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2.7.6.1 NN9536-4590
27611  EREREAERSIE

BERIKEEDR

Novo All¢, DK-2880 Bagsvaerd, Denmark.

Novo Nordisk A/S, Clinical Reporting Anchor and Disclosure (1452);
email address: clinicaltrials@novonordisk.com

BUH
B FIESHE~ 7 vF K 2.4 mg

AR
T~ 7 F K, NNCO113-0217

ERXER ID : NN9536-4590

clinicaltrials.gov identifier: UTN -UI1111-1236-7697
NCT04187300 IND number — 126,360

Paediatric status: EudraCT number —2019-002909-21
EMEA-001441-PIP03-17-M01

BERDITE

AR E ST ARG RS &2 k5 & L7z DV3396 XU AT AZR DO~ 7 vF RELEl (WLJ)7 D) & PDS290 ~2 -7l
HEAZROY~ 7 NF RRA] ()5 B) ORI %2 SEE 9 5 R Bk

AR E ST B E iR L Lz 2 DD RR D RBIEAZZDO =D D~ 7T KD 2 >0 RKIRE D [F]1%
P (EWEREENE) 2 REtd 5 AN

REREMIEX
AT KA Y O 1 gk CHEM S, FREDRA Y U —=2 7 R OEAELE 0 A1 23 Fh S vz,

ARXE (GIAXHE) -
A B PR G BRABE S A B 5 C A T BE 720 AR SRR I e 0,

RERHEART - BENIT—X:
20194F 12 4 16 H~20204£9 H 23 H 14

Cut-off date :

A B RFR BRI 2 48H L TV DRI, 2020 4E 10 H 28 AR OFFEK T — X XR— 2 (2B W THIHARETH -
72T — X E LTV D,

HREOT — 2 X—2[EEZ 202049 A 8 H (REBRIEOH G2 % T 723 X CTOMERFE DKL 18 F TOIYHE)
F—2&ate) ICE ML, T—F_X—RAEEBICEELE DT o — R2 B L=,

WESERBRUVRES :
20204E 11 H 25 H., % 1.0/K

AHBORZMNERRUER

AT, B~ 0F K24 mg#ll 1 BIEGIZOWT, HEEARCBIEAS & V72804 (GRE
32mg/mL) & & 3afHBRE 7 0 /T AT &7z PDS290 ~ T AR & VL 72 BA] (R : 3.0 mg/mL)
L OAEYFRIRIEEEZTMET 22 L2 E Lz, 618, ARBRIZE~Z7 0T R 1.0mg# 1 [Bl#HF 520
T, HEEERAAR BT ASG E O 7285 (RE - 20 mg/mL) & 28 3a fHBAYE 7' 77 A T & 4172 PDS290
AR AR E V- RA] (R - 3.0 mg/mL) OEMFMFESEEZFTMT 22 b ENE L, RABRicE
T A ONOFNEE FET DRI, TXTOHERE I L TRBROY X7 LXK T ¢ MIOWTHHHZELT
VN, BB S R A IS Lo, BB (X SEHE OVER 2R RIS e, BRI ERSZ TR ORI O ] & %
7,

BRRUIYRFRSAD b

BHMRUIVERERA b

AARO LR ORIKAIEIE, ZhbDAZRETT 5 72O IRBREmG B EICB W TER LT v
RaRA b L BITE TITRT,
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K1-BHRUVIVFRAV b+

HE)

TV RRA B

FEEH

= ZF D24 mg DARITOVT DV3396 ~2 A
#R DORHFI & PDS290 = Bl AZROBIK| O 2 T G D4
MR RV 2 R D,

FIAL =Y —x FRA |

B~ IVF R 2.4 mg DTG 0 R 5 168 i
(Day 141~Day 148) DImHE P — R fh# 6. 2o
DT TA~) =2 RiRA v hEEHT 5 -

e AUCo-168h24mgss : B~ 7T RIRE — BRI AR T

T A%
o Cmax,Z 4mg,SS : %%tvy‘/l/a: F‘/)%E (%@Mﬁ)

MR FY)— FRA VB

o tmax24mgss i B IVTF R 2.4 mg OEMEEEHD
W~ 7T RIREESEREH] (0 FF#~168 K
fil. Day 141~Day 148)

oty BV INT K 2.4 mg DEKEEE G ORI
S (0 BERI~1176 BERE], Day 141~
Day 190)

e  ClFumg: B~ 7 /NVTF K24mg DEEEEHRDR
DO VT T A (0 FEF~168 FFHE.,

Day 141~Day 148)

o Vss/Faumg : B~ T /VF R 2.4 mg DicfIEE% D
ERARIBIZIT 2 BT O AmAaAE (0 R~
1176 K§f#], Day 141~Day 190)

BIRA H

T~ 7 LF F1.0 mg DB OV T DV3396 ~RIVE AR
DRI & PDS290 YT AL DA D B T 4 B DA
PR RS A RFET 5.

REERE D o F ) —x v RRA >V b

T~ 7T R 1.0 mg DAL THREG% 0 R D 168 IR
(Day 78~Day 85) D IMAEHIRE — et H, 220
TV RRA Y bEREHTS
e AUCo-168h1 0mgss : &~ 7T RiEE — BRI AR T
TS
e Cmaxlomgss : ImZ~7/VF FIBRE (SZHME)

MR EDF ) —x v RRAL Vb

®  tmaxlomgss ¢ BT R 1.0 mg DA GH£ D
Rt~ 7V F RIREERIEER (0 BRI~ 168 KE
fil. Day 78~Day 85)

o ClFiomg: B~Z VT K 1.0 mg D&% DR
TR VT T A (0 BEE ~ 168 FFE
Day 78~Day 85)

BIRED H HY

MR E TR 2 x5 & LT, DV3396 XM A
#xDOHHK & PDS290 = A AZRORK @ 1 [BIf TR
B OERELBCE BT 5,

MRAED LV FYV— RRA Vb

o N—2F 4 (Dayl. B5H1) NOEGHKT
(Day 148) F CTOREOLEIE (%)

Estimand :
Estimand (L E & I N2 o 7z,
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HMETF & -

R * R E

ICH-E9 T A KT A NZHS X, ERMBRATNCEL T OMENT %I SR EE R 2 155k S5 G0 2 K& OE s HARAT 51 Hi £ CE

FZLT-

o IKOFENTHRGEN (FAS) 121F, BEABI TS, B~ 7T R 1.0mg DA 3 EOFKE, L
T~ VT R 2.4 mg Dk 3RIOEE 2% =T X COWEHRHT %5 i,

o ZEMMNTHGER (SAS) 12X, RBIEOEE 2D &b 1R T XTOMBREZ ST,

FEREHDEL

T~ ZVF R 24mg (FEHK) HG5%LE OB~ Z7AF F1.0mg (BREBR) HEHOWFICHNT, B

[l A~ A E AZR O BLIA] & PDS290 ~ AR AZR O BKI DR D AW F i[RI SV 2 n 3 T2 O O ) & /0 7

< EH %MERTE D XD ITHBE AT Uiz, AWFNRSMEZ R 7201, JAIR OO 90%/5

X 2% [0.8000; 1.2500] OHFPANIZERIZE ENDILENH D, S4BIOETHIZGDH =012, BLEH %58

L T 68 BIDIEAEZE 0 i) 235 S Tz,

HET AR AT

20DTTA Y=y RARA » ME, *HEEHR L, ®A (B~ 27 vF KRB A CREAZSRE N~

VT K /PDS290 NI ALR) M OMKEOBHIN 2B EHE L L, REORHEEE LR L2 5

BT ET V& TR 2 AT LTz, (REIT, &G B UXZ ORTOERE ORI A AIfe e I EM A2 /#H L

Too WMHEDTTA <) =22 RIRA 2 MZOWT, BRI O LL O] 90%(5 HH X [ 234 W 2[R S O 7725

FPHTH D [0.8000~1.2500] DOFFANIZH - T=3H-EIT. AW ERIEEME N BEES iz & HIr L=,

2ODIRAENE I U F U — 2 RARA ¥ NOIEHENTIZIZ, 77 A4~V —x2 2 R4 > b ERCFEEZHW

72 EFROTRTOMITICTONT, KEZ LR L L TEDRVIEESHT 2 £ L7,

1.0mg & 2.4 mg O ELAIPEL, BREFELOHAEZBEDIRE L. REEAZEE2WOEOET VE A

W, 200~ 7T RRKICRI 2 (27 L 7=,

EMBREDOME ' o F ) —2 0 RARA > M, RRdlHatEE2 VTS Lz, 32O ER O e =

VRRA N THAIEEOEIL, BVIRLIEICHTHIREATT /Y (MMRM) & AW TN L7,

AFRER O G RMERRATC . FHB S I HEAT D O TOEE &2 EHR LT,

TIA <) =2 RiRA Vv P RORRGEE D o # ) —x2 0 RiRA Vb DR O TE -

o TIA=IU— U RKRA Y MERORAIE D Z ) —2 2 RKRA 2V NOTXTOMHTET VNG, 5
RSN L. REOEHIK T Z2ET7 WITBIN LTz, ZEORIL : g 2 AREICL > T2 o0/ (70.0 kg
~99.9 kg XX 100.0 kg~130.0 kg) (ZfERML L, AN TEIELEID (T LR BT A 2 BET 572
W, ICHE9 A RZ7A4 02, BT & MWK T X, RO ORI L BET & TH
Lo | EEEHENTWD, KREEHLZANE T~ 2 LF F24mg D 3a tHRBR TORYBIEET )
VICHESL b FRCEREEZ BB LGSR, ikt~ 2T ROEYEREICK L CUE & A EE
ZRIES 20,

MR E D o H ) — 0 RIRA V FOEHF

o EMBROMBITY REAS L FTHD VssFrom (£~ 70T K 1.0 mg HAe 5% DO EFIRIEICIIT 5
BT OS5 ER (0 B ~168 FEfl#%. Day78~Day85) ] Z=xl RiRA > FnbBEA L, BHLARN
Sfz, EREOBHL : EHFARBIZIB T 2 AT O MAEORB TR AKERINETH D, RRT VA
WZHED &L 1.0 mg BEFRFORKEMOT —Z DIE I N2 o 72720, 1.0 mg BEEFFO YT KR A
NeBEHTDHZENTERNST,

o FEMBREDOMEHI =L RARA L N THD VsgFaamg (B~ ZVTF K 2.4 mg A& 5% DO EFIRREICB T 5
BT O ERE) OB A2, (0 B ~168 Ki[#], Day 78~Day 85) 75 (0 FFRE~1176 HFRE],
Day 141~Day 190) (2R L7z, ZHEORIL : BT OSMERBORHIZ, EREMT72bb 168 K L v
B OFHIRE S &2 ST MENRE T 0 7 7 A VEBIROT — X KA ¥ N EERT 57290,

ARER O GRS, LT OREHEIT 28N L7

il O RRAT — AL AT

o KENEI/NT FOBBEICKELEZDILENINETIIREINTWVWD, ARBRTIX, B~ 7T
R 1.0 mg D& G518~ 70T R 2.4 mg D5 £ TOWMITIRED K 5% Uiz, ARz
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BI2EREORMKZEICEY ., AREORITESWH T TR SN DIREG & & TEL 25 RN
EZ b, FANIHE LIZHGEHEITIZM 2 T, FRMRIEESIT TE~ 27 LF R 1.0mg &~ 71T
K24 mg DHAELGIEE 2 oD~ 7T RBRANZOWTHIZ IZEHE L2, 2 ORBESHT Cld, 2%
NOEYERE T 1 7 7 A VIR OREIZC L 2B EIT o7, = RARA 2V N Th DB LT
AUC-168hdose,ss (Z DV T, RSB % )B4 $. AR ZEENFR. ENENOREROREOXEE % 3
FaEL LT, ZNbEHENTANTHE L LIDIRAET VTN Lz, #ERE N O Y K LHIEMIZ
RGOS I BIEE 2 (RE Lz, REICOWTIE, &HEO S G RE X TE OO K% OFH ATEE 72 H
EMEE A2, b (AUCo. 16802 4me.ss/ AUCo. 16801 omess) 2 95%IRHHIX ] & & HIZHERE L72, Craxdosess (22D
T, [6 UREFHIEAT 2 i L 7=,

BB

AGRBR X, HEEHSAEASR TR TR T2~ 7 T RRBIOEYBIRET 0~ 7 A /L L PDS290 ~
MEANGR TR TG T 52~ 0T RRAIOEMERE T 0 7 7 A V% T 2 BIEAEI D i, WATEER.
28, FEEM. KEREE, iRk Th -7z,

WA ZIKEICL >T2oDE (70.0 kg~99.9 kg XI% 100.0 kg~130.0 kg) ZJ@RL L. 4@ THL[EIE 2
VR AR TR THR 545~ 70 F RRIFRE L PDS290 BV E AS TR TG4 5 v~ 70 F R
BEIZ 1 1 OFEIE TEIESIZENY FFi) 72,

FHEIR VBT SN - HERE S

H 68D B, 34 FIANHEENE AR REARRD T~ /LT REEIFE. 34 5173 PDS290 ~ L HlE AR D~
VT REHIRHCIEES ICEID i oz, 2095, 61 fINIRERIER G252 T L (EEIFEHA O HE AS
D~ 7 F RELEIEE 30 ], PDS290 ~2 L FIvE ASRD 2~ 27 LF RELEIRE 3161 . 64§25 K OFRAT 5 52
£ (FAS) I[Z& Ehiz (B AR RE A O®~ 7 0F REEIRE 33 5], PDS290 <RI A DO~
7T REIFIRE 31 B))  BAEREID T S atig (68 6]) N xtZEMH (SAS) IZHEh
77

THMRUVEEGHANEE

EEEREE .

o [AIEHUFM AT 18 1 ~65 DB 4

o REERH BMI) :27.0~34.9 kg/m?

e {KHE :70.0kg~130.0 kg

FARRINEZE -

o HEERH, BAFTIEIREGLEL T DM, B2 WITAEIR PR TR O @ BT E 21T b 7tk

o WREOLZREEGNLIZY | IRBRERGHEE O A KNEICT 5 RN H D RBE AT HBRE (8
B AR EERT ORI X B)

o HOUERET I RES) ULERD W HERE

BERE, AERUVEREARAZ. Oy FES

B[R A2 R AR OBUA] (BRBRER) X PDS290 I AZROBLA] GIRRER) onFhick bt~
VT R (= — R 0 NNC0113-0217) @ 21 [BI0J 1 B GIZ, #RE 2 BAERIZHI 0 A7, 0.25 mg i
1 TG 2B L%, 4ZL1205mg, 1.0mg, 1.7mg, 24mg (MEFRFAHE) OIEICEELZ, W
DERERICIBNTH A CHEEEEEE Az, FTEEZRRY F—MEAIE 1R, BFCRR< 1 BT
DIFZT b HIEE O PR G TIRET D2 & L L,

BBRE A& vy bEE
R

Semaglutide D, 0.5 mg/mL 0.25 mg JX51022
Semaglutide D, 1.0 mg/mL 0.5 mg JX51021
Semaglutide D, 2.0 mg/mL 1.0 mg JX51031
Semaglutide D, 2.27 mg/mL 1.7 mg JX51033

Semaglutide D, 3.2 mg/mL 24 mg JX51032
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PIgitE
Semaglutide B, 1.0 mg/mL 0.25 mg, 0.5 mg JP51852
Semaglutide B, 3.0 mg/mL 1.0 mg, 1.7 mg, 2.4 mg JP51975

Semaglutide D : H[EIfHE R BE AR TR G T 58~ 7 L5 RA|
Semaglutide B : PDS290 < BIE AR T G5+ 5 &~ 7 /LT NRA

SRERS INHARS

BWRE OIS X 27~30 I TH - 7= ARBRIZIT, K3 BEBOARAZ ) —=v 7HI L ZDH%D
MAEZE Y (HFAEENT=, EIELEID 114, 16 B E o A EWEEHIM 2 &1 20 WE 0BS5S/ 21 =D
1 EERE) B otz FHAEHET 7EBTH-o T,

BROENR VR

BREEERUN— T 1 V4%

PERE Y B M ON—R T A VREE 2 DO GHEM TR Th - 7o, BROMITRIRER (FAS) 125
FNTz64BlD DL, 4841 (75.0%) BHME, 1661 (25.0%) Btk Th o7z, RHEERE O FHIFERIT 46.1 7%
Tholz, TRTOWRERAANTHY | RIKIIIFE A=Y IETT R TH T, FHREIL

