BB 1R % 0 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 3 (0.2%)
B#® 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
mp=3 2 (0.3%) 0 0 0 0 0 2 (0.1%)
w7 3 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
f % 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
WE 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
BHE 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
mn{E kit 2 (0.3%) 0 0 0 0 0 2 (0.1%)
HIANL=T 2 (0.3%) 0 0 0 0 0 2 (0.1%)
mIY= ok 11 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
HBEALZ=T 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
P E 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
BEE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AT 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
ALY S 2 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AL E R IR % 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
TI7RMORNK 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
gk 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
PN 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
b T PEE 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
BeEEI%E 0 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
BEE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BEAEE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
BRI RGE (R B 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
AEZE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
OREREER K 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BEX 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
ORED 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
SR 2% 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
SHAETMEERS 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
B f 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
HEOME B 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
EORBES 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
WOESE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
WDER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
fEANILZ=T 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)

HEERE L UVHEEHBES 53 (8.7%) 53 (13.9%) 32 (7.8%) 4 (6.7%) 89 (10.5%) 3 (8.6%) 145 (9.7%)
HilE 14 (2.3%) 19 (5.0%) 6 (1.5%) 1 (1.7%) 26 (3.1%) 1 (2.9%) 41 (2.7%)
E3EGER 8 (1.3%) 6 (1.6%) 4 (1.0%) 3 (5.0%) 13 (1.5%) 1 (2.9%) 22 (1.5%)
ALES 6 (1.0%) 6 (1.6%) 2 (0.5%) 1 (1.7%) 9 (1.1%) 0 15 (1.0%)
EE 7 (1.2%) 6 (1.6%) 1 (0.2%) 0 7 (0.8%) 0 14 (0.9%)
el 6 (1.0%) 5 (1.3%) 2 (0.5%) 0 7 (0.8%) 0 13 (0.9%)
A 1 (0.2%) 4 (1.0%) 2 (0.5%) 0 6 (0.7%) 1 (2.9%) 8 (0.5%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
FEERTE 3 (0.5%) 3 (0.8%) 2 (0.5%) 0 5 (0.6%) 0 8 (0.5%)
MmERREE 6 (1.0%) 0 0 0 0 0 6 (0.4%)
R BEEE 1 (0.2%) 2 (0.5%) 2 (0.5%) 0 4 (0.5%) 0 5 (0.3%)
g % 0 3 (0.8%) 1 (0.2%) 0 4 (0.5%) 0 4 (0.3%)
MR AR ZE 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
BRERE 2 (0.3%) 0 1 (0.2%) 0 1 (0.1%) 0 3 (0.2%)
hERE & 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
BIRE &R 0 0 2 (0.5%) 0 2 (0.2%) 0 2 (0.1%)
FAEIERR 2 (0.3%) 0 0 0 0 0 2 (0.1%)
HEREER 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
GoEr 0 0 2 (0.5%) 0 2 (0.2%) 0 2 (0.1%)
BIEHIE 2% 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
RE I % 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BRERK 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
EEBHE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
Tai74 b5 UM 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
R 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
R e E 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
B R 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
BHAET 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AhFE AR A fE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
i AE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)

Property of the Sanofi group - strictly confidential Page 253

(electronic 2.0)



276 BARDRBOE LD

SAR231893 - Ta I~V T GEEFHEEZ)

Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
38 &7 ] B ¢ 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
T8 [B1fie fh B Al i & 2% 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
L x—4 L UfEIRRE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
TR EHAE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BEHIRYGE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
RBRMAIF R IR EIRE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
A ETAE IR 3% 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
s 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
BesH 2 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
ERRRE 49 (8.1%) 38 (10.0%) 35 (8.6%) 2 (3.3%) 75 (8.8%) 1 (2.9%) 125 (8.4%)
ey L7 FoRRKRFF—
N 26 (4.3%) 18 (4.7%) 9 (2.2%) 0 27 (3.2%) 0 53 (3.6%)
FS5=ZVUFPE/ S URTT
S —EH#Em 3 (0.5%) 5 (1.3%) 4 (1.0%) 1 (1.7%) 10 (1.2%) 1 (2.9%) 14 (0.9%)
USAVE D WA
A7z 5—EH#Emn 2 (0.3%) 4 (1.0%) 2 (0.5%) 1 (1.7%) 7 (0.8%) 1 (2.9%) 10 (0.7%)
mep kY S )€Y FiEm 5 (0.8%) 1 (0.3%) 3 (0.7%) 0 4 (0.5%) 0 9 (0.6%)
PP EREREIE N 3 (0.5%) 0 3 (0.7%) 0 3 (0.4%) 0 6 (0.4%)
FERER 0 2 (0.5%) 4 (1.0%) 0 6 (0.7%) 0 6 (0.4%)
REEM 4 (0.7%) 2 (0.5%) 0 0 2 (0.2%) 0 6 (0.4%)
mea L RXTa—/)LiEm 1 (0.2%) 1 (0.3%) 1 (0.2%) 1 (1.7%) 3 (0.4%) 0 4 (0.3%)
B M Ek#5E 0 0 2 (0.5%) 1 (0.2%) 1 (1.7%) 4 (0.5%) 0 4 (0.3%)
meE Y JLE M 0 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 3 (0.2%)
mn AR 3L ER R K R EERIE N 0 2 (0.5%) 0 0 2 (0.2%) 1 (2.9%) 3 (0.2%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
I AR FRE&HE 0 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 1 (2.9%) 3 (0.2%)
SF AR ERBUR 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
FSURT7EF—ELER 2 (0.3%) 0 1 (0.2%) 0 1 (0.1%) 0 3 (0.2%)
B M ER R 2 (0.3%) 1 (0.3%) 0 0 1 (0.1%) 0 3 (0.2%)
mRy L7 FZU8Em 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
M7 Ko xEEm 0 0 1 (0.2%) 0 1 (0.1%) 1 (2.9%) 2 (0.1%)
mEESH 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
7R MRTFEVED 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
R ERE 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
E4 =2 DED 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
FRFEVILEY 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
meE7ILAYVRRT7E2—E
Ehn 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
meEYILE ViFd 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
mefFEs/nJY UG 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
meHh ) o LiEd 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
mehA 1) LiEmn 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
meF Yo LiFED 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
i A R AR RIB AR ILE 8 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
KELR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
DERQTER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
FRep T Ko #ElstE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AR E 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
RRELR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
ELLE REBEM 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
1) s SBREUR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
1) 2 XBREE N 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
T FRIMIREFER LD 0 0 0 0 0 1 (2.9%) 1 (<0.1%)
m/MREE D 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AR E M RE M 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
FRER 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
R EBGE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
RIEEERE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
FRPBIRTR TS5 —EEHS 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
KERD 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
PR & B M ERF5 14 1 (0.2%) 0 0 0 0 0 1 (<0.1%)

MR ER. WERE & UHERES 48 (7.9%) 38 (10.0%) 31 (7.6%) 4 (6.7%) 73 (8.6%) 1 (2.9%) 122 (8.2%)
0% bk 16 (2.6%) 11 (2.9%) 6 (1.5%) 1 (1.7%) 18 (2.1%) 0 34 (2.3%)
M IR EE fE 9 (1.5%) 7 (1.8%) 7 (1.7%) 0 14 (1.6%) 0 23 (1.5%)
s 1= 5 (0.8%) 7 (1.8%) 5 (1.2%) 1 (1.7%) 13 (1.5%) 0 18 (1.2%)
T LILEF—E8 % 4 (0.7%) 4 (1.0%) 5 (1.2%) 1 (1.7%) 10 (1.2%) 1 (2.9%) 15 (1.0%)
SiF 2 (0.3%) 5 (1.3%) 4 (1.0%) 0 9 (1.1%) 0 11 (0.7%)
Stim 4 (0.7%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 7 (0.5%)
S 4 (0.7%) 1 (0.3%) 0 1 (1.7%) 2 (0.2%) 0 6 (0.4%)
T 14 I ik 4 (0.7%) 0 0 0 0 0 4 (0.3%)
A AR Ay A O R i 1 B 1 (0.2%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 4 (0.3%)
12 14 FAZE 4 Mk &8 0 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 3 (0.2%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
PeF R R 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
SUES oI 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
BlSPES oM 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
Lo 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
7 LILX—1EIREE 2% 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
S[EX RIS HETTE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
ERIER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
7 1 1 e R R 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
WREEZIE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
SEIR 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
SHRER 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
SBRNIEX 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
U EIEpES 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
R AR 2% 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
fmfEsE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
S FEIEEHE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
MER R 31 53 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
NER MR AR 4T % 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
ESES-m 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
ElEE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
i 1SS 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)

BE. PESLUVLEEHHE 46 (7.6%) 39 (10.2%) 22 (5.4%) 3 (5.0%) 64 (7.5%) 1 (2.9%) 111 (7.4%)
EE e 11 (1.8%) 1 (0.3%) 4 (1.0%) 0 5 (0.6%) 0 16 (1.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
EEERIE 4 (0.7%) 2 (0.5%) 3 (0.7%) 0 5 (0.6%) 0 9 (0.6%)
115 0 5 (1.3%) 2 (0.5%) 0 7 (0.8%) 0 7 (0.5%)
K EE@E 1 (0.2%) 2 (0.5%) 3 (0.7%) 0 5 (0.6%) 0 6 (0.4%)
BRfEl 2 (0.3%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 5 (0.3%)
£ 1 (0.2%) 2 (0.5%) 2 (0.5%) 0 4 (0.5%) 0 5 (0.3%)
RIS 3 (0.5%) 1 (0.3%) 0 1 (1.7%) 2 (0.2%) 0 5 (0.3%)
AREN 2 (0.3%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 4 (0.3%)
VIZACE 2 (0.3%) 1 (0.3%) 0 1 (1.7%) 2 (0.2%) 0 4 (0.3%)
g R BMRG 0 3 (0.8%) 0 0 3 (0.4%) 0 3 (0.2%)
HEEBH 2 (0.3%) 0 1 (0.2%) 0 1 (0.1%) 0 3 (0.2%)
BREH 0 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 3 (0.2%)
B 0 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 3 (0.2%)
AR ES 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
RBEW 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
Blfs 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
B 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
g R B FIG 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
A ¥ 222 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
AEEEE 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
EEE% 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
Za5 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
EEEER 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
FEWT 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
B5 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
T 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
s 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
MNEIZK DERE 2 (0.3%) 0 0 0 0 0 2 (0.1%)
A MLREWR 1 (0.2%) 0 0 1 (1.7%) 1 (0.1%) 0 2 (0.1%)
G 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
SME 1 AE 0 1 (0.3%) 0 0 1 (0.1%) 1 (2.9%) 2 (0.1%)
G 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
£ 2 EERE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
FEE =T 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
HERRE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
ROEEMNME 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
RNEY 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
EiS 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
EFITES RIE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
F ARIEE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
TR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
b ¥ 222 12 S R B 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
WEREHHE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
A& % M FR 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
ALEE % i 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
MERERE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
hEEH 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
HERMEEIEIS 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AR—ViEES 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
TS 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
SME TR ERGE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
SMEET 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
SMSTEEEE N M 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
=k 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
mAES LV NRES 17 (2.8%) 17 (4.5%) 9 (2.2%) 4 (6.7%) 30 (3.5%) 1 (2.9%) 48 (3.2%)
PP ERERIE INSE 5 (0.8%) 2 (0.5%) 3 (0.7%) 1 (1.7%) 6 (0.7%) 0 11 (0.7%)
Al 3 (0.5%) 1 (0.3%) 4 (1.0%) 0 5 (0.6%) 0 8 (0.5%)
SR ERRAME 4 (0.7%) 1 (0.3%) 2 (0.5%) 1 (1.7%) 4 (0.5%) 0 8 (0.5%)
1) 2/ \EfE 1 (0.2%) 5 (1.3%) 0 1 (1.7%) 6 (0.7%) 0 7 (0.5%)
B MK E MJE 1 (0.2%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 1 (2.9%) 5 (0.3%)
B M ERE A iE 2 (0.3%) 0 1 (0.2%) 1 (1.7%) 2 (0.2%) 0 4 (0.3%)
1) 2 \ERR A RE 0 3 (0.8%) 1 (0.2%) 0 4 (0.5%) 0 4 (0.3%)
1) 2/ \ERIBINGE 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
faafiinkic=Yiirl 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BRZHEMm 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
IZAY: i E 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
4F BRI INSE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
/NG A E 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
RHEE 20 (3.3%) 14 (3.7%) 13 (3.2%) 0 27 (3.2%) 0 47 (3.2%)
& 7 (1.2%) 2 (0.5%) 3 (0.7%) 0 5 (0.6%) 0 12 (0.8%)
3 DR 2 (0.3%) 5 (1.3%) 4 (1.0%) 0 9 (1.1%) 0 11 (0.7%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
TERfE 4 (0.7%) 2 (0.5%) 3 (0.7%) 0 5 (0.6%) 0 9 (0.6%)
BIRES 2 (0.3%) 0 1 (0.2%) 0 1 (0.1%) 0 3 (0.2%)
LRMTIRES 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
XSO 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
ARLR 2 (0.3%) 0 0 0 0 0 2 (0.1%)
7 IL3a—)ViE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
mRE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AERMGEEEES 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
o285 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
EWELA 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
W EATR R AE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
Z R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
K[NET 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
ET 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
INZ Y FAE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BmEES 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)

mEREE 20 (3.3%) 10 (2.6%) 13 (3.2%) 2 (3.3%) 25 (2.9%) 0 45 (3.0%)
SmE 12 (2.0%) 5 (1.3%) 9 (2.2%) 0 14 (1.6%) 0 26 (1.7%)
g 1 (0.2%) 3 (0.8%) 1 (0.2%) 1 (1.7%) 5 (0.6%) 0 6 (0.4%)
H 1 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
{EfE 2 (0.3%) 0 0 0 0 0 2 (0.1%)
REMEFRIRK 1 (0.2%) 0 0 1 (1.7%) 1 (0.1%) 0 2 (0.1%)
REDERAR M0 42 fE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total

Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
ARSI e 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
FTY 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
Gl 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BmEY)—F€ 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
RS R PN fE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
R AR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
RS 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AP ERAR % 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
REREE 18 (3.0%) 11 (2.9%) 7 (1.7%) 1 (1.7%) 19 (2.2%) 1 (2.9%) 38 (2.5%)
EHMT7LILX— 6 (1.0%) 3 (0.8%) 2 (0.5%) 0 5 (0.6%) 0 11 (0.7%)
BT LILX— 3 (0.5%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 5 (0.3%)
BBAE 4 (0.7%) 0 1 (0.2%) 0 1 (0.1%) 0 5 (0.3%)
T+r743F—RIE 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
B7LILX— 2 (0.3%) 1 (0.3%) 0 0 1 (0.1%) 0 3 (0.2%)
M7 LILEY— 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
HREYMRET LILF— 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
B EAE 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
BRICHT IRE 0 0 1 (0.2%) 1 (1.7%) 2 (0.2%) 0 2 (0.1%)
ILEMET LILF— 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
EBR7LILX— 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
RET7 LIL¥X— 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
H)aA F— R 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
m & 0 0 0 0 0 1 (2.9%) 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
B BN L UFHEHETHOHE
MERBLUR)—TEED) 9 (1.5%) 16 (4.2%) 8 (2.0%) 3 (5.0%) 27 (3.2%) 0 36 (2.4%)
R EZLEEE 5 (0.8%) 8 (2.1%) 0 1 (1.7%) 9 (1.1%) 0 14 (0.9%)
HEEffarE 1 (0.2%) 1 (0.3%) 1 (0.2%) 1 (1.7%) 3 (0.4%) 0 4 (0.3%)
fERMEAILE 1 (0.2%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 4 (0.3%)
AL PS4 25 e & 0 3 (0.8%) 0 0 3 (0.4%) 0 3 (0.2%)
R IEERaRE 0 1 (0.3%) 1 (0.2%) 1 (1.7%) 3 (0.4%) 0 3 (0.2%)
FEFEBHE 0 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 3 (0.2%)
REFHEY 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
mERE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
ROXUR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
A/ YA MERB 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
EK B AAE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
REEDHEY 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
AL AR 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
RELRE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
KEBELUXEEST 11 (1.8%) 11 (2.9%) 7 (1.7%) 1 (1.7%) 19 (2.2%) 1 (2.9%) 31 (2.1%)
B rUTYEY FlnfE 2 (0.3%) 2 (0.5%) 0 1 (1.7%) 3 (0.4%) 1 (2.9%) 6 (0.4%)
HERIA 1 (0.2%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 4 (0.3%)
EAH YD LM 2 (0.3%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 4 (0.3%)
EYEN 2 (0.3%) 0 1 (0.2%) 0 1 (0.1%) 0 3 (0.2%)
=53 LAFO—)LIE 0 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 3 (0.2%)
= M 0 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 3 (0.2%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total

Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
= PR B4 I 5iE 2 (0.3%) 0 0 0 0 0 2 (0.1%)
2 BUBER IR 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
it #EREPEE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AEHOTP—VR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
= B M 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
1K i A& e 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
TR T FOELRR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
E4XVDRZ 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
EERBLUVIAEEE 11 (1.8%) 11 (2.9%) 4 (1.0%) 1 (1.7%) 16 (1.9%) 0 27 (1.8%)
R R#E 0 2 (0.5%) 0 1 (1.7%) 3 (0.4%) 0 3 (0.2%)
BETLR # 2 (0.3%) 0 0 0 0 0 2 (0.1%)
ILEERE 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
THAIARE 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
FHEE 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
FBRE 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
AV IZ - 3:: 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
I EER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
LB RAE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
ERE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
FEHEMLERERMK 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
FEIENR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
FERELE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BRLKERE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
Property of the Sanofi group - strictly confidential Page 264

(electronic 2.0)



276 BARDRBOE LD
SAR231893 - Ta I~V T GEEFHEEZ)

Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
MERE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BRIEZAHRAAE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
A#Z@% 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
RigEE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
FEFEHM 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
k3| 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
SRR fEE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
FRNER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
fE D R AE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
¥R AR 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)

EB L URKBES 10 (1.7%) 7 (1.8%) 5 (1.2%) 0 12 (1.4%) 0 22 (1.5%)
EIEREH FE L 2 (0.3%) 5 (1.3%) 2 (0.5%) 0 7 (0.8%) 0 9 (0.6%)
B 2 (0.3%) 1 (0.3%) 0 0 1 (0.1%) 0 3 (0.2%)
HIE 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
EN{RiEERa 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
ENERR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BEnEE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EERIK 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
hEBHRK 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EIEZEFL 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AN EEERIESH F LD 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
AIERES 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab
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Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
BEHLUREESE 10 (1.7%) 8 (2.1%) 3 (0.7%) 0 11 (1.3%) 0 21 (1.4%)
BEHRE 4 (0.7%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 7 (0.5%)
i pR 2 (0.3%) 3 (0.8%) 1 (0.2%) 0 4 (0.5%) 0 6 (0.4%)
EA=173 1 (0.2%) 3 (0.8%) 0 0 3 (0.4%) 0 4 (0.3%)
[REHER 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
REEHER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
B R T4 S At 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
B IR AE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
B MmERFR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
#H PR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
£ 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
E£ha 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
FFREERES 7 (1.2%) 3 (0.8%) 3 (0.7%) 0 6 (0.7%) 0 13 (0.9%)
RERRAT 2 (0.3%) 0 1 (0.2%) 0 1 (0.1%) 0 3 (0.2%)
SHEFF2 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
T7ILa—ILERFRE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
BB &L 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
2R 2% 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
=R =¥ 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BBt S o 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
YEYREFART S o i 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
EYERES 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
FFEEZE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
FEha 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
FF & fiE 1% 2% 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
T YT« BEHNmEESS 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
IDEEE 3 (0.5%) 4 (1.0%) 1 (0.2%) 1 (1.7%) 6 (0.7%) 0 9 (0.6%)
BIDAE 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
%Ak 2 (0.3%) 0 0 0 0 0 2 (0.1%)
SEAR 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
TEERR 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
aHIJovy 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
o Bk 2B 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EiE 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
=R 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
HNEHS S UVRBLE 5 (0.8%) 0 2 (0.5%) 0 2 (0.2%) 0 7 (0.5%)
WAEE 2 (0.3%) 0 0 0 0 0 2 (0.1%)
7327 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
AIRE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
Tl 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
RBRRISTHEA 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
wEE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
N7 bEE 1 (0.2%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 4 (0.3%)
KR BEIE T 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
B2 & RKER% 0 1 (0.3%) 0 1 (0.1%) 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
FR AR BR 1 RE T HE iE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
[RFE AR REE T 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
XM RiEMES LKV EGHES 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
DB R R IEE 1 (0.2%) 0 0 0 1 (<0.1%)
BR&EE 0 0 1 (0.2%) 1 (0.1%) 0 1 (<0.1%)
HiRk., EESSUVEAEHOKE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
YE YR AE R 7% 0 0 1 (0.2%) 1 (0.1%) 0 1 (<0.1%)

TEAE=Treatment Emergent Adverse Events

MedDRA (Version 18.0) dictionary applied.

A subject who reported 2 or more TEAE with the same preferred term was counted only once for that term. A subject who reported 2 or more TEAE with different preferred
term within the same system organ class was counted only once in that system organ class.