96.8 kg, F-¥J BMI (% 31.0 kg/m®> TH - 7=,

EYMFHRFEDHER

A A REAZR O~ 7T AL PDS290 X HE AgR D~ 7V F RRFID f2 TR 5% bl L

722 A, UTFTORENRESN,

o B NTF R24mg DHEIZDOUNT, AUCo 168h2 4mess X TN Crmax2 4mg,ss 7 90%15 FH X RN FFAHIPH Th 5
[0.80~1.25] OHFIFINTH 7= Z &b, HEIFEHCREAZROE~ 7 /LT RE] L PDS290 ~ 7Y
EAZBRDOE~ 7 VF REFIOB O AW FR RSN BEES -,

o0 AUCo 168h2 4mgss : WA DL OHEEAEIL 1.0539 (90%(E #E X : 1.0003; 1.1104)
0 Crax24mgss : WHIR O OHEEEIL 1.1556 (90%(EHEX R : 1.0800; 1.2365)

o =7 /NTF R 1.0mgDHEIZDOUVNT, AUCo 168h1 0mess X U Crmax,1 omgss 0 90%15 FH X RN FFAHIPH CTo 5
[0.80~1.25] OHFIFANTH 7= &b, HEIFEHHREAZRO -~ 7 /LT RF] L PDS290 ~ Y
EAZRD T~ 7 VT REFI O/ O L0 RIS REE ST,

o AUCo 168h,1 omgss : WA DL OHEEAEIL 1.0357 (90%(EHEXH : 0.9860; 1.0879)
0 Cuaxlomgss : MAIMOHLOHEEIL 1.1014 (90%(EHHIX[H : 1.0202; 1.1891)

ZOMOEMEERVENZMERADER

o B INTF FORERERERM, KRMEELEIH, AT oks V7T 7 o AR OEFIREICKIT S
RBNT O ERIL, B FALCREASROE~ 7 F REEID 2.4 mg #5-FF & PDS290 X E A
BmOY~ 7 VF FEAID 24 mg EH TR CTH 72 (EREICHES)

O tmax24mgss (FHRAE)  WTHORFITH 24 FH

oty CRMIEL)) . HEMEHACARTEAZRO -~ 7 LT FRENT 155 B CTdH > 72 DIk L, PDS290
AU AR O VT REIANL 151 R TH -~ 7=,

o ClUFyumg CEMIEY)) : BRI RE AR O~ 7L F REFI 0.040 Lh Th - 7= D% L,
PDS290 U HIE AZR D~ 7 F REANL 0.043 Lh ThH o7,

0 Vss/Faumg R« HEMEHSNUBIEAZROE~ 7 LT RIEITISL ThHho7=DIZxf L,
PDS290 U RIEASRD T~ 7/ F REANL110L Th o7,

o LI NTF ROKERERZERMEOCRNTORZ VT 70 A%, HEHSVAEAZSRO B~ 7 LT
RHH D 1.0 mg £ 55 & PDS290 < AlE AR O~ 7 LT RRIFITO 1.0 mg & 5-R ClRIETH - 72
(GERIfEIZ RS <)

O tmaxtomgss (FHRAE) : HLEIEHSRCAREAZROE~ 70T REAIS 18 KR Th > 7o DITHF L,
PDS290 ~ U AE AR D~ 7V F RELENT 24 BEE T - 72

o CUFyome CRTEY) BRI HSCHRE AL O~ 7 vF RRFID 0.042 Lh ThH 72 D% L,
PDS290 U HRIEAZR D~ 7 F RUAX 0.044 Lh TH -7,
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o N—ZT A5 21 WETOREDEHEALROHEEEIL, HIEE AL TE AR O~ 7L F KA
(-9.3%) & PDS290 X ABIEAZG O~ Z T REAF| (9.0%) THREETH Y, MARMOBWIZRD LN
R iz,

FEptE -

o HEHFHARUVAENEAIO T~ 7 /LT REAF LT PDS290 XU B ASRD ¥~ 7 /LF REFIOWFHIZ-DO0
TH, HEOHEM (1.0mg 75 2.4mg £T) IZfF 9 AUCo 16855 & O Crnax,ss DIMNIX, BB & —E
LT\,

ZEHEOEERE -

HA A R AR O~ 7 v F REAIE PDS290 U FE AZR D&~ 7V F RRIFI O 2 T 5% b L

LA, UTORERESNT

o THIHRZENKOBEEOMBEITFED Dol

o H[EfFH A HEAZR OB~ ZILF RRIFIT 28 BIlIC 135 DO FEERIHE S, PDS290 <Al A%
D~ 7 F REEIT 31 B 146 EOF EFELNHE Sz,

o LEBEICHE INTAEFEFRIT, FEIRSEOBGEE GEARGE  Bl) | RES (AR
R PHIR) KOMUEH L OREREE (EAGE . BFE0R) It Ihbs b0 ThoTs,

o ARL LT, AEFROHAMITOWVTHRERMICH L NZEWITE S b oTz,

o HENMAERESR IMNRE SN EATE  E=MEAEAR) | RBRE(TEMIC X0 IRBREK L oK EBERIX
7L LHESNT,

o U HITHE NI oT,

o VEHFEALSOSC BT B F 5 2 (S Shvis, HEERASCRTEASR O~ 70T RRFICHGE S
7o 1 (ESHALE O R IXIFEBECRETH Y | [BIfE Lo, YUELIT, IBRE(TERMIC X VIR
FEDORERRIT THV ) EHEEN, b 1 GEFEAER) 1%, IBBRETERIIC X 0 IRBRIEK L
ORERERIT T2 L) SHESNT,

o VWTNOELGRTHIRMAEOHEMAED bz, HE-& T 7THEEOBEERFEMRICE, I

— AT A MEIZR > Tz,

DL OFHIE B I2 oW TIE, BRRAICRIE & 72 5 RITERD Do T2

o MEFAIRES K O AL 2R
IS 5 1 R OV s 440

O

o HIKHTA

o LEX
o Pk~ I NTF NHUENEM: T - BB X\ o T,
fEm

o BEVINFRD24mgL 1.0mg DHEIZOWT, HEEHCRFEAZROE~ 7 /LT KiH L PDS290
ARUBEAZR O~ 7 F RRE & O O AW LRSI DSRGE S Tz,

o WINOKTHRERDIKREICKT 2MENA B,

o THIHWMZEAMEKOREMOBBITRD bih ol

ABriT, ~v X ES Q0134F) | HEXEOERELED, GCPIZETAICH A K74 (2016
) KTV 21 CFR 312.120 %857 L CEM S -,
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27612 FESRICET S

4590 RER D HEFRICHT XK EZR—V LV IRT,
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1: Adverse events by system organ class and preferred term - treatment emergent - summary - safety
analysis set

Semaglutide D, DV3396 Semaglutide B, PDS290 Total

N (%) E N %) E N %) E

Number of subjects 34 34 68
Events 28 (82.4) 135 31 (91.2) 146 59 (86.8) 281
H 5k 22 (64.7) 59 24 (70.6) 60 46 (67.6) 119
ELVTI 8 (23.5) 10 11 (32.4) 13 19 (27.9) 23
HERE 8 (23.5) 10 8 (23.5) 8 16 (23.5) 18
TR 7 (20.6) 12 6 (17.6) 8 13 (19.1) 20
R 7 (20.6) 7 5 (14.7) 6 12 (17.6) 13
ulﬁﬂi 3 (8.8 3 5 (14.7) 6 8 (11.8) 9
[0} 3 (8.8 3 4 (11.8) 4 7 (10.3) 7
LHE*M“ 2 (5.9 2 5 (14.7) 5 7 (10.3) 7
&9 4 (11.8) 4 2 (5.9 2 6 (8.8 6
5K 3 (8.8 3 2 (5.9 2 5 (7.4 5
[T PN RZIEE 3 (8.8 3 1 (2.9 1 4 (59 4
537 2 (5.9 2 1 (2.9 1 3 (4.4 3
BE(E (B0 0 2 (5.9 2 2 (2.9 2
I g 0 1(29 1 1 (15 1
JE B A 0 1(29 1 1 (1.5 1
TR 10 (29.4) 22 17 (50.0) 27 27 (39.7) 49
GEUR 9 (26.5) 19 13 (38.2) 18 22 (32.4) 37
FERE D F 1 (29 1 4 (11.8) 4 5 (7.4 5
R 1 (2.9 1 2 (5.9 2 3 (4.4 3
A B AR 0 2 (5.9 2 2 (29 2
WAL A R AR i 5 0 1(29 1 1 (15 1
RAEPED F 1 (29 1 0 1 (1.5 1
%Hx EHREERS LGN 12 (35.3) 17 15 (44.1) 21 27 (39.7) 38
Eh;ﬁ(?ﬁﬁﬁ 5 (14.7 5 9 (26.5) 9 14 (20.6) 14
2 (5.9 3 4 (11.8) 4 6 (88 7
7J7‘ T/I/;”ES*MJ_IGIHE 2 (5.9 2 0 2 (2.9 2
Zefg 1 (29 1 1 (29 1 2 (2.9 2
i %t 1 (29 1 1(29 1 2 (2.9 2
71T —T VR BRI 1 (29 1 0 1 (1.5 1
T 7 —7 VR EEMLER IR 0 1(29 1 1 (15 1
155 2R SO 0 1(29 1 1 (15 1
i 0 1 (29 1 1 (1.5 1
B 1 (29 1 0 1 (L5 1
LR BT 1 (2.9 1 0 1 (L5 1
TERTEROLZ 2 S 1 (29 1 0 1 (15 1
e s psiitivarars 1 (29 1 0 1 (L5 1
FEAHAL A2 0 1(29 1 1 (1.5 1
FEEL 0 1(29 1 1 (15 1
NN 0 1 (29 1 1 (1.5 1
Rtk KOSk E 10 (29.4) 11 14 (41.2) 15 24 (35.3) 26
AARIGE 10 (29.4) 11 12 (35.3) 12 22 (32.4) 23
e 0 1 (29 1 1 (1.5 1
BYHCE 0 1(29 1 1 (15 1
BHITHE 0 1(29 1 1 (L5 1
JEYLIE 35 & OVEFAE 7 (20.6) 8 8 (23.5) 9 15 (22.1) 17
ERUEEEDS 2 (5.9 2 3 (8.8 3 5 (7.4 5
AT 1 (2.9 1 2 (6.9 2 3 (4.4 3
LS 0 2 (5.9 3 2 (2.9 3
[~ L~ % 1 (2.9 1 0 1 (15 1
AN L A e Y 1 (29 1 0 1 (1.5 1
FE NS 1 (29 1 0 1 (L5 1
Hgge 1 (2.9 1 0 1 (15 1
T LA 1 (2.9 1 0 1 (15 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
nn9536,/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:27:30 — taesocsum. sas/taetesocsum. txt
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Percentage of subjects, E: Number of events

N: Number of subjects, %:
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2: Serious adverse events by system organ class and preferred term - treatment emergent - summary -
safety analysis set

Semaglutide D, DV3396 Semaglutide B, PDS290 Total

N (%) E N %) E N %) E
Number of subjects 34 34 68
Events 1 (2.9 0 1 (1.5) 1
oY1 1 (2.9 0 1 (15 1
EEEARER 1 (2.9 0 1 (15 1

N: Number of subjects, %:

Percentage of subjects, E: Number of events
nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:27:32 — taesocsum. sas/tsaetesum. txt
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3: Adverse events possibly or probably related to trial product by system organ class and preferred
term - treatment emergent - summary - safety analysis set

Semaglutide D, DV3396 Semaglutide B, PDS290 Total

N (%) E N %) E N %) E
Number of subjects 34 34 68

Events 26 (76.5) 112 30 (88.2) 119 56 (82.4) 231
H 5k 22 (64.7) 59 24 (70.6) 58 46 (67.6) 117
L 8 (23.5) 10 10 (29.4) 12 18 (26.5) 22
HERE 8 (23.5) 10 8 (23.5) 8 16 (23.5) 18
TR 7 (20.6) 12 5 (14.7 7 12 (17.6) 19
R 7 (20.6) 7 5 (14.7) 6 12 (17.6) 13
ulﬁﬂi 3 (8.8 3 5 (14.7) 6 8 (11.8) 9
[0} 3 (8.8 3 4 (11.8) 4 7 (10.3) 7
Hﬁﬁsr 2 (5.9 2 5 (14.7) 5 7 (10.3) 7
[ 4 (11.8) 4 2 (5.9 2 6 (88 6
5K 3 (8.8 3 2 (5.9 2 5 (7.4 5
1 PS4 3 (88 3 1 (29 1 4 (5.9 4
530 2 (5.9 2 1 (29 1 3 (4.4 3
BE(E (B0 0 2 (5.9 2 2 (2.9 2
I g 0 1(29 1 1 (15 1
JE A R 0 1 (29 1 1 (1.5 1
%Hx EHFEERS LOEEILO 11 (32.4) 13 14 (41.2) 17 25 (36.8) 30
Eh;ﬁ(?ﬁﬁﬁ 5 (14.7 5 9 (26.5) 9 14 (20.6) 14
2 (5.9 3 4 (11.8) 4 6 (88 7
WH’E 1 (2.9 1 1 (29 1 2 (2.9 2
W7 1 (29 1 1(29 1 2 (2.9 2
N 0 1 (29 1 1 (1.5 1
OB 1 (29 1 0 1 (1.5 1
e L 1 (29 1 0 1 (1.5 1
EHTELZ 5 PRI 1 (29 1 0 1 (1.5 1
IR 0 1(29 1 1 (1.5 1
R R 10 (29.4) 22 14 (41.2) 22 24 (35.3) 44
S 9 (26.5) 19 12 (36.3) 17 21 (30.9) 36
FEIED W 1 (2.9 1 3 (8.8 3 4 (5.9 4
PR R 1 (2.9 1 2 (5.9 2 3 (4.4 3
IRREPED F 1 (29 1 0 1 (15 1
Rt L O AEREE 10 (29.4) 11 14 (41.2) 15 24 (35.3) 26
B HR 10 (29.4) 11 12 (35.3) 12 22 (32.4) 23
BB 0 1(29 1 1 (15 1
BYHEE 0 1(29 1 1 (1.5 1
BBRITHE 0 1(29 1 1 (1.5 1
B R IS X ONE Bk Rk b 2 (5.9 2 1(29 1 3 (4.4 3
IR 1 (2.9 1 0 1 (1.5 1
RAfR 1 (29 1 0 1 (L5 1
kL 0 1 (29 1 1 (1.5 1
R &3 O T ALk 1 (2.9 1 1 (2.9 2 2 (29 3

HiF 0 1 (29 2 1 (1.5)
B R 1 (29 1 0 1 (L5 1
BB LR REE 1 (29 1 1(29 1 2 (2.9 2
%R 1 (29 1 1(29 1 2 (2.9 2
JERYWIE R & OV A UE 0 1 (29 2 1 (1.5 2
ELCES 0 1 (29 2 1 (1.5 2
1331/ N =SSR RON e =i 1 (29 1 0 1 (L5 1
LoD 1 (29 1 0 1 (1.5 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
Relationship to trial product is based on investigator(s)’ s assessment.
nn9536,/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:27:33 — taesocsum. sas/taeterelatinssum. txt
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Adverse events possibly or probably related to trial product by system organ class and preferred
term — treatment emergent — summary — safety analysis set

Semaglutide D, DV3396 Semaglutide B, PDS290 Total

N () E N %) E N %) E
LR 1 (2.9 1 0 1 (L5 1
EulEs 1 (29 1 0 1 (15 1
AR B L OILEEE 0 1029 1 1 (L5 1
v s H % 0 1(29 1 1 (L5 1
FeRVE, FEMER L O EEEE 1 (2.9) 1 0 1 (15 1
YA RBRT f— 1 (29 1 0 1 (1.5 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
Relationship to trial product is based on investigator(s)’ s assessment.
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:27:33 — taesocsum. sas/taeterelatinssum. txt
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4: Severe adverse events by system organ class and preferred term - treatment emergent - summary -
safety analysis set

Semaglutide D, DV3396 Semaglutide B, PDS290 Total

N %) E N (%) E N %) E
Number of subjects 34 34 68
Events 1 (2.9 1 0 1 (1.5) 1
LR 1 (2.9 1 0 1 (15 1
MR NR 1(29 1 0 1 (15 1

N: Number of subjects, %:

Percentage of subjects, E: Number of events

nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:27:37 — taesocsum. sas/taeteseveresum. txt
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5: Moderate adverse events by system organ class and preferred term - treatment emergent -
summary - safety analysis set