Source:
PGM=PRODOPS/SAR231893/OVERALL/CTD 2016 01 JPN/REPORT/PGM/ad1225 ae socpt s t.sas OUT=REPORT/OUTPUT/ad1225 ae socpt s t j irtf (04AUG2016 - 7:45)
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& 46 - REMN RS ERUVERER - AREFELN

BECTESHVTEAE ZRBL-EBEHR (%)

- REMBRTHRER (R668-AD-1225 5k : PRHE)

Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
Any class 165 (27.2%) 115 (30.2%) 104 (25.4%) 20 (33.3%) 239 (28.1%) 4 (11.4%) 408 (27.4%)
REES L UFERE 62 (10.2%) 67 (17.6%) 36 (8.8%) 9 (15.0%) 112 (13.2%) 1 (2.9%) 175 (11.7%)
SIREE % 14 (2.3%) 33 (8.7%) 6 (1.5%) 1 (1.7%) 40 (4.7%) 0 54 (3.6%)
RGBS 13 (2.1%) 12 (3.1%) 5 (1.2%) 6 (10.0%) 23 (2.7%) 0 36 (2.4%)
HEIR % 16 (2.6%) 10 (2.6%) 9 (2.2%) 0 19 (2.2%) 0 35 (2.3%)
[EX & 3 (0.5%) 9 (2.4%) 1 (0.2%) 0 10 (1.2%) 0 13 (0.9%)
BfiNILRR 2 (0.3%) 3 (0.8%) 7 (1.7%) 0 10 (1.2%) 0 12 (0.8%)
AVINLIUY 1 (0.2%) 4 (1.0%) 2 (0.5%) 0 6 (0.7%) 1 (2.9%) 8 (0.5%)
AEAILRR 3 (0.5%) 1 (0.3%) 4 (1.0%) 0 5 (0.6%) 0 8 (0.5%)
S% 4 (0.7%) 3 (0.8%) 1 (0.2%) 0 4 (0.5%) 0 8 (0.5%)
wHiRBED 4 (0.7%) 1 (0.3%) 1 (0.2%) 1 (1.7%) 3 (0.4%) 0 7 (0.5%)
HMHEMEER 2 (0.3%) 0 2 (0.5%) 1 (1.7%) 3 (0.4%) 0 5 (0.3%)
E@AL 0 4 (1.0%) 1 (0.2%) 0 5 (0.6%) 0 5 (0.3%)
AR %2 2 (0.3%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 4 (0.3%)
Bk 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
ANILRZERES 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
DAIILAEBEBRR 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
SHIEE R 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
FRERANIILRR 2 (0.3%) 0 0 0 0 0 2 (0.1%)
BR3¢ 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
AREPEAAI A LR R 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
Bl SR 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
B RS R 1 (0.2%) 0 0 1 (1.7%) 1 (0.1%) 0 2 (0.1%)
DA IR ESRE L 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
U A% R 5 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
SRS PR 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
e g 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AL ARG % 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
FE5 R 2% 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EZ RS 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
& 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AL AR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AR B 1% & 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
jcae) 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
B 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
HEIRE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
ANILR XRS5 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AR R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
NIRRT AL RARER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
=i 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
MREE 2% 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
SNE#x 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
SHPER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
MR B8 2¢ 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
fifi ¢ 1 (0.2%) 0 0 0 0 0 1 (<0.1%)

Property of the Sanofi group - strictly confidential Page 270

(electronic 2.0)



276 BARDRBOE LD
SAR231893 - Ta I~V T GEEFHEEZ)

Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
=340 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
IRAEMERE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BISEREI X 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
J RoBREMEIREEE % 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
T FOBRE R ERRE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BEER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
k% 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
R 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
FR B 2% 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
S ZERED > DA hE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
NIZEEERE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)

— -2 FEESLUVESEHELD

N 77 (12.7%) 31 (8.1%) 34 (8.3%) 6 (10.0%) 71 (8.4%) 3 (8.6%) 151 (10.1%)
FESHERML R G 40 (6.6%) 7 (1.8%) 21 (5.1%) 6 (10.0%) 34 (4.0%) 1 (2.9%) 75 (5.0%)
X ST ERALATBE 20 (3.3%) 9 (2.4%) 5 (1.2%) 0 14 (1.6%) 1 (2.9%) 35 (2.3%)
FESTERAIE T 6 (1.0%) 3 (0.8%) 1 (0.2%) 0 4 (0.5%) 0 10 (0.7%)
B 5 (0.8%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 1 (2.9%) 9 (0.6%)
FESTERLE B 5 (0.8%) 1 (0.3%) 0 0 1 (0.1%) 0 6 (0.4%)
SESTERGLZ S5 Rk 3 (0.5%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 6 (0.4%)
ESTERIER T 3 (0.5%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 6 (0.4%)
|\ N 2 (0.3%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 5 (0.3%)
SESTHER LIRS 2 (0.3%) 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 5 (0.3%)
JESTER L AERR 2 (0.3%) 3 (0.8%) 0 0 3 (0.4%) 0 5 (0.3%)
JESTER LA H I 2 (0.3%) 0 2 (0.5%) 0 2 (0.2%) 0 4 (0.3%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
SRS M fE 1 (0.2%) 3 (0.8%) 0 0 3 (0.4%) 0 4 (0.3%)
AUV UOFHREER 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
ST RS 1 (0.2%) 0 2 (0.5%) 0 2 (0.2%) 0 3 (0.2%)
EE 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
SESTERL i 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
SEGTERGL RIE 2 (0.3%) 0 0 0 0 0 2 (0.1%)
FE 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
TR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
BETRR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AN ER 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
FE ST AR R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
ST ER L BE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)

ARFEE 16 (2.6%) 13 (3.4%) 12 (2.9%) 1 (1.7%) 26 (3.1%) 0 42 (2.8%)
T UL 5 2% 5 (0.8%) 4 (1.0%) 4 (1.0%) 1 (1.7%) 9 (1.1%) 0 14 (0.9%)
AR B 2% 2 (0.3%) 3 (0.8%) 2 (0.5%) 0 5 (0.6%) 0 7 (0.5%)
AR%z )% 0 3 (0.8%) 2 (0.5%) 0 5 (0.6%) 0 5 (0.3%)
AR % S FEAE 3 (0.5%) 0 1 (0.2%) 0 1 (0.1%) 0 4 (0.3%)
AR % 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
AR 13 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
ARJE 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
ARFE M 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
T LUIILX—AE% 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
7 FE—EAKEER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
&= m 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
AR B AT BE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
BRAE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AR O #¢iE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
A 8 £ IR 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
ReERESE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
TR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
=0 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
RIRAE % 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
BEMAERX 1 (0.2%) 0 0 0 0 0 1 (<0.1%)

EESLURTHBES 9 (1.5%) 13 (3.4%) 11 (2.7%) 3 (5.0%) 27 (3.2%) 0 36 (2.4%)
7 FE—HRER 2 (0.3%) 1 (0.3%) 3 (0.7%) 0 4 (0.5%) 0 6 (0.4%)
% D EE 1 (0.2%) 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 4 (0.3%)
fit EAE 1 (0.2%) 0 1 (0.2%) 1 (1.7%) 2 (0.2%) 0 3 (0.2%)
AR R IS & 0 1 (0.3%) 2 (0.5%) 0 3 (0.4%) 0 3 (0.2%)
Bt 2 (0.3%) 0 1 (0.2%) 0 1 (0.1%) 0 3 (0.2%)
M #2R5% E i 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
7337 0 0 1 (0.2%) 1 (1.7%) 2 (0.2%) 0 2 (0.1%)
TE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
wiT 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
SEERALARD 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
KRIEZEE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
STERRR S % 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
ETRERR R IS 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
VFEAMRELE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
ik 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
% i 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
BERAILE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
WHIEERD 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
54T D EE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
5 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
®5 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
£H5UKRD 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EBHRD 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
fERIE RIS X 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
R & FIRR 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
Y UHERD 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)

HIERESE 17 (2.8%) 11 (2.9%) 5 (1.2%) 2 (3.3%) 18 (2.1%) 0 35 (2.3%)
GEERES 11 (1.8%) 8 (2.1%) 3 (0.7%) 2 (3.3%) 13 (1.5%) 0 24 (1.6%)
FEMHEL 3 (0.5%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 5 (0.3%)
HRE 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
R SRR 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
KEEE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
TADA 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
b5 FE R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
&R 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in

Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)

ERIKIRE 10 (1.7%) 9 (2.4%) 7 (1.7%) 0 16 (1.9%) 0 26 (1.7%)
mey L7 FoRRKRFF—
£ H#Ehn 5 (0.8%) 4 (1.0%) 1 (0.2%) 0 5 (0.6%) 0 10 (0.7%)
HFERLER 0 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 3 (0.2%)
FS5ZVUFPI/FSURTT
S —EiEm 2 (0.3%) 2 (0.1%)
SF R ER SR A 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
FARNSXUBTI/ bS5y
A7z Z—HE#Em 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
meEYILE ViFED 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
meE Y JLE M 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
meaLRXTFa—)LiEm 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
mehJ FoREtEm 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
mehh 1) LiEmn 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
I AR FRE&$E 0 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
SR ERERERIE N 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
ELLE REBEM 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
1) 27 XEREE N 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
mn/MREE D 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
R ZEBGHSE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
REEM 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
B M ER#0RE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
BIRlEE 6 (1.0%) 12 (3.1%) 3 (0.7%) 0 15 (1.8%) 0 21 (1.4%)
TH# 2 (0.3%) 2 (0.5%) 2 (0.5%) 0 4 (0.5%) 0 6 (0.4%)
Eib 2 (0.3%) 4 (1.0%) 0 0 4 (0.5%) 0 6 (0.4%)
LREERTE 1 (0.2%) 2 (0.5%) 0 0 2 (0.2%) 0 3 (0.2%)
iI=BE 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
BREFRERE 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
OO REHRK 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
TREERTE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
772 EORK 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
e 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
f& % 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
WE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
B#& 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AR 2% 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
mAEE LV VRRESE 4 (0.7%) 7 (1.8%) 3 (0.7%) 2 (3.3%) 12 (1.4%) 0 16 (1.1%)
PP ERERIE INSE 2 (0.3%) 2 (0.5%) 3 (0.7%) 1 (1.7%) 6 (0.7%) 0 8 (0.5%)
1) BRI E 0 3 (0.8%) 0 0 3 (0.4%) 0 3 (0.2%)
BF R BRI AE 2 (0.3%) 1 (0.3%) 0 0 1 (0.1%) 0 3 (0.2%)
B M ERE A0GE 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
B M ERE A iE 1 (0.2%) 0 0 1 (1.7%) 1 (0.1%) 0 2 (0.1%)
5F SR ERIE INSE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
Property of the Sanofi group - strictly confidential Page 276

(electronic 2.0)



276 BARDRBOE LD
SAR231893 - Ta I~V T GEEFHEEZ)

Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
HEERRB L UHEEHBES 2 (0.3%) 3 (0.8%) 1 (0.2%) 2 (3.3%) 6 (0.7%) 1 (2.9%) 9 (0.6%)
E3EOPES 1 (0.2%) 0 0 2 (3.3%) 2 (0.2%) 1 (2.9%) 4 (0.3%)
HibE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
EEE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
AR 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
r—J L UERE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
g % 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
B BEUS L UVHEHETBHOHLE
MERSLIUR)—TEED) 3 (0.5%) 4 (1.0%) 1 (0.2%) 0 5 (0.6%) 0 8 (0.5%)
K& 2LEERE 2 (0.3%) 2 (0.5%) 0 0 2 (0.2%) 0 4 (0.3%)
AL P4 2R e & 0 2 (0.5%) 0 0 2 (0.2%) 0 2 (0.1%)
ROXUR 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
B3 AR 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
FETFRHE 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
Rz, WEBE & VHthRES 4 (0.7%) 1 (0.3%) 3 (0.7%) 0 4 (0.5%) 0 8 (0.5%)
H IR EE fig 1 (0.2%) 0 1 (0.2%) 0 1 (0.1%) 0 2 (0.1%)
2R 0 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 2 (0.1%)
[EXREGHETTHE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
=il 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
£ 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
FLUILX—HE% 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
CLo#H 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
FRHES 0 2 (0.5%) 3 (0.7%) 0 5 (0.6%) 0 5 (0.3%)
3 D¥F 0 2 (0.5%) 1 (0.2%) 0 3 (0.4%) 0 3 (0.2%)
TERAE 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
K[AET 0 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
BE. PESLUVLEEHHE 2 (0.3%) 1 (0.3%) 0 0 1 (0.1%) 0 3 (0.2%)
ESITHE S RIS 0 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
WER S GHE 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
WEIZ &k BER 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
EERBLVIAEEE 1 (0.2%) 1 (0.3%) 1 (0.2%) 0 2 (0.2%) 0 3 (0.2%)
BHEAKRK 1 (0.2%) 0 0 0 0 0 1 (<0.1%)
FEHEMLERERMK 0 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
FRRRE 1 (0.3%) 0 0 1 (0.1%) 0 1 (<0.1%)
mEESE 2 (0.3%) 0 1 (1.7%) 1 (0.1%) 0 3 (0.2%)
= mE 2 (0.3%) 0 0 0 0 0 2 (0.1%)
R MEERAR 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
EB L UVREES 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
EERtEH FE L 1 (0.2%) 1 (0.3%) 0 0 1 (0.1%) 0 2 (0.1%)
RERES 1 (0.2%) 0 1 (0.1%) 1 (2.9%) 2 (0.1%)
1B EE 1 (0.2%) 0 1 (0.1%) 0 1 (<0.1%)
m;&fw 0 0 0 0 0 1 (2.9%) 1 (<0.1%)
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Previously Treated with Dupilumab

Dupilumab Interrupted Continuous Trt. Blinded in
Primary System Organ Class Naive Re-treatment Treatment Treatment Total Exposed Parent Study Total
Preferred Term n(%) (N=606) (N=381) (N=409) (N=60) (N=850) (N=35) (N=1491)
D EEE 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)
EiE 0 0 0 1 (1.7%) 1 (0.1%) 0 1 (<0.1%)

TEAE=Treatment Emergent Adverse Events
MedDRA (Version 18.0) dictionary applied.

A subject who reported 2 or more TEAE with the same preferred term was counted only once for that term. A subject who reported 2 or more TEAE with different preferred
term within the same system organ class was counted only once in that system organ class.

Source:
PGM=PRODOPS/SAR231893/OVERALL/CTD 2016_01 JPN/REPORT/PGM/ad1225 ae_socpt_relation_s_t.sas OUT=REPORT/OUTPUT/ad1225 ae socpt relation s_t j_i.rtf (04AUG2016 - 7:42)
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QAT22RTERUVEELEEER
o JEERFICIHTEHIORE L) oT,

Property of the Sanofi group - strictly confidential Page 280

(electronic 2.0)



2TEEAORBOELD

SARZMBOI-FTatbivd (BETHERR)

FAT-SAED—HK - R MMRITHSEA (R668-AD-1225 8 : PMEE. B5HA)
Treatment group = Dupilumab Naive
Patient / (Age,Sex,Race[1]) Action
Daose JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMF Outcome Severity
TN c:rw) NonlP ETFW# 2 9)/ Y Yi Notrelaste Drug Recovered/ Moderate
D‘llpll'l.'l.'lﬂab 200-==300 mg Q'ﬁl‘r 24'_._.42) HﬂSPi.tﬂliZlﬁﬂﬂ mtElTI.IPtEd rezolved
[ HagSAW) Non-JP %3 20 G 19y Y Y/ Notrelate Dose not Recovered/ Moderate
Dupilumab 300 mg QW 20§ 20 Hospitalization changed resolved
AiEtEEER M 2(.-.-.3 19 Y Y/ Notrelate Dose not Recovered/ Moderate
20 G2 Hospitalization changed resolved
/ (48 M.A) Non-JP  EEMRES 20 01y Y Y/ Notrelate Dose not Recovered/  Severe
' 20 2 Hospitalization changed resolved
[ RGIAY Non-lP BER 20§ 47y Y Y/ Notrelate Drug Recovering Moderate
1 Ongoping Hospitalization, interrupted /resolving
I Ot Miedicaly
/ (48 M B) Non-JP  JEilBRIEHIRE 2 R v Y/ Notrelste Dosemot  Recovered/ Moderate
i o 111§ Hospitalization changed resolved
nESHMm Ry Y Y/ Notrelate  Not Recovered/ Moderate
2(._._.2 25) Other Medically applicable resolved
L BRI oy 1 1 SILEY Y ¥/ Notrelate  Not Recovered/ Moderate
2(._._.2 95) Hospitalization applicable resolved
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Patient / (Age,Sex,Race[1]) Action
Daose JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
TN w NonJP  EE# 2 90)/ Y Y/ Notrelaste Dosemot  Recovered/ Moderate
Dupilumab 300 mg QW 2(.....2 94) Hospitalization changed resolved
B cew NonlP 7 hE—{tEMA#% 20 e Y Y/ Notrelste Dosemot  Recovered/ Severe
Dupilumab 200300 mg QW 20 Hospitalization changed resolved
[ [REERAW) Non-JP &l R0 Y Y/ Notrelate Dose not Recovered/ Moderate
Dupilumab 200-=300 mg QW 2 R0 Hospitalization changed resolved
nwise ol T 1 1 ETITE Y/ Notrelste Dosemot  Recovered/ Moderate
20 B 429 Hospitalization changed resolved
B oW Non-JP  AJLARIBER 20 2o Y Y/ Relasted  Dose not Recovering ~ Severe
Dupilumab 300 mg QW Ongoing Other Medically changed /resolving
AR R RS 200 s Y Y/ Relasted  Dosenot  Recovered/ Moderate
200 s Other Medically changed resolved
B oW NonJP  REfEX R Y Y/ Notrelate Dose not Recovered/ Moderate
Dupihimab 200300 mg QW 2 R 20 Hospitalization changed resolved
FLIL¥E—tEtRi 2(.-.-:'23?}}' Y Y/ MNotrelate Dose not Recovered/ Moderate
2 R 20 Hospitalization changed resolved
[ R NonlP @E 200 22 Y Y/ Notrelste Dosemot  Recovered/ Moderate
Dupilumab 300 mg QW 2(.-.—.2 25) Hospitalization changed resolved
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Patient / (Age,Sex,Race[1]) Action
Dose JF or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity

EEEfgiA iR 2 24y Y Y/ Notrelate  Dose not Recovered/! Moderate

20 225 Hospitalization changed resolved
| [eRAAW) Non-JP AT HEE o 11 oiml Y Y/ Notrelate Not Recovered/  Mild
Dupilumab 300 mg QW 2(....'2 69) Other Medically applicable resolved
[ ISR NonJP R kLR 2 R v Y/ Notrelste Dosemot  Recovered/ Mild
Dupilumab 300 mg QW e 11 1 ) Hospitalization changed resolved
[ [ERAY] NonJP SIS 200 97y Y Y/ Notrelate Drug Recovering ~ Severe
Dupilumab 300 mg QW Ongoing Hospitalization interrupted /resolving
| [EERTAY) NonJP  ZEWERMiSE 200 4y Y Y/ Notrelate Drug Recovered/  Severe
Dupilumab 200->300 mg QW 20 62 Hospitalization interrupted  resolved
| (AR Non-JP  #EEEIARMEAE 200 108y Y Y/ Notrelste Dosemot  Not Moderate
Dupilumab 300 mg QW Ongoing Disability changed I.I;ETHEd
I

I resolved

TRy L=l Pk = Frd 21:.-.-[2&51}.-r Y Y/ Notrelate  Dose not Recovered/! Moderate

Eﬂl-l-l?ﬂ} Hospitalization changed resolved
[ et Non-JP % 20 K- 13 Y/ Notrelate  Not Recovered/ Moderate
Dupilumab 300 mg QW 2(....._1 1) Hospitalization applicable resolved
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Patient / (Age,Sex,Race[1]) Action
Dose JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
-f{4?1F1w] Non-lP  HIF4H ECI:.IIUE}I Y Y/ Related  Dmug Recovered/ Severe
Dupilumab 300 mg QW i G Other Medically withdrawn ~ resolved
[ [RGRAY NonlP EFLEHE Ry Y Y/ Notrelste Dosemot  Recovered/ Mild
Dupilumab 300 mg QW 20 s Other Medically changed resolved
B :FB) Non-JP R YRRy Y Y/ Relasted  Dose not Recovered/  Severe
Dupilumab 300 mg QW 2(....-;.1?5} Hospitalization changed resolved
i {5 4 it 2(.-.-:'1?4}1" Y Y/ Mot relate  Dose not Becovered!  Severe
i 11 1 55 Hospitalization changed resolved
[ [ReERAY NP aRBSFHREAEE oHHE e Y Y/ Notrelate Dose not Recovered/  Severe
Dupilumab 300 mg QW 20§ 40 Hospitalization changed resolved
| [elATR)] Non-JP 508 200 K 567 Y Y/ Notrelate Dose not Moderate
Dupilumab 300 mg QW Ongping Hospitalization changed
-I{EI,M:A} Non-JF FrLE—1EEE# 2(.“4}-" Y Y/ Notrelate Dose not Recovered/ Severe
Dupilumab 300 mg QW 2(._._.}'} Hospitalization changed resolved
7 hE—{EE M 200 K3y Y Y/ Notrelate Dose not Recovered/ Severe
20 Hospitalization changed resolved
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Patient / (Age,Sex,Race[1])

Dosze

I RN

| [CIAIEY

Action
JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
NonJP  MMMEZEH 20 05y Y Y/ Notrelaste Dosemot  Recovering Mild
Dupilumab 300 mg QW Ongping Hospitalization changed /resolving
[ [REERTAY] NonlP  @EHTE 200 36 Y Y/ Notrelate Drug Not Severe
Dupilumab 300 mg QW Ongping Hospitalization withdrawn E;tm‘md
resolved
7k 200 36 Y Y/ Notrelate Drug Not Moderate
Ongoing Hospitalization withdrawn recovered
/mot
resolved
HEERE 200 K360 Y Y/ Notrelate Drug Not Severe
Ongoing Hospitalization withdrawn recovered
/mot
resolved
P HERE 200 5 Y Y/ Notrelate Dose not Recovered/  Severe
Dupilumab 300 mg QW 20 s Hospitalization changed resolved
)
[1] W=Caucazian/White, B=Black, A=Asian/Onental, O=0ther.
[2] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/0VERALL/CTD 2016 01_JPN/REPORT/PGM/ad1725 ae serious_s lsas OUT=REPORT/OUTPUT/2d1 125 ae serious_s L j irtf ((4AUGI016 - 13-15)
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Treatment group = Previously Treated with Dupilumab Be-treatment

Patient / (Age,Sex,Race[1]) Action
Daose JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
TN 2w NondP T+ I45FL—RE 2 13y Y Y/ Notrelaste Dosemot  Recovered/ Severe
Dupilumab 200-=300 mg QW 2HEERE 23 Life Threatening, changed resolved
Other Medically

[ [eRAAY NonlP  SEXHi% 2 R Y Y/ Notrelate Drug Recovered/ Moderate
Dupilumab 200-=300 mg QW 20 HEEER R 56 Hospitalization interrupted  resolved
| AR Non-JP  EmE 20 77y Y Y/ Notrelate Dose not Recovered/ Moderate
Dupilumab 200--300 mg QW ol 1 1 SED) Hospitalization changed  resolved
[ AW Non-JP  BER 20 220y Y Y/ Notrelate Dose not Recovered/ Moderate
Dupilumab 200--300 mg QW 2 Hospitalization changed  resolved
B Gorw Non-JP MM HE 200 K 108y Y Y/ Notrelate Dose not Recovered/ Moderate
Dupilumab 200--300 mg QW ol 1 1 Gk Hospitalization changed  resolved
B comw Non-JP 508 20 05y Y Y/ Notrelate Dose not Not Moderate
Dupilmmab 200300 mg QW Ongoing Hospitalization changed ;emered

not

resolved
[ [eIRTAY] NonlP o uzttmmRSs 20y Y Y/ Notrelate Drug Recovered/  Severe
Dupilumab 200-=300 mg QW i G Hospitalization, interrupted  resolved

Other Medically with
sequelae
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Patient / (Age,Sex,Race[1]) Action
Daose JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity

TN cow Non P MEAL=F 2000y Y Y/ Notrelate Drug Recovered Moderate
Dupilumab 200300 mg QW 20 o Hospitalization interrupted  resolved
B GiEw NonlP  W#HEHZ 200 15y Y Y/ Notrelate Drug Recovered/ Moderate
Dupilumab 200->300 mg QW 200 20 Hospitalization interrupted  resolved
[ [eiSAw) NonJP  MEBMESE R Y Y/ Notrelate Dose not Recovered/  Mild
Dupilumab 200->300 mg QW 2 Hospitalization changed resolved
| RGAIRW] Non-JP  {BIEMIEMEMES 200 K 58y Y Y/ Notrelate Drug Not Severe
Dupilumab 300 mg QW Ongoing Hospitalization interrupted Jrre‘;tm‘ered

I

. resolved
| HERIRY] Non-JP EEEE 20 K 76y Y Y/ Notrelate  Not Recovered/  Severe
Dupilumab 200 mg QW 2(....'2 57) Hospitalization applicable resolved
| [fesAIR) Non-JP  MEAIL=F 20 72 Y Y/ Notrelate Dose not Recovered/ Moderate
Dupilumab 200->300 mg QW 2 Hospitalization changed resolved
| [OGATAY] NonlP %% 200 254 Y Y/ Notrelste Dosemot  Recovered/ Severe
Dupilumab 200300 mg QW 2(.....2 66) Hospitalization changed resolved
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Patient / (Age,Sex,Race[1]) Action
Daose JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
TN 2w NonJP 7 hE—{EEM#% 2 1)/ Y Y/ Notrelaste Dosemot  Recovered/ Severe
Dupilumab 300 mg QW 2(....[24] Hospitalization changed resolved
[ RERRY Non-lP  EHR% 200 26 Y Y/ Notrelste Dosemot  Recovered/ Severe
Dupilumab 300 mg QW 200 2 Hospitalization changed resolved
B Gsaw Non-JP  TRiEEANE R e Y Y/ Notrelate Drug Recovered/ Moderate
Dupilumab 200300 mg QW 2(....'2 08) Hospitalization interrupted ~ resolved
[ [SERTAY] Non-JP  B@#HIRSTE oy 11 80 Y Y/ Notrelate Dose not Recovered/ Moderate
Dupilumab 200300 mg QW 2(....'2 7 Other Medically changed resolved
B oW Non-JP  B% R Y Y/ Relsted  Drug Recovered/  Mild
Dupilumab 200 mg QW 2(.....2 53) Other Medically withdrawn resolved
B G2EB) Non-JP  SEitEAMEE 20 24y Y Y/ Notrelate Drug Recovered/  Severe
Dupilumab 200->300 mg QW 20 595 Hospitalization interrupted  resolved
HE 200 515 Y Y/ Notrelate Drug Recovered/  Severe
200 s Hospitalization interrupted  resolved
JreogmenE: 20y Y Y/ Notrelate Drug Recovered/ Severe
20§ 530 Hospitalization interrupted  resolved
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Patient / (Age,Sex,Race[1]) Action
Daose JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
TN 7w NonJP  BIEEIEIEEES 2o s 3y Y Y/ Notrelaste Dosemot  Recovered/ Moderate
Dupilumab 200300 mg QW 2HEERE::3) Hospitalization changed resolved
B coEw NonlP  W#HEHZ 20§ 67 Y Y/ Notrelste Dosemot  Unknown  Mild
' Ongoing Hospitalization changed
[ EERAW) Non-lP  FrE—agE: IRz Y Y/ Notrelate Dose not Recovered/ Moderate
Dupilumab 200300 mg QW 2(....-;'301} Hospitalization changed resolved
A EHE 2(.-.-:.439}1" Y Y/ Notrelate Dose not Recovered/ Mild
20 ) Hospitalization changed resolved
B o w NonP  4jLa4 F—L2R iR Y Y/ Notrelate Drug Recovering  Moderate
Dupihmab 200=300 mg QW Ongoing Other Medically interrupted /Tesolving
B oFw Non-JP  SEUEESREHS % 20 52y Y Y/ Notrelate  Not Recovered/ Moderate
Dupilumab 200->300 mg QW 20§ s Hospitalization applicable  resolved
| AR Non-JP  TAHA 20 26 Y Y/ Relsted  Drug Recovered/  Severe
Dupilumab 200 mg QW 2(._._.2 6) Hospitalization withdrawn resolved
[ AR NonJP  [EBR{tHANE 200 203y Y Y/ Notrelste Dosemot  Recovered/ Moderate
Dupilumab 200300 mg QW 2(.....441} Hospitalization changed resolved
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Patient / (Age,Sex,Race[1]) Action

Dose JP or Start Date/ SAEY Related Taken

(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
TN s T T I B, | | Bl Y Y/ Notrelate Drug Recovered/ Severe

Dupilumab 200-=300 mg QW 113 20 78 Hospitalization withdrawn  resolved
_

[1] W=Caucasian/White, B=Black. A=Asian/Oriental, O=0ther.

[2] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.

TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.

Source:

PGM=PRODOPS/SAR?31893/OVERALL/CTD_2016_01_JPN/REPORT/PGM/ad1225_ae serious_s lsas OUT=REFORT/OUTPUT/ad1225_ae serious_s_L j inf ((4AUG2016 - 13:15)
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Treatment group = Previously Treated with Dupilumab Interrupted Treatment

Patient / (Age,Sex,Race[1]) Action
Daose JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
l RS NonJP BB RAEEM 2 315) Y Y/ Notrelate Drug Recovered/ Severe
Dupilumab 200-=300 mg QW 20 HE: 18 Hospitalization interrupted  resolved
B s0E) Non-JP  BITriesE 200 53y Y Y/ Related  Drug Recovering ~ Severe
i Ongping Other Medically withdrawn  /resolving
B oW Non-JP  EmitETRE 200 K 667 Y Y/ Notrelate Drug Recovered/ Moderate
Dupilumab 300 mg QW 20 Hospitalization interrupted  resolved
B GoEB) Non-JP  TRiEEANE 20 3 Y Y/ Notrelate Drug Recovered/  Severe
D‘llpll'l.'l.'lﬂab 200-==300 mg Q'ﬁl‘r 24'_._'2 Sﬂ} HﬂSPi.tﬂliZlﬁﬂﬂ lﬂtEITI.IPtEd rezolved
B G2rw Non-JP  EEfE 200 K 68y Y Y/ Notrelate Dose not Recovered/  Severe
Dupilumab 300 mg QW 20 5 Hospitalization changed resolved
Non-JP  mitiEiEE 200 K35y Y Y/ Notrelate Dose not Recovered/ Moderate
20 4+ Hospitalization changed If?'t‘]:ll"‘f-'d
Wl
sequelae
Non-lP MR 200 2 Y Y/ Notrelste Dosemot  Recovered/ Mild
oy | 1 5l Hospitalization changed resolved
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Patient / (Age,Sex,Race[1])

Dosze

l RS

B oFB)

[ [eiSAw)

[ R

[ [elEAY

Action

JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity

NonJP  EkBAE 20 Y Y/ Notrelaste Drug Not Severe

Ongping Other Medically withdrawn ;f;tm‘ﬁed
I
resolved

[ gAY NonlP A4 HiAR 20§ s Y Y/ Notrelste Dosemot  Recovered/ Mild
Dupilumab 300 mg QW 20 00 Other Medically changed resolved

Non-lP  k30% 200 K 02y Y Y/ Notrelate Dose not Recovered/  Severe
Dupilumab 300 mg QW 20 0o Hospitalization changed resolved
B covw Non-JP  TRiEEANE 200 K 108y Y Y/ Notrelate Drug Recovered/  Severe
Dupilumab 300 mg QW 20§ 10 Hospitalization interrupted  resolved

NonJP  FEAME YRRy v Y/ Notrelate Dose not Recovered/  Severe
Dupilumab 300 mg QW oy 11 1 ED) Hospitalization changed resolved

Non-JP  IREMEEGES 200 K 28y Y Y/ Notrelate Dose not Recovered/  Mild
Dupilumab 300 mg QW 20 52 Hospitalization changed resolved

NonlP REHE 20§ 7 Y Y/ Notrelste Dosemot  Recovered/ Severe
Dupilumab 300 mg QW 20 75 Hospitalization changed resolved
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Patient / (Age,Sex,Race[1]) Action
Daose JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
TN 2w NonlP  FETAGE 202 Y Y/ Notrelate Drug Recovered/ Severe
Dupilumab 300 mg QW 20 3 Hospitalization interrupted  resolved
[ RGRIAY] Non-lP  JEiBEiEHeE 20§ 0 Y Y/ Notrelste Dosemot  Recovered/ Moderate
Dupilumab 300 mg QW 20 3 Hospitalization changed resolved
B G2rw Non-JP  REEH 200 s Y Y/ Notrelate Drug Recovered/  Severe
Dupilumab 300 mg QW 2 Hospitalization interrupted  resolved
B osaw Non-JP kiR 20 K 0y Y Y/ Notrelate Dose not Recovered/  Severe
Dupilumab 300 mg QW oy 1 1 §E) Hospitalization changed resolved
[ [KeXAYEN Non-JP  &WMT LIL¥— 200 2 Y Y/ Notrelate Dose not Recovered/ Moderate
Dupilumab 300 mg QW 20 s Other Medically changed resolved
[1] W=Caucasian/White, B=Black, A=Asian/Oriental, 0=Other.
[2] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
Source:
PGM=FRODOPS/SAR?31893/0VERALL/CTD 2016 _01_JPN/REPORT/PGM/ad1225_ae_serious s lsas OUT=REPORT/OUTPUT/ad1225 ae serious_s 1 j irtf (M4AUG2016 - 13:15)
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Treatment group = Previously Treated with Dupilumab Continnous Treatment

Patient / (Age,Sex,Race[1])
Dose JP or
(ID in Pre AD Study)

TN «rw

Dupilomab 300 mg QW

[1] W=Caucasian/White, B=Black. A=Asian/Oriental, O=0ther.

Source:

Action
Start Date/ SAEY Related Taken
Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
Non-JP P2 i 3 R R 2 100 Y Y/ Mot relate Dose not Recovered’ Moderate
2(._._[24) Other Medically changed resolved
[2] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/OVERALL/CTD_2016_01_JPN/REPORT/PGM/ad1225_ae serious_s lsas OUT=REFORT/OUTPUT/ad1225_ae serious_s_L j inf ((4AUG2016 - 13:15)
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Treatment group = Trt. Blinded in Parent Study

Patient / (Age,Sex,Race[1]) Action
Dose JP or Start Date/ SAEY Related Taken
(ID in Pre AD Study) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Outcome Severity
TN cors NonJP  MiA# 2 18)/ Y Y/ Related  Drug Recovered Moderate
Dupilumab 300 mg QW 20 D Hospitalization withdrawn  resolved
[1] W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther.
[2] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=FRODOPS/5AR231 853/ OVERALL/CTD_2016_01_JPN/FEPORT/PGM/adl225_ae_senous_s_lsas OUT=REPORT/OUTPFUT/adl225_ae senous_s_l j_irtf ((4AUG2016 - 13:15)
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2.17.2.3 [ERFEHI D FHH

o HE/: TEAE
/2 TEAE X, 7T 2 BN~ T REGHET606 4H 254 (4.1%) 12, BERG 22T 850 44 H
4840 (5.6%. FGRE28 4, G-HWHE 194, BEAMRGRE 1 40) 12, AT BR CORBRIEN G T
TARIBBRICHAANT-ZBETISAT 14 (2.9%) IZHBE L,
EBIREF D FEM A . [Module 5.3.5.2-1: R668-AD-1225 5% CSR 14 H Patient Narratives](Z7~ L 7=,
HARNBE Tl SN 7-HER TEAE D 5 b, IRBRE(EERMIC L 0 IGBEE & ORRBMRN G ETE
RV EHE SN T FHRIT e o T,
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SAR231803 - Fa L= 7 (RiEFEBI)

218 ACT11457 (BE&H) — REESETHS L L-FHE 28158
[Module 5.3.5.4-1]

2181 =

% 48 - BE (ACT11457 HE)

EBEEHERORII— F - ACT11457

ABROEH -

A randomized, double-blind, placebo-controlled, parallel group study to assess the efficacy, safety, and
tolerability of SAR231893/REGNE68 administered subcutaneously (SC) once weekly for 12 weeks in
patients with persistent moderate to severe eosinophilic asthma who are partially controlled/uncontrolled by
inhaled corticosteroid (ICS) plus long-acting beta, agonist (LABA) therapy

BARTOA FE (ICS) RURKM{EME . WME (LABA) METIY FO—LF+H /avba—
FREOPEEFREICEFERREOTRREMEBEE £3& & L1 SAR231893,7REGNG68 & 1 [E 12
BMET (SC) B50HEME. Rett. RUBEMREZFMEI S5 74k, —ETFR. TS5 0RAR, &
fTEEREER

BB ER
Coordinating Investigator: Dr Sally Wenzel, University of Pittsburgh

ABREEEMME - 28188 CRE. 1 2UENS VY L h-RiEERMEYN)

SFTICH :

Wenzel S, Ford L, Peariman D, Spector S, Sher L, Skobieranda F, et al. Dupilumab in persistent asthma with
elevated eosinophil levels. N Engl J Med. 2013;368(26):2455-66.

HERNARA -
BoogE0#ALE 201 E3A 8
peogsoxTA: 20126 10A |8

B0 I2xz—X-%E2a#8

By :
FEEM :

hEEHEEH CEFHRROTERMMERE X &(- SAR231893.7REGNG6S (Fa v ) #1
E128MSCESOMBHENRBROELVI-HTIEINE IS5 EREEERFTS.

sl XER/ -

o HEEHRE, CEEFREOHEBREEEBBREEHRICTaAELTIA 1B 12EAMSCEENRS
HRUBEHETET 5.

o HEEHRE, CEEFREOHEBREEEBBREEHRICTaAELTTA 1B 12;8MSCES5EOM
BPTFLELTTREZHGET .

BBAE: SUALE. ZEER. J50RHR. AiTHM
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BEREFFTEEOMA 21— F : ACT11457

BEY

FE : mAHI 130 %4
TS LE 104 &
®’E 1042

ST

B 104 4
e 1044

MR UGEREE

TEEmEHA K542 (GINA) 2009 IZED= 12 p AU EOHGEHHEB L EMICEEEnt- 18~65
BDEET, UTOEEZICEODVWTKERENITRIKETHS EEZ D, WED ICS/LABA HtHEET
Oy rO—ILF+ARiFay FO—ILFBETHD.

o TJIFHYI/HIATA—ILEREE (K5435 —k A% [DPI] 8%l : 250,750 uyg 1 B 2 [#%
5 [BID] XI£500-50 ugBID# L (FEEEZEXWASF [MDI] &#| : 230742 pg BID X (% 460
42 ugBID) . 7TV = KR/RILETE—ILERAEE (16079 pg BID X (& 32079 ug BID) . XIFE
ARV RIVETO—)LEEREE (200710 ug BID X3 400710 ugBID) O WLWFhhE—FEHAET
RO9Y—=V TR A AUERELTWSES,

o RHVY—Z UL HRMB O M FEEERA 300 cells./uL Ll b RIFEE P IFEERA 3% LU LEDEE (REID
RO —Z VT EO M IFEEEREAY 200~299 cells./pL D EF (L. 300 cells.” L UL L DIFEEERE#E(C
BT HAREEAH S -OEBMOMBRFHEEMA 1 BIXHFETEIND) .

o RYY—Z=UJBEEIC Juniper DIGEDERICEET ST 47—+ (5IEBMR) (ACQ-5) Xa7h 158
LE30UTDESE,

o RV VU—ZUT7HMH GEHORAENS HEESMHE) KU FLEOHORADARE (IMP) 5w
GERIOEED > bEEE) O 1E (FEV,) NFAEEED 50%LLEDEE,

o RUN—Z=VJHRHROYILTZE—IL CKE—H&4 : albuterol) 200 ug~400 ug (2~4 | A) &5
%D FEV,1212% KRV 200 ML LA LD A[HEHAROH 5NDEE GRIOAEDS braE) . XU —
ZUTRIM12 h AUARICAREIZERT SR EMHARORELAHIEE. IRV —=VTR112 £
BURIZAY ) EREGHY (FEV, M 20%ETI 5 FE TORBEEE [PD20] A AH 1) > 8mgAT)
FRTREABEDORENHSEE,

o RVV—ZUTHI2HELRIZUTOEROVIAMNEZAT SMEEEN 1 AU ELEH - -EHE,
-HRERELRICEKYVE2E EORV/RIFFERED) X704 FEZ 1RUEERE
-EREIZK S ARIIHENKZZ

BEGARE
BERE . TaAEITIRIERIET S TSR
FIZ -

ERT1EILT T 150 mg/mL SCAESRIEZ.5MLAS RN ZILTRES N, Z&/81 7ZILIZIE1[E2 mL
#IRETEHEHFHRLATEINTINS,

BRI RE. BATEELESMLAS AN 7ILTRESNT,
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HBEBHEROBUI— F - ACT11457

EE5#ER : 5C

AR :

FaEMLTT (300mg) X, REEMEEAT 12:8ME8 1 @M-SCES LT,
75 HRiE, REEMBEET 12:8ME:8 1 @I SCHELT-.

K785 Faenvd I 75+

ABRELISOER
iR

BEE, ABRWAMPLECE LT, YIILF 5 E—)LRIE levosalbutamol (E—#B : levalbuterol) D E

Fazrao7LhmER MDI Z#REAREL LTEREET LI EANTE L, EXEHTENMMN (BUO
4:8M) FINFhAVL YA TFO—LEARE. TOEROEFAFERNM (Week4 o @ENTT
TLET) BIALFHYY (Ba@mE) 85U, XKEBEANMICIT Y= F A RLETO—ILGEA
#% (16079 pg BID X% 32079 pg BID) XIFEA 4V 2 FRILETO—/LEGiEAME (200710 pg BID

X% 40010 pgBID) #{|ELTWVEBETIE. SUFLERBICILFH I o YA To—LARE
ISHUEASEELE.

w5

#BOMA (H)L7T2E—)L. levosalbutamol, ZILFh YV HILATFO—I#AEE. RUILFHIT
HERE)

HE :
HIL T A2 ET—ILRIE levosalbutamol : HEIZHELTES.,

BEXREMTEMM: JLFHV YL ATO—)LEEARE (DPI &M : 25050 pg BID X% 50050 pg
BID #& L < I% MDI 8#l : 230,742 pg BID X3 460742 pg BID) £S5 4 LIEOGBH S Week 4 TS
L.

EFAMEARNM - JFH Vo BEAEE (DPIEHF - 250 pg BID X i 500 pg BID., #F L < & MDI #5#
220 pg BID XIZ 440 pug BID) % Week 4 i1 5 Week 6, FO#(ZBIz#H 50%HB L. BHENRTTLHET
B5LT.

Ry FES  ABREEE X IMP LM OEFEZRE L TULELS, RHEICEIFELLEL,

£50 : 1280
EREIARA - 22 808

SHilEE -

Faot -

FTEF@EES -

LFOLWTFhNCERLYTIMEMELXRBAL-BEORHE

« BAOE—%970— (PEF) H2BERTA—RAS54 055 30%LLERED. RiF

o HILTEE—ILRIL levosalbutamol [Z & HRIEEME (R—RA T4 EHELT) 24 6 MALL
toREHRTEM X

o BBEYAESOHMTLTNSELZMBEL :
-2 #@#ORUXNIZELD) AF04 FERS, XiT

Property of the Sanofi group - strictly confidential Page 299

(electronic 2.0)



276 BELADHEDE LD
SAR231893 - T2 EIY T GEGFHEEZ)

BEREFFTEEOMA 21— F : ACT11457

-ICS MRBRPILRTD R AES 4 FLUEITEMN, XI(T
- ABz

BIRETHMEIEE -

o EAMPEFA2 BEHZTA—RXS A4 M5 30%UERDIZMAZ T, YILT A E—ILXIE levosalbutamol
K BHEEREN (R—XASAVEEBELT) 24BRHIC6RALIL 2 BEHKTEMICZLT HESH
BEZRZHRELE-E2FDIES

o FEViODR—RSA4Uh5 Week 12 FTOELEBERUR—RSA UM LERREETOELE

o HRUYIDPEFDR—RSA UhidbWeek 12FTDELERUR—RSA VA LEERETHELE
e ACQ5RAFDR—RSAUhHibWeek 12 EFTDEILERVUR—RSA UHHLEERETHOELLE
o BIZFEICEET AIHBEERME (SNOT-22) RAFZDR—R 54 Uhib Week 12 ETODLEILE

o HRUVYDHMEERIRI7. HUVIZKEEENDR—IXSA4 UMD Week 12 ETOLEILERUA—RS
1A UMb EERETHDEILE

o JEREBEFRMDI=-HDHIL TR E—ILXIE levosalbutamol DIRAZ " HDOAR—ZXS5 4 o5 Week 12 E T
DEILERUA—RASA UNLEERETOEILLE

Zett
o BAICLIYBEINLNTEARIELEMLIVEDOON-FEER (AE)
o NAZILYALY
o HBKFIR
DER (ECG)
FRRRE
mEMIE (ADA)
7
m;
HE

BREIOITY Y (IgE) . MEREMIGE (77 T47 F—7° [ THEx2 -3,
Tyrosine-Lysine-Leucine-40 (YKL-40) . MIBR B OEMEALHIE 7 EH 4 > (TARC) . MOARREEMY >
INERFTERF (TSLP) . AARREMIIE (CEA)

o BREMAZ UNYESTADMBRE

o UAREE (RNA) FAD£ Mk

o T/ LEBETHXIKRKE (DNA) B&iEx (EE)

o FRIBZPIFHIKRVFHRLEVITERMST (—BOERKETEEDES)
s MR—EBRILERRE

o IMAPIFERIREL

Vs

s

]
i o

RT1ELRTRERVENEE (PK) 5 A—4

e
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BEREFFTEEOMA 21— F : ACT11457

EYBE RN ERABREOERREMEUVSTAE

mEPHEET 1 ELT ITREDEERVIMEFRT 2 ELY TRADBERAOMZERAEEZ, ETHEE
M5 Day 1, dT(C Week 1, 4, 6, 8, 10, 11 RV 12 (RIFBHAIRE R IEDIGEIZIXATEELR Y EPH
[Z) . HMIZ Week 18 U Week 20 (%51%) ITIREIL. 18 BMEETIX, Day 82, 92, 99, 106 R U
113 DEBRFESRITEMRAEAZERLT=,

NAFI—D—DIAOMERKET, RV -V JBRU Day 1, #ikc Week 1, 4, 8 RU 12 (X[
BEArhIE RBER) (CHRERL 1=,

MEtFi% -

HEEELXRRL-BEEDOAESDOIERNTIE., ToaEILTTREZTSERELLETZ-HIZACAT
4V EBETILERW:, REERUVEBIREF (LIFI0 ICS/LABA ftRBEEZODRAE) #ETILICEDT=,