Semaglutide D, DV3396 Semaglutide B, PDS290 Total

N (%) E N %) E N %) E
Number of subjects 34 34 68
Events 15 (44.1) 39 20 (58.8) 54 35 (51.5) 93
TR 8 (23.5) 17 13 (38.2) 19 21 (30.9) 36
GEYH 8 (23.5) 16 11 (32.4) 15 19 (27.9) 31
ﬁf‘ﬁﬂf*ﬁ 0 2 (5.9 2 2 (2.9 2
AL A R i 0 1 (29 1 1 (1.5 1
ROLED F 1 (29 1 0 1 (15 1
FEED 0 1 (29 1 1 (1.5 1
H IS 7 (20.6) 10 11 (32.4) 16 18 (26.5) 26
L 2 (5.9 2 5 (14.7) 5 7 (10.3) 7
T 2 (59 3 2 (5.9 2 4 (5.9 5
HIERE 1 (29 1 2 (5.9 2 3 (4.4 3
NG 1 (29 1 1(29 1 2 (2.9 2
R AT 0 2 (5.9 2 2 (29 2
5K 2 (5.9 2 0 2 (29 2
M I 0 2 (5.9 2 2 (2.9 2
BLW 0 1 (29 1 1 (1.5 1
e 1 (2.9 1 0 1 (1.5 1
NEEBAS 0 1(29 1 1 (1.5) 1
FRYWIE B & OV U 2 (5.9 3 6 (17.6) 6 8 (11.8) 9
_EnEEAZE 1 (2.9 1 2 (5.9 2 3 (4.4) 3
A TN W 0 2 (5.9 2 2 (2.9 2
H 0 2 (5.9 2 2 (2.9 2
[ ~/L =22 1 (2.9 1 0 1 (L5 1
SN L 1A S Y 1 (29 1 0 1 (1.5 1
Rt L Ok E 2 (5.9 2 3 (8.8 4 5 (7.4 6
BAHER 2 (5.9 2 2 (5.9 2 4 (5.9 4
BB 0 1(29 1 1 (1.5 1
BYHEE 0 1(29 1 1 (15 1
%ﬁg CEHEERS LRGSO 1 (2.9 1 3 (8.8 4 4 (5.9 5
e ﬁxwu 0 1(29 1 1 (15 1
iﬁrﬁﬁw, 1 (29 1 0 1 (L5 1
FEEL 0 1 (29 1 1 (1.5 1
AP 0 1(29 1 1 (1.5) 1
e 0 1(29 1 1 (15 1
BE, Pl L OWLEA OHE 3 (8.8 3 1 (29 1 4 (5.9 4
RAGIIE G 1(2.9 1 0 1 (15 1
TS 1 (2.9 1 0 1 (1.5 1
A 1 (29 1 0 1 (1.5 1
DU R 5 0 1 (29 1 1 (1.5 1
B R IS X ONE Bk Rk b 1 (2.9 2 (5.9 2 3 (4.4 3
SEIR 1 (29 1 0 1 (L5 1
B R AR 0 1(29 1 1 (15 1
AL 0 1(29 1 1 (15 1
AR pEEsE 0 (2.9 1 1 (L5 1
SE DR 0 1(29 1 1 (L5 1
1 B 1 (2.9 1 0 1 (15 1
I 1 (29 1 0 1 (1.5 1
bl 0 1(29 1 1 (15 1
RIRSE 0 1(2.9 1 1 (1.5 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
nn9536,/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:27:36 — taesocsum. sas/taetemoderatesum. txt



Module 2.7.6
Page 17 of 361

Moderate adverse events by system organ class and preferred term — treatment emergent — summary —
safety analysis set

Semaglutide D, DV3396 Semaglutide B, PDS290 Total

N (%) E N %) E N %) E
o R 1 (2.9 1 0 1 (1.5) 1
T L L — 1 (29 1 0 1 (15 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:27:36 — taesocsum. sas/taetemoderatesum. txt
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6: Mild adverse events by system organ class and preferred term - treatment emergent - summary -
safety analysis set

Semaglutide D, DV3396 Semaglutide B, PDS290 Total

N (%) E N %) E N %) E
Number of subjects 34 34 68
Events 26 (76.5) 95 28 (82.4) 92 54 (79.4) 187
H 5k 19 (55.9) 49 22 (64.7) 44 41 (60.3) 93
HIERE 8 (23.5) 9 6 (17.6) 6 14 (20.6) 15
L 6 (17.6) 8 7 (20.6) 8 13 (19.1) 16
JEREA 7 (20.6) 7 4 (11.8) 4 11 (16.2) 11
T 5 (14.7 9 4 (11.8) 6 9 (13.2) 15
/AU 3 (8.8 3 4 (11.8) 4 7 (10.3) 7
BLW 3 (88 3 3 (8.8 3 6 (8.8 6
-G 1 (2.9 1 4 (11.8) 4 5 (7.4 5
e 3 (88 3 2 (5.9 2 5 (7.4 5
1PN RIS 3 (8.8 3 1(29 1 4 (5.9 4
5377 2 (5.9 2 1 (2.9 1 3 (4.4 3
s 1 (29 1 2 (5.9 2 3 (4.4 3
e [ %) 0 2 (5.9 2 2 (2.9 2
AR 0 1 (29 1 1 (L5 1
E%g-{rg%ﬁ%%;(ﬁ&ff%rsﬁ@ 11 (32.4) 16 14 (41.2) 17 25 (36.8) 33
RS 5 (14.7 5 9 (26.5) 9 14 (20.6) 14
77 hE 2 (5.9 3 3 (88 3 5 (7.4 6
BT =T VR E LI E 2 (5.9 2 0 2 (2.9 2
Zehg 1 (2.9 1 1 (29 1 2 (2.9 2
W7 1 (29 1 1(29 1 2 (2.9 2
T T —T IR BRI 1 (2.9 1 0 1 (1.5 1
T T —T VAL B RS 0 1 (29 1 1 (1.5 1
mpa) 0 1(29 1 1 (15 1
B 1 (29 1 0 1 (15 1
bad L% ) BRI 1 (2.9 1 0 1 (1.5 1
b s sitivararil 1 (29 1 0 1 (1.5 1
TEAERAL Az 0 1 (29 1 1 (1.5 1
R L O E 8 (23.5) 9 11 (32.4) 11 19 (27.9) 20
AREGR 8 (23.5) 9 10 (29.4) 10 18 (26.5) 19
BRI 0 1(29 1 1 (15 1
R B 4 (11.8) 5 8 (23.5) 8 12 (17.6) 13
S 2 (5.9 3 3 (8.8 3 5 (7.4 6
FENE D F 1 (2.9 1 3 (8.8 3 4 (5.9 4
R R 1 (2.9 1 2 (5.9 2 3 (4.4 3
JRYLIE R K OV HUE 5 (14.7) 5 3 (88 3 8 (11.8) 8
RGPS 1 (29 1 1 (29 1 2 (2.9 2
AT 1 (29 1 0 1 (1.5 1
ELEES 0 1(29 1 1 (L5 1
NS 1 (29 1 0 1 (L5 1
gy 1 (29 1 0 1 (15 1
T b R 1 (29 1 0 1 (1.5 1
=R 0 1(29 1 1 (L5 1
B RIS O Rk I 2 (5.9 2 (5.9 2 4 (5.9 4
RAHiivR 2 (5.9 2 (2.9 1 3 (4.4 3
R 0 1(29 1 1 (L5 1
M g, BERIS L ONERR P 2 (5.9 2 1 (2.9 1 3 (4.4 3
1 R SE g 1 (2.9 1 1(2.9 1 2 (2.9 2
L®»o<Db 1 (2.9 1 0 1 (1.5 1
K& B X O FHlgEE 1 (2.9 1 1 (29 2 2 (2.9 3
mit 0 1(29 2 1 (1.5 2

N: Number of subjects, %: Percentage of subjects, E: Number of events
nn9536,/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:27:35 — taesocsum. sas/taetemildsum. txt
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Mild adverse events by system organ class and preferred term — treatment emergent — summary —
safety analysis set

Semaglutide D, DV3396 Semaglutide B, PDS290 Total

N %) E N (%) E E
J2 e i 1 (2.9 1 0 1 (L5 1
Gyl R R 1 (2.9 2 1(29 1 2 (2.9 3
EHiPET L L — 1 (2.9 2 1 (29 1 2 (2.9 3
BB L YRR 1 (29 1 1(29 1 2 (2.9 2
EZS 1 (29 1 1 (29 1 2 (2.9 2
BB K O R 1 (2.9 1 0 1 (1.5) 1
FURNTT 1 (29 1 0 1 (1.5 1
BE, PR L OLEA OHE 0 1(2.9 1 1 (L5 1
AL 0 1 (29 1 1 (1.5 1
oY 1 1(2.9 1 0 1 (1.5 1
Bl 1 (29 1 0 1 (1.5 1
BN R L OFLEREE 0 1(29 1 1 (15 1
A% 0 1(29 1 1 (1.5 1
JeRME, FHEMER X OEEMEREE 1 (2.9 1 0 1 (1.5 1
WA RR T 4 — 1(2.9 1 0 1 (L5 1

N: Number of subjects,

%:

Percentage of subjects,

E: Number of events

nn9536/nn9536—summary/ jp_meddra_20210604_er

04JUN2021:05:27:35 - taesocsum. sas/taetemildsum. txt
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2.7.6.2 NN9535-4588
27621  EREREERBIE

BERIKEEDR

Novo All¢, DK-2880 Bagsvaerd, Denmark.

Novo Nordisk A/S, Clinical Reporting Anchor and Disclosure (1452);
email address: clinicaltrials@novonordisk.com

BE
<7 LF K

BRES
< LF K

EXER ID : NN9535-4588

clinicaltrials.gov identifier: UTN -UI1111-1235-3506
NCT04152915 EudraCT number —2019-002588-92
Paediatric status:
P

SBERDIZE -
DV3396 AR AR O~ 7V F RHIF] (W5 D) &t~ 7 /vF KA PDS290 X HEAZRDE~ 7 /LF R
B & O FH RS2 RE 5 bR

REREEEER

AGRBRIT R A OB LB B Z iR O 1 gk T S, BRE DA 7 ) —= 2 7 F OMEEAE Y
s s, AR, Exsprerggdo cro TG -
i S iz,

ARXE (GIAXHE) -
A B PR G BB A BBy 5 C A T RE 20 AR SRR I e,

SRERHEAR REDIT—X
2019 4 11 f1 25 H~2020 4 5 1 25 A % 1

Cut-off date :
REGRFABRM T L WO BRI, 202047 A 2 H ORFS TOERKRT — X X—ZZBWTHIAEETH
ST =X R Tn5,

WESERBRUVRES -
202049 H 17 H. & 1.0hK

FX :

T~ 7T Rid, 2BBERIBORERE L TAE By 70084 TIRGEENTWnb e h GLP-1 7 u /T
HD, TEUE Y ZOIEIN, KEEOZFOMOTE T, 1 EHEE% 401175 2 L3 TE A H D~
VRIS (B~ 7 vF R PDS290 N HIEALR) THRIEEI N, AL~ 7 LT NREIL 1.34
mg/mL TH Y, HEFEITL U CHIBEHED 025 mg XITHERFHED 05mg XN 1mg 21 FEATH T ENRT
x5,

B~ VTF ROKL TG OO, Hlalg b Ao HEHE AR ORE A (DV3396 ~ U HRITEALZR) 23P% S
NTns, KEEE, B~ 70T REMKROSmLZFE L 1.0mL > U o PEEHELTNWD, B 7 LT
RO 3FEOWEE (0.5, 1.0 X0 2.0mg/mL) ORIFNZ LY, ZFh 025 mg. 0.5mg XL | mg D &4 #%
54%, DV3396 AR AR I, L7 D & RREN D iz e Hia & 5 LRI 2B R S T,

AARDOEFHE R R UIRH

ARBRIL, B~ 27T K 1mg LO0.25 mg D EIZOWT, HEEHAACHREAL (LLF, DV3396) TH
TG4 585 D (JRE : 2.0 mg/mL X 0.5mg/mL) &, EEEIFEHO PDS290 < ME A T 59 5B
KFBOE~Z7VTF R 134 mgmL fH (W) B) OAEWFHRIE,REEZ R~ Z 2B E L TERI Lz, AR
BT — 1%, FDA X OV EMA OEWZEHRIFEMEDO T A KT A e THHT LTz, 1RBRICEI#E T 20 5 7>
OFNEZFERT DA, TR TOWBREICARRKBROY A7 LRI T v M EHH L, #ERE D FRE Z I
U7, EhEOEPEINE > T, BERE IIXEIRM AR ESZ O RBR 2 E A L7z,
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BEMIRUIYVRERSAD
HHEUVIVERA b

LIZRT,

R1-BHRUIV RS b

RO EEANLOEIRER, KOOI ODOHMEZEKT DTOICHE LTy KRS v haabETE

B &

T RRA VT

EEEM
o B ZAFF1mgDFREICHOWVT, DV3396
AUBEAZRORA (L5 D) &, PDS290
ARUBIEAROBAGRBA (5 B) OFE T
B 5D AW F M RIS 2 e T 5

BRI B RY

o EYINTF K0.25mgDHEIZONT,
DV3396 < HE AZRORHF (L5 D) &,
PDS290 ~ A AZR OREAFRRA ()7
B) DR T BE-RED AW R S & MRGE T
2

TIA<Y— FRAL b
UTOFFA4~<Y) =2 RRA U Mt~ 7T R lmg DKL
TG4 0~840 RERT o AT i B — RER AR 2> B SR D 72,
e AUCo-tast,sema,1 mg, : 6 3 [H O H Bl %I~ 70
F R 1mg# 1AE L LzEE0, #5150 B
~ I RE R ATRER S £ T Mt~ Z L R —
P U] R T e A
¢ Craxsemal mg, : 6 HE O A EWIHEMRMZICE~I LT R
I mg % 1B F#%E L= & & O E% O KE uETD
T VT R

THhFY - FRAL b

BRI v XY — v FBRAL Vb

UTFDOxy RRA > bt~ 1T K025 mg DEEE TG

% 0~168 B[] (Day 22~29) & F IRHE T oD M I h i fE — e

MghiR B3R 7=,

e AUCO-168hsema0 25 mg, ss ¢ 0.25 mg DI &I 544 EHIR

BlICBIT2#E% 0~ 168 Bl oM h =~ 7 LF K
T 8 — IRE P B R T T A

0.25 mg DAL G%, EHIRIEIC

B oEmiEf -t~ 70 F FIRE (0~168 ki)

e XY - REL Vb
K@, RESL Vb
6 RO A EHHEI%IcE~ 7 LVF R 1 mg % 1 B FiR5
L7z & 20514 0~840 K] (Day 43~78) F CToMmiEt =
~ 7 VT RIEFE — BRI AR IC RS & KB EICBE+ 2 3 SOl
RN XY = RiRA v hERD, B VF R
0.25 mg D FAEE T 5% O EFARIBIZI T 5 5% 0~168 I
M (Day22~29) Oififdt~ 7 LT RERE— RIS
M BERRICET 2R FRA VM & 1 2R,
e AUCowsemaimg : 6 38 M O FAEBIHEHIFEZICE~ 7 VT
R 1mg# 1 EE &G Lz & &5 0 R~
R £ TO¥v~ 7 LT NEEE — MR dhi T s
®  tmaxsemaimg : 6 MM OHEMEHIMZICE~ 7 LF K
1 mg % 1 B TG Lz & & o 51% 0 i &t
T JVT R R R
o tysemaimg ¢ 6 MO HEMIEHMBRICE I AT R
Img#% 1 BIEZ THRELIZEZDEY LT ROKKEK
FRVH 2 080
®  tmaxsema,025mgss ¢ B Z VT R 0.25 mg D& E TG
HOEFRETOREMEF -~ 7 VT NRED|ER
]

[ ] Cmax,sema,O 25mg, SS
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#HMEtFiL -

o MEITXRER

TR R SEhE A1 M OSHEEHENTFHEE 2B W T, LU N OB RIREM A2 ER LT -

BROEHTXMBRER (FAS) : BAEAEI VI S, IBREOR G207 L LRI -858%E, B
IRG AT E & FAS ORIV T 5 2 L 20T, TO%E. AT 2 IEY R A CE b L, HHRE
X RE SN LBV D (astreated) | FEHICEH ST 5,

ZEVEBITHREN (SAS) BRI 2D &b 1 RIZIT-98%E, s eREIN- 8BV
@ (as treated) | FHIICEH 5T 5,

o HREBDEL

w7 F R 1img (FEHB) K025 mg (BIRHIER) O OHFEGEIZHBW T, DV3396 ~ M Ads
OHIF] (JLJ7 D) L. PDS290 XUAEAZRORIA (W5 B) & OEWFHNR SN Z " 72O O &7
< &EH %RERTE D LD ICHBRE AT I Lz,

2B O HEOAYFIIRIEMEORE Z EENEF (BRI 1 mg D, Z0D#%IZ 025 mg D) TIT O M
JERETFIAZ HWD Z 22k, MESKROE —FEOWERMHEEL S%IZHIE L, ZOIEFOWTIoB
BT, AWERRSMERREE SN AT 0I10E,. FOHEICHEIT D AUC Y Coax O i J7 THIFIR 0O e o>
A 90%EHE XM (CD NFERITTFRHIAN [0.80;1.25] ICHHMENRHY . SHIC, BEERKIED LAICAE
THLHETHAMANREEPRIESN TV DLERD D, ZhuE, £ RERA 2 b (AUC)astsema,1 me-
Cmax,sema,] mg- AUCO-168h,sema,O 25 mg,SS ))—Il [6) Cmax,sema,o 25 mg,SS) \Z2OW\WT N J%ﬁﬂigﬁﬁ U‘i‘#j{}igﬁ % 1) Ho : %%’J ﬁfﬁ (]
b>1.25 e OV Ha - AR O H<1.25, 72 5 TN 2) Ho = RHIRM O 10<0.80 & OV Hy - BAIM D H>0.80 & 55 25
DR PEHREZ R T 52 & E%E LV, 22O {IREDH 2 122\ T, FHHOEREL 5%E L,
KL A A — L T ORERERFEZ 0.15, KB DA 1.075 EIRET D L. 2O00HEOWTHIZB W T b AWS:
W IRISENE 2 ARFET 2 72 O DR H ] 90% & R 9D 121E, 54 Bl THINMETH -7, BEplZEEL (i
W% 20%E T | 68 Bl OBRE A AEAFI VT T2 &L L,

o HRETAEMT

TS5ARY—TIUEFRAV b

TIA )= RARA  ME, 6 BEOHEEEIIRZICE 7 VT R imga 1 BIERTRE LIZE 0k
1% 0~840 el o MAE &~ 7 v NI — KR HoRked 7o, FHIZIE, SO OEFEO R %
FH W 71::0 AUCO-last,sema,l mg 6i%ﬁﬁ2ﬁﬁ2¥£&: X D /%: llj:ll L f:o