FEBFE. S LESHGABRE(MP) 7 1 B ERE S W -2 TOEE %S modified intent-to-treat
(mITT) EAICEDEERE Lz, TEBNERRTIHICBIAA ZEREL ALV,

mMEBEETORREIE. AJSVIVBREZRVTEMLEL, EEMERERERBLE-EEOIEE. £E
FHMBEE LU L-ERETEMTLIz, ChodIEH. RU SNOT-22 2R < BIRAMMTEEE TIX. X—
RS54 U bDEEZF Mixed-effect model with repeated measures (MMRM) EZ#RAWWTEH L=, &
BEHELTR—RFA UMb Week 12 ETOELLEZ. RE5H. BAIRETF. Eix. H5H-KROXEF
A. R—XSA4 V. RUR—X A V-KZOXEEADER (BEMR) #ETIICEDIz, R—XF
Ao Week 12 FETOELE TIE HHLROMAZMHE LZORENRETILOSEH L2, SNOT-22
DR—RFA DML DEILEF. £7FBHDHT (ANCOVA) ETILERWTHEMR LT,

AE, BRRRIREBE/NT A —2 . "M 2 )ILY A2, ECCRUSHMRZETCREUERII. BBHHAELZAHNT
g%’g l/T:o

4
EMDHEY

mMTTEFRUVREHBANRERIIETOS VA LIESINE-EF 1048 (T5ERES2Z2RUVTaEL
TITHES28) THof=. 4B IFIHBRERTHET. 248017 RBIETTSEARETH =, hIE. —EBIE.
EBENGEEELZHRE L-SSXARERAEZETCREPLETEI LTV RO TH S, AOMEHE.
R—ZRSA U4%MHE., RWEREICEET 2HMHIXRSHBTEULTW:z, TaELI THTIETEHEHMN
PHELS, ERNZY I RODBEDEIENEMI o 1=,

AMEDHER

FEIMEENHREEEZHRIE L-EEDINATIX. TS5 ERE(44.2%) LB LTTaEILT T (5.8%)
THREDRIZH 87%DEXMMBELARD dht-, 4 v XLk(F 0.077 TH-o 1= (p<0.0001) , MEEEDHR
BLIZHTETELITOEMEICOVTIE, REFLEBFEDY T IL—TIEHMIThHof=. THbhb.
BEREY T IL—TICHELRXBEERIEIR OGN 1=,
T5RBICHLTTLELITHNMEBELIEELE (ZEMHAEEL) L. FEV, (p=0.0009) EUEH®D
PEF (p=0.0051) THIE L-FhtaE/NS A —4  HIC ACQ-5ERR AT (p=0.0011) RUHILTEE
—JLOER (p<0.0001) THLR BN, YD PEF (p=0.0567) R UKRMEEE (p=0.0518) TIIHENER
NELNT-, MEMICEELRE (ZEMHFBEL) (I SNOT-22 Ra7THRonfz (p=0.0027) ,
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N Baseline Mean N Least-Squared Difference vs P
(SD) Mean Change (SE) Placebo value

FEV, (L)

Placebo 52 2.54 (0.66) 36 -0.22 (0.06)
Dupilumab 300QW 52 2.47 (0.65) 45 0.05 (0.06) 0.27 (0.11, 0.42) 0.0009
AM PEF (L/min)

Placebo 52 406.9 (110.7) 36 -20.7 (9.1)
Dupilumab 300QW 51  393.0(101.1) 44 13.9 (8.8) 34.6 (10.6, 58.5) 0.0051
PM PEF (L/min)

Placebo 51 416.6 (116.8) 35 -18.4 (8.9)
Dupilumab 300QW 52  414.6 (102.3) 45 4.3 (8.5) 22.7 (-0.7, 46.0) 0.0567
Albuterol Use (Puffs/Day)

Placebo 52 2.0(1.8) 36 0.7 (0.3)
Dupilumab 300QW 50 22(24) 44 -1.3(0.3) -2.0 (-2.9,-1.2) <.0001
ACQ Score

Placebo 52 2.08 (0.52) 36 -0.27 (0.16)
Dupilumab 300QW 52 2.09 (0.46) 44 -1.00 (0.16) -0.73 (-1.15,-0.30)  0.0011
Night-time Awakenings (No. of times/night)

Placebo 52 0.2 (0.5) 36 0.1 (0.1)
Dupilumab 300QW 52 0.4 (0.8) 45 -0.2 (0.1) -0.2 (-0.5, 0.0) 0.0518
SNOT-22 Average Score

Placebo 52  26.24 (15.62) 51 0.23 (2.15)
Dupilumab 300QW 52  30.92 (14.77) 50 -8.26 (2.20) -8.49 (-13.96, -3.03)  0.0027

300QW = 300 mg every week

TAEILTITHEHRNTEH, LABARUICSZHBELTUL =M, ETONSA—FTR—XS5A4 VIZHLTHA
BREARPICHENGHRENR SN,

ZEMEDHER -

BERERESTICRIRLEAEER (TEAE) XT75ERBEEED 404 (76.9%) RUTaAEILTITEES
BEED 424 (80.8%) [CRBETHEINNI-, TEAE ZEHEN T, EEEFILAMICEENODEET
HY. ZUXBBRTETITHEE L=,

RDTEAE [E, TaEILRTHT3IE (5.8%) ZBAPEBEEHICRIEL, TaELWLIITHTISERELL
BLT2EULORBEETEO O 2FEL (FhTh 13.5%K U 3.8%) | BE (ThTh 11.5%
RU58%) . EFEURIE (FhFN9.6%RY 0%) . RUEBD (FRNFNRT7%ET 1.9%) .

REFIOHEF LGN oz, BRERETICKERLALERELGHEEER (SAE) F4RICHESN, TaEL
YTHTOEBEEREE 18, T3 ABTHRZHEIHRR. ZRWEH S HA. RUAREEHEHRAE 1
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£ (BH3B) THo. CHEMSAEMS L IMP LNERBEFRLAEETELGL LMW -BRITE L,
EEEAHHERLUNIETEBRTHRETISHEEL,

EEAMTEAEIZE VEEBEhIE L. TOARIZ. TaELTIBRIE (DEHEE. BREFS5HEE.
EUMEZE . 75tFB348 (LREBSE &6, RUKB) TH-oT-.

TaELTIRBTISEABLEE L THVWREREECED o -BEMICERNHIRE (PCSA) (X,
MEFEBIFTA—E TIEAETOE Bl (FAFh568%RET 1.9%) RUMBREE (Fhth 250%E
F96%) . HEPNRFA—FTRILTFFoHRATRFTFI—F (CPK) B (FhFh 77%ET 1.9%) .
SLTFF_oMM (R—AS54 5 30%LL LMD : FAFRTT%REU38%) . YLTFF=w-HUTF
LAY (FAFA192%EUTI%) . RURESEE (FATh 269%EUF173%) Thot-.

WEROERBEIzEBLT., TS5t EEELTTFal LT I0oERANRER-, A—AS54 585D
OBREISIEE COTEEOEHEIZTFAEILTIETI303%., TS5EHRBETS17T%EMLT=.

EVBHEORR

TaAaELTTSCESED FS7MBPRE (Cry,) ERXESZEICENLE. 2EE5ICEYEDR
EIET5 b=y, EEREIZELE:, PEESELE 2EB520 Croup THE L THEL -ERT
300mg B 1EEETH588 THof-. FELOBETIIRE PKRERIES (BEEMRSEHE T~98) T
tMEPFLENTTREIERTRLULETH =, TaENTT300mgE 1E 128 SCE5#IZHS
hi-BE,SHHZAE-FEHERR () ZH19B8THY., CHhiZHRESFOT) G (IgG) OFEFEM L
—RLTWAI DD, EHNMERI VTSI ARTAELTIOEEREEERTIE LAAREE
hi=.

FTAaELTIBREEBES2A0SLABERSTORRMNTHEDRE (ADA) ARSHE-DIX1BDHT
HY,. RTaELTTHEA Weekd, 6 RU B TIZEBET. Week 10 ETIZ ADAKHELLZY, BYUDA
BiMLESE#SL TV, £H0c, ZABRE0DEDEBEST 1 ELT TEEIENEsEEL TE
hof-, KABTOADAIZEVWRREETH =1, ADAOPRIEL PK L MBEAMETELI 1=,

BEZ#ESASAMFT—H—OFTEIZELTIE, FaPLTTETIXITARCRUIAAXL 3N TSHH
HLEELTEN (18 RUBEMNI-BREDORMIIERSEFTETERLE. FERLTaLELTT
IR L. FimaREE Week 6 F THMMIZEENGE ., FOBRBA—=54 o0 B5h0BREER
BAZETRELT3I303%F TN L. IgE BEIZ Week 4 1284 L, B5hOBREFEHRSTESICHE
LLt-. BE—BEEERFEITAELTIREIZEEL., BYOFEMBSATHD Week4 THEHA L., +
D ICSEBRIztMIHET IS F—Tho1-.

A=A FA2DIAFAT—H—DFMETIE. A=A 54 OFERITBRET RO FEV, LOBBAIRR S
hiabh otz A=A/ OS—HBEEREOEVWBETE., 75ERBEERLIVT2ELTTESRH
IZ FEVi DRERBHEFETT MM HED o=,

&5 -

FTEFREETHIOMBNEORREFEOH 87% OB FE L (p<0.0001) . FEV; BEUE®D PEF I &
URIE LMt XRE, ACQSERAQT., HRUSOBERSHWBERA DT, BUICRIEARIERF
AORBRLVI—EIMBEROHETREALEYBEBO Y FO—LKEEICHEL., hOBIRASA—4
(#@ PEF RUEMEE) o%EMiasRAch, ToaELT0FUHORMNERBTHI LM TEEZH
T=.

TAELTTR2HMIRLTEERIEBLTEY . RBMRL, TN, IHBLERE. RUBLH, B
HENE., 7oEtRELBLTTaELTIRSBETRAEELSEL TEAE L LTHES L,

S OEEes B Bl E
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BFEE%% . MedDRA ver. 15.1

2.18.2 REM DT

21821 ACRUVEELEEER
o JRERFICIHTEHIORE T/ o7,
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SARZMBOI-FTatbivd (BETHERR)

Treatment group = Placebo

FA9-SAE—H - DRI HSEA (ACT11457 HEB. E#5H5)

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
m Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMF Severity
T 2 s:x NonlP REBESEH 2 1360 Y N/ N N Severe
RS &R | T SET TN Y/ N N Recovering ~ Severe
Other Medically
B or Caucasian/ Non-TP  BEE Wi i Y Y/ N N Recovered  Severe
white 200 s Hospitalization
BE Wi R Y N/ N N Severe
BE Wi i Y Y/ N N Recovered  Severe
o | 1 &y Hospitalization
i Wi R Y Y/ N N Recovered  Mild
20 s Hospitalization
B oM Bl NonP &l ey 11 ST Y/ N N Recovered  Severe
i | 1 &) Hospitalization
whe ey 11 SETEEY Y/ N N Recovered  Severe
20 50 Hospitalization,
Other Medically
[1] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDEA (Version 15.1) dictionary applied.
PGM=PRODOPS/SAR231893/0VERALL/CTD 2016 _01_JPN/REPORT/PGM/act1 1457 ae_serious s _lsas OUT=REPORT/OUTPUT/act11457 ae_serious_s 1 j_irtf (23TUN2016 - 9:30)
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276 EanREBOELD
SAR2MBO3-Fabivwd (RETHBZ)

Treatment group = SARI31893 300mg Weekly

Action

Subject Agel JP or Start Date/ SAEY Related Taken Outcome

D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
T M  Asianorien NonlP  BGEHEEE 2 45 ¥ Y/ N Y Recovered  Severe

tal o | 1§ Hospitalization

[1] If Event Date was before Day 1 (Baseline) Date. Study Day— Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day— Event Date - Day 1 Date + 1.

TEAE: Treatment emergent adverse event. MedDEA (Version 15.1) dictionary applied.

PGM=FRODOPS/SAFR231893/0VERALL/CTD 2016_01_JPNREPORT/PGM/act11457_ae_senous_s_lsas OUT=REPORT/OUTPUT actl 1457 _ae senous_s_l_j_1.nf (23TUMN2016 - %:30)
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219 DRI2544 (8E&H) —-WMEEIZZHRLL-EUE 2 8RAERHEE (BFXEETH
B EEE)
[Module 5.3.5.4-2]

2191 =

= 50-#tE (DRI12544 )

BEERETEEO#END— F - DRI12544

ABOEHE -

A randomized, double-blind, placebo-controlled, dose-ranging study to evaluate dupilumab in patients with
moderate to severe, uncontrolled asthma

REENSCEFEOIY FO—LFRMBBEEENRELETaAELTIOS V¥ 4L, ZEER. 75+¢
R, AREHHER

BERREES

Sally E. Wenzel, MD, University of Pittsburgh Asthma Institute, 3459 Fifth Avenue, Pittsburgh, PA 15213,
USA

HBREESSE : 17482 (1528 : FLEYFY, A—AFSUTF. FY., 725VA. A4UF. B
X, Axva, A-S2F, OVLTF. BF2VAH. BE. AL, ML, 9954F. ¥E)

BFTICH : RAEEL

HERNARA -
BaoREO#ANE : 201356 A|B BYIORE - RAXE~OEEA)
BeoBEORTA 20154 A8 (BEoBEOREERA)

MEOIz—X: ®2biE (AREEH)

By :
FEEM :

PEENCEENIY FO—LFRMBEEXHRICTT2ELTIORGLIAE - AREB5LI-BE0
AMMEEFTET 5.

sl XER/ -

s DEFEACEFEOIS FO—ILFEREEEEHEI-TAEWLTJOERLZLAE - BEZLTOEA
AL TEHET 5.
-REHRUEEN
-FabLTIonEPBRERUVREDRE (ADA)
-BEHETFIRNL

o EBRMEEEZEFPNTLOOSEELLTA—ZAFM VHONAFT—h—%5FET 5.
o HBRRGHELDOEEEFMTIL-OOSBMEE L TABERSDO (AT —H—%2FMT 5.
o HARMRGHEFATLLOOSEEELTREF IO 7MILEFET 5.
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RERAE
AR, PFENSCEENI Y FO—LARMEBEZRRICTLELITIDORLGHHE - AE%E 248
FETREICEYLRRT S EEBME Lz, BRAR. iK%, S8 A0LE. ZEGHR. 77 RR,

AERH. TTHRRBTH D, TaELTTE. RARTOA FE(CS) & REFFHIERM p FIEZE (LABA)
DHRABE~NDEMEZE LTHW LN, BFF. T2E/LTT 300mgl@mE 1E (Q2wW) (FIEIMRE :
600 mg) . 200 mg Q2W (ZEFE : 400 mg) . 300 mg 4 BEIZ 1 [E (Q4W) (FWEFAE : 600 mg) .
200 mg Q4W (#IEIAE : 400 mg) . RIE TS ROBEEEHIZ 1:1:1:11 DEIYFIFLETS VA LS hiz,
T A LEFER—R T A OO M iFEEEk SR (M iFEEBkE=E [HEos] : 0.3 G/L [300/uL] WLk, $F8
E DM iFEEERE - 0.2~0.299 G/L [200~299/uL] . MA3FEAEk#K{EE [LEos] : 0.2 G/L [200/uL] &
) CERUVECEIZBRES T,

BEH

FE : 750 &

S LI 776 4

"5 7694

T -

A : Intent-to-treat (ITT) : 776 &, HEos ITT : 3254
LM 7694, HEos R&1 : 3214

EMEE : 769 B

PR EREE .
TEEmETA FS4 2 (GINA) 2009] ITEDE, BMICK > THEENLEENI Y FA—LFRHE

EDZWE 12 H ALULBINSZITTEY ., MOUTOEREELZH-TEE -

o BEITFEABEELTVist1D1HALLIINSTRAEXIIERAEND—EHED ICS/LABA (ZILFAHY Y
JOEAVEETATIIL250pug Ll E 1B 2E., X1 BENICSHEE) DAFIZH/RESIATIS,

e Visit1 B U Visit 2 D¥EGAERERERIICEWNT, 1#HE (FEV,) AFAEEED 40~80%TH 5,

e Visit1 R Visit 2 [2H VT, Juniper DEENDERIZEET 57—k (ACQ-5) DRIT7HA1.5LE
TH5,

e Visit1IZHBWLWT, HILTA2E—)L CKE—H#&% : albuterol) 200~400 pg (2~4 |k A) DE 5% FEV,
DREEN12%LUENDHREEN 200 ML LLEDRIFENRO NS,

o Visit1 DET1ELRIZUTOVWITNADEREZRERLTLSEE -
-HEBLICHLTRATAA FEOROXIFEROICL 52555 1BLULEZITT-,
-HERBLICKY ARRIEHENXREZZ LT,

RERAR
BERE . TaAEITIRERIET S TSR
FIZ -

|ET 2 EJ)LY T 150 mg/mL (300 mg/2 mL) F4Ti&X (& 100 mg/mL (200 mg/2 mL) F§Hi&(&. 5mL A
SANATZILTEBESNz, ENATILFRIZIE1E2ML ZRETELIFHFELFTESIA TS,

’EZ®: KT (SC) iF&t
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AiE-AR: LTFTonThHiroRE - ARICH--T. TaELIIREHABT H T 5t4H%ME 1B SC
B5)

e FTaELTIOE00mgHEIAREERS LI-#IZ 300 mg Q2W &5
e TFTaAELTIOA00mg PEIAREES LI-#IZ 200 mg Q2W &5

e FaPLTIT@e00mgHEAREERSES L1-#I-300mg AW 5 (FaELT TOESEiThiEL
MEOERSHIFT5EHRERET D)

e FaELTITOA0mgYEAREERSES L1-#I-Z200mg AW 5 (FaELT TOBSEiThiEL
MEOERSHIFT5EHRERET D)

s JS5tdoPEREEFESLEE. T3 ewESs
I FEE

-1"‘-1 L)L f_fﬂi’rﬂﬂ mo> mi : [ I I D DN B

72 £y 200mgz mt: [ . . . . I
.

ebSdagls st pbid 8 8 % %8 8 |
8§

BERFELS
BAHR

FE  ICS/LABASH . EAR VU253 0ALKRUBIATFIL-FRILETA—I, FTTIV=ZF/-HRILET
O—Jl, RE2)NFHhVToEd o BIAFIL-HILAF0—),

BE5#EE  #O0RA

AZx-BHE:R2)—=25%z,. BEIZVist 1015 AL ohEARRIZERARD ICSALABA (7
LFAV 7oA EBIAFIL250pglE 1B 2E, RiZ 1BV ICSEHER) OaRE—EARTE
ELTLWARENEY,. SV LEESHMEEL TICS-LABASHIZARTEEFIz@RES TS L
&L=,

REfELRE

FE : 4L 752 E—)LXIZ levosalbutamol (RE—#4 : levalbuterol) @ E Fo 740 FiLh omER
EEREEXBAZ (MDI) RiFRT54F—mAH

E5ER #ORA
AZE-HE: 2EZRLT

£5M0 : 24 80/

BRI - FaBIE, ROV—=F8M (14~21 8BM) . S LEESHM (248M) . RUER
TR (16.8M) O 3HMAMCHRIZATEY. ERTENMITH438ME LT,
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STl A E -
B -
FTEIHEIER : Week 125D FEV,OR—X A4 UMb DEILE

B REHEIER -
o ARREISHIMF O Severe exacerbation £ N2 ~DEEIFLE R
o Week 12BHD FEVIODAR—XZA UM DEILE (%)
o AEREISHARI O Loss of asthma control (LOAC) 4 XY FDEMIFEAER
o ABREREHMDRUEABIAMDD LOAC 4 RNy FEITE TORM
o AREISHMGP R VLA D Severe exacerbation £ X2 FFIEE TOER
o EEEROFA
o LTORIEEH®D Week 12BRDAR—RXSA4 UM LDELRE :
= EH " ga)uﬁh%l%\ﬁ:{ﬁx | 7
-ACQ-5Xa7
-HEEEZED QOLIZET A7 47—k (AQLQ) X7
-8 -49nE—4 70— (PEF)

- EREMBEMOYIL TS E—ILXIZL levosalbutamol @ 1 B 1= Y DIk A B
- KRR

o LITOLIEH®D Week 12 R U Week 24 B DR—XS5A4 UM SDEILE -
- Bl 2REICRE T HEHEBEME (SNOT-22)
-FRICEFAFREMS DICEHT 2EME (HADS)
B QOL 7 —F G5 IWN—TDEE7 47—+, 5IEB. 3K (EQ-5D-3L)

REM AEER (AB) . N BT A2 DERNS A—4 [RERRE (MAEF. £1L%) . ADA

BHE  NAFT—h—(F, 1FEEBRE. FEBKH FAHER (ECP) | TH4F 3, #KE/OT
JUE (gE) . BRI FOBRBEI L TO MY URER IgE. RRKEM IgE. MIRR CESLHIE 7€
h4r (TARC) . RUNYFRF o ELT,

RYBERREORIMEFF R VOIMTAE

MERT1EILT TREICDINT, Visit2 (Day 1) TIXS5HIME. Week 2, 4, 8, 12, 16, 20. RU 24
TTaELTTD S 7RE. Week 28, 32, 36, RU 40 TEMBREHARPOMBEFT1ELTTRE
ZRIELT=,

MT1ELT IHK (ADA) OREE (BREXIEAIM) (SO TIE, Visit2 (Day1) . Week 2, 4, 8. 12,
16, 20, 24, RU 40 IZHIE L 1=,

MEFTLELTTREL. EETR%Z 0.0780mg/L & L. /N T— rSh=BRESREREREX
(ELISA) THIESh1=, HIFEILX. Regenerontt (Tarrytown, NY. K[E) O Bioanalytical Operations M
EETFTCTERSINT,

MEPRT 2 ELTTHREKE, N T— FENF-BRILEHKIE (REGN668-AV-13089-VA-01V1) TRIFE
Sht-, BIFEIX. Regenerontt (Tarrytown. NY. K[E) O Bioanalytical Operations DEE T TEHEEh
T=o
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RENFRBEORDBHER UM AE

AN UEIMER T A2 X0 31E. /8 T— b Sh =B R % & BIE % (human eotaxin-3 quantikine ELISA
kit; R&D Systems #t) Z#FRAWTHEIE L=,

ECPRUBERI FHYKEITLTO MY UEEM IgE JBE (X, quantitative InmunoCAP assays (Phadia
) ZRAWTHRIE L=,

EBMBEHREERYN IgE (X, EfEREEDMIEIZE L =250 7 LILS /%)L ImmunoCAP; Phadia #t)
ZAWNVTHRETSZEELT,

8 1gE (. quantitative InmunoCAP assay Z LN THEIE LTz, TARC &, N T— SN -BRAZAE
7% (Human TARC Quantikine ELISA kit; R&D Systems #t) ZHWTHEIE L 1=,

RYAFZRFoE, PN TF— kS h=-%%EBI%Ex (Human Periostin DuoSet ELISA Development Kit;
R&D Systems #t) #RAWTHIE L=, BEDRHANLIET FE—MEE L DHBANEIISN=-REAZET
Hd. BEERYFRF Y (hs-periostin) &/ TR M ELISA (¥ / TR MHXEt, BN, BEX) 3R
JARFUDORIEIZAW=,

S —EIEZER (FENO) EEIX. NIOXEIESE (Aerocrine AB £t, Solna, A T —FT ) XRIZEH#D AT
FZRT50mL/s DFEZERAWTHEIZE L. parts per billion (ppb) B THE L 1=,

MEtFi% -

BT RER : TEEMMTMIBEL TR 5E#TIL. HEos ITT £ CAREXREODEEIIHAMIDLLT. 5
VELEIZEYEIYMHITON-REBEDETHO HEos BEETERZIND, ) 2R E LI, BREHETIL.
BENS VALEIZEYEIYFFONE-HREBICR - TER L, AMMTEERICEAT 2B ITTE
HIZDWTHEML, SSICEODAMADEMEEBEIER (FEV,. severe exacerbation, ACQ-5. R U AQLQ)
BT 2T TIEIR—R S A VBEEDOIFEEIREAY 0.3 G/L [300/uL] KFDEFZFIZDWLWTEHEEREL 1=,

REMBFIE. REMBITHRER (SUFLbEh, BREZRESNE-ETOEELERSIND, )
B U HEos ZEMMITAREH (R—X 54 VRO M IFEEIKEA 0.3 G/L [300/uL] Ll EDZREMEHEHT
FEMEEERSIND, ) ERRELL

EYBEFBTHARERAL. REMBIHEEADS 5. PG EL—DOOFAERIEGMERRET -2 %
FIDETHOBETHERINEY ., BESRRICRT=REFICHE> THEIT L=

ADA BB REH T, REMMBARERERD 55, ADARIEEEZRAVTAE ISP LCEL—DDEE
®OFHE AT RE7E ADA MFIRA (BEXIIEN) 2HTO2ETOEETERIATE Y. BENRRICZT
REBEICE-THET L,

AT Aot FEFMIEE QM TEFMEFTMIEE (L. HEHEHNY 7 D = 7 (SAS) D PROC MIXED
% FAL\ T Mixed-effect model with repeated measures (MMRM) GEIC& YT LTzo KRETILTIE, R—
ASAUME Week 12 FETDEILEZRBFEREL. BER. R—XAF/4 VEKOFBRIKLANILOE. &
L= - thish, kbz., KREBREHODXEHER. R—X54 VD FEV,DE. EREA—RASAVDRE
ERZER (BEPR) &L, BAOEEIEY—FIZHLTERIA 28R TO04 FEDRERH
EEMSRERTH+30 BETOHRMICIRE SN FEV,DEIZDONTIX. 25M R T 04 FREIZKBXHE
DELHEBOT-OFTELHEMMSBRNA Lz, TEFMEBEE IOV TORSHMBLBEOMITMHEL, B
EMRETLERAVWTER L, TS5EARBICHTE2T2ELTTIORAEL - AEHOLEKTIL, ARTE
HOERVZD 5%IEFERME (C) . HLIZpfEZERLT,

B RETHEIE B M ##4T : Severe exacerbation £ XY F R LOAC A1 RNy FOEMBBLEREIL. AD 2IELfHE

RETIVERVWTEN LIz, RETILTR, MET5RSTHM CARERSHAMILAREE) PICRER
LEARY MEBEREEREL, BE5R. A — X5/ VROFBRKLANLORE, 6 LEE - i, /&
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ERFARRTDIRER A N M (Visit 18T 1 EUROREEEARY M) ZHESE Lz, 1NV MEEFE
TORFMICET S2ZEHIE. CoxBIRETILERAVWTENTL, AN MREFEFTOBMZEELH. R5H.
R—RXF5A VEFDIFBRERLANILDE. ARFBAIIOREA N M. fELEE - gz HES L LT,
Kaplan-Meier iz & FAWNT., RE#HTEITWeek 12 R U Week 24 B R COMBEEDH > -EBEDNEE %
HELR, EREHICETIFMEENR—RS A U LDEAZICDONTIE, MMRM &It N FE 5T
EHOFXFEMETICRESNZLDLEEAILEBRAZEAVTHENT L, EEFMEBICOLVTD TS+
RECHTEITLELTIDOEHRZE - AEHORETIE,. F1EOBROLADIS—FZHIHT 51
. BEMBREFIEEXH V=, BREIE. 300 mg Q2W. 200 mg Q2W. 300 mg Q4W. KU 200 mg Q4W
DIEE L=, EEIREMEEICOVWTCTHERLCFIEZER L=,

ZEH  REMMBTEEBRMIT oz, BERBRENIA—F. "M 2P0 REDLER/NS A4
DT, RBREBRSHOHM TORKMICERNHDHEE (PCSA) ZREL-BERERL

E:3 I
SH DR

BEEHOEEOAOQRTEMEERUA—I S 4 VEOEMEX. £ ITT. HEos ITT, iR ITR—X 54
VB DIFEEER AR EEDE (0.2~0.299 G/L [200~299/uL] ) BRWMEfE (0.2 G/L [200/uL] X&) D
TTEAOELZERDOLThIZEBLNTH., K<L TL,

BENEORR

ICS/LABA X EDBHAIZH T, HEos ITTEMTIE, TaELIYTD=Z2DEREHIE TS EREIC
LERT Week 125 (EEESMHEMEIEE) TFEV, DERERMICEKRD H I DMETNICHEELHEET
L1z, FEV,DEMEIL, 75 REBICHIT 2RHBEFHDEE L T, 300 mg Q4W E T 0.17 L (p=0.0212) .
200 mg Q2W BT 0.26 L (p=0.0008) . 300 mg Q2W E T 0.21 L (p=0.0063) T&h >7-.

2ITTEATR., TaELITOLTOAE - BRI TS5 ERBICHAT Week 12 B 5T FEV, DERER
RIZCERDH A0 DetICEELEREERL -, FEV,OEMEIZ., TS5 EREBICHT IABFHOEL
L T. 200 mg Q4W T 0.10 L (p=0.0304) . 300 mg Q4W BT 0.12L (p=0.0048) . 200 mg Q2W
T0.20L (p<0.0001) . 300 mg Q2W T 0.16 L (p=0.0002) T&H o7,

R—R 54 UBDIFEEEREA 0.3 G/L (200~299/uL) KGN EEDHMHEMATIX, TaEILT T D 200 mg
Q2W KU 300 mg Q2W 50 & A% - AEE (X, Week 12 A TS EAR#EZHAIICERS FEV, DRE
#RLIz (TS5EREBICRTIABEHDOEEIENEFNO0I5L KRV 012L T, FHLED pEIX<0.05 TH
272)

TERVUFMEEOBRESE, EHMRXTOAS FEOFEAXBFIRAT—2 EEERICANT-2 ITT £H
TEEL. BROGRFREEHEE L=

HEos ITT £ R UL MTTEMAEZRRICER L - EEEMMTMIER CEAT 2B EEBHOERTIE. L
FHEANORAZHEERUR—R S VEOHEICHE2TT2aELY THIEI TS EREBICERTEMRM
IT—EBEMDHS Week 12 ETHD FEVODR—RXSA UL DHEFTR LIz, BSMEE7 FE—DREEE
AT BREBER—RSA UBIZ2BAILAS—THIE (Th2) "M AIX—Hh—DLERZRLI-EEBDHHEM
TEYBRMERTH =0 Tf-. TaAEILTT 300mgQ2W B#TH TS5+ REZ LS5 LVEMMEIL, ICS
NDHAE*ZHEEEBICHRTICSOERAELXZIT-BEIZR ot

R—RS5A VEOQOMmMHPIFEEBK L N)JL (0.3 G/L [300/uL] LLE [HEos] . 0.3 G/L [300/uL] Xi&. &)
TERXRSNDIEFALRTIZENT, TaAaELITTHO TS ERBELDLEEIZ L S Week 12 B T®D FEV,
DHEIE Week 24 B R THRIEN T,
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FTaEIL<TTD 200 mgQ2W B 300 mg Q2W 5 D&% - AKX, 3EFETIZTH LT, BBRER

E#iffdh @ Severe exacerbation 1 N> FDEMBEERE TS RBICLRTHEICIET S, Severe

exacerbation 1 R FDHMHEFETOHEEZERICER S 1=, 300 mg Q4W B TIE. R—X 54 VDM

RIFEREK L RILIZHA M 5 S . Severe exacerbation 1 R FDEMBBEERD TS5 REL LE DI
ELNRELETIZEELSEM ST,

£RBRYES CRERERSHMETEZD 16 BRMDEBHEAM Z &) D Severe exacerbation 1 N> D%
BIREERL 2ITTEATETIELIYITO QW R50ERE - AE8 TS ERBICKRTHEIZET
L=, HEos ITTEFTIHXAELENTEINGEN o=, ChODERIL, BERTRITABRIGHIHEELT
HlERE—BLTEY., YN FRRIZEKDZEDTIEEN-T=,

TAELITO QW HREDZDORZE - HEHIE. ARBRERSHEID LOACA RN FOEMRELEERSE
TSERBICHERTHEICETSE.LOACARNY FrOWEETORBZER S, 288 M +F O LOAC
AR FOEBKELERE, 2 MTEATEHTAELTTIO QW BEORAZE - AEH TS tREIZHR
THEICETLED, HEos ITTEFTRAEEZELENTIMGEN 21z, ChODFERLB/RERTRITEER
IGHAEEK T DERE—BLTE Y. UND YU FREIZED1LDTIEEI ST,

ACQ-5 RU'AQLQ M#ER L T2 EJLT T D 200 mg Q2W KU 300 mg Q2W 5D & A% - AEHOEFD
MERMFTHILDTH =0, QAW REDEHE - AERE TS tARBLEOMICARLGEZERO oG,

271z,

B YORBERRIATIZONTIE, £ITTERATOT2ELYTIDLTORE - BEHTT S EREIC
EERTHELBELR SN,

FTaELTTO QW IHREND—ZD2DOAE - AEHIEHADS 85t X2 712DV T3 HEosITT &£ THEHHIIZ
AELGRENROSNEN, 2 TTEBTIH 200 mg Q2W BDHANEELIRZRLT=,

REABEOEREREBEREICOVTIK. TaELITTOWThORE - BE#YL TS REICERTEHE
BLOREEZTILGL O

2RELT, T2EILTITD 200 mg Q2W KB U 300 mg Q2W #&51&. ICS/LABAEE L DHFAIZE LT,
TEMERE £ FFL£TORIRTMER CHELGRESTONTHEY . PHFENGEENI Y FO—LF
RmREETOAMEZR L. QRQWEEDZDORE - AEOFMMIE 3KEALT (HEos ITT &£H.

2 ITTEHE. X—R 54 URFOIFEEIREA 0.3 G/L [300/uL] KD ITTEH) [CRonf=A. ZOHRED
RESIF HEosITTEEATE YEA oz QW EREDRE - BEIX. QAW RE5EDORE - AEICHRTLY
SVAMEERLIZ. GHE. QRWEREDZODORE - REDCHEICANMEICHT SHLNGERFR ohGH

271,

TEMOHER -

BREAOEZEYFOTENEIX. TS5 RET162BIZRLTAEILTIOREE-AE=ET 159 BH, 5 162
HEZRBRE#HTRRTH- -,

TAELRTILETOREZE r AETERULRC., EHEBURICERE. BFEDABRERSTTREL:
BEEEZR (TEAE) LAZE - RELDORBICHOALEEIIZH oMo 1=,

TEAE [, TS5 ERBEDBED 747%. TaELITHEHDBED 79.1% (A& - AEHRAITIL 75.3%
M5 82.8%) [CHEShiz, &b &< RoNf- TEAE IZIF, EHFILRIE, RiEESE L ZOMEEK. 5B
&, RUESBE S ENT.

ERELT.DLUCLEDL T BHDBRBRERSTTREREL-EELGETERN M BOEEHITHRESH, REH
BORNRIETZEHRETIR (5.7%) . TALELITHEHE T 454 (74%) THoT=. —HOHIS ZB
E. EARE PT) BTOBRRERSTTCRRELEEEGHEEERE. B 120FBZFOHITHESh, EB
FREFTDNE—VEFRONGEN oz RIVFKERONARERETTRR LE-EELGEEERIIME
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BT, COERFI148DEE (T5EHRBETA4E [25%] ITRLT2ELIYTHEHETI1048 [1.6%] )
[THRBL, AIRRZVELTIEEHRBEETH-T-,

T1EILTTD300mg QAW BEDEE 2 ZIZHLEICE 1= TEAE (1 BICEEREELEVICEED 7 /LD
—LHREEZHESEAMINETRL, TOMD 1 BITEBIEBEH S BE. OMORELAKICRAFEILLME,
BRUSMHRMED) AROLNN, WThOBRELEEBRELORRBRIIEES NI,

FEBRICKHDBREORSHILE, 2AFMICEVEETHY . EREHTRAKTH = CRREORS
FIEICES-TEAE ZRBL-BEBDESIF. T3 RBET32%ICHLTaELTTORME - AERT
26%M 5 6.4%TH2T=) » RILFKEONBBREDRSHILIZE o1 TEAE [&. FHEMLRIETH
= (TaELTTHABETSAICROLN, T53ERBTREIRBOo LGN ST) &

AESID 56 AREICHT ET7F 74 53F VP —RBFEEELLBFEFUT LILXF—RIEOBEIFEN o1,
TRIICHT DT T I747F—NT1EILTTD 300 mgQ2W #HD 1 &AICR S, BERIELERIC
FUBRRELDEARBERIIBTES NS,

24 BRI LU L5 < EEOESERALRIGA 300 mg Q2W B D 3B ICHE SN WTHDBERLEELRELNDT
HEhof=M, 280N RBEOERSHIEIZE =, ChL3LZDEFTIVTNEIERERIZEYEELT -,

BEEOXIIEELGRBREEILX. T5ERET248 (1.3%) ISR LTaELTTHAETI13E (2.1%) 23R
£ Ehtf=, 200mg Q2W B ICHESNE-MREERD 1 EREZRE. AREOBRSFIEICE>-ERIIED
HnT . ETHEHEEFEEL, BEESLUVFERE (SOC) D PTTIH, 1YL VY (F5€K
B32%ICHLT1aELT THEEH6.2%) RIFLERERE (T5ERBE177%ICHLTIELT THEE
13.6%) IZDOWTTSEREETLAELI THABOMIZELNLBFHENR SN=M, SHIEE (HLT) 0L
K[EREE (TS5 EREIBA%ITH L T2ELTITHEE 354%) ELLETRES L UMEE (T5ER
B108%IT/ LT aELTTHEE 101%) « RIFELLTIL—TEE (HLGT) OIA I RAREEE (F5+
REE9S%ITH LT ELTITHERHIT%) [CIEAHEEILL., RESALZBEEEOVTLIZONTE—
EMOHSIAERCIERONGEN Tz, ABRIAMPICHTEERREICEAT 2HEEILEMN o1,

ERGALTHEMD TEAEN TS HRED 14 (0.6%) . 300 mg QAW B D 14, 200 mg Q2W D 2 4.
300 mg Q2W D 2 ZIT|E SN (R TORE - FEDT1ELTTHEHRD 0.8%) . ChodALT
EmMEIEEYILECDEMZFH SIBREEEF TN LD TGN o= (Hy DEBIIZEHT HAEEMED
HHIERTIEGMN D) o

6 DR T 1 EILT TE (200 mg Q4W BD 14, 300 mg QAW B 14, 200 mg Q2W BD 2 4.
300 mg Q2W M 2 &) [CHRESH. 1 HEATRIEPRICES-L D, SHFBERREIZES-LDTH
Y, BYD 2HIFBERDAIRICES2DTH o= Fhzo N— b F—DIFRICEAT 2|MENA TSR
BIT1H#ERESINT,

P EFEEER B D T 9B D — BRI A2 0 AY Week 4 v > Week 12 FTOHIBICEWTR o t=H, hRIE(IC
FRoniGhof-, COEME. AEREMNLZLDTEHLELL . FELTR—RS54 VEOIFEEEREA 0.3 G/L

(300/pL) LIEDBEHEICR oht-, IFEEIREUEMD PCSAZRENHE-EBEDESIEI TS EREICHERTT
EILRITBETEN 2=, T1EILTTD 300mg QW EHIZH LT, RHICh -2 BIFELERIEINAE D5 2k [E
DEBOHZIDHEEEET D1 BITEBREORSDILICE > HBIFEEKIENED ZEL TEAE ARE S h.
B BRI P ERERBUE MDD PCSA L 2o b t=,

ERELT, i SN-MBELFRENT A=, NM2)LY A2, REFLERNTA—20L0THhD
ERERHIIZREED & HRBRFHIAIEMNE L C FBMER ZRE A o 1=,

HAlGREME/ N2 — VX ADABEEEICR onigh o1,

ICS/LABA#AEETOY FO—ILARDPEENSEENHEEREEEMICHEVT. T2 E/LT TN 200 mg
Q4W. 300 mg Q4W. 200 mg Q2W. EUf 300 mg Q2W D% - AEIZ & 2BMEEE. L TERMEA
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276 BELADHEDE LD
SAR231893 - T2 EIY T GEGFHEEZ)

BEREFEEFEE DM A 21— F : DRI12544

B<RE&MTOI7(ILLRIFTH o=,
RMBEDIHER -

Day 1 TOTaAELRTDYEIREICLZEEREF. TaELITNDSCHRERIZETH2E2E5BEENE
OMZEMEE N, QAW BREDERZE - AETE., REBREUBOMES S5 7REIEX Week 12 &
Week 16 DRI TEEREIZRTEIL T 5 F TREMIZIET L1z, Day 1 T®H 400 mg ¥IEIAENHREIZH <
200 mg Q2W 50 A% - AETIE. FS 7BRENVEAZENHRERICEEREAIIE L&, ARER
Bk Z@ L CT—EICR=NT=, 600 mg #WEIAEDHRE(ZH < 300 mg Q2W x50 A% - HETIL.
bS5 7EBEMN Week 12 ETICEBIREATET H2ETHRAICER Lz, AW BREDEAE - BETIL.
VEAENHEE% 2 ABATIELL-E—Y EEETZFOREEINT. EVEEIRVOBEREEELZ K
ELTESEEKRE~NMET L1,

RETLEABOLTORE - AENEHICEVNT, HEMTAELTID NS VBRESTXRELAMEEZ L
B 51EM%ER LTz, 200 mg A5 300 mg ~D 1.5EDRAEEMIE. ThZTh QW REDOERE - A=T
[EEFEIRAE (Week 1285 ) D M5 7RED 2.07 & (28.3 mg/L i 5 58.5mg/L ~) DM, QAW H5D
A% - BAETIL3.361 G 11mgllhd 13.8mgll~) DIEMETRLE, SREETOEEREDOEY
BREFAATHEL., BVEESFTIEMNNEEOEARBOBMMNIEMNT E22LEBETHELEDOTH
f=o ETORZE - AEFIZTH VT, Week 24 DABRERERTHRIVEZ., TAELTITEREIIRENICIE
TFTL. BEBERTE (Week40) TIEEXEETREREL ST,

BREELRETOADANREO oN-EFICELWTREENMET T HERLR OGN, BEEDTHEDET
FHEENDELENDTHY . ADABHREOELZDTLEILTITDBRESIZH L T ADARKEEZDEZED
SEHERNTH- 1=,

RNZOMER

TaENLTTE, mES TARC, MIFhITA 44T 2 3, MiFHH IgE. HUIZ FENO D& EEDFHE
DEELFHVEOEEAR OGN, N 5DEILIFX HEos RN ZRER LTI RERT
BHTHo1=e R—R 54 UBOMAPIFEEEREA 0.3 G/L (300/uL) RiFNDXREMBAMRERIZHNTH
m;Fd TARC, MBI AR A 3, mMEFH IgE. HIZ FENOREDBILIMNR 5=,

MF$ TARC RUIMEERITA 42420 DD IEAEKRENTHY .. TOREERARDIEEIL Week 4 £T
[SRENT=, TARC DERADHFIL, 4BHDETORE - AETREETH 1=, QAW REDEAE -
AEBTRIEREDHHLDTIEILEMN 1=,

WIGE DFHEFTLELITDLTOAZL - AEHTARERSHMDZE L THREMICETL, X—
RSA U EDHVEE Week 24 A THRAMNS0%THY . COPRITI QW IREDERZE - AEHRU
300 mg Q4W B THREEZRXES®Z 18 ABULER L. COBRISIXARERSICEITLILF—K
RBPVGESITOT) OTHAHIGE EIFERLBBREITOTYUADYI S RAA Yy FNREEI NI, SEBIZ,
#19G. 1gG MY TR A FTH 5 IgG1. 1gG2. 1gG3 B IgG4. IgM, HIZ IgA £ TS5 RICLRTET
LM ofze TAELTTIE, IgGA AL LT, RSN TS IgG4 AN EHRELEELRERIEE
RLEN, T4 TOREITOT) DOBRBERERGERILEN Tz, CHIFXEITABRERSH
IR -MED IgG4 REDEMIZK YERBAEI N 5,

FENO REEDQTHERTAELITIOLTORE - AEH THEXFNICEZITETLTEY., J0#HE
RN EMDRENRED LI ENTRBRS NI,

ELIC, TaEWTITREY/ TR MEEAVWAERERTIE Week 12BRTORYF R FUDBEELRD
EDEENRONTEY. CORMPIAEERFHLEHLDTH o=, MHEWHIZ, R&D System ZIZL YFH
NE=RUYFZAFUETE, T5EREOERICEYBFSATOETARONT . HELAERICHET
RENGEM o1,
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276 BAaOBEEBOELED
SAR231803 - Fa L= 7 (RiEFEBI)

ABEBHEROBEMI— F - DRI12544

M FERMO—FHHTENN, BIA—254 VEHOFERREH 03 G/L (300/uL) 2BALBEICRS
hiz, FERBREO—FOTENT, T35 00BFTEL IO TF@RREESF1 (VCAM1) OF I
L¥alL—LavicidVmdholl@~OFBRROBENSBL LEBREFION D, — BT ITERE
MECIFTDOMROEFRAREODBEEIR oG, o1,

2HELT. ENEMEASMAT—H—OHRHICR. QWESOERE - ARICEAT AW EBEDZ
DORE - ARIFERAN DSV &, 200mg & 300mg @ Q2W 5O RE - FHRMIZIZALHEEZNT
Woedreht-.