AUC.1ast sema, 1 mg B TN Crnax sema,1 mg VLR EZEHE L, BANZFEENF L L. N—R T A OREOHEE % L2 &
LB IERMIE T L CEBIZIRENT L7,

T RARA 2 b OEAEIC 31T 2 BEAIE D 22 OHEEE K O O R 90% SR IX[# & e A r— A8 L |
BUHIRI O He OHEEE K O DO 90%[EHEIXE & L TIR Lz, 1 mg 2B 2 EMAmRSr i, BEE i
TE FAEIZHEVY . AUCo-1ast,sema, 1 mg 22 OY Crnax sema 1 mg D T I FUNT, BEHITE 0 bE O TR 90% (5 35 X [ 23 A= 9 19
RZMEOFFRFAN [0.80;1.25] IZHHLAITHRIESND Z & L LT,

T~ NTF R 1mg DR FBE %520 720 T BRE L IAANT > D FRA L=,

thUF)—ITFRA Vb

BRI A FY—T U FRA D b

REERE o H ) —2 o RIRA > M, 7794~V —x2 RARA > b ERBED FIERER, B~ 7 LF R
0.25 mg DEHKERE T 544 0~ 168 gl o MU fE Hr e B — IR dh A 2 VD TR 72,

REEH)E I o 2 —x 0 R A M OFEHEITIX, 774~ —x= 2 FRA > b ERICFEEZHW,
S S A7 0.25 mg DA 4 [BlDEEG- %52 1T 72 o T- R E 1 IARBAT 2 B RS LT,

HEHEHF)—IT U FRA b

HYERET > FARA > b

AUC o0 sema,1 mg (F+ AUCoutastsema 1 mg & AUCastoosema i mg (2 2 O HEE L7z, 7233, AUClastoosema i mg (5 FEARFH P
M OHEEAE & i E B ATRERE S BT HIRE O TRMED HHEE L7z, AUCowsemaimglEs 77 A4~V —= 2 K
RA N ERUHETHEIT LT,

tmaxsema, mg (F B~ 7T R 1 mg DR FEGOEEREICET 2 E COEBORE & LTHEHB L,
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tysema img 51 B Z/LF R 1 mg O — R g O RERARIZ I 2 /P BHIE YR & 0 HEE L7z dz & H
UV, tip=log(2)/Az & LTR®D 7=,

tmax,sema,0 25mg,SS =N Eﬁ%ﬁﬁa:%b \ChE= VT R 0.25 mg 0)& ‘F‘I&l‘i‘ﬁ‘ %%%/)%&Fa:%ﬁ—é ES T@%B%%@Hjﬂ?
e LTHEI L,

RERAE

AGRERIE, IR TR O AR 72 B A B kS L LT, DV3396 R UAE AZRORA] (ML D)

L. B~ ZLF FA PDS290 AR AZR OBEAGRILA] (W5 B) OMEWEhREREEZ iR 9 5 | fEak, AT
RER], MEVEAE 1), EERE, HEERRBRTH o7, HKEICHOW THREGRER O i rTREM: 2 a4 5 7=
W, KE (65.0~97.4 kg XX 97.5~130.0kg) %K1 & T D/@RIMIELEI T EITo7,

WeBRE & . DV3396 UM A% (AL)7 D) & PDS290 = U RIE AR ()7 B) oWt kst~ 2L
F RO THEEGIC 1:1 OFIEG CTEELIZE V07 CRBE2) . ARBRTIX, A7V —=07%kt CRFE 1)
L. B VT K 0.25 mg OFIEE G K OSEY B REFRNT AR IR D KPE (RBL 2) | D% O 5K
CRBE3 TV 4) | 0.25 mg DA G L OB Bh REfRT ARSI O Bt CRBE 5) . 3Bt F ik
FREOFKRE (GRBE 6~9) . SEMENREMENT R IAER I A &1 0.5 mg # 5O FKpE CGEBE 10) | #5k (GkR
11) Z&Te 6 MO M &MY, 1 mg DEE & RBREMAT FHRRIRER I O BT CRBE 12) | SR EhREAEAT MR
B D KPE CRPE 13~22) 72 b N B~ 7 VT Rk 5.6 5 1% O S Eh e Mgt iR B i x: & e
FHRARET CRPE 23) & % L7,

DV3396 U RITEASRIZ L 0 54 5475 D T PDS290 R AR AZRIC L W &5+ 2005 BlX, B~
F R 025mg % 40 (4HMH) 5 Lztk, 0.5mg4 2 QHEM) . 1mga 1A (1HARM) 5L,

FHEIR VT SN 1HRERE S

68 BN G &3 0 ICEEME A B AT K4, 35173 DV3396 XU HEARRIC L W & 59 54075 DT, 33 I
PDS290 X AEAZRIZ KV FHT 5405 BIZEIY £HF bz, 66 HlNiREREZ5E T Lz,

REREME T, 261 (B8 16D DNEELE Y TRICEMOAEWENIC LV REEZRIE LT, 207, 66610
KON RIRERN (FAS) 1Z& F4v, 68 BN EVEMATGH4EN (SAS) I[& Ehiz,

ZHRUOEEGHANESE

FIEIREE -

o  [AIERSHI T ISH~65mD B L

o ARV V—=VTROERFERE (BMI) 23 25.0~34.9 kg/m?

e {KHE :650~130.0kg

o BEMEEE, HAFTR., bW A Y —=2 FREBERFZSE M L7231 Z YA v DB L OEERRE O
FERICESE | BBREIEERNIC L SACHEEE & Hl S D g

FIRBRNEE

o HHRTW, BHLT XITHREFLL TV DL, B2 WITAEIR FTEE TR RO @\ BT IR 2 T 7 itk

o WBREOREEEN LY., MROFMZGIF -0 1G5REkFTEE O 2 FNEIZ9 5 /et n H 5
FEE AT oEE (EBREEEMOREIEICZXL D)

o WHLTWAEX I UH, RTHE., AMEDORWEHTEIR, N4 — L KOT EF 4 FARED
BERFEH (Rtk D 2 D12 DWW TR, A2 U —= 7R 24 FERILIN O IZER O Hi7e\) ZFrE, A
7V —=V TRID 14 B LNIZAG O IR % 65 U795

o LUTFTOWTNMNITERIND T NV —/ /UL X ITEE
o A V—=VZHI1FEUNOT Va—VELRBEE AT 5 XidEbh 288 (B 1 B

24 g, HMEFX T AFH R2gaB2 L7V a— % BFEUICERL TS Z & LER
o ARZU—=VTWEOT IV a— iR DM

o LITFOWTNMITER I D EHYELH XITEI
o AZU—=2ZHI 1 FUNOEY - \bFWEOERELZ G 2 XTEEbh DR
o AV U—= TR D

BBRE. AERVEEARZ. Oy FES

PR

TEFEA 0.5 mg/mL, 1.0 mg/mL & ¥ 2.0 mg/mL D~ 7 /LF K [FEERHE (BEBRERK) 1 %, DV3396 <A
SBEHANTENEI 025 mg, 0.5mg O 1 mg fZF#H- Lz,
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R AR 0y EE AZHIR
ALJ5 D* 0.5 mg/mL 0.25 mg (H[FI#5) JX51022 20214E 1 H 7H®
275 D* 1.0 mg/mL 0.5mg (H[AI#5) JX51021 20214F 1 H4 R
477 D 2.0 mg/mL 1 mg (H[A#5) JX51031 20204E 12 H 30 H ¢

HILJ7 D : DV3396 R ASRHIC RS S izt~ 7 v F REEIO 4 Fr
PARE Y b OAIFARIZ 202043 H 7 H SRR &z,
cAn -y hOARHIMRIE 202043 A 4 HDHIER STz,
ke v b OFZIRIZ 2020 452 A 29 BB IER Sz,

xfBR 3K
MEEEN 134 mg/mL Db~ ZALF K (FE Uy 7R, B8R GHBIK) 1 %, PDS290 ~ Mk A%
FAVWT 025 mg, 0.5mg XTI mg 2 F#45 L7,

BERIK HE vy  EE HEHIRR

477 B* 1.34 mg/mL 0.25mg, 0.5mg, 1 mg HP50895 2020410 H 9 H
GEIRFTHE)

L5 B 1 PDS290 XU HFEAGR TR 5T 58~ J VT RILKID L4 TR

SBERSINHAR -

EERE OT ERBRBMBINIIA 7 ) —= I LEHMEE TO 80~99 AL L7,

RREODEHNRUKER

BREESRUN—X S/ UK .

2 DOBRHKH] THIRE Y R ON— R T A VHRHEIEFRER CTh o 72, BRE O 21%03 M, 141 Br < 2251
(98.5%) MNHEANTH Tz, FHFEIL 443 7%, FEIEREIL 86.8 kg, ¥ BMI I 28.1 kg/m? Th -7z,
3B OPERE A, EYLER L OFAERNE QF1) ROVDHEES (161) (CBET 5 BEEREZ #id LT,

EVHEOHER -
o DV3396 X UAEAZHI K DML D D FRG & PDS290 XU BIEAZRIC X DAL B DR N 5% ik

L7-fE%. UTofmns o,

o EB=ZNAF R 1mg TIE. AUCoiastsema,ime D A D LD 90% (5 HE X I XFFAHFHN [0.80;1.25] I
BT, Craxsemaimg Tl BAI D D 90%(E #E X EIEIFFAFPAA [0.80; 1.25] (27272 &
5. EWFERRSEETIRRES L2 o T2,

" AUCou1astsema,img = TSAIEI D L OHEEMEIE 1.10 (90%EHHIXH : 1.04; 1.17)
*  Coaxsemaimg © FAIE O L OHEEEIL 1.27 (90%(FHEX ] : 1.20; 1.34)

o EB=ZNATF F025mg TliX, MENKRETIEEZRAWZZ &G, AWFENRIZENEORGEIRIE X T
ot (B 70T R I mglZBW CTEMFMRSGIEDBIES o T2720) o Ll
AUC.168h,sema,0 25me, 55 2 TN Crnaxsema 0 25mg,ss P VVT AU DN T & BAI D Lb 0D 90% 15 HH X ]I L7 Hi BH
W [0.80;1.25] TH -7z,

*  AUCo-168hsema0 25mg ss © A DL OHEEAEIE 1.08 (90%(EHAX M : 1.03; 1.13)
" Craxsema025mgss © Bl O OHEEEIL 1.10 (90%(FHE X[ : 1.05; 1.15)

0 AUCo.wsemaimg DM 1X, PDS290 ~ U HIE AR 2 FIWCTH G- L72/LJ7 B (8477 nmol*h/L) & Lhiik
L C DV3396 XA AR THRE L7245 D (9527 nmol*W/L) TEor->7-,

O tmaxsema 1mg O T HAE K TN tiax sema0 25me.ss O H B X, PDS290 ~ U HIEAZRZ W TR G LA B &
b LT DV3396 XU HIE AR TR L7 7 D TR o7,

O tsemaimg DEMITEIL, 2 >ORIKIE CREETH > 72,

MR -

e DV3396 <A AZRIC L 0 IRE L7245 D, X% PDS290 AR AZRIZ X 0 &5 L7-4L)57 B IZES @S
DM EOBREITRFE S n o T2,

o HEMAEFR, WELURBROPILICEST-AEFRITIME SN2 T2,
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TR H T OB LIZAERESRN 626 (91.2%) (2 237 Ffis &tz FEERNEI L -WRE o
ST BF CTRBETH 572, Lo L., PDS290 LB ARIC L WAL B 285 L7968 & el L ¢
DV3396 XU AEAZIZ LV ALS D 25 LT-RE CTL v 2 oFRn\HwE Sz,
WESINEAFEFRLOREELIIT X TRE UIFEE Th o7, 3F0FESR (DV3396 R R ALRIZ &
DAL D 2P 5 U= CTREL L 72 2 fE K OVPDS290 U A E ASRIC L 0 AL B 2 L=k E T
FH L2 11 2R TRTOERNEE & @5 S, kb EHEE CRE Sh-AERGILE GRS
DEFHIRSFEOFELRTHY . WO THEREE, RBIOREREE CHoTz, ThbOIWERIKRS
BRI 5 EAGENOF FEG Chie b WHEE Tl SN FZILEL, R A ORERTH - 72,
DV3396 = URIEAZT XL 0 $5 L7205 D C 3 O TESEAL OGS Sdu, W b ERE N S h
T, FEETHY, EELHREINT,

WBUESRS 1 RS S, AEGUIRIE L, ZTOBROBEGRHIFRIZALNIRNo T,
LIFOmEBICBET HERICHEBEE 2 5 BT,

o NAFZNYA L (IRHA. MK UOERIR)

o HIKFTA

o DLEKX

o BEMOBEERBAE T A—F (MIFFBRE., SIF2ORE. REE)

Pt~ 7 VF FHURNRE LI BRE 1T o 7=,

o .
Poaf -

DV3396 U RIE AR TR G L-8E|] ()7 D) 1mg &, PDS290 ~X Uik A T 5 L= A (s
B. BEAGRIAD 1 mg OEM MRS MEIIMEES LRy o 7=, AUC O RIFIRT O LD 90%/ HE X E I3 7F
AEPAN [0.80;1.25] ToH o727, Coex DA O OHEEME (1.27) 1XFAFIE LIREZB 2 TV,
1 mg DAL RIZEVEPRIES R o772, 0.25mg D&~ 7 VT R CIIEWFNREMEICET 5
BRERIRE N Ty o 7=, Lo L, AUC KON Cuax & B IZHAI D D 90%(5 #8 X I X7 2 #aH N
[0.80; 1.25] TH 7=,

DV3396 XU AS A W THRET 2 H Ot~ 7L F R F#HRE8K ()7 D) ot u 7 7
ANE, BN TF RETFEGTHIL S TWbEZetETa 7 7 A e —H LT\,

AT, ~L X ES (2013410 H, 55 64 [7] WMA General Assemblyd, Fortaleza, Brazil CHgtk O WET 23
Tz, ) . MECEORE E D ICH OEIEML OIKRER OIS T 5 &% (2016) . & 121 CFR
312.120 857 L CHEM S 7z,
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276.2.2 FESRICET S

NN9535-4588 B DA EHR T HEK AL KRN— L VR,
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1: Adverse events by system organ class and preferred term - treatment-emergent - summary - safety
analysis set