&5 -

2HELT. ZEB TR, pEEHNCEFO O FO—ILFEMESEE TO ICS.~LABA St HEE~0EM
WiEsE LTHAVW=FTaE)Lv M 200 mg X 300 mg @ Q2W #5513, HEos ITT #£MAE S ITT £MIC
BT, Week 12 BU Week 24 BFATD FEV,DA—R2 54 v DEEEMIZEROH D0 DHEMIZE
ELWE, Severe exacerbation 4 R FOFEELEHL. HUIZACQHS RV AQLQOEELHEETL
. Fe.TaEBLT IO QW BRSO Z2ORAE - ARE, A—2 54 FOFEBRMH 0.3 G/L (300/uL)
FHOBEOHSERIZSILT.FEV, B Severe exacerbation 4 <2 FZH T 2FHE F 5 L= ACQS
EUAQLQIZHT HIABLHEAXELG, o, ChOOBRIIMED Y FO—LDIAFT—h—DOK
ELBENROR, B LE2TORE - ARICEVT, FaEPLTJOBREITABMMEEL THEL
TEEHIFBR( R T2 74 LLBHTH-T-. QW EBREDRZE - BRI AW RSORAE - AR &
EATEL-FOLEARLTRE IO P LERLEC EME, 200 mg Q2W 25 & 300 mg Q2W 2
ENEIHI0SSLATELGLAMEETSEYERE - ARLEAmE L=,

sssoaf 205 e

EEES4A - MedDRA ver. 180

2192 E£H O

21921 RERUVUEELAESES
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276 EanREBOELD
SAR2MBO3-Fabivwd (RETHBZ)

& 51-HCHO—K - T2MERITHREA (DRN2544 5R. &RE5HA)

Treatment Group = Dupilumab 300 mg gd4w with 600 mg loading dose

Perm trt
Study day °/ discon./
Patient JP or Start datef Dur (days)/ Eelared Correct Serious criteria®
(Age,Sex*.Race®) Non-JP Preferred term Stop date AF status ? to IP Intensity therapy [Outcome’
Non-P  HEfE7 LLF— T | | TR N Modenate N/Y I REC
43 MW) 2N
aELFE N e2/E N Severe Y/N DEA / FAT
e Non-JP  $FchEksyigmn N ¢4/3E N Mild N/N I REC
(45 M.W) 2
PR R R sn2E N Mild N/N I REC
&
EMEBEESES W 2s0/.0E N Severe N/N HOS / FAT
BRWH% 2 20/.E N Severe N/N HOS / FAT
BRI 2 85/./E N Severe N/N HOS / FAT
* M=Male, F=Female. * W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther. © Relative to first dose date. ? E=Treatment-emergent.
* DEA=Death 1 IF=Life-threatening, HOS=Hospitalization, INC=Disability/Incapacity, CON=Congenital anomaly/birth defect, OTH=0ther.
fREC=Recovered, SEQ=Recovered with sequele, ING=Recovering, NOT=Not recovered, FAT=Fatal, UNE=Unknown.
MedDEA (Version 18.0) dictionary applied.
PGM=FRODOPS/SAR231893/0VERALL/CTD 2016 _01_JPN/REPORT/PGM/dil2544 ae death s lsas OUT=REPORT/OUTPUT/dri12544 ae death s 1 j_intf (23TUN2016 - 9:30)
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Treatment group = Placebo q2w with placebo loading dose

FO2-SAEM—H -LeMRITHSEA (DRIN2544HE. B5E7)

B g
=
2

Action

Agel JP or Start Date/ SAEY Related Taken Outcome

Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity

S4TF Asian NonlP #REH 2 171y Y Y/ N Not Recovered/  Mild

2(._._.2?3} Hospitalization applicable resolved

48/F Asian P I 2 R v Y/ N Drug Recovered/  Severe
20 14 Hospitalization, withdrawn  resolved

Other Medically

46/F Asian P xmty—7 20 Y Y/ N Dosenot  Recovered/ Moderate
f 111 el Hospitalization changed resolved

62F White NonJP  WAES 200 K54y Y Y/ N Dose not Recovered/ Moderate
200 95 Other Medically changed resolved

S9F  Blackor  NonJP BB i 11 1 ST Y N Dosenot  Recovered/ Severe
aﬁ'lc:a_.n 2(._._-:[21} Hospitalization changed resolved

AmMEencan

41/F White NonlP  BER 2 R v N/ N Not Recovered/  Severe
2(._.__.304} applicable resolved

BE 2 R v Y/ N Not Recovered/  Severe
2(._.__.304} Hospitalization applicable resolved

60M  White NonJP  EEA 20 77y Y N/ N Not Recovered/  Severe
2(.“195} applicable resolved

Ea 200 K 130y Y Y/ N Not Recovered/  Severe
200K 95 Hospitalization applicable  resolved
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
TN ;' Bako NolP mA 2 4/ Y Y/ N Dosenot  Recovered/ Severe
:i}:ggm iR Hospitalization changed resolved
Ea 200 s Y Y/ N Drug Recovered/  Severe
21'—.—.32] Other Medically interrupted resolved
Ea 20 K52 Y Y/ N Dose not Recovered/  Severe
20 s Hospitalization changed resolved
Ea 200 o Y Y/ N Not Recovered/  Severe
2(.-.—.146} Hospitalization applicable resolved
Ea 20 12 Y Y/ N Dose not Recovered/  Severe
2[R 26 Hospitalization changed resolved
Ea 200 K 200 Y Y/ N Dose not Recovered/  Severe
2[R 26 Hospitalization changed resolved
Ea 20 43y Y Y/ N Dose not Recovered/  Severe
2[R 26 Hospitalization changed resolved
B :r White NonlP @i 2 R Y Y/ N Dosenot  Recovered/ Moderate
R 2 Hospitalization changed resolved
[1] Felative to first dose date
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/0VERALL/CTD 2016 _01_JPN/REPORT/PGM/dril2544 ae serious_s lsas OUT=REPORT/OUTPUT/dril2544 ae serious s | j intf (23TUN2016 - 9:31)
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Treatment group = Dupilumab 200 mg gdw with 400 mg loading dose

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
T v Asim TP LERS 2 100y Y Y/ N Dosemot  Not Moderate
Hospitalization changed recovered
/mot
resolved
RE S ES HEERE oy Y Y/ N Dose not Recovered/ Moderate
20 R+ Hospitalization changed resolved
B - White NP m2EE7o0v 0 R Y N/ N Dose not Recovered/  Severe
& 2(.“9?] changed resolved
weB=70v  20HEe Y Y/ N Drug Recovered/  Severe
Vi 20 e Life Threatening withdrawn  resolved
Hospitalization
B - White NonJP  HAEE Rz Y Y/ N Dose not Recovered/ Moderate
20 R o0 Hospitalization changed resolved
B - White NonlP  BER 20 23 Y N/ N Dosenot  Recovered/ Moderate
20l o changed  resolved
BE 20 0 Y Y/ N Dosenot  Recovered/ Severe
o |1 Hillel) Hospitalization changed resolved
- 38F White NonJP  HiEROBEH 2(.—.—_.105}1" Y N/ N Dose not Recovered/ Moderate
&4 2(._._-:'213} changed resolved
egposts IR0 Y Y/ N Dose not Recovered/  Severe
£ 2 R Hospitalization changed resolved
B M Blackoa NP A 2 R v Y/ N Dosenot  Recovered/ Severe
aﬁ'ic:a_.n 2(._.__.,15} Hospitalization changed resolved
AmMEencan
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
KA 2 3 Y Y/ N Dose not Recovered’ Severe

2 45) Hospitalization changed resolved
[1] Felative to first dose date
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=FRODOPS/SAF231893/0VERALL/CTD 2016_01_JPNEEPORTPGAM/dnl2544 ae senous s lsas QOUT=REPORT/OUTPUT/dnl2544 ae senous_s_l j_1nf (23TUN2016 - %:31)
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Treatment group = Dupilumab 300 mg gdw with 600 mg loading dose

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
T v whie NonJP  K—Io % 2 136)/ Y Y/ N Dosenot  Recovered/ Moderate
20 K36 Other Medically changed resolved
B v White NonJP  [hEieeE 20 20 Y Y/ N Drug Recovered/  Severe
oy 1 1 ER) Hospitalization withdrawn  resolved
B sir White NonlP B 200 35 Y Y/ N Dosenot  Recovered/ Moderate
20§ 50 Hospitalization changed resolved
- T0/F White Non-JP  fEBiH 5 o 2(.—.—.2?9}f Y Y/ N Not Recovered/ Severe
# f |1 &) Hospitalization applicable  resolved
B - White NonJP %3 20 239y Y N/ N Not Recovered/ Moderate
2(._._.242} applicable resolved
% 20 2200 Y Y/ N Not Recovered/  Severe
2(._._.242} Hospitalization applicable resolved
B ¢ Whit NonlP /3% 20§ 253y Y N/ N Not Recovered/ Moderate
30.-.-.11??} applicable resolved
B 2 R v Y/ N Not Recovered/  Severe
2(._.__.2??} Hospitalization applicable resolved
EiREE 2 R v Y/ N Not Recovered/  Severe
2(.-.—_.265} Hospitalization applicable resolved
B r Asian P BE 200 0y Y Y/ N Not Recovered/  Severe
2(.-.-.209} Hospitalization applicable resolved
B M White NonJP  SHLFE 20 K52 Y Y/ N Drug Fatal Severe
Death withdrawn
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
B o White NonJP  BXEDLAHMIAIN 20 G Y Y/ N Dose not Recovered/ Moderate
2 R Hospitalization changed resolved
WEAMIA ey 1 1 &N Y Y/ N Dose not Recovered/ Severe
2 R Hospitalization changed resolved
with
sequelae
B - White NonlP FR&E 20 45 Y Y/ N Drug Recovered/  Severe
2(._._.90] Hospitalization interrupted resolved
amesses> 20 s Y Y/ N Drug Not Severe
I Other Medically withdrawn  recovered
/mot
rezolved
B r White NonlP  BER 2 Ry Y N/ N Not Recovered/ Moderate
2(._._-:[234} applicable resolved
BE 2 R v Y/ N Not Recovered/  Severe
2HEERR Hospitalization applicable  resolved
B - White NonJP i 20 26 Y Y/ N Drug Recovered/ Moderate
2(.“3?] Hospitalization interrupted resolved
B M Whit Nonl?  mmEB S 20 IR Y Y/ N Not Fatal Severe
B Death, applicable
Hospitalization
BRI HEERE:0 Y Y/ N Not Fatal Severe
Death, applicable
Hospitalization
& 1 D oy 1T 1 BESTE Y/ N Not Fatal Severe
Death, applicable
Hospitalization
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
B r Blackor  NonJP  HiEiE R 0 Y Y/ N Not Recovered/  Severe
affican 2(._._-:'133} Hospitalization applicable resolved
American
B st White NonJP EREE 200 K54y Y Y/ N Not Recovered/ Moderate
2(._.__.154} Other Medically applicable resolved
B M s NenP  mttEso—> 20 s Y N/ N Dosenot  Not Mild
MEr&sady changed recovered
1 /mot
~ resolved
prEso—> 200 K5 Y Y/ N Not Not Mild
MEr&sady Other Medically applicable recovered
e /not
resolved
[1] Felative to first dose date
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/0VERALL/CTD_2016_01_JPN/REPORT/PGM/dril2544 se serious s lsas OUT=REPORT/OUTPUT/dril2544 ae serious_s_L j_inf(23TUN2016 - 9:31)
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Treatment group = Dupilumab 200 mg q2w with 400 mg loading dose

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
T 57 whie NonJP  ERE 2040y Y Y/ N Dosenot  Recovered/ Severe
20 K59 Hospitalization changed resolved
B - Asian NonJP SR R Y N/ N Dose not Recovered/  Mild
2(.“140} changed resolved
Ea R 5 Y N/ N Dose not Recovered/ Moderate
2(.“140} changed resolved
BE 2 R Y Y/ N Dosenot  Recovered/ Severe
v 11 00 Hospitalization changed resolved
B - White NonJP  BIfRE# 20 G Y Y/ N Dose not Recovered/ Moderate
oy 1 1 &) Hospitalization changed resolved
B - Asian P MEEE % R Y N/ N Dosenot  Recovered/ Mild
20 I I 56) changed  esolved
MEEE % 2 R sy v Y/ N Drug Recovered/  Mild
0 HEEER R 56 Hospitalization withdrawn  resolved
B oM White NonJP  EEA R s Y Y/ N Not Recovered/  Severe
2(._._-:'1-32} Hospitalization applicable resolved
B v Bako NP mEics3%% IR Y Y/ N Not Recovered/  Severe
affican zc._l_-lnl} Hospitalization applicable resolved
american
B or White NonlP HRFAE 2 HERE Y Y/ N Not Recovered/ Moderate
2(._._[2 27) Other Medically applicable resolved
BE 2R 5 Y Y/ N Not Recovered/  Severe
2(._.'2,55} Hospitalization applicable resolved
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
B o Blackor  NonJP HREE 20 200y Y Y/ N Not Recovered/ Moderate
affican 3 0o Other Medicall applicable resolved
anean ol y
B - White NonJP K% YRRy Y Y/ Y Drug Recovered/  Severe
2 R 05 Hospitalization withdrawn  resolved
B M Whit NonlP  BER 2 R0 Y N/ N Not Recovered/  Severe
2(._._-:[243} applicable resolved
BE 2 R Y Y/ N Not Recovered/  Severe
2HEERR::) Hospitalization applicable  resolved
& E 2 R Y Y/ N Not Recovered/  Severe
2HEERR::) Hospitalization applicable  resolved
[1] Felative to first dose date
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/0VERALL/CTD 2016 _01_JPN/REPORT/PGM/dril2544 ae serious_s lsas OUT=REPORT/OUTPUT/dril2544 ae serious s | j intf (23TUN2016 - 9:31)
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Treatment group = Dupilumab 300 mg q2w with 6§00 mg loading dose

Subject

I IIEI

Action
Agel JP or Start Date/ SAEY Related Taken Outcome
Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
63/F White Non-JP =1 B 2 a4y Y Y/ N Dose not Recovered’ Moderate
b 11 1 Hospitalization changed resolved
S6M  White NonJP  iFESERMSIGE R Y Y/ Y Drug Recovered/  Severe
2 R 225 Hospitalization withdrawn  resolved
§7 B R 18 A0S R Y Y/ Y Not Recovered/  Severe
3“.'.'-.113‘53’ Hospitalization applicable resolved
nE-ELBE 2(.-.-:'103}}' Y Y/ N Mot Recovered/ Severe
A 2(.-.-.120} Hospitalization applicable resolved
37/F Asian JP E % R Y N/ N Not Recovered/ Moderate
2(._._-:'253} applicable resolved
E % R Y Y/ N Not Recovered/ Moderate
2(._._-:'253} Hospitalization applicable resolved
S4M  Asim NonJP  #M{ERH# 200 255y Y Y/ N Not Recovered/  Severe
2(._.'2?1} Hospitalization applicable resolved
46/F Asian NonJP @& R 5 Y Y/ Y Not Recovered/ Moderate
2(._.__.231} Other Medically applicable resolved
SO/F White NonlP  FEM 20§ 23 Y Y/ N Not Recovered/ Moderate
2(._.'244} Hospitalization applicable resolved
61/F White NonP  fifif 200 28y Y Y/ N Dosenot  Recovered/ Moderate
oy | 1 5% Hospitalization changed resolved
60M  White NonJP @EH R 22 Y Y/ N Dose not Recovered/  Severe
20 32 Hospitalization changed resolved
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276 EanREBOELD
SARZMBOI-FTatbivd (BETHERR)

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
A LR 2 23 Y Y/ N Dose not Recovered’ Severe
2HEERR ) Hospitalization changed resolved
B o White NonJP R YRR Y N/ N Not Recovered/ Moderate
2(._._.2 17) applicable resolved
BE oy T 1 IR Y/ N Not Recovered/  Severe
2(._._.2 17) Hospitalization applicable resolved
B :r White NonJP i34 R Y Y/ N Not Recovered/ Moderate
2(._.__.4?2} Other Medically applicable resolved
53 ] HERER: Y Y/ N Not Recovered/  Severe
2(._.__.4?2} Other Medically applicable resolved
B - White NP 7+7+¢5%>— 207y Y Y/ N Not Recovered/  Severe
BiE 2(._.'2 80) Other Medically applicable resolved
[ E3 White NonJP mEELR HERE Y Y/ N Dose not Recovered/ Moderate
oh 11 1 G Hospitalization changed resolved
B r White NonJP (B R Y Y/ N Not Recovered/  Severe
2(._.__.249} Hospitalization, applicable resolved
Other Medically
[1] Felative to first dose date
TEAE: Treatment emergent adverse event. MedDEA (Version 18.0) dictionary applied.
PGM=PRODOPS/SAR?31893/0VERALL/CTD 2016 01_JPN/REPORT/PGM/dril2544 ae_serions_s_Lsas OUT=REPORT/OUTPUT/dril2544 ae_serious_s_| j_irtf (23TUN20L6 - 9:31)
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220 LTS12551 (BERH) — REABEZHNRLLE-F 2 E/" 3 HENRERHS
(BEZECEERXREERE) — DRSS
[Module 5.3.5.4-3]

2201 B%

#53-8E (LTS12551 #E&)

BEERFEEOHERND— F : LTS12551

BBOEHE

Open-label extension study to evaluate the long-term safety and tolerability of dupilumab in patients with
asthma who participated in a previous dupilumab asthma clinical study

TaELTIOMBICET IMRBRICENL-MEBEEZHRELETL2ELTIORMOREHRUZ
FEzAlT SFEERERSE

ABREEGH AR ERE: ! - vl Il ]
i s e

ABREEERME - 137 R (BFREST 1508

BFTICH : RAEEL

ABRIARN :
soneEnAne 204 |5 B
BEOBEORTH : ®%7 (PMEE0Hy b4 7R 2= A )

MEO7z—X - F2HE-FI3H (ReEZHETIERERR)

By :

PR EDAREEREE (CSR) TR, 7 FE—EER#% (AD) 2BEETE5T1ELTITORZEHHE
DEHIZHPMLEREMET—FE2TT. FEBETE, WEBSEHRK-RE L -WRB~OSNERIZESE
BIBTL-MEREEOT— 2% REL:,

FTEEM

FaPlLT7oOMBICEYT S5 E (DRI12544, PDY14192, EFC13579 X(% EFC13691) (=40 L 7- 0
BEELZHEIZ, TaEPLTIOEMORLHRUVESHEET 5.

sl XER/ -

TFTaELTIORBICETINEB SN L-HMEEBEEHEIZ. TaELTJOEMEBESHOANE:
Sl 5.

TAaELTTOMBIZET SARBICENL-MERE*HRICLTOHEE 25 ET 5.
« ZERER

« HEWRE (ADA)

e A FvT—Hh—
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RERAE

AABER(E, AR TREMICERLZRARTAA FE (ICS) & REFFE/ERAM B RIME (LABA) #RE
EPHEDIY FO—)LZEHME L ZDOMDFBTINDBEEICKDIEMEETT. TaELTID
300 mgfmiE 1@ (Q2W) KT (SC) #E5%##EEtT 5. EFEHE. ZHEE£R. 2 FH. FERERMER
TH5, DRI12544 HERDBEREARI A 5 RIBERICFEITT S B FIC(L, Day 1 IC#IEIA=ZE & LT 600 mg %%
5 LT,

AABRERERD IHATHERET 5,

o RYY—Z=UJHM : 0~3 &M

o BEREXRLHM EE®) : 96EM

o HREZHM . 16 8M CARRE [IMP] x5 LZLENEERR)

BEY

FIE : 2082 4

SUFLIE AT (RERIFERARTHD. )

’E 5324

S

B ENE  BEET (FEBEFXZEMORFEZAEHMELTVS, )
Tett 5324

EMERE  ZEET (PRBSEIREMOBRFZEMNEL TS, )

FET R URIREZE .

TaAEILTTDOWEIZET % DRI12544 LISADERER (PDY14192, EFC13579 X[ EFC13691) TAERZE
BEHMESET Lz, XIX DRI12544 HER CARERSHMRVEHAENMZRET LEZHREZED S b,
BERICER L EE

RERAE
REREE
TaELTT
FIE -

o TLI4IWEKIYUIOFEARRET : EET a1 EIL< T 150 mg/mL (300 mg/2 mL) SEHH&RIL. 5mL
HIRANATILTRELz, ENATLHICIE1E2mML #HRETELEHFBENTE I T,

o TLIA4IWFRLYUSOERBIALIE  EE T 1 EJ)L~ T 150 mg/mL (300 mg/2 mL) sE&i&(E. 2 mL
TLI4ILED) OOTRHBE LT,
B 5K SC

Ri%-FHE: TaE)L<7J 300 mg &K 96 B Q2W SC %5 L 1=, DRI12544 HE& D BIGAEEARMH 5
ABRERICFEITLI=EBEICIE, Day 1 (CHEAEE L T600mg 25 L1=,
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BEERFEEOHERND— F : LTS12551

NyFES
aese N 8§ § 8§ § 0 Py 0|
A TEds b 2§ 0 k3000 |

BBELS

BEOEEAME (ICS, LABA, O Y T2 BERRE [LTRA] . ERMEAKLA D) VERE
[LAMA] EUTA 2« EFOMBEOI > FO—ILEBME L-ARE)

SRR mAREED
A1) —= 55 -

Vist 1@ 14 BL LR —FEREDICS(TOEAEIALFAJVBF 250pglt 18 2E) ##EAL.
FREBOAH ) —=— S (PDY14192, EFC13579 X EFC13691 EEBMCETTIBEETIX. IR
BoOM) Ltt0RETCTOERERET I L L L, REBDICH-ICHBOO Y Fo—ILEBREL
f-fho;EME (LABA. LTRA, T 74V E) ICL2BFEMEMBLE-BETIE., TOHEALBE
FE5ZLELT-. EFC13691 BB TATO4 FEOFOERZMEL-BE84. XABTHEET I L E
L7=.

e BEABECETZICSORE AR BRULITOEAVEBILFHY L RE200pg Ll 18 2
B, 12@LE1I7TRLUFZTOEA VEMILFh Y BE 100pgLll 18 2@

AREESMM GFE®R)

BBESSHMG., ICS (LABA LOH#H. XITER) RUMNEABDI-FRAL-EEDO > FO—)LZBH
ELhDEXABEFMBET I L L L, NIRBTEERAME LT 2~3HMAME (LABA, LTRA, T
24V E) FHALTWV-8ETIE. ChoDEXARLFRBOABELSMMDbI—#ET S
LELf-, EFC13691 2B TATO4 FEOANOEAZMEL-B8X. XABoBERSHMLBE
FTHZEELT,

TERENAD -

ABERSMMOTETES, ICS (LABA M6, XIZHR) RUTEBREOBRSPIHEAL-MEDD >
FO—LZBMELEZAREOERAZRRT I L (EPNGTHARCE SV TEBRRESMM DI
ChoOftAENAZE - ARZZEL-BSLEM .

FfEam -

FRBFELT. DEICHLT. REARELLTYLIFE—LRNE/LEYILTEZE—LONA FO
ZLAaTF7ILAhNEERBELBAZ (MDI) ZHERTELLELE. AFTELZLVESICIE, MDI
OROBYIZHLTEIE—LARFE - LRFILTEE—LBEORTSAF—5ERATELEELE,

B5WAA -
968 CERERSHM EE&] )
EREENAAN -

DRI2544 B SBITL-BEOR Y- HME 7 BM~3 80, ABREESHM FER) X
96 8RN, REMWMAMIL 168/ & L1,
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ABEBHEREOBUI— F - LTS12551

SRl -

EPMBETE., FIHORBEITEY, REHOHETORBETRLE, REEORRIZPMETGH-E
SWTEY., REETEEROT—3A—ZIZET{ELOTIEEL,

ROLEMOFTMAB R L. DEHHETHN L.
REMOEENEEAE
« HEES (AE) ORBRR
R&MEORIRTEEE
o NN
 HB{mR
« LEE (ECG)
« EBEESE

- MEFPHRE

- HEEEEE

- RE&E

BETFiE :
gtz 2= A e Emh v rA OB E LERSHOFH-EAEEL V. KPMBESTIEZE

MEORTETHYT. TLEOLHERE. AOHHFENRHE. A—2541 0%t BEOAR. BB
EOBRE. RUCREOEARREZ. WThLERNICRITL.

HRBOBRICEIVT. MEZBRTRRICES LCABEORSR. RUNRBRTORBEORRESH
CFAEBTOPEBEEETOARENBREOEAMMTS T, ROESTRBERERLE.

o XEEHE (Naive) : IRBTOIStABEIoBITLE-EE

« HAES5E (Retreated. ZEMMA 14 BME LES) AIRBTOT2ELTIH,MCBITL. MR
BTOSBEOREESH R EBRTOYVERSETOABREOEEOZAMMA 14:8M% LE 1=
BE

 HAE5E (Retreated. ZEMMA 14 BMLLT) : IRBTOT2ELTIEAISBITL. WREBT
DEBEOBRRESH X EBRTOVRESETORBREOESOZAMMAM 6 BME LEY 14860
LTFTH--BE

« BE5#ES (Continuously treated) : BIRBTOTaAELT B SBAL. FRBTOABEOR
RS CERBTOYREBESECOABEORSOTEAMMA 6 BML T TH - -BE

R

FTERATIIAEOERELL, AEZRBAL-BEYRUEEOES (%) LEHBLE. AEORERIRIZ
WRR (R )—= 5. ABEESHMEUVERENM) ARt ETENL-. & AE 18T
BATHDY version DEEREFERFEE (MedDRA) IZ#-Ta—FiLE.

Bl ETE IR B DR -

BIRMEHIZIE, /31 F YA, ECG, RUBKBEZAN -, EFHMEHE TRAHKHEORH. R,
HEICH CTHHMENZTL., BEY. BSHOGHEE. EHEEMENHLE:. /-, BEERES
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ABEBHEREOBUI— F - LTS12551

ZEATLIE.

&5 -

EEBTRH-IE2ELOBESERchAE o, BB SHOREN BT IERB T, DK
HOBATEY 49 BMOABERSMEMIZEINT, TaELv 7 300mg® Q2W SC 51X, 288
ReThHY, EERIIERTFTH o HIERBTHI DRN2SM4AFZBTOERBESSMMOTYEIZ 23 80
Thi., EEBEOESHMIZIDORNZ4 BB EYEMN 1=,

BBERSTICRBAL-EEES (TEAE) OE{ XBERIZPERETH-1-. & { Rohi- TEAE (ZRE
B, SEXS. LSEES. WEEEE, 47N, EEEUIHSBMER (ISR (INSEFSE
BREUTHBLER) THot-, ABEOBRERIHZZE-~1-TEAEZRBAL-BEOHSIZEL (3.0%) .
F{(RoA-BENXSIE (S0C) FEEFHLIUFERE., RUERELUVETHEE CH--. A
BEOERSDIIZE - TEAE CHEOEBS -RAL-ER234h o, FEBoRetRITHSEA T,
HBBELSTIZRRAL-EESAEES (SAE) # 1#LERRLE-BEORSIE53% (28/5324) T
Hor=H, DRI BETOFaAEILT ITHOBE (74%) LY{EMT-.

BAE5H (Retreated, HMMA 14:8M% LED) TOREMHTOTF AT, RESHLEATHEE
Hiah o=, BEEETIH. REBE5BLYSAERUVISROZERELNES, TaP LT TOHEEBSTOH:
hEeLtOBEZZRoh G-, ChAS2DO0EMAOBEZS VA LELTLW L=, 2E£ADOR
REQOEMBEREBRICTEFEFDETHD.

A ZNYA 2, ECGIHFA—4, RUBKBEEICHEETRZEIR AL,

FEABTHEOChETaAEILTIORSE o027, RETHAOHEBEE X HE L LEBBTEGH
=t EREMTH-T=.

e DEREPL B E] G

EEES4A - MedDRA ver. 18.1

2202 EEEOFM

22021 RCRUEELAESES
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EFA-FEAO—K-ZLMERHSEA (LTS12551HEB. B58)

Treatment Group = Re-treated (gap = 14 weeks) : Dupilumab 300 mg 5C

Perm trt
Study day °/ discon./
Patient IP or Start date/ Dur (days)/ Eelated Correct Serious criteria®
(Age,Sex*.Race®) Non-JP Preferred term Stop date AF status ? to IP Intensity therapy [Outcome’
NonlP  EMEBZEMES WS L | | EETTYNG: Y Severe YIY DEA/HOS/OTH /
(64 M. W) FAT
GEBERER 2 188/ ./E N Severe Y/Y DEA/HOS/OTH /
FAT
* M=Male, F=Female. * W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther. © Relative to first dose date. ? E=Treatment-emergent.
* DEA=Death 1 IF=Life-threatening, HOS=Hospitalization, INC=Disability/Incapacity, CON=Congenital anomaly/birth defect, OTH=0ther.
fREC=Recovered, SEQ=Recovered with sequele, ING=Recovering, NOT=Not recovered, FAT=Fatal, UNE=Unknown.
MedDEA (Version 18.1) dictionary applied.
PGM=FRODOPS/SAFR231893/0VERALL/CTD 2016_01_JPNREPORTPGM1s12551_ae_death s lsas OUT=REPORT/OUTPUTMts1235]1_ae death s_1 j_axtf (23TUN2016 - 9:30)
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& 55-SAEO—K - KRR HASER (LTS12551 BB, &5

Treatment group = Naive : Dupilumab 300 mg 5C Q2w with a 600 mg loading dose

Action
Patient JP or Start Date/ SAEY Related Taken Outcome
(Age,Sex,Race[l]) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Severity
Non-JP g 2 443 Y Y/ N Dose not RecoveredTes  Mild
(S6.F,W) 2 R 55 Hospitalization changed olved
B 5 r r=EEs 200 3 Y Y/ N Dosenot  Recoveredires  Severe
(50.F,W) 20 5 Hospitalization changed olved
FEHES 20§ 6 Y Y/ N Dosenot  Recoveredires  Severe
20 5 Hospitalization changed olved
FEEES 21:.-.--:'16}.-r Y Y/ N Dose not BecoveredfTes  Severe
20 5 Hospitalization changed olved
B oo LEER 20 73y Y Y/ N Dose not Recoveredres  Moderate
(5S2E.W) 20 Hospitalization changed olved
B o B 20 2367 Y Y/ N Dose not Recoveredres  Moderate
(46.F,W) 20 255 Hospitalization changed olved
B P EmERE 2 R 250 Y Y/ N Dosenot  Recoveredires  Severe
(49.F,W) v 111 ey Life Threatening changed olved
i i 8 3¢ 4 200 46y Y Y/ N Dosenot  Recoveredres Moderate
200 I I o) Life Threatening changed  olved
i i 8 3¢ 4 200 46y Y Y/ N Dosenot  Recoveredres Moderate
2ol ) Lie Thestening changed  olved
Other Medically
[ ST 2 R v Y/ N Dosenot  Recoveredres Moderate
(40F.W) f 111 el Hospitalization changed olved
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Action

Patient JF or Start Date/ SAEY Related Taken Outcome
(Age,Sex,Race[l]) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Severity
B oo r  BheE R Y Y/ N Dose not Recovering/re ~ Moderate
(38F.W) Other Medically changed solving
_ Non-JP Rd[REs 2(.-.-.2 oy Y Y/ N Dose not BecoveredfTes  Severe
(48.F,W) 20 3 Hospitalization changed olved
B r e 2 R v N/ N Dosenot  Recoveredires  Mild
ULEW) ey 11 | e changed . olved

BE 2 R v Y/ N Dosenot  Recoveredires  Severe

2R Hospitalization changed olved
[1] W=Caucasian/White, B=Black, A=Asian/Oriental, O=0ther.
[2] Felative to first dose date
TEAE: Treatment emergent adverse event. MedDEA (Version 18.1) dictionary applied.
PGM=FRODOPS/SAR231893/0VERALL/CTD 2016 _01_JPN/REPORT/PGM/Uts12551_ae_serious s_lsas OUT=REPORT/OUTPUTM=12551 ae serious s 1 j intf(23TUM2016 - 9:30)
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Treatment group = Re-treated (gap = 14 weeks) : Dupilumab 300 mg SC Q2w with a 600 mg loading dose

Patient

(Age,Sex,Race[l])

]

Eait ]

Eait ]

]

]

Eait ]

]

! 2 = =
El =@ =@ 3 Sl =l =@ =

Action

JP or Start Date/ SAEY Related Taken Outcome

Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Severity

NondP  FETAGE 2] 00y Y Y/ N Dosenot  Recoveredires  Mild
20 G 03) Hospitalization changed olved

FETARGE 2"'“3 03y Y Y/ N Dose not Recoveredres  Moderate

20 G 03) Hospitalization changed olved

Non-JP  MEAL=T 20 o9y Y Y/ N Dose not Recoveredres  Mild
20 Life Threatening changed olved

Non-JP  —i@iEREm i RE 200 27y Y Y/ N Dose not Recoveredres  Moderate
20 32 Hospitalization changed olved

Non-JP  AL=F 200 ey Y Y/ N Dosenot  Recoveredires  Severe
20 HEER R 20 Hospitalization changed olved

i 20§ 55 Y Y/ N Dose not Recoveredres  Moderate

2R Hospitalization changed olved

NonJP AU ILIUH IR Y Y/ N Dose not Recoveredres  Moderate
oy 11 1 ED) Hospitalization changed olved

NonlP SEEIZFH 2 R v Y/ N Dosenot  Recoveredres Moderate
20 229 Hospitalization changed olved

NonJP EHEH 200 I 42y Y Y/ N Dose not Recoveredres  Moderate
20 56 Hospitalization changed olved

Non-JP i34 20 K s2 Y Y/ N Drug Recoveredres  Moderate
2 155 Other Medicall withdrawn olved with

ol s er y e
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Action
Patient JP or Start Date/ SAEY Related Taken Outcome
(Age,Sex,Race[l]) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Severity
TFiE 2 155y Y Y/ Y Not RecoveredTes  Severe
3 155 Other Medicall applicable olved with
ol 155 y e
BREE 200 K557 Y Y/ Y Not Recoveredres  Moderate
20 HIHIK 155 Other Medically applicable  olved
I oo mEEx 2 R s Y Y/ N Dosenot  Recoveredres Moderate
(3F.W) eh 11 e Hospitalization changed olved
B 2 R Y Y/ N Dosenot  Recoveredires  Severe
b 11 1 ) Hospitalization changed olved
B oo 8 HEEREce Y Y/ N Dose not Recovering/re ~ Severe
(4 M. W) Hospitalization, changed solving
Other Medically
B - iR 2l RN Y Y/ Y Drug Not Moderate
(T7E,A) Other Medically withdrawn recovered/no
t resolved
I - KK —F iRy Y N/ N Dose not Recoveredires  Mild
(54 M.A) 2(._._.2 80) changed olved
by B R Y Y/ Y Dose not Recoveredires  Mild
20§ 220 Hospitalization changed olved
I - % 20§ 28 Y N/ N Dosenot  Recoveredires  Mild
% 20§ 300 Y Y/ N Dosenot  Recoveredires  Severe
20 G2 Hospitalization changed olved
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Action
Patient JP or Start Date/ SAEY Related Taken Outcome
(Age,Sex,Race[l]) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Severity
Non-JP BRI S s 2 Y Y/ Y Dmug Fatal Severe
(64 M, W) Death, withdrawn
Hospitalization,
Other Medically
I HERED 2R 52 Y Y/ N Drug Fatal Severe
Death, withdrawn
Hospitalization,
Other Medically
B vr < ax057u5n-7F8 20 HEKosy Y Y/ Y Drug Recovering/re  Moderate
(@1 F.W) ATy AER Other Medically withdawn  solving
B 5P AEAREESRT el 11 1 ST Y/ N Drug Recoveredres  Severe
(49.F.W) f 111 o) Other Medically withdrawn  olved
B 3 2 R0 © Y/ N Not Recoveredres  Moderate
f 111 ah) Hospitalization applicable  olved
SEER 2 R © Y/ N Not Recoveredres  Moderate
f 111 5 Hospitalization applicable  olved
B oo F=TanE 20 K209y Y Y/ N Dose not Recoveredires  Severe
(44F,W) 2 R 2 Hospitalization changed olved
B ‘o r FEEEnE 20 57 N Y/ N Not Recoveredres  Severe
(40.F,W) 20 G Hospitalization applicable  olved
B oo Ry Y Y/ N Drug Recoveredres  Moderate
(55F.W) 2 R Hospitalization interrupted  olved
i R Y Y/ N Drug Recoveredres  Moderate
2 R 50 Hospitalization interrupted  olved
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Action
Patient JP or Start Date/ SAEY Related Taken Outcome
(Age,Sex,Race[l]) Non-JP  Preferred Term Stop Date[2] TEAE? Tvpe to IMP with IMP Severity
Non-JP g 2 305y Y N/ N Dose not RecoveredTes  Severe
(59.F,W) 2R changed olved
i 2 R v Y/ N Dosenot  Recoveredires  Severe
i 111 &) Hospitalization changed olved
[1] W=Caucasian/White, B=Black, A=Asian/Onental, O=0ther.
[2] Felative to first dose date
TEAE: Treatment emergent adverse event. MedDEA (Version 18.1) dictionary applied.
PGM=PRODOPS/SAR?31893/0VERALL/CTD_2016_01_JPN/REPORT/PGMl=12551 _ae_serious_s_lsas OUT=REPORT/OUTPUT/Hs12551_ae_serious_s_1 j inf(23TUN2016 - 9:30)
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221 ACT12340 (BEEH) — REESZHSLL-F 28R (EEAREER
[Module 5.3.5.4-4]

2211 =

= 56-@E (ACT12340HE)

BBREmETE ORI 2— F - ACT12340

EBEBROEHE -

A randomized, double-blind, phase 2, placebo controlled, 2 arm study to evaluate Dupilumab in patients with
bilateral nasal polyposis and chronic symptoms of sinusitis

AREAEF AT IEMRARLEBEEZARLLET2ELTIOE 2@, 594k, —EER. 75
tARHE, 2 ¥RB

ABRREES
Prof. Dr. Dr. h.c. Claus Bachert, University Hospital Ghent, Belgium

ARREERME : 4ER (NLF—, AR, A9z -T2, XEH)

F Mk - Bachert C, Mannent L, Naclerio RM, Mullol J, Ferguson BJ, Gevaert P, et al. Effect of
Subcutaneous Dupilumab on Nasal Polyp Burden in Patients With Chronic Sinusitis and Nasal Polyposis: A
Randomized Clinical Trial. JAMA. 2016;315(5):469-79.

AR
BOOBEO#EANE : 20134 8 A8
BeosEENRTH: 201411 A8

MEOCI—X 828 (FL—24Tav+Th)

B#:
FEAM

AR EIZREFEZROTF7 (NPS) Z2WT 7R EOBEESRmEZTL. MEANAEAR-ETSTAE
LT 70EHSEEHET S,

BlZxEH :

AR AT IRE X HRICLUTOSHEBIZO2VWTTFaELT TE5FHET S -
o BIMEFEOMER

e AVEaA—4—MERE (CT) RAF¥+rILHFEL

s WEEGHRETLIEBELEHOD NPS

s RLBRUIEN

o 2BIALA-THE (Th2) R4 FA7T—h—DHEIcES{EHPEHEE

« MmFDPFaENTTRE
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BEREFFTEE OHA 21— F : ACT12340

e TaAELRTIZHT IRERS (EMIAE [ADA] )
o BEWETVFMILRULETEDNE (QOL) FHER7—ILTHOT1ELTTOHR

BERAE

ACT12340 Bk (Z. T2 EJL<J 300 mg %8 1 E 16 BRIET (SC) &5 (Day 12 600 mg DHEFE
5 L-RIC300mg x 15EI%kE) LIz Z0EUMEZTFME TSI L2BME L, BFEHE. ZHEEE.
SUSLIE, ZEER. To5tRB, HTEBICESZFE2HOTINL—FTarvteT v HEBTHS,

REERABRIEL. UTO SHEIDHER SN,

o EARVIUIZUALKRUBIRTILZEZERERAW:-4BMORY ) —= 2 EALME
e FaAELTIRIFTSERIZEDS VA LLESHRM (16 8RH)

o EWBRE. RERME. &M, RUBYMHEEMNLE T 5BR5%0BHERELM (16 8RH)

BERE. FERTHA VICEYELSINATRERET H-OFEERE Lz, BBLARELEMD
WEFEYETon=-RERZERIESNz, KBERIE, "M T7RAER/MELMOHBEEDERIZEL S
BEWERVREUEREDLIICTSEARRBE L=,

BEHY
FE : 564
SR LML 60 4
#5604
AT

A 604
Z2t 604
EYENRE - 304
nEYHREK - 604

PR RREAE .

101. A=V JRBRAIZVE L ABMDEEZRRTOA FEIZKSRAEREEZZITICHEDL
59, MEEORAT7ZE8ELETEAINPSARE S ANDSb5mLUE (M OEEBEORIT7A2AULE)

102. RYU—Z=VUJRBREIICROS LR EZZONEREEFT S : SEHE - X - BFARXIL
SR A1 - &R&R . EEE - EAR. HELJEREDRERXITHEE

103. [RE -HAXZICEEGLHD

RERAE
BERE . TaAEILTIXE TSR
FIE -

BETAELTITRURIETHTIERIFI. ThENEMLAZRNA T TRES A=, B/31 T ILHIC
F1E2mL 2% E5ETEHIHRVFTESINA TS,

BRERE  REBEWE SC L L., AREIEMXITIEZ SNENRE L,
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BBREmETE ORI 2— F - ACT12340

AR ABED EEESBEI-cELT72B0METEE 1@ (QW) SCEEZhi-. ERBEDRS
3. AERSEHC-HoBLLOMBEE ST TiThhi-. BEZ, ABERSYVEOE2EEBIZEER
HEODBRE~EOHM-HEZEL-H600mgDFEAEL LS ESIC2EDFHERZ T =, TALEZS
HLERSHEEELT300mgQW BEIC L SZEEFHER T, BEX. BREHSEREEXIZ AR
ERCOEER - ERERET I -HEBERSEOLLEEL 1BME=4—2NT-.

#v7%% I I

BBELS EAFVUISUALKRUEBIATIL

FE : 50pg - WERAAREIZ. K189 (140EEA) R ELIZA-TWAS,
BE5EE: AR

AR : ERARIZ2EE (50 g WE) Fo 10 2EES5.