SEMAGLUTIDE D, SEMAGLUTIDE B, Total
DV3396 PDS290

N (%) E N (%) E N %) E

Number of subjects 35 33 68
Events 32 (91.4) 143 30 (90.9) 94 62 (91.2) 237
H 5k 25 (71.4) 59 19 (57.6) 38 44 (64.7) 97
E 9 (25.7) 11 8 (24.2) 13 17 (25.0) 24
M- 8 (22.9) 9 4 (12.1) 7 12 (17.6) 16
T 7 (20.0) 9 4 (12.1) 5 11 (16.2) 14
HEARER 6 (17.1) 7 4 (12.1) 4 10 (14.7) 11
H R E R R 5 (14.3) 7 1 (3.0 1 6 (88 8
feEF 3 (86 3 3(9.1) 4 6 (88) 7
g 2 (57 3 2 (6.1) 2 4 (59 5
H’Eﬁiﬁ 3(8.6) 4 0(0.0 0 3 (4.4) 4
[0} 3(86) 3 0(0.0 0 3 (4.4 3
Hﬁiﬁﬂ Al 2 (57 2 1 (3.0 1 3 (4.4 3
51 1 (29 1 0(0.0 0 1 (1.5 1
AR 0 (0.0 0 1 (3.0 1 1 (1.5 1
SR E 17 (48.6) 29 13 (39.4) 16 30 (44.1) 45
FEYR 17 (48.6) 26 12 (36.4) 15 29 (42.6) 41
A Bt 1 (29 2 0(0.0 0 1 (1.5 2
JELNT AR 0(0.0 0 1 (3.0 1 1 (1.5 1
FEIPED E U 1 (29 1 0 (0.0 0 1 (1.5 1
Fdids kO sEE 18 (51.4) 19 18 (54.5) 18 36 (52.9) 37
BAHER 18 (51.4) 19 18 (54.5) 18 36 (52.9) 37
JRYSIE 3 X OV AR e 8 (22.9) 11 6 (18.2) 7 14 (20.6) 18
_EnEEAZE 8 (22.9) 10 5 (15.2) 5 13 (19.1) 15
BT =T VBN 1 (2.9 1 0(0.0 0 1 (1.5 1
IELES 0(0.0 0 1 (3.0 1 1 (1.5 1
AN 0(0.0) 0 1 (3.0 1 1 (1.5 1
—i% - EEPEER OB G OIREE 8 (22.9) 11 5 (15.2) 6 13 (19.1) 17
i %t 3(86) 3 3(9.1) 3 6 (8.8 6
KT —7 VR E L B S 2 (5.7 2 1 (3.0 2 3 (4.4) 4
TESTERAL SO 3(8.6) 3 0 (0.0 0 3 (4.4 3
LSkl 1 (2.9 1 1 (30 1 2 (2.9 2
S TN PR R 1 (2.9 1 0 (0.0 0 1 (1.5 1
T — T VR E AR SR 1 (2.9 1 0 (0.0 0 1 (1.5 1
AR KOS A kR 5 (14.3) 6 4 (12.1) 4 9 (13.2) 10
o B 4 (11.4) 4 2 (6.1) 2 6 (8.8 6
B R e 1 (29 1 0 (0.0 0 1 (1.5 1
AL 0(0.0 0 1 (30 1 1 (1.5 1
BB E IRASIE 1 (2.9 1 0(0.0) 0 1 (1.5 1
Tt 0 (0.0 0 1 (3.0 1 1 (1.5 1
ME g, MBRIs K OMthE s 2 (5.7 2 2 (6.1) 2 4 (5.9 4
11 e MR SER 0(0.0) 0 2 (6.1) 2 2 (2.9 2
A 1 (2.9 1 0 (0.0 0 1 (1.5 1
= Aaiiin 1 (29 1 0 (0.0 0 1 (1.5 1
AR AR A 2 (5.7 3 1 (3.0 1 3 (4.4 4
M7 L7 F ok ARSI F—EHn 1 (29 1 1 (3.0 1 2 (2.9 2
C — & E Hm 1 (2.9 1 0(0.0) 0 1 (1.5 1
rooAT7TIF—F LS 1 (29 1 0(0.0 0 1 (1.5 1
F2 G 8 KO TRk E 1 (29 2 0 (0.0 0 1 (1.5 2
& 5 FERE 1 (2.9 1 0(0.0) 0 1 (15 1
LB 1 (2.9 1 0 (0.0 0 1 (1.5 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
nn9536,/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:20:00 — taesocsum. sas/taesocsum. txt
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Adverse events by system organ class and preferred term — treatment—emergent — summary — safety
analysis set
SEMAGLUTIDE D, SEMAGLUTIDE B, Total
DV3396 PDS290
N (%) E N (%) E N (% E
Hi KOk mEE 0 (0.0 0 1 (30 1 1 (L5 1
R 0 (0.0 0 1 (30 1 1 (L5 1
B, PR L UMWE S PHE 0 (0.0 0 1 (3.0 1 1 (15 1
LE TS 0 (0.0 0 1 (30 1 1 (15 1
EFHRE L OLERE 1 (2.9 1 0 (0.00 0 1 (1.5) 1
RIEAE Hif 1 (2.9 1 0 (0.00 0 1 (1.5) 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:20:00 — taesocsum. sas/taesocsum. txt
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2: Adverse events possibly or probably related to trial product by system organ class and preferred
term - treatment-emergent - summary - safety analysis set

SEMAGLUTIDE D, SEMAGLUTIDE B, Total
DV3396 PDS290

N (%) E N (%) E N %) E

Number of subjects 35 33 68
Events 30 (85.7) 113 26 (78.8) 76 56 (82.4) 189
H 5k 25 (71.4) 59 19 (57.6) 38 44 (64.7) 97
E 9 (25.7) 11 8 (24.2) 13 17 (25.0) 24
M- 8 (22.9) 9 4 (12.1) 7 12 (17.6) 16
T 7 (20.0) 9 4 (12.1) 5 11 (16.2) 14
{MKTE 6 (17.1) 7 4 (12.1) 4 10 (14.7) 11
B A E R B 5 (14.3) 7 1 (3.0 1 6 (88 8
feEF 3 (86 3 3(9.1) 4 6 (88) 7
g 2 (5.7 3 2 (6.1 2 4 (59 5
H’Eﬁiﬁ 3(8.6) 4 0 (0.0 0 3 (4.4) 4
[0} 3(86) 3 0(0.0 0 3 (4.4 3
HEJISH Al 2 (57 2 1 (3.0 1 3 (4.4 3
51 1 (29 1 0 (0.0 0 1 (1.5 1
AR 0 (0.0 0 1 (3.0 1 1 (1.5 1
AR L Ok bRE 18 (51.4) 19 18 (54.5) 18 36 (52.9) 37
AARIGE 18 (51.4) 19 18 (54.5) 18 36 (52.9) 37
SR E 15 (42.9) 23 11 (33.3) 13 26 (38.2) 36
FIEbS 15 (42.9) 22 10 (30.3) 12 25 (36.8) 34
HEESTANTR 0 (0.0 0 1 (3.0 1 1 (1.5 1
FEPED F 1 (2.9 1 0 (0.0 0 1 (1.5) 1
— % - iﬁ( ES SRR R AN 6 (17.1) 7 4 (12.1) 4 10 (14.7) 11
I 5 3 (86 3 3(9.1) 3 6 (8.8 6
&%*B{v}ir“ 3(8.6) 3 0 (0.0 0 3 (4.4) 3
TR 1 (2.9 1 1 (3.0 1 2(2.9 2
B RS R IS I ONE B kL Rk b 2 (5.7 2 1 (3.0 1 3 (4.4 3
W ER YR 2 (5.7 2 0 (0.0) 2 (2.9 2
kL 0(0.0 0 1 (3.0 1 1 (1.5 1
F2 8B KO TGk & 1 (29 2 0 (0.0 0 1 (1.5 2
& 5 FERE 1 (2.9 1 0(0.00 0 1 (15 1
HLBE 1 (29 1 0(0.0 0 1 (1.5 1
JEYLIE 38 & OVEFAE e 0 (0.0 0 1 (3.0 1 1 (1.5 1
=TS 0 (0.0 0 1 (3.0 1 1 (1.5 1
i X OkpkheEs 0(0.00 0 1 (3.0 1 1 (1.5 1
Him 0 (0.0 0 1 (3.0 1 1 (1.5) 1
i AR AR A 1 (29 1 0(0.0 0 1 (1.5 1
FFU AT IF—PLE 1 (29 1 0(0.0 0 1 (1.5 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
Relationship to trial product semaglutide is based on investigator(s)’ s assessment.
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:20:02 — taesocsum. sas/taeterelatsemasum. txt
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3: Moderate adverse events by system organ class and preferred term - treatment emergent -
summary - safety analysis set

SEMAGLUTIDE D, SEMAGLUTIDE B, Total
DV3396 PDS290

N (%) E N (%) E N %) E

Number of subjects 35 33 68
Events 22 (62.9) 44 17 (51.5) 30 39 (57.4) 74
H 5k 15 (42.9) 20 8 (24.2) 12 23 (33.8) 32
M- 8 (22.9) 9 4 (12.1) 5 12 (17.6) 14
LT 5 (14.3) 5 3(9.1) 4 8 (11.8) 9
HIER R 2 (5.7 2 1 (30 1 3 (4.4) 3
B A E R A 2 (5.7 2 0 (0.0 0 2 (29 2
TR 2 (5.7 2 0(0.0 0 2 (2.9 2
g 0(0.0 0 1 (3.0 1 1 (15 1
5K 0 (0.0 0 1 (3.0 1 1 (1.5 1
TR 9 (25.7) 12 7 (21.2) 10 16 (23.5) 22
SE 9 (25.7) 12 7 (21.2) 10 16 (23.5) 22
JEYYIE F K OV AR BUiE 3(8.6) 3 5 (156.2) 5 8 (11.8) 8
- mHEE S 3 (86 3 4 (12.1) 4 7 (10.3) 7
FE NS 0 (0.0 0 1 (3.0 1 1 (L5 1
B RS R IS I OE A kL Rk b 3(8.6) 3 1 (3.0 1 4 (5.9 4
S 2 (5.7 2 1 (3.0 1 3 (4.4 3
AR P 1 (29 1 0 (0.0 0 1 (L5 1
—% - RHREER L OGO RRE 2 (5.7) 2 0 (0.0 0 2 (29 2
A TN PR 1 (29 1 0 (0.0 0 1 (15 1
TESHAT S 1 (29 1 0 (0.0 0 1 (L5 1
Fedids kO sEE 0 (0.0 0 2 (6.1) 2 2 (2.9 2
BAHER 0 (0.0 0 2 (6.1) 2 2 (2.9 2
R AR A 1 (2.9 2 0 (0.0) 0 1 (1.5 2
rov A7 IF—F LS 1 (29 1 0(0.0 0 1 (1.5 1
fLrf 27 7 T2 ik AR & —E BN 1 (29 1 0 (0.0 0 1 (15 1
ME g, MBR3s X OthE s 1(29 1 0 (0.0 0 1 (1.5 1
£ 1 (29 1 0 (0.0 0 1 (1.5) 1
R3S O kbR 1 (29 1 0 (0.0 0 1 (15 1
HRLBE 1 (29 1 0 (0.0 0 1 (1.5 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:20:03 — taesocsum. sas/taetemoderatesum. txt
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4: Mild adverse events by system organ class and preferred term - treatment emergent - summary -
safety analysis set

SEMAGLUTIDE D, SEMAGLUTIDE B, Total
DV3396 PDS290
N (%) E N (%) E N %) E
Number of subjects 35 33 68

Events 29 (82.9) 99 29 (87.9) 64 58 (85.3) 163
H 5k 20 (57.1) 39 17 (51.5) 26 37 (54.4) 65
El 5 (14.3) 6 7 (21.2) 9 12 (17.6) 15
T 6 (17.1) 7 4 (12.1) 5 10 (14.7) 12
HIER R 5 (14.3) 5 3(9.1) 3 8 (11.8) 8
H A E 4 (11.4) 5 1 (3.0 1 5 (7.4 6
s F 3 (86 3 2 (6.1) 3 5 (7.4 6
-G 2 (57 3 1 (3.0 1 3 (4.4 4
[z 3(8.6) 4 0 (0.0 0 3 (4.4 4
BLW 3 (8.6 3 0 (0.0 0 3 (4.4) 3
T R 2 (5.7 2 1 (3.0 1 3 (4.4 3
i - 0(0.0 0 2 (6.1) 2 2(2.9 2
517 1 (29 1 0 (0.0 0 1 (1.5 1
AR 0 (0.0 0 1 (3.0 1 1 (L5 1
AR L Ok bRE 18 (51.4) 19 16 (48.5) 16 34 (50.0) 35
AARIGE 18 (51.4) 19 16 (48.5) 16 34 (50.0) 35
SR E 12 (34.3) 17 6 (18.2) 6 18 (26.5) 23
FIEb 11 (31.4) 14 5 (15.2) 5 16 (23.5) 19
A B AR 1 (29 2 0 (0.0 0 1 (1.5 2
HEESTANTR 0 (0.0 0 1 (3.0 1 1 (1.5 1
TR F U 1 (2.9 1 0(0.0 0 1 (1.5 1
— % - iéf EB L OGO E 6 (17.1) 9 5 (15.2) 6 11 (16.2) 15
I 5 3 (86 3 3(9.1) 3 6 (8.8 6
777 7 VRGBT B 2 (5.7 2 1 (3.0 2 3 (4.4 4
LSk i 1 (2.9 1 1 (3.0 1 2 (2.9 2
TSN BSOS 2 (5.7 2 0 (0.0 0 2 (2.9 2
BT —T VR ENE TR 1 (29 1 0 (0.0 0 1 (1.5 1
JERYYIE RS & OV BUE 5 (14.3) 8 2 (6.1) 2 7 (10.3) 10
BRVIEGEDS 5 (14.3) 7 1 (3.0 1 6 (8.8 8
BT —T VR E GBI 1 (2.9 1 0 (0.0 0 1 (L5 1
ELEES 0(0.0 0 1 (3.0 1 1 (1.5 1
B R IS I ONE Ak Rk b 3(8.6) 3 3(9.1) 3 6 (88 6
R 2 (5.7 2 1 (3.0 1 3 (4.4 3
B kR R 1 (29 1 0(0.0) 0 1 (1.5 1
L 0(0.0 0 1 (3.0 1 1 (1.5 1
3] 0(0.0 0 1 (30 1 1 (15 1
H@zmiomﬂﬁam 1 (2.9 1 (6.1) 2 3 (4.4 3

uﬂl SER (0.0 0 2 (6.1) 2 2 (2.9
A 1 (29 1 0 (0.0 0 1 (1.5) 1
il AR AR A 1 (29 1 1 (3.0 1 2(2.9 2
C — BUSIHER A RSN 1 (2.9 1 0 (0.0 0 1 (L5 1
M7 L7 F ok ARSI F—EHm 0 (0.0 0 1 (3.0 1 1 (1.5 1
¥ L OukikheEs 0 (0.0 0 1 (30 1 1 (L5 1
Him 0 (0.0 0 1 (30 1 1 (15 1
BE, PER L OEA HE 0(0.0 0 1 (3.0 1 1 (1.5 1
BN WS 0 (0.0 0 1 (30 1 1 (L5 1
EFHRE L OFLERE 1 (2.9 1 0(0.00 0 1 (1.5 1
TETaHjml 1 (2.9 1 0 (0.0 0 1 (1.5) 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
nn9536,/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:20:04 — taesocsum. sas/taetemildsum. txt
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Mild adverse events by system organ class and preferred term — treatment emergent — summary —
safety analysis set

SEMAGLUTIDE D, SEMAGLUTIDE B, Total

DV3396 PDS290

N (%) E N (%) E N (% E
B ¥ & OB TRk R 1(29 1 0(00 0 1 (L5) 1

% 5 FEIE 1 (29 1 0 (00 0 1 (15 1

N: Number of subjects, %: Percentage of subjects, E: Number of events
nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:20:04 — taesocsum. sas/taetemildsum. txt
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2.7.6.3 NN9536-4455
2.7.6.3.1 PRR BRI E

BERIKEEDR

Novo All¢, DK-2880 Bagsvaerd, Denmark.

Novo Nordisk A/S, Clinical Reporting Anchor and Disclosure (1452); email address:
clinicaltrials@novonordisk.com

HH -

1R TS At~ ZVF R 24mg (REEH)

BHES

< NTF K

FRER ID : NN9536-4455

clinicaltrials.gov identifier: NCT03842202 UTN -U1111-1215-9915

Paediatric status: Not applicable IND number — 126,360
EudraCT number —2018-002497-42

RERDITRE -

JEGG SRS OB NAPEHICR T2~ 7V F K 24 mgi#l 1 [ 5 D%

AREXERMS

LT OB ETERMARRRERE EONE 2B L, B4 T 25 NERREREE~OBLELEHTH
[ZFifi (signatory investigator) | (ZfEAN S4U7=,

RERENEHEER
ARHRBRILLLT O 1 gk CEME SNy,

Germany

DRXE (5IAXHE)
A B PR G BB A B R SR T BE 20 AR SRR e 0,

SREREAR NI —X:
BRfEHE : 201942 H 151 %148

TH:20194E 11 H 408

Cut-off date :
ARG R ARBRME 2Bk L TV AR RIL. 2020 4F 1 A 22 B OFRIRT — & _X— 2 IZBWTHIATFRETH
ST =X ML TV D,

WMESIERB
202044 H 23 H
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KABROMENE SR UTIER

BTNV TF RIE, SR INANT A AT K THRBEMTOILTWD IV TR TF R-1 (GLP-1) &

RIEENEECH D, B~ 7T RIZBE, EU K OZOMOHIE T, Ozempic (A BBy 7)) ®OpE L4 I
T, 2ABERRIF (T2D) JRIFIEE LC 05 XN 1.0 mgi 1 [ FHREGNEB SN TWD, B~ LF KD

24mgi# 1 I FRGIT, REEHEEZAME LS 3T 07T ACTEEMET CTH D,

HNAEPEH OBLEIL GLP-1 7 ZO/ERE LTHbLNTEY . B LRk 0 oW w2 %2 5
25 AREMEN S D, AR TIEL, IgE 2R e LT, B~V F R 24mg BENEHEHIZE 25

LR L, B2, BV F R24mg NEK, BHEEZEORFIZL I X LF—EBRELOR

FICAT BRI E 2 DB ERHME LT,

ARBRIL, BEUREEHEAZENE T2~ 70 F R 24mgil 1 8% FEEGO¥ 71 7 Z & (NN9536)
DO—B & LTHEE L,

AEBRICB#ET DM OO FNEE T 2 A2, T XTOWRE IR L TRED Y A7 LXXT7 4 v MMID
WCRL 21TV, BB DD RE 2 IS Lo, #5RE 1XS E OB 72 BAISRE, TRBRIKIEE ORI O

Hz=F7=,

B#

FEEHM

o BN FR24mgill | BIE TEENEARIEHICKITTREL T 78R LT 5,

BIREIBE Y

o LI NFR24mgilll 1 BIE THRGSNPEHRFBEDBFICL IRV —EREICKIFTHELT T
TR & T S,

o EXINATFR24mglll | B THEREVERICKITTHEL T 7R E KT 2,

EEHBE

o EVINATF R24mgilll | B THEGNEITEIO 2 b — /W RITTHEL TR LT 5,

BERAE

ARERIL, IR S (AEEIEE (BMI) 30~45kg/m?) ZXf4 L LT~ /F K 2.4 mg DHEIHRY
Gm)WQ%@%félmﬁ\ﬁW%ﬁwﬁﬁ\ﬁﬁﬁ%\:ﬁ%&\f?tfﬁ%ﬁﬁf%otow
BEEE<ITNT RXULT 72RO 20 lMFES GA1EFRS %2 21E) 121 : 1 0OEE TEESAIZE Y
HtoKﬁ%m\%E4ﬁ%@x7ua:yﬁ%ﬁ\mﬂ%@&5%%(ﬁvyw%b%zm%ifﬁ
/95 16 HEOH &SI EZET) KON 7T EBEOFEGRHEME CHEk I, KRBRTIE, X—27
A R OR20 I RKPEZFM L, A RPERFHICAT - o R FRBRCIX, R A X7 X2E—/L (BREE 3
fEL LCEF 1,500 mg) & & HICERESE-%, BRELZARICERS Y, EEHEEETE 5 RHE Tox
TEHE—IRETT T 7 AV NT X E—VORE R TEE (AUCoshpar) « /X7 EXE—
N DEEIRE (Craxpara) KT Crnaxpara BIERF] (tmaxpars) ] 226, HARPEHZFHE L7z, B HREEOR
BOTZR VX —EBEEL T Lz, PIROEBEEI K NEZMIE, 20 CICAREEOREK TRIC, &K
INT A=K (e, il (fullness) | JififE/% (satiety) . PHEAFEHRE] . #HATZ U RAA T
HOHMAMIRRBEKA T (OAS) DIFH, 18, HOLOMEHIRELZ, HWREHT a7 27—k (VAS
%) ZRWWCEEfi L7z, Control of Eating Questionnaire (COEQ) (VDR & M OVFEHH, 2SI M OV i
B, WO B KL VK O EBRERTE OFHE) 2 AT, BFICT 2822l E 7 HEORRICHES X
ST L 7=,

SHEIR U S - iERE 3K

FER2BIRMEA AN G LD ICEHE STz, 125BIBR A7 ) —=2 T %500, T2 HI0MEEAE D 1) S
., BEEZITT (FRE366) . 70BI03REBRETE T Lz (FRE3SH]D o 2 BN IEAEZSE O 210 ER
EHIELT, 2O L7 ATF RO 1FIXFREZRFEIL, 77 8RO 1 fIITAEFLICL 0 RARE
ik L7,

TEMRUEEGHANEE

EGBEREE .

o IRBRICBHE T HM OO FIREFMT HATICFENSELN TN D, NERICEET 2 FIH &1
BERO—ME LTHEBSNDH DL FIE (GRS MA~OEKIEZ BT 2720 O FIREGT) %
RS

o PERIAMLL A RIEBUGR AT 18~65 3%,

e BMI 30.0~45.0 kg/m’
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ERRRIVELEE -
o HRERT. BALTUIEIREHLL TV DKM, & 5 \WIFHRIRATRE TRIR O @ WA 21T D7 &
Pk,

. %ﬁ%@%é%%#bt@\ﬁ% T FT I O EST & N EEZ T 5 FIREMED B DR BE 2 AT D HRE
(JEBREATEER OB 12 )o

o [RIRMIC TR MR & ﬁﬁ D BTN DWIREBEER T IIEERNH D Z L2 H AW
%Lk#\@ﬁ%ﬁﬁﬁﬁéhfwéﬁ

WERE, AERUVEREAE. Oy &S :
T~ INF R, SR INNT 4 AT NEEE L, PDS290 L7 4 L RAUHEIEASR A W TR E L=,

BRI bk 2y FES AR

T~ 2Z/VF F 1.0 mg/mL 0.25 % 0% 0.5 mg i 1 [A] HP50620 202044 J1 18 H
T~ 7 /LF 3.0 mg/mL 1.0, 1.7 XU 2.4 mg A 1[A] HP51338 2020 424 J] 24 H
5 1A

BBRE O T EREHMIZ 20 B GA 1 F#E%E 210, 16 @MOHEEHMMEET) THY ., 0%
7 B OFEEHER 2T 7,

*EBE AsRUNESAE. Oy FES
KB THD T T vRIE, /R AT 4 A7 RERMEL, <7 0F KA PDS290 =B A% % FW T
Beh Lz, vy MEBILHPS1152 THh Y, ARV 20194 10 H 30 H TH -7,

SPAGEE - B PHYE

T54AR)—ITVRRA b

L4 AUC(PSh,para (h*pg/mL)

HWEHEAFY—TIVFRAV b

e AUCoqihpara hrugmiys 77 BX T =NV OHEIRE  (Coaxparafuemt) M ¥ Cinax para BIZERFH] (tmax parag])
o 20HIZBITLHBEREICIIIBREOZ XL F—EEIE (K)

o RBEOZEMRE, fulik, WIEE, TR FEIE KO OAS O E

BRHUIYRRA b

e COEQIZ X VFHl LizBFITHT D18

FHEmEE - kel

LUF % VRIS BE4 2 AP B 238l L 72,
o AEHFEFZOEIMMEK

o IGHEHIM T, ORI E K ORI 2K

HEtFix -

FEREHDES -

TIA~ Y= RiRA 2 MCBET 2B GREMO L OHEEM 2 4 7B E TR D Z L2 HE LT, #

B e B Uiz, BEEREM OO RIEAED 95%EHEXH (CD) ON-EE D BAEEE % 0.15 (F5EEM O

DK 15%ITH8Y) & Lic, =2 RARA & FOXMBIEIZEB T 5 X—2 T A CHFE% O ERZEZ 0.25

ERGE LTo L &, BB 29 BN A 72T 90U, BEEED 90% DR CER I N D & TRz, Wk

BlEZE L, R2HEzEEARIVFTTHZEE LT,

BHECNEEFADESR

o IRKOMENTXIGEEM @ BAEAEID 1T Sk, BB G4 | [BILL L2 T -8R, RROME
Mt REM OYERE 1L [as treated] DFEMIZZH- L 7=,

o ZEMMATHSREN 1RO % 1 BILL ST -9k, LM SR O R 1
las treated | OFHMIZHF G L7,

HE R AT

TIIA =) —x2 L FARAL b
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T I\Z‘_S/( Ve I\ %iﬁ;&%*ﬁbf:?&\ 1Og(AUC()fSh,baseline,para);’C—‘fj:'\:%%& l/\ /'IIIL\{% (VEV ?/1/9; l\ 2.4 mgX
X7 78R BZEEDRET DLW ET AV EZRHOCTHN L, E5EMOE (B~ 27 1F K 24mg
ST TRR) E95%ClLE & HICHR LT,

WENED L FY) =2 R A v b

o MERHIBEHUHY =2 REA L FTHD AUCo ihparas Crmaxparas tmaxpara Ve 77 A < U —mx
RRA > b &R U FETHN L7z Coaxpan 25 2 S LLETRRO SNTHA . A D5 %28 IR
L7,

o MEHEANVHY -2V RARA YV FTHLHTZRNXF—EBRELPBRHKNNT A—4 (VASIZLD
P X, RIEEEH Lo L ERE, TIA~ U — 2 RIRA VMWD & ERED
EF VA DTN LT,

BRI FARA > b

e COEQDHIEHIL, FHHDODR—AT A UInDOELBEEZ G, N—A T A Mz L&, Ik
P [EENE L U TR 2 (AT LT,

WEBRELER

PRE BB OANR—2 T A VI BRI SRR CRBECh o 7o, BBRE ORI 61%IEBIHETH Y, F
PIHERRIE 42.8 R, T BMI L 34.4 kg/m? Tl o7, HBRE I RMIICHEECH Y | EEAREENES %
P 5 BEAEIEIT RS Shieino 7,

ENFHIERORER

T~ NF R 24mglta 77 RARREL 20 BB G L2 R 2 UL FICRT,

o  HHNEHEHDOBIEIIZED SN2 572, AUC) shpara 1E7 7 B REEL L L T~ 27 LF R 2.4 mg
BECHBIAICABICRE D o7 (8% K EVY) , AUCo shpan & 20 HOKRE THIE L= Z A, B
H DFEWIZH G R A B 2T D b o7z,

e AUCo ihparas Craxpara BT tmaxpara (CIF, BERNCHFIHY A EZITRD bR o 7,

o HHHEEBEOBRAEDTRLXF—EEREIL, I RBEELHEL T2 AT R 24mg CREFEIICH
B RHE LN (BEE : -940k]) , HHEEOBREO = RLX—EBIRET, 77 BREEL
LT~ 27T K 24 mg BT 35%IK0 o7,

o OASIZXDFHI CRAKIK FRRD DIl TXTORKNNT A—F (ZEGRE, i, s
FOFREHEERE) A, 77 2REEL L T~ 7 VF K24 mg BECTHICAEEICEIT
ThHol,

o KL LT, COEQD#ERMNEL, IR L T~ LT R24mgBET, BITEIO 2
Y= ARRITHY, ZEREL BRI T HBENEN -T2 Z DRI NI,

LZEMDHER

o EXIUNTF R24mgHET 296 (80.6%) 2271 DA EFSLE, I RT3 H (91.7%) 12
180 RO H FHHFHLE R HRE S 4L,

o  FEUBNTHRE SN ST,

o HENHAERESLHN2REIN, 956 1HIF T EARBOKEESE PT) . b9 1Tk~
VT R 24 mg BEOZZEE (PT) Tholo, MHFAG L S, [RBREIEEMIC L 0 IBRIE L DRR
BIfRIZZ L L HE ST, I A THRESNCHEERAEFRIIEE CThH T,

o ILEMEICHE INTEAEFEFRIL. HEIRPECHBREECOEINSILOTHY . B
FEEDNHRE SNTHERE ORIAIX, 77 2R (38.9%) LHEEL TR~ 7T NEE (69.4%)

TEhroT,
- TRTCOEBEEOEEREGIIIFEE CRERVLPEETH Y | KOS IT
AN o T,
o CEMNREUL. B~ T R 24 mg BET S H/OBIIN LT,
wEh
o BV AFR24mgBETIE. BRAHELIC T 2 EERAIC B D & 2 B EITERD LR o
7=,

° 20 ICBITAHBHBZEOBRROZ IV —EBINEIX, V7R T~/ LTF K24
mg £ T 35%(K 0o 72,
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o B INTF R24mghET, BEKPMETL, RITEIO = b —AndGE L70IEh, BFICHT
LIEENKT Lz,

o EIRELT, ZEMEOAENET a7 7 A /UE, BT NVTF ROBEDRKRIEHAE & —2 L
Too TR RMEDOFT RIS SN o Tz,

KiBRIL, ~V R ES (1996 4) | HAEAXEORELED, GCPIZETHICH VA K742 (2016
) KTR21 CFR 312,120 23857 L CTHEM S iz,
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2.7.6.4 NN9535-3652
27641  EREREAERBIE

BERIKEES
Novo Nordisk A/S, Novo All¢, DK-2880 Bagsvaerd, Denmark

BHES A
£~ 7 /VF K NNCO0113-0217

Trial Registration ID-number : UTN : Ul111-1136-6455
NCT02064348 EudraCT number : 2012-005073-31

BROEE -

TR T At L Lz, B~ 7V F FOLESIRICKIETHED QTe 12 X HFifl

—EX TR YRGB ETORAT v R - AF—AR=T WA e BREESBED
g, ZEHEER, 77 RRR 3 W TR —

www.clinicaltrials.gov DL : A thorough QTc evaluation of the effect of semaglutide on cardiac repolarisation in
healthy subjects.

ARRETEEA

AR (FIRAXH) -
AR AR BRI AR R T D AR SCIRIE 22 L

SREREAR NI —X:
201442 A 26 A ~201544 H 23 A 5 148

Cut-off date :
IR T AL, 20154E 6 H 30 H O CTORRKT —Z _X—A KN 20154 6 A 19 H DR TO%E
VT — HR—= R HSNT WD,

HEEEHE
2015 4F 12 H 22 H

B#Y -

FEH

BN F ROREIZLY 7T R LI L TIFAR CTE ROV IEIEN - HIRN T & 2R

Do TOZHIT, KA —ESH7ZQTeHE (N—AT7 A T L, #EE Z L IO CHIELE

QTREIfE) DB~ LF F15mgs 77 RDFEDEE D KIEIZHOWT, FH95%EHEIXE D LR

10 msec® R[] Z & &4,

BRI B RS

o EXT XYL (M) OHIEREGOREL T T AR & MR L. AR O QT RHIE A
DIWIEE Z TSI T D, TDODIC, B2 — S _X—RA T4V THEBELEQTcHEDEFT 7
X T TRARDEDFEEDHERMEIZOWNT, FI95%IE XM O TR msecx LA Z & &R
R

ZOMOOER T A —42 (A%, PREMEZE) IO T~ 27 LF K (0.5mg. 1.0 mgk 1.5
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mg) &7 TR THIEET S,
o LB INTF NRELQTcHIRDEIIZIST IR - SULBfRE T 5,
o I NTF ROMHELFIMEEZFTENT 5,
o IBREBEHIMT OB~ ZINTF ROLEM R OBEMLZ T 5,

REAE

AT, EXF 7 r XY 400 mg BRI G2 E L, B~ 27 0F F& 1.5 mg £ Tl L T

B\#RET 5, 1 sk, WATHE, 38E, EWAEAEIV AT, —EHER, V7R ERBRTCH -7,

QT MIFRHIEIE D GHTRIE Z T T 2720, FAT v K« V0 AA—N"—=FTHF A LV~ I VF KT Z

BEARBENE 28 QARENON2B ) 10007, LT OGO WTILNCHERE & 2:1:1 OFIE THAEZAE]

D FHF L7z,

o B~/ NFR+EXFT 7RI DT TEREE, B~ T FEEBIMERT R OG-/ THEHZ
EXT T DO TEREREE LT,

o 28 B~ NF R TR+ ERFVTOFF UL S BRI OFH DT T ERERE, v
NF R T ROEERBINICEF Y 7axH L 02 EL, ¥~ 0F R 772 RFEGKRTHICE
XY oS ITvRERELE,

o 2B : B~/ NF R IBR+ERI TR YL LUDOT TR XL TS ok KRE, B
NTF R7 T ROBERBRNCEX Y 70X h 0778 Ra2&k 5L, ¥~ LVF K7 T 0RO
SR TRICERF Y 7 o2 G5 LT,

BRI 13 M okpE TR S N-, A7V —=0 7 3kkt CERE 1) 5. KRt 2 THBRE & E/EAE Y fF

L. 2Dk 72K OLEXGFLEE £ L7z (Day 1~2 D_X—2 T A 2B 5 48 FEM D LB X Fidk +

Day3~4 DEFXF v 7uaxH v/ EX 7 aXh o 07 T v R L% 24 RO LB .

NR—=2 T A Ol e OPEED S HTEE OFHi%E, B~ AVF R/ B~ 7 AVF R7Z78HR025mg D 1

mlfe b2 LTz, FHET4HEBORGEITo 2%, IROKEERIZ 0.5 mg, 1.0 mg &Y 1.5 mg ¥ 1 [A]~

O FHEWE A S U2 (Z kbt 4, KBt 6 LUSERES) . il T 0.5mg, 1.0mg & 1.5 mg TD 4 [A]

Hokh#% (EWRIE) (ZRFrskbe 5. Kbt 7 X OSERE 11) | 48 o LRGSR Z Eit L7z, &~

TNVF R 15 mgHEGRZRICREZED BFHOFLHLFEmRL, TOREF TP ETXT7nXH

YDOTTRHROEGEITV, 2B H OREED SHTRE OFHE (T70b b 24 K O LEEXFLER) 2 550 L

7= (CkPBg 11, Day3) .

B~ VT RORMEEG% 5S~T BICHEEREREZFM Lz CRBE 13) . SHBREDOARA 7 V—=0 270

O FLHAE E TCORBRYIEILE 22~27 HH TH - 7=,

AR I OB (ROEF T 7 r X ¥ R 5% 0 24 R OBIZEWIR) O LERFEEIZEE SV T QT M

b2 5Pl U7, BRI, DB~ AT RERNES U7 a4 v 0 OFEYBRETTM O 729 D

PRIMILIFIRFIZIEME L. SEMIREE & QT iR & OMBIBREZ SIT T&E D L9 L, KBE3 DB~ 7T R

S~ VF R TR 025mg D 4 HOEGRHIZE, [FEO AT ¥ o — /LT~ 7T ROEYERE

T 77 ANDEOORMEEML, TXTOHREICBWTHERFIEZFME TS L2112 LT,

FTEIR OB S - HERE L

168 Bl OFAAFLA G STz, FHERITIE 168 BINEEAEZREID fH1F S4, 9 B 166 BN RERIE OG- 252 1

7oo WARIE, 83BN~ VT K, 83BN T T vRELETH-oT-, 16 BINIEIMEAEY (1T %I %
kL, WA T LIEBBRE L 1520 CTh o 72, IROMHTIGAEN] (full analysis set (FAS) ] KOV
PR X GAE] [safety analysis set (SAS) ) 1Z1%, IRBRIEOR G4 Z T 12 X COEBRE N T iz,

PRV ETELGHANEE .

EEVASESING SI

o RIS ESSELAT (RIS AL O 7R M3tk

e BMI (kg/m?) :20LL E30LLF

o {KHE : 60kglh E110kgPh T

o LFEMIEW

T e BRANEHE

o I, I, IREMLEL TV DM, SUIATIR FTHE TR bl 7B Tk 21T > T, ATR ]
REZpZethid, BRI R O~ 7 VT RO G%SEM, 2VRAZRBHTE AT DR T IUE R 672
W, ARIMEDEVEHEE (f 7T 2 b R, RRARHERE, FENEHTESRR L Wo e, —EH L TE
I L7258 OFBIRICEP 1% AR OBEETE) . b L UTMERERCU T N— b — O RS GIBR 1T
DB S ND,




Module 2.7.6
Page 40 of 361

o [RIRMICHIE L 72 DB OB (RBREEEMOPWIZL D) o b LIXes IIEROEE (0
i, Afi. HAG. RFHR. ARER. BB, WMRAESHER. WU, R UTIMARICRE T A REEET) AT
% R

o JE{E. TAA., K, OMfEIE, RERITI A —FR s R RTY BET o v 7 XG0
RBOBARE A 5 0rE
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o W ERMpELH LT V2 — LELH

HEBRE, HERUEESAE, Ay FES

T~ 7T REFHE (1.34mg/mL)  [PDS290 < AEAZR (1.5mL) & —K{LL7=7 L 7 ¢ /b KAl

(7 v h3&ES : CV40205 KON CV40201) @ B~ ZLF Rid# 1 [B% PG L7z, B~ 27 vF KoL IX
025mg /LB L, A& (025mg, 0.50mg, 1.0mg &N 1.5mg) % 1 [E 4 BHEHEEL, 1.5mg £ T
W L7z, SHEOHRERE ., R G A OR&mMAE (1.5mg) OFT X TORGIIIBRBRERMR T1T -

7o TNLSAOBRGIIAECORCENE LT,

BREHM -
FERGHIRIIR—2T 4> kBt 2) 2253KBE 12D Day 1 (Z~Z/vF R 1.5 mg D 5% 168 B
) FT& L. BEHRIEE 16 AR TH - 7=,

HMEE, AERUVEREAZE Oy &S

BTERHAE~ 7 VF R BRERKR, (PDS290 LU MIE AL (15mL) & —iK{b L7717 1L N
# (2 FEE : CV40231 ZLTADV40008) : B~ LF RS RiTE~ I F NICHY T HEELYHE
1R TG L, B~ 70T R ERCHEBEECRKE - -,

EFFXF 7 aFH T (Avelox®) 400 mg R HASE (=2 v F&E S : BXA4VUD K UF BXFP9FL) , EF 7
7T eARENOEE (7Y FES  C1110027) : QT MWERNEED ST RE Z3HME§ 2720, KRBT 2 &
VK 1LICEF 73y  BXx3 73 0758 R HERO%RE L,

PR - EHZHERARUVEYERE

FEDREOREIC LV LT OEYEET AR A M &R T-,

o ~INF R~ INTF R T7EHR0.5mg. 1.0 mgk V1.5 mgD4n] H D% 5-1%0~480F 1T 50
EEARGERE S

o EXTTUXTIL/SEFUTOXY L LDOT T RO AR50~ 24REMIC BT B O EX G

e T~ Z/LF F025mg. 0.5mg. 1.0 mgl X1.5 mgD4la] B OF5-4% . 48FF[ o L X ek & W4T L Tl
E LTzt~ 7 T RRE

SRmELE - ke
TRV FRA b
o RN—XTAUNLERFAE (RBIEOKEKEGH%S~THM) £ TOHREEEZOBEILRI

#MEtFiE -

PEREILDBE

Y~ INVF R v ST R TR G RAE% 48 B OBEMEIC DWW T, B~ F R lSsmg st~
TNF RFFERD 11 BEEO-EZ B TH M 95%EHEX IO _EFEA 10 msec & FlaEID = & 2753 7-H0
RO I3 80%I272 5 X 9 #BRE S e Ui, SEEXEAMN LTV D EREL TR 80%%
922 E L (T7205, #REBIIAEHEXME O LERA3(0.80)11=0.98 Dff 71T 10 msec Z T [H]
HESITHERMENT) |

EIROBEE 1% 80%, SD% llmsec, B~ NF REBEITNAF RTTBREDEDZES 3msec & L TH
HUZWERESICL Y, FEENE FOICFHMET 22 RN TEHLEZON, B~ AT Kk
FRTTERDOEIT Imsec K THD ETFRHIEINDZD, ZOWBRERIITHTHD EHBLEZ, &5
2. SETBINEEE 69 3>, EDZED 2 msec T DHADARBROREF11% 90%LL E & 725,

U EOHRIZHEKSE, EDICRAT v R« 7B AL —N—FOWREHNEL 72D L 912T 572012,
ARt 168 Bl AEAEI V52 L & Lie GETHIZ 140 B, BidEH 25 16% & E) .

FEAT R R DEF -
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o FAS: EfEAFIV T S, IBBIEOR G207 L 1EZIT T X TOWRE, FASORERE X
NeRIh/=L2 BV D (astreated) | FHMIZEFES T 5,

o SAS:IRBRIEDOE L AV & BRI 2T R TOMERE, SASOHERE T NIt 0
(as treated) | FEHICE 59 5,

e & AT DN

P /SN N AN

o LVINF NSV IINT N T E RS mgD4[a] H DL 0~ HFH D11 FFRT THIE L 7e 00 X 7
CHD QT ik

TIA <Y =22 RARA 2 M, HOPERESIZEB T 2R 2 — B S 7-QTcifE % BAE L 3 5k
DR LHEICH T 2IREET AV ERAWTHIT Lz, ZOETMIIIER (B~ 0F F1LS5mgix 77
TR) BEEDR, N—2AT A OQTcHFEELERL LTED, BEELSBITIEHAWE, &5
2. BEESR 5% ROHERLAZWERANTANTICLE, ZOETANDL, B Z /LT R1.5mg
LTI ARDQTCHEIIEIZIIT D ZED 310 msecr LRI D & W D IR EEFIC®RT LT, ARKES% T
Bl A RIRRE 2 FEhE L, TeRM 2O (HEEM) 2 Ios%EERME & bln L (2L, %4
T 570, WMH0%EHEXMEZR~T) |
THEDOPEAT R CTHANCHE THDLZ L 2R L (Thbb<5%) HaE. T72bb, 1RO/l
95%EEX M D LR UL RI0%IEFEX M D EFR) 239X T10 msec% Flal> 7235412, EHEEHAYMN
7 Tz LI L,

FREG Y —T 2 N

o EFTRFHL TFTaFY DT T ERDEEIRGE)~24IFRIIC 0 T8IER THIE L
TE N BRIFEERD 5 B2RFRICFET < QT kG
ZDOxy RARA Y ML, QTHRERIEED /3 HTIEE % ML T 5 T2 DI S vz, KBE2 K OSERE11 O
Frvuxthrr S EXTax 07T B ARG % 24R R O8KE S CHIE L7 FRl A — R X H i
QTR THERL S5, 51430 o O6HE 02> DRI S A MFE & LT, Z OFHMEICIZ2 >0+
~ NVF R 78RR QAREKLKU2BEE) OHIEMOHZ AW, FRFADEF 7uxHh o LEF
7uXH DT T EROQICHIBDZED L EEZ, 15K (XL 7uXH o o IEF T 74
O TTER) | R CRBE2XUTKREEL) R OWERE & BHEZ R, HGRIOQTcMima kA &L 7
LB ERWTHE Lz, By 7ax33 0 778 ROQTcHMIEICEIT 520 (HEEH)
DISUIEFIX D TR, 2 2DMAEHIRES D 5 BHb 70 < & 1RERTS msec % #8 2 7235412 QT M bl
EEDGHIRENESL SN T- 8 Lz, ZIUIZELEIZBonferroniffilE 2 W5 Z LMY 5,

FDOMDEG Y —2 2 N P

o LINT NSl IT FFTELR)S mg, 1.0 mg K .5 mgD4ja] H DG HE0 ~48 FEIIC 50 T
FE AR THYGE L T2 10 A [ FE#R T D < 17550 K TOPR Tl
DA OPREIBRIZ T F7 A~V —= > RiRA N ERICET/VE W CHIlA IC#IT L7z, fERIT. &
I TSI & O AI90%IEFEIX A, 72 5 QNS RER O AEUL OPREIIRIC BT 2 1R 22 0

(HEEME) &% OMmiHI90% 5 fEIX ] T L7z,

o IREE - ISR
T~ 7T R0.5mg, 1.0 mgk V1.5 mgD EFIRIEIZB N T, =R T 4 T L7-QTcMl@. LW
R T HIEF -~ 7T RREIZOWT, RO 2E L7z, 77 8RNICL DB B~
JLF K05 mg, 1.0 mgk .5 mg?D iE 7 IREE T O 54485 0 11K 1 THIE L 72 QTefEIFR DB 6 |
v INVTF R T RO Z — B S 7-QTcHIRO Y (HEEM) 2 U5 EICLVEmBLE, 7
T2 RO THIE L7QTcHMBE A B A, ML L I-mFEht~ 2 LT RREEOR—ZXF 14 D
QTcfllRz L &, WRELZLEENR LT HMBPIRGET LV EHWT, BE - SBEREMT L7, =
DOFENTIZIZE~ 7 VT REE (1) OREMEOHRERH W=, 77 7 HWiamairick v, bt~
JVTF RIREE 2 SEATRNS A M 2 RENE S D>, UKL O BIETE D 5 3 iR FE & QT bR o BafR
ZRLSKRBETELANE I MERF LI,

o JHEHIE
< LF FOH %tt{ﬁj'lﬁ%ﬂzﬁﬁj—é =%, AUCo.]égh,sema,ss\ AUCO—48h,sema,SS)>—’l U‘\Cmax,sema,ss ("IZ'V %
0.25 mg, 0.5mg, 1.0 mgk .5 mgD4lal H O GHZRICHE) AR HER L, cHH &% B ER R,
W 2 A BN T DMBIRAET LV EANTT Y RARA > b D EICifr Lz, 2P0 E (BiEk
FLOATICHB T 2B BEOME) & ZDS%EFXMZR Lz, 203, HEZ2FICLEEHREIL, &
NIZF = FARA 2 b (AUCo-168nsemasss AUCo.ashsema,ss XV Crnaxsemass) WIS D02 RK L, 2P=20
LAEIIZIE= RaRA o RBHELRBIEEZEWRT 5,
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ZERPET > R )
o AFEFZORBHRIAZ., FLibHREZ AV TRl L7,
WEREER

FEATRERAE RN IR, S 38.2 7k Iﬂﬁ@wng ) BMI (kg/m?) 25.1 DREEEWERE 166 5] (&
M 67 B K ONBM: 99 ) NEFENT, BERE ORI IIEAN (96.4%) TIHe A= T IETT %
(98.8%) Td~o7-, BUEF X272,

ENFHERARVEMBEOER -
T4~ )= FKRA L |k
o I NF FLSmgDEFIKEIZEBWTHATERWQTCHMRDIER LR D bivie o T,
- 1IHECHIE LEIBEMZOYY (HEEM) OMml90%EE X MO FRIZT_T10 msecZ Flal-
7.
- QTR D EHNESRE Sz,
- R=ZFA U THELEZQTCHIRIZONWT, B~ 7T Fl5mge: 77 RDAEDEY (HEE
) 1%, -6.56 msec (90%ISHEX[H : -10.14; -2.98) ~-3.16 msec (90% S HE X[ : -6.62; 0.29) D#j
FNTH - 7=,
ERbhI o HF =2 RRA U b
o EFXFT T FY 400 mgdD HEIF G542 QTMIRHIE D43 B 2 it LTz,
- IRIRIZEOYY) (HEEE) 12OV T, 95%IEXH O TIRIT2 D DOMEFRRA & $ 125 mseck LA -
72
- BE5HIEMEACCHEEMICBIT2EF v 7aXxY o o b 2F o TvaXY o T T RBROEDEY
(HEEME) 1%, ZHZEH12.29 msec (95% S HHIX ] : 10.97; 13.61) }21'8.87 msec (95% S HEIX[H :
7.12;10.61) TH o7,
ZoMOE I H =2 RARA b
. tV7w%b®?AT®%ifumﬁ#ﬁmbt
R T AV THELZDBERICBT 22~ VT RETTRROEDEY) (HEEM) OFPHIX
UToEtEByThs,
T~ 7 F F0.5mg : 525047 (90%(ZHEIXH : 3.32;7.18) ~8.48 41,43 (90%(ZHEIX[H : 6.87;
10.09)
T~ ZF F1.0mg : 6.74 31,57 (90%(SHEX M : 4.87; 8.62) ~9.66411,4r (90%ISHEIX[H : 8.04;
11.29)
B~ ZAF R1.5mg: 7.66 11,775 (90%I(EHEXH : 5.52;9.80) ~11.10 #1775 (90%{ZHEX[H]
9.58; 12.62)
o EXINF ROTAATOHETPREABEMIER LT,
- R—=RT7 AU THELEZPREBICBIT 2t~ VF FE 7T vARDOEDYY) HEEHE) O#iPHIX

DLToEEBY THD,
T~ 7T R0.5mg : 6.11 msec (90%IEHHIXHA] @ 1.98;10.23) ~10.72 msec (90%[FHHIX[H : 6.25;
lzsi();“w% F1.0mg : 3.53 msec (90%{EHHKR : -1.08; 8.15) ~9.22 msec (90%15#HX[H] : 4.96;
112317;“/1/? K1.5mg : 4.56 msec (90%{EHEX[H : 0.65; 8.46) ~10.02 msec (90%[ZHHIXH : 6.15;
. «“—xlégi)‘/&o“?’? AR THE L7-QTcHMRE & &~ 7T NEE & OMICHERGFHEITFRD b i)
277,

- EHXOHEEMH : 043 (95%(SHEX R : -0.03; 0.89)
o  FEOEIIZME D AUCo-ashsemass X O'Crnax sema.ss D EENNT DT EELBIE D /R STz,
- AUCo-16shsemasstC B LTI, BEHOICA B A EREEN S D@ RO biviz, L, A&
BUFIC LR OfRE (HEEM) 132.02 (95%EHEIX A : 2.00;2.04) THYH ., Z OBBLITEERAIIC
M E R D7l s vz,

REMOER

o ARRBROMEWHREIZBNT, B~/ T K (EHELSmg) OF FEGICE L THii- el a2Eor
FIERO Nz moT-,

o HEIHL
- AEBRICBW T OREIT R0 o T2,
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v INTF RERG LB CHEOEERFEES EABOHEEIT) Nlds Ihi,

T INTF RERG LB RO T TR e L4l FEERICL VRBREZ P IE LT,
HEFRRT, B~ NTF REHHL TSR OT 7 B REE#% T3 E Sz,
HEFEGZHRI L WBRE OBSITIRREI CRIBECH Y, B~ LT RELGHZ T81%K T
T R E#% TI83% Th - 1=,
HEHECTHRESINTCAEFRILIEBETEOREFL Thole (E~v 2/ VT N 5% T56.6%
BT T 2R E51%£T33.7%)

B v VT FERE#TA58% LT T B R 5% T18.1%

g : 2~ 7V F R 5% T14.5% M O 7 7 & R %544 T2.4%

THI : B~ 7 VF RELH% Tl4.5% M O 7 7 RE51% T12.0%

HERLO I 13 E X IHFEE TH - T,

SRDEER

o  ARQT/QTcilliFABR DFERIIIEETH -T2, T7hbDL, B~ ATF ROEGICLY, 7T vREHBL
THR CTERWEOEIE TS SR o7,

o  QTREIRRAIEEDSIRENHSLSNT-, EXFT T7uXHh o ofb5%,. 7T 2R E ik L TEOMmN

BAE L 7=,

DL, 79 BREHBE LT, B VF FOTXTOHETHEML-,

PREIFRIZ. TR EHERL T, B~ NV F ROTRTOHETIEERE LT,

QTR ITE~ 7 NVTF NREIIKFE LW e B2 b,

HEOHINCEE) B~ 7V TF ROBREE (AUCK VCuax) DN SWTHERBIE R ST,

v 7T RICH L CHE LR OEBREOFT RITRRD bivZe o 72,

AGRBRIE

~NV R ES (1996) . ICH-GCP (1996) K (X FDA 21 CFR 312.120 Z#5F L CHEfE Sz,
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2.7.6.5 NN9535-3616
27651  ERERABRBIE

Trial Registration ID-number : UTN : #%7e L
NCT00833716 IND number : 79,754
EudraCT number : #3472 L

BRERDIZE -

ERR LR AT A E L OR L DREOBSEREEL AT HHREZ % L L=, NNC0113-0217 ®
S ERE K OB D et

— EE MR —

BERETERMS

3 ODIRBRFEMMRR I T, gk Z L 1C 1 4 OIRBREBELERMMEm Sz, LT ORBRELEMAARR
BROIBHFFEREZONEZ MR L. BLT D NABREREE~DELBTLZ AT 5 EM (signatory
investigator) | (Z4F4 STz,

RERENEHEER -
KRBT KE D 3 >DOfE CER ST,

AR (5IAXH)

KRBROFEREREI LT 2 DDRRAZ —FENM T,

e Marbury TC, Flint A, Segel S, Lindegaard M, Lasseter K. Pharmacokinetics and tolerability of a single dose of
semaglutide, a once-weekly human GLP-1 analog, in subjects with and without renal impairment. Presented at the
74™ Scientific Session of the American Diabetes Association, 13-17 June 2014, San Francisco, CA, USA
Marbury TC, Flint A, Segel S, Lindegaard M, Lasseter K. Pharmacokinetics and tolerability of a single dose of
semaglutide, a once-weekly human GLP-1 analogue, in subjects with and without renal impairment. Presented at
the 50" European Association for the Study of Diabetes Annual Meeting, 15-19 September 2014, Vienna, Austria.

SREREAR NI —X:
2009452 A 2 A~201047H 26 A 148
WmEE/ERA -

Version 1.0 : 2011 4£2 A 4 H
Version 2.0 : 2013455 A 30 H
Version 3.0 : 20154F 10 A 28 H
Version 4.0 : 201645 6 A 20 H
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T, BRI A A T A B L ERE T S (AT — V2%, AT —VITCTEEOBHREREE

T HWERE L B B RE A A T AR IC BV TNNCO113-0217 (B~ 7 LF R) OJE%M:

( BN NESNDIERE] ) PRENRDOTEARICORERT D)

BRI HAY

o (A7) MIKBENZLELETHRBKA (ESRD) 24T HHHE D~ 7 /VTF R AUCos% IE
WIREHREE A T D EEEEABR S L LR D,

(27 —1) MIKBRAE~ ZVF ROEYENEEIZ T L CERDH L HE L2 RIFTHE 5 halRET
Do

(AT —V102) BpHBEOBKEREZH TR EICB T2~ 7 VT ROEYERE T 2

— X % IEWREWIEE AT DEEFIERE L ERETT 5,

o [(RTF—VIKU2) EFRBEEL AT HRERERE KOS 518 OBHEREREE 2 47 5 BE I
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B L, B~ NF FHEERGE O LM Z 0T D,

RERAE

o ARRBRIL., MEETHERE K OB R E A A T 28R (Cockeroft & GaultDFH R A A HWTHER L7~
LT F=o 7 07 70 A CRERIAIE®EE: : GFR) (2 XV %) x5l Lz, sk, HEEmHm. 0T
B, B ERBRTH -T2,

o ARBOMBIILLTOLERY THD 1 A7 V—=2 7Kkt CEBEl) . A2 U —=1 7 EE24NH O
JRIART, MOMRE L7 REZRHE T 5 3kBE2 CEBEL 2B ANIZE i) . KPi3~9 (Day 1~Day21) @
MM, BRI IDay 1 & 0 &5 347z, BHHIF T, ERE IR ISR IZ3TAARE L7e Ck
BE3D ) o KPE3~9D A8 L T, EYEEED 72 DR M3 F i S iz,

o EMEKRBE CRPE9) 1XFHBHARPETH VD | IRBRIER 5% D Day 2110 E i S vz, SR ORI
X, RS TH - T,

HEE  ARBIIYY 6 f) (EEOBHKEREZA T HHE 3L ORIEEBEEZHTHHBRE 36 O

WERE AR RE L, B~ 70T K10 ugke (FHE) ORI G TR L7223, safety group @ HREIFEAMIZ

HESE 05mg~NHET DI EERE L, BRIt~ 70T F0.5mg THEE SN, KiEREEREED

FERIZZOREEICESS LD TH B,

SER VBTSN -KEREL

o RERZTWITHANC, FlOWBREICE~ LT RomME (10 ugkeg) BELH -, 0%, EHiE
& (0.5mg) CTHRERNEHEE IR,

o FABAFBAIL. OSHIN AT U —=2 T If, 2Bt~ 7T R0.5 mgh b Iz,

o BT ROSmgGHBRED OB, KBE3 GIHOABLH) Day2i2 ML) X0 BRae il Lzl
Bl (B OBHERERE 2 H T 2 RE) 2 EWERBMITER O Lz, E6I12, JWELET T
DIfER Y~ 7L F RIEE N E & T IRIERE T - 72 15 O W5 E & B BEMRMT S S 2> 5 BRo L
Too THUT KD | FESABIDSEY BN REFENT R G2 & 72 5 T,

o EINANTF ROEE (FHERG66 K05 mghk 5560 &Tr) &% T T X CTOHRE N, 2otk
DFFNTRRICE Elz, SHERE L EEHEREGOT — X 1302 IZiE#T 5,

ZHRUOEEGHANEE

TR L UE

o WTNOBMEERHIIBWTYH, FRNIHTE SN REREIEEE DY (Cockeroft & Gaultd 75 4 H
WTHERL) 2T 7= BYEBRE KO (IR D FTREMEDN 22N Lo Mgk

o IFEfm : 18mLA LTSI LA

e BMI (kg/m?) :40LLF

BN A i

o JRBRIRCRIEIEANCKTT BT LAX—E2HT D NUTFDRNN b D kERE

o BBAEAZIT TV D EERE

o FRED.LEMEE (NYHADHZ T ANI~IV, REEPLME, 853 HUNOLHEE) 247 585
*

o HEROBARIIBUREA AT HHHRE. 7 I 7 —F TV R—B R EFE EROUE 2B 2 5 k5
#F. PV ZUEY RB500mg/dLE B x 2880 (RY 7 U& D ROARBENRERECTHE) . ALy
LN IEF R EIRA B 2 205 . A OBEAER 246 2958 (HFERHERIIZT Tuiany) U
TV a— VELHOBEERE A A D gERE

o BFE125 AMNCIFHEREREE T EE OFRRE T DS

o BE3IH AMNCEKRARMH D > UINLER B ORI 2 47 5 i

TR EI HUIR AR RE T . M paiE, HURAREMERE S S 2381 PN 40 W R AR 0D SRR IRE S BEAE TR

AT DR

o IIE1¥% 5-Fii 8 [ LAPN X aR BRI A (kI & 1 T o 7o g R

$e 51 ok v

o IRBRIED B HRIASIE K O G2 T2 7 v a — L B L 755

o IRBREOB G A4S L O EA 2R RIIC a— b —, AT ATFAIY o TF o (TAET7 4V B
TV XIIT AT IY) GAHEREEZERIER LS E

o JRBRIEROFGHT4H MM QG H 2R NS LVEE 21T - 723 A GRREEER OHIRIZ X %)

o TREBRERD P GRS K O 514 T2 W O MR AL AN A H B 2 D8 e

HERE., RERURERSAE, OY RS .




Module 2.7.6
Page 46 of 361

T~ /LT K (NNC0113-0217) 10 mg/mLIFIEN /R I VT 4 AT E 0 N ETT L7 4L KU
FEAZS NordiPen® (1.5 mL) Tieft iz, 1RERIIL, FRRIZ /R T ¢ 27 #0342 L 7= NovoFine®i:
S (30G) ZHWTERE- S, 1HEREE GRUBRBHAAREIL 10 pg/kg T, %12 0.5mg ~AEH) 1, #HRE O
KERERIC e TG L1z, @ b&ES : VLDP024 (T R_RTOWEBRE I L CR—1a v F&S)

REEARE -
Y~ 7T RIIckPe 3 (RBRIFEEHEE T 3D ARE) L0 HElkE L, EYERED 7= OFRIm 1Tk
Bt 9 (Day 1~Day2l) T T L7z, &#FE ORBRMMIZ, KK SEMTH-7,

MEE, AERUREAZE, Oy &S
SHREIIAW SN2 T,

PR EE . EMBBI Y KRSk

HREOHIEIC L W U TORYEEET RRA > &R,

o TIATV—TU RHRA L NI, A BHAERED AUChwk O HERERE 2 200 L 15 H 7 B ke
AT HHERE DAUCineD L E LT,

o ERBAUHY—T U REFEA L M, AUCw, AT O# 7 VT 7 A (CLF) | e 3Ey
FE (Comad) « THRRHEEES () . R () | S SRR RERE R (tha) KOV
JOSHEME (VJF) & LT,

o [T~ F FEEIIBREIKAE L TE L, EyieosRid, miEht~ 27 1F Pk
707y A NMIESINTHE LN,

SR - oM
FERES KM, BERREED (UEFOBRE., KA CERIRE R ORER) |« RFELEN, FiK
R O, Z YA

HMETFi% -
B BRE B DR E
o TIA=VY—x L RRA L FTHDAUCLnflCDOWT, IEF R BHERE 2 AT 2 bR & B OB RERERE

EEAT HPERE OEICEB T D2 RS THRE A F i L=,

o BB LT EICHASWT, AEKYE0.025TSchuirman®2 oD AR EIC LV, [HELR L] (k<
T NVF ROAUCIZOWT, BHREREE 2 A 3 2985 & B e B4 A 9 2 R E D L D 95%EHH
XN FRNCHE LR ®E (0.70;1.43) ICEFEND) ITRT 2MEEEM L7-, CVE25%., V¥
EDOEKT D B L] 0L [log0.70) ; log(1.43)] . PHRENDEEZ0LTDH L., IEFERE
PRRE 2 A9 2 PR 1401 S VBB RERRTE 2 473~ D BB 1061 T ORI ) 1E82% TH %,

FRAT X R AR D TE

TRBR I Hi A 18 5 N ONRE FHARAT 311 & CUR UL F O T B EM N EE S -,

o RMBNEEMENTRIREEL ¢ B~ VT ROEYERET Y KRR A > N OFHM ATHE & 72 5 985 E O FL eI
UTDLEYTHD,

- IBRBRUREGREROBRINEMEAT - L TR Y . BRAMEEICHEA L TR v D

- 0.5 mgk GREOEYBFRET Y RARA > b a2 E BB DT OICH R EIRET — ¥ 2 T
HZk

- kI TF ROEWENREIZEEE KITT &N &5 ERRIRBR I B EEL DA 2N 2 &

o ZEVEMENTXIREER] (Safety analysis set (SAS) ] : mH&E (10 pg/kg) XiF0.5 mgDIRRIEDOF 5037
PNTETRTOEHRE IO TEEME2EMm LT,

Eyghieo o FaRA v b

o REBRIZ, BHEEELZ AT HOWBRE 2GR L LIZIEROFEIZET 2514 K74 > (EMAKR DY
FDA) ##5F L CHEi Sz, EF 2 BEWIEL AT o85S & BEEOBKREREL AT 5 HEM T
(B L) 2T 720, AUCin® L DIS%EFEAX [ 2 KD FANIHE U 7[RI ME O FF A i H
(0.70; 1.43) &g L7z, B AV —x2 o KA > ML L, B RARA v DD
90%(EHHX M Z HWT TR L] ZHE LT,

o XIEEHLL T REA L b (AUCK DOCmax) 1ZDOWT, BHEREREZ B ELN R &5 B 8T Ic S0
TREEXMZRD,

o BHLUHY—x L RRA Y ME, B~ VF FOIEEEWTIZONTHHEE SN,

o  AUCq.inr& CLcrD BEME IR T T TV 2 D TR S 472,

o RYHEBICHET LT IA~ I~V RRA U RS &Y —x2 0 RRA » FOfRRTE, § T
WIBNEEMRIT S R AERIC S X7V, TICIZ B~ 70 F FEEH R (0.5mg) W5 DOWHREDHRNE




Module 2.7.6
Page 47 of 361

W, FEWENREMENT S RAE O ER IV, mAELE &G LI #BRE 1T 0 G BRI S Tz,
et
LMD A —2 1%, FlHEE, FHOTRXIEXY 7 T —7 M E SO L 7=,
v VT REHERGWRE 0T — 213, BEEHERGHRE T —% L RHINCEiE L,
e BHARAT B = - PR R D T
1. HEEHENTEHEIEICHRE VN, AT — U 2128 T DRI RREDOF B, BEOBKERSEZ AT
HHERE L LR BRI A T AOBRE O EIT) 2 L Uiz, 87 L) O 2L
T2 AITIEEE 2 Bepb it = & & LTz,
2. F2BEMETIR, PEEOBRERETL AT OHRE L. ERBHEL AT 2HERE O AT S
NP Y
o0 5 HARHT BT B E AR GRE O R EHREHT DA B
o FEMBEEICEHT LT IA VI =L RRA U FROEA L Z Y —2 0 RRA v MTOWT, ez #
L7l % AV, BEEERERE 2 [ e . FEPRAOZRBEHIC X 0 @) 25803, v, MERI M O 5Zs# L
TRBEEZDAEE L Uiz, WOBotric kS EERM A RD T,
- R=RTAUNIBTDIEER ORI OEZFET 2720, KpBERIcET 774~ — K
BA LV RROED XY —x2 v RBRA > MZOWT, . MERG OSREEZ # U 7~ (K % 348
B LI E ST,
o BHHEIEELZ AT HOMRE L B BHEEA A T AHREICB T, BINOEYERE T A —F (A,
CL/F. VJF. tmatO1p) % L3 2B 0NRT 23 Tk 7z,
o RMITBHEIREE Wt~ 7 VT ROEMBEREOFAGIC OV TIX, RP K OETRF o'~ 7V
F ROmE 2R EEN 2T D EhE Lo 7=,
- ESEE CREIBZRE) TId CLhaemodialysisﬁf;k&)f&ﬁ‘O 726
— CLriIsRO 0o 77,

HEBREE R
56 B~ 7 VF K 0.5mg DG %5%1F 1=,
x®1:#HRETR

Normal Mild Moderate Severe ESRD Total

Number of subjects 14 11 11 10 10 56
Age (yrs)

N 14 11 11 10 10 56

Mean (SD) 54.6 (9.07) 62.9 (7.99) 66.5 (6.64) 62.8 (9.09) 48.2 (7.19) 58.9(10.19)
Sex (n (%))

Male 9 (64.3) 6 (54.5) 6(54.5) 6 (60.0) 7 (70.0) 34 (60.7)

Female 5(35.7) 5(45.5) 5(45.5) 4 (40.0) 3(30.0) 22 (39.3)
Race (n (%))

White 11 (78.6) 10 (90.9) 9(81.8) 9 (90.0) 3(30.0) 42 (75.0)

Black or African 3(21.4) 19.1) 2(18.2) 1(10.0) 6 (60.0) 13 (23.2)
American

Other 0 0 0 0 1(10.0) 1(1.8)
Ethnicity (n (%))

Hispanic or Latino 7 (50.0) 4 (36.4) 6 (54.5) 5(50.0) 1(10.0) 23 (41.1)

Not Hispanic or Latino 7 (50.0) 7 (63.6) 5(45.5) 5(50.0) 9 (90.0) 33 (58.9)
Weight (kg)

N 14 11 11 10 10 56

Mean (SD) 84.9 (19.09) 80.1 (13.85) 78.7 (16.52) 78.1 (22.68) 97.2 (15.66) 83.7 (18.49)
BMI (kg/m?)

N 14 11 11 10 10 56

Mean (SD) 29.23 (4.15) 28.53 (4.35) 27.92 (5.17) 27.79 (5.18) 31.68 (5.12) 29.01 (4.79)

EMBEOHR

FIA <) —x RARA 2k

o (AT —U1) HEOBHKIEREZ AT DH5E & EF 72 BHEREZ A T DHRE D AUCindD LE DIS%IE
XX FRNCBE L72RFAHFE (0.70; 1.43) ICADLRN-T2720, AT —2 (B K O O
BEREREE 20 T DR & AT — VIO EF R BHEZ A T D98 & O 3 LT,
- (A7 —U1) BEOBEKERE LA T 2HERE O AUCLnd I EF 72 EHEL A T D &

Ll L C22% @ h o 7, ELOHEEME : 1.223 (95%(E#EIX [ : 1.018; 1.468)

o [(ART—2) HRPE K ONEERE OB HEREREE 2 T AR & BT e BHERE & A T D BBRE D AUC it

EDOSU%EHE X T FRNZ IR E L= 3R (0.70;1.43) IZA-7=,
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o iRl MERIKOMAEOEZRIEST D720, Fln, YRR OSHEZEMR LT AREZHGAERE T L5774
U —Z ¥ RARA U NOREESHT 2T o7, & BHREREERE & IEH 22 BHEEERE D AUCo.ine® L D9I5%(E
XL BN W SNDHAE] [TADZ LR EnT,

- AUCoineD L OHEEE (B IEH) @ 1135 (95%(E#X M : 0.974; 1.322)

YA E )= FRA b

o  HEDBHREREE 2 A T HWWERE L EF 72 BHEE 2 A T 2 HBRE O AUCHD L D90% 5 #E X M 1L SR

HELE MERLNE SNDERE] (0.70;143) ITADR-T-, AT —2TIL, B 72 Hke

AT DHERF & OHIIZIW T, $RE OB HERERE S X ORI