Ny FES : BUELT

5N - 16,808

BB : 2V —= %M (4:8/M) +5 4 LEESHM (16:8/M) +B5&0EHFRRMAM (16
HAl) =#7 36 80

ST -

At EEFMEHAB X, Week 16 FFRAOAMRIZE DEPINPS DA—A T4 o DELRTH =,
BIZEEEHRE L. LTOEHBIZOLWTOWeek 16 BRDA—A54 UM cDEERBTH -1,

s BERETFORAL
- BIRERICEAY SENEEME (SNOT-22)
-BETMICL SRR - REAE. 51AR (AK) . BAF AKLMOEIZEDLD) . RURKHEEL
- ERMEEOR M
- Visual analog scale (VAS) #AWV:-BEF@EIC L2 ARRELEOEROBE

« BARARSHE (NPIF)
« B¥WEF (University of Pennsylvania Smell Identification Test [UPSIT] )

* NPSOBEBEEZRLE-BEORSE (NPSOJEE. Week 16 BFADEEI NPS HIR—X 54 whid 1.0
LLERAL LB L ERLT)

o CTARX+iE

e NPSO#MMERE (1 HALLEOHE) ABLADIETORM
et LTOERLMHHEBIZOWTEHEL=.

s HEESR

s BERET—4S (M#EP. £$. RURSRE)

o SAELYA

» EBFEmR

« ILEE (ECG)

o RERN
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EMENEE  MEBEDEEEET LT TEEICDOLT, F 2%kEH (Day1) . Week2, 4, 8, 12, R 16
CREREZ S5 THE [EOT] ) DOFX5HIE. Week 20, 24, 28, R 32 GAER{E TH: [EOS] ) 5%
fExmrLT=,

RENF: EHEISERERV T2 EBICEET 2 OMDNANIFI—A—I2DLT, BAERE (RIFTHHE.
DEGISE) OFRCERNGREFRGOIEZTI ETOREREETML 1=,

EYBE RN FRABREOERRERMEUSTAE

MEPREEET 1 LT TRERMERADOM&ERAZE Day 1 (V2) . Week 2 (V4) . Week 4 (V6) . Week 8
(V10) . Week 12 (V14) . BT Week 16 (EOT ; V18) D% 5HI. Week 20 (V19) . Week 24 (V20) .
Week 28 (V21) . BT Week 32 (EOS ; V22) MEHEREABKREFICETOEENSEIRL =,

UTOEEBR, ARI7O0—Fr— b ESVIMFEZAVTAE ST,
o #WMmESOTYUE (IgE) (ImmunoCAP HNEERBAERE L [FEIA] AXEEFNERELAR)

o BHEIFIKRFEIVTOLEDUVARBEMNIGERUVERIRIVKREI TR ML Y BEEM IgE
(ImmunoCAP®FEIA &)

o IFEEEKHFAMEB (ECP)  (ImmunoCAPFEIA i%)

o MIIRRUEMILHEEAS EHA > (TARC) (Human TARC Quantikine ELISA kit; R&D Systems #t)
o ARIJZFRXRF> (Human Periostin DuoSet ELISA Development kit; R&D Systems #t)

o T LY UNEEM IGE /KL (region-specific InmunoCAP® assays)

IAZFIUIITD0TIE. AN URMmEEAVTRE STz,

MEtFi% -
EMTHMRERAE. UTOEBYERERSNT=,

o AWM AREOFEAOAEICEAL LTS VA LILAEBRADETITAITONE_EERERUS VA LA
{£ S 1= intent-to-treat (ITT) £H

o ITT: SUFLERIZKYEIYMITONIRERICEDETHBINITONE S VA LEESnT-5H

o REM BEINF-EICELLITBREICEZEINTEY. ERICZTEARICEDEETNITOLNS
SUALIEENh-5HE

o EWEFRE REMMITNREANS B, DL EI—DDORAIE L THROAGWERGMEREET —
AEFTHLETHESE

o HMEMIIK (ADA) : ZEMMBAFNRERD S 5. L EEH—DDHRE®OHE ATEEL ADA BIE A
wmiE (G, B, RIITHEE) 28952 THESE

o NAAT—N—SUFLEICKYEYFFON-REBICEDEMANTOIES VA LEShI-E
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Atk TEAMHFMEE TIE. TS5 ERBEELETIELTT 300 mgQW BEDFEFMEIHMAER ICET
BDRIGOFHBIZENZNE WD C EEMEAMBIRERGE L=, TTEHAOETEANEERIZOLT, #
SHEMTY 7+ = 7 (SAS) D PROC MIXED % AL\ T Mixed-effect model with repeated measures (MMRM)
ERICK Y LIz, MA T, TOMOBREBATONPS DR—R 54 UMD EEIZDONT, kst
ERUVTAY FEAVWTHRERANRUVEREHANCEN L, BRESTIE. F 2KEATNPSARAILT:

BEZRE. AL MMRMEEEETILERWVTER L=, Week 16 ED NPS HIR—X 54 27 H D
1RUERELEBEBORIGICOVT, APRAT4 vV EIREZAVTHEN L=, Week 16 FRDN—R 5

AU DEREIZET H2—EDEHKEDTMERICIE. WMEZHETLIEEDNPS, EERCTIZHIT
5EBENZEILE, Lund-Mackay R 37, SNOT-22, EEFMIC K2 EFAK - EFFEX 7. NPIF, IHA
=HERTHIEEORENDEEICEATS7 04— FGBHEBRR) (ACQ-5).QOL A% (36-item short form health
survey [SF-36] . B QOL 7—F 25 IL—TD@EE7 47—+, 51H [EQ-5D] ) . R VAS V&
EFnf-, CAODFEMERIL. TETMIER & BRI MMRM #HWTET L, BEHK. THOiE. B%8
# (SE) . RURBRENZECRRMHAETRLIZ, MA T, T2aELRTHETSERBEORLET
X, SABRTEHDERUVZD 5%EFERR (C) | MUIZ pfEZERL T, EOT D ELSERK U Lund-Mackay
RAT7DR—R 54 UohbDEILEIX. £5ESH (ANCOVA) ETILZAVWTERRUVARIDOZENLEN
[2DOWTHEMT Lz, LSERNSA—FFXERRUVARDZEFHE. Lund-Mackay R 2 7 IXEQI R VAERID
BEHIOWTHEN Lz, ETILOERICIK, 5. BIRF (MEOHR., £ROER) . HESL
LTR—RSA VEZEHT-, #. THIE (BERFEE [SD] ) . FAEFY., ABRFHOERUVUZD 95%CI.,
BN pfEETRLI,

Zett —EBERRUVEMARICEFTNIETOREET 2 IR 2MBAINRERICESICIDE L=, &
EEZREREINKRSE. BB, RUEKRENCHFELz, BNRXTA—32 (ETOBRBKRE. N1 2/LY
1. RUECGDZEH) DHERRUR—ZASA UNLDELREIZDNT, BEBEZELITR—XSAVRY
R—RSAVLUBOZER., TV RKRY b, &/ME. RURKEFZFZEN LIz, ENMEIZCE. 2L
TfE, SD., hR{E. £ 1HESME (Q1) . E3WHAME (Q3) . H/ME. RUBKIEZEHT-,

EMBE  MFRT 2 LT TREICOVNT, RIS L CHFTHRUSATY, SD. FHE0ERE
BE (SEM) . ZBRHK. B/ME. hRiE. RUBKEZANTEHLE.

HEMAARAT : 5172 EL < THEORE (S XITHKME) 2185 3RRRE S IC—ERIZLE,
ENE R TONAAFI—N—DRFA—BIZDNT, £F—5. RA—Z5( UNBOELE. A—25
AU LOEILEE, DEHHEEANTRSBRRUBAHCENLE, £7T—40BHTOY + (T

¥+ SEM) \ R=RSA UMb DELE. RURN—RSA UM LDERIEREZRERHAITRLT,

AEQE EREFICET IR BIREMEDEHERICOVTIL, AHRDO MMRMEZRWNT, X—2
AN DEILERFET LIz, BEH. FHIE. SE. RURBFYZSCERMABEZAVTRL . I
AT, TAELWRTHETSEABEDBRLE TR, ABRTFHOERVEZD 95%Cl, FUIZpfEERLT=.

E:3
SH DR

EHEZEOEMNTAIEILTT300mg ERET B TIEROVNTIANHETHEESIL, EREHOES
HEDOENEIZEFNFN 1086 BRU 962 B THo 1=, EMIZ, [FELAEDAOFTENRFITEEZE
BTHHELTWV:=, BEDEIX 75%FERMNSDSMET, BYDEBTXENSDSMETH 1=,

60 & 434 (71.7%) DEHF—DOLULED7 FE—DHFEREZELTHEY. 5540 BOKREER—XF4
VLUBRELH#EL TUO -, REEEREGETEIC—HRLTEY., RVICEONREIERSHKICEL
BERTHRESALTLULF—MHEKX (66.7%) T, RWTT LLF—MREERARVIERT O FHEFURAE
RITXT DBEIE (% 28.3%) THoT=.

R—ZA54 VEOEEA NPS DEHEIE, FEE8HDIH 577 THo1-; ARXRATIX. MERDOKR)—T
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O~4mAT—IL (1=IMRY—T, 4=KKR)—7) ITEYEBEILShE=LDT, WEEHXT HEED
NPS (5.71) &—HT BERTH 1=, SNOT-22 RO 7 DFEHMEIL 41, &EFH(EL 8~91 T (BETHEEH
(% 110) . UPSIT DIREREHEDTEIYEIL 1420 TH o=, CT XX ¥ VEHETIX. FEAEDEETE
2ROLEENHY. ThlE Lund-Mackay DEEHAIT7DEHEE LT 18.68 LEESI NI, KM,
KEBRTCREEIIPHEEISEENDEFEERENS VALLELEN, EFELRYIIZEZHIATHLDOHABOF
MBI 9.52 F., FEHEIX0.2~318FETH 1=, REBDEHOFIYMEILX38.90 K T. XEHDEHILAE
[CEATABREFHAELIF 1 EONWTIAITH 2= SVFLEESNFEEES LEREBR BT T
BET., FOEEETSERBIIERTTAELITITHTENIEN =, FALUNDOEILIEREE T
Hot-=,

BAINMEDRER

FEBFDMHTHEEE L. Week 16 BERDARFBICLK SABINPS DR—XSA4 UM LDEILETH>T=,
Week 16 B D NREBIC K AMEI NPS DIEHEICEWT, TaEAI TE TS ERIZERTHAMIZEE
HHEETRLE (p=0.0009) ., MMRM 24712 & % Week 16 BFEDAR—X 54 UH L DEILEDRAETY
(SE) 1. 75 tRET-0.30 (0.34) 1L, TaEITTET-1.85 (0.30) TH-oT-. BREAEEER
i (LOCF) T—A2 TO ANCOVAIZL BZRERESNMTHLRABDERENLEONT-, RBEEICEBNPSIETS
TAREBICERTTAELYITHTHEELBLVER L, ENESHMERTHRAICEWT, BBEEASY
VISUANLRUBIRTILIBERAASKERGEL T 300D, NPSOELEEEFRE-N T (R—X
SAUNCDEEDTHE [SD] &, TS5ERET-072 [1.43] . TaEITTEHT-1.68 [1.70] TH
272)

TEFMBEBICONT, BMAKHABNE., R, NE, Ff. KE. 2R -—TFHOBE. ~A—X354
U NPS. THEDHF, HIRICBALTEE Lz, FLAEDBLETABRNICEVTTAELTITETENIE
DRIBHIETHNRENT-, HEREHRT HEEEETO Week 16 Frm D NPS B EDTHBEIFLEMT
DIERE—HBITDHLDTHo 1=,

ETOEERBIRENENTA—FE TS ERBEERTT2ELI THICIFE LVVHANICERELGRES
~LT&HY. Lund-Mackay RA7 TOT 1 ELT TEIZIFE L VAR FHDZE(E-8.84 (95%Cl : -11.07.
-6.61) . piHE[£<0.0001 TH 1= (£ TOREMLEIZE TS p EOEEL<0.0001 H S 0.0082 THo1) ,
EFREHRRTRRICEVNT, TELGBIRFMEE TOR—ZX 54 U EUREBERMICEED HHRE
TR TULV-, EOS DERFLITIZRY,

Property of the Sanofi group - strictly confidential Page 346

(electronic 2.0)



276 BELADHEDE LD
SAR231893 - T2 EIY T GEGFHEEZ)

BEREFFTEE OHA 21— F : ACT12340

Mean change from baseline to end of ~ Mean change from baseline to end

treatment of study
Placebo + Dupilumab + Nasonex® Placebo + Dupilumab +
Nasonex® Nasonex® Nasonex®
OBJECTIVE/FUNCTIONAL

CT scan: Lund Mackay -0.23 (3.74) -9.24 (4.58) NA NA
NPIF AM 28.81 (34.26) 61.91 (43.39) 33.03(3341) 6063 (52.01)
ggig"a“”y PM 26.65 (34.31) 61.25 (45.91) 3093 (29.37)  64.10 (56.98)

Smell test (UPSIT) -0.17 (5.10) 15.36 (9.61) NA NA

SUBJECTIVE

SNOT-22 -8.26 (17.63) -29.10 (19.90) -958(1879)  -19.59 (20.44)
ACQ-5 -0.14 (0.64) -1.28 (0.83) -0.69 (0.83) -0.83 (0.98)
VAS rhinosinusitis -1.84 (3.60) -4.32 (2.75) -1.28 (3.09) -3.03 (3.52)
Nasal AM -0.26 (0.70) -0.95 (0.86) -0.17 (0.64) -0.79 (0.90)
congestion: - pyy 10.23 (0.69) -0.98 (0.85) -0.19 (0.65) -0.78 (0.89)
Runnynose:  AM -0.10 (0.58) -0.62 (0.90) -0.14 (0.53) -0.38(0.79)
PM -0.27 (0.66) -0.59 (0.84) -0.33 (0.58) -0.34 (0.77)
Postnasal  AM -0.15 (0.59) -0.49 (0.78) -0.16 (0.66) -0.29 (0.92)
drip: PM -0.24 (0.60) -0.50 (0.81) -0.21(0.66) -0.26 (0.92)
Loss of smell: ~ AM -0.30 (0.60) -1.36 (1.08) -0.29 (0.52) -1.12 (1.06)
PM -0.29 (0.61) -1.37 (1.07) -0.34 (0.53) -1.16 (1.03)
Nocturnal awakenings -0.20 (0.62) -0.59 (0.52) -0.23 (0.97) -0.62 (0.73)

BREOREHDIUEICESETORBICOVNTIE, BREOKRSZHIL LEEESLEBEHNDARTH 121
&, EXGHEETERB LGN o=,

SF-36 MDFMMAIED QOL Y7 ) —R3 7, EARVLOBRECEEFEREICEVTT A ELT THICIFE
LUWRERICERGENR O NI, EQ-5D RT—ILTIEHER—RSA UL DHENT1ELITHRU T
SERBERICR oMM, Week 16 FRICEVWT TS AREICHT 2T ELT ITHOMIMICHERLGE
[FRSNGEMoT=,

miEH TARC, M;EH# IgE. RUMER I A2 XL U3 ENTHRETIELITDERERIZETLTS Y.,
CHDIENGHEERENIV2—O4F2 (L) 42ZB KoY Ty bENLEITFILEBERLTL

BT EMNTRBENTz, 512, BFFRIGE. TAHFFL 23, ECP, RURYARFUEFTLELTID
BERIZTSERICERTETLTEY.,. 2FEBICNTE2TaELYTOEEMGZERNTE I N,
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REHOHEHE -

AEBEGENTaAELTTI00mg EHETETS5EHROVThHhcHETESEHh, ER5BEOBRR
MO ESEZFAFL 1086 BREUV B 2HTH 1=,

ARBERSTICRAL-E%ES (TEAE) Z., 75tHBOBEET 258 (83.3%) . TaEPwLITTBOD
BETINE (100%) —AEETHEES A=, TEAEIZEREMT., FEASOEBSEEEHNERFHN S
EZETHY. ChoDBEEDE{IFEOSETICEEL-. EXFRTORL L {RS5hl=- TEAE (LWTh
MPOBRTEED 10%LLL) 3, TFabvBTREERELE, ESESSE, FK. FHitHE, KM,
OEEEEME. FHBEREE. RUESHE. J5tHRBETRESHEE. BF. S8, A, LSEEER
3. REUMBRTHI-.

FEBICEVWTERGTEAEL 6 ENBEITHESh. TOARITEMO=OARN 4 (T5HREH3
B, TAELTTE1A) . TOROEPHICTEEGREN 26 (T7€RE18, T2ELTTR1R)
THhot-. ERLTEAEIX, AE, WA, —AERENRE, FEE. BRES (HITEETAZHES
® [AESI] ELTHLHEEND) HE 14, FER, OES. BEREFLESICE- 21— D/ F—0D1ER
hE-0BEE12I<HE=LT:.

BRBEOBRSDIEIZE -1 TEAE I, HEMLHOEE (7S5BS BRUTa2ENLT TR 2BDE7
) I2BEEZhT-, ChoM53s, TaPLTIRTRABELORRBAFNAEETELVLEED TEAE
(@) MM BARUVEREBFELOBRBEFEABTETELLVHREED TEAE GERSERME) A1 AICHEE
hi=. 75ERBTERWMEO TEAEM 2RKICHEZhE: (S5 1 BRIERLTER) . 1 20BRBENE
SEdutizEmE. %, WE. RUSERS#IOHRIMBOESNFEETHY.,. ChoD4BERDS53
ERITHERSI-EUNEELE, B5hit0FOMOBERILZ, BEE (148) EUDESR (18) Thot-.

EFEOBRECETSAESIE, TaELTJHOBE CBESh-ELROBRES 14 TH- 1=,
BEBEORRTIE, ERCRIBET 2mMEFMOEL { FELEMBEIRE ST o1,

HERMME X (2 OEBIA—R 51 b5 OEEMNICEROHAELIETR L o140, IWHKMNnE®D
ERERAOI- BB H SR (PCSA) NTSHRED 1 BB Sht-, EMFEOBEREN>1-1, BlE
MISERBO 248 ( . ) ISBEEh, ThENEEENPEERUVEEOERT
HBotz. CALD2AICBHLN- TEAEIR, WFhIREBL UM Eh, BBE-OBERBRIEFTES
hi-. B& oanEzdEam-s kL. 25 cix=asmmam-&
Y% BRI TS EROBEN RSN, ECCORBINZNBECEH N, “hidld PR, QRS,
BEUMELT- QTR (Bazett kR U Fridericiai&) MRS A—3TH-1=. EEEORTIOREEHNS
& (FaELTTBAE, 75€KRR18) CBHOA, TEOSEFaELTIRO 2 EZEARBRENE
ETEZVES (BIF. DEEMMUE) 220, 1 BEIFBROEEY TEAE O1=H AR L1,

BBERSTOADABREATAELTIOREZ2 -4 20BFITEH o h1- ADA BRIt EE TR
MRISBRRGERHENM 21z, £TO ADABEEEIET LILF—EORMEHRE (FIH. £5K. 2
[, RUCESSARERS) 280k, XEBTR., BEUABROASH. ADABIEEE L ADAREES
OMTREEHREETSICEnTELNM o,

RCX. ABEESDOMMICHBEShEh o, ATV —ZFHMIZ 1 R TL. XEIREER (E
TEAE) ISEET S5+0TH 1=,

EPEREORR -

TaAaELTTSCEEED FS7MEPRE (Cru,) EXERATOROARDESIZHE-TLERL.

Week 12 (12EIEDES) ETICEEREBE~IELTVEEEI oA, ADAOEMRE-RETEFIC
D2WTIXELZ2OTO 727/ ILOBMAECLYEREL =, ADABMEEE COEDEIERMERER ML
TADABMEETOREROZS >20BENTH-T=. ACTI20RBIZY > T4 XhhE (. A
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BESSTOADARRAELR o D=t ADA MEMBEIZRIZTERCOVTHEICHBHITSIZ LN
TELh 2T,

5

FEFERABIZOVTHHNICEERGHBENAT O . RMMIZE SmM NPS (X, Week 16 FRIZELT
T5ERBIHEATTaELT B CHEELHLEXR L (p<0.0009) . MMRM @#TIZE SA—R54 >
e Week 16 ETOELEEORABTY (SBE) X, F5+HRBT030(034) . FaENTIEHT-1.85(0.30)
THhot=. Lund-Mackay AAF*#SLETOTELRREMENATA—21F, T5teHRBLEATTFaE
LT JEIZHEFLOEHHMICEEGEA2RL- (£ TOEMEEIZE 115 pEOHEIZ<0.0001 /5 0.0082
Thot=) . EHFRRIMETHAICENT, TELRINEEEETOA—R 54 »EEABEMIZE
BOHIMEBIIRENTIL=.

BREQOBRSPIEICEZETORMICOVTIE, AREOBSEHE LEBENEENDABTH o112
&, EXGHERTEREL T o1,

SF36 MEAMBED QOLY TV —RAa7., FHEULOBEOEEREIZELWTTaELT JRIZHE
LWREIMIcHEEGENAROhT-, EQOD Ay —ITIEA—ZA T4 oo OHENT2ELTTBRU T
StERERICROAEN, Week 6B AICEVWT IS ERBICHTATaAE LT THROMHI-EELE
ErEhEhoT=,

FABTIE 16 BMOERRRMMEZZGTEY ., COMMPICBEIEABEOIHEZILELLODEA
BIISUALRUVBIATILRERAAREEREL . ERENZEMICHFAMEERT I L5
Ehi- 16 EMOERIERQICEVTEERUVEIRFHMHAMRAB ICFIEORITEEAR oA ENM o1,
ABERSHMG I CRE S AREEOBRNE LR S EREMMAR(EIITOATARERAAT
O4 FETAHARSATVSRABEORBRRCERICH L THMMEDREL T LT SR, AR
BIZELHINPSORDELTRESAARDRT, BAREZBESSATULVEN 16:8MOERRENME
BLTREMNICRE-ATOV:. 16 BMOEHRTNMEICE T 5RBOMBEXZER IOV TORANE
AL1FE { ORIRMGERKFMEHEE T 50%LETH o1,

m:&s$ TARC, MmFhi IgE. REUMBPIA 42X o3 3FaELT TOBRERIZEFLTEY., 22
ENCHEFRENILAZREER Y T2y FENMLELVTFLEERLTVWAIENFEENT:.

BRERSTOADAR, MESHICEVWVERETRLA. ADARKGIZOVWTIR, Yo F8dhE (.
BREBSTOADARRELB oSO, ARICERAT I ENTELEM o=,

TaELTT300mg0E1EEER, RERECEVT 16 EMEELTHLTREEL{ZEETSH
fzo REBOBRICEVWTISEARBETAELTTHOMICALCHOEROSH S BIIREATh ST,
FARRICBLTREH VT LEBHEh Mo 12,

PR LHEE

HFEES A - MedDRA ver. 17.1

2212 R2tE0OFM
221 RECRUVEELAESES

o FEPICECHOFRET Lo,
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Treatment group = Placebo qw with placebo loading dose

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
m Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMF Severity
T v whie NonlP RE 11 Y N/ N Dosenot  Recovered/ Moderate
2(._._.1 40) changed resolved
A b 11 1 SERTEE Y/ N Not Recovered/  Severe
2(._._.1 40) Hospitalization applicable resolved
B ;' Whit NonlP  BER 2 Ry v N/ N Dosenot  Not Moderate
changed recovered
/mot
resolved
Ea R Y N/ N Dose not Not Severe
changed recovered
/mot
resolved
EE 2(.-.—_.'?2}! Y Y/ N Dmug Not Severe
Hospitalization withdrawn recovered
/mot
resolved
B or White NonlP —@itimi 20 IIEREG Y Y/ N Dose not Recovered/  Mild
3 2 R Hospitalization changed resolved
B sr White NonlP FEH 200 16 Y Y/ N Dosenot  Not Moderate
Life Threatening, changed recovered
Other Medically /not
resolved
[1] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDEA (Version 17.1) dictionary applied.
PGM=PRODOPS/SAR?31893/0VERALL/CTD_2016_01_JPN/REPORT/PGM/act12340_ae serious_s_Lsas OUT=REPORT/OUTPUT/act12340 ae_serious_s_1 j_irtf (23TUN2016 - 9:30)
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Treatment group = Dupilumab 300 mg qw with 600 mg loading dose

Action
Subject Agel JP or Start Date/ SAEY Related Taken Outcome
D Gender Race Non-JP  Preferred Term Stop Date[1] TEAE? Tvpe to IMP with IMP Severity
T v whie Non-JP WS 200 Y Y/ N Dosenot  Recovered/ Severe
20 53 Other Medically changed resolved
B - Blackor  NonJP #=—a—osiF 202 Y Y/ N Not Recovered/  Severe
aﬁicgn - 2(._._-:'1 58) Hospitalization applicable resolved
AmMEencan
BN SR 2 R 2 Y Y/ N Not Recovered/  Severe
205 Hospitalization applicable  resolved
] 2 RN Y Y/ N Not Recovered/  Severe
0 HEEER R 52 Hospitalization applicable  resolved
TR 2 RN Y Y/ N Not Recovered/  Severe
2R Hospitalization applicable  resolved
[1] If Event Date was before Day 1 (Baselme) Date, Study Day= Event Date - Day 1 Date; If Event Date was on or after Day 1 Date, Study Day= Event Date - Day 1 Date + 1.
TEAE: Treatment emergent adverse event. MedDEA (Version 17.1) dictionary applied.
PGM=FRODOPS/SAR231893/0VERALL/CTD 2016 _01_JPN/REPORT/PGM/actl 2340_ae_serious_s lsas OUT=REPORT/OUTPUT/act12340 ae_serious_s 1 j_irtf (23TUN2016 - 9:30)
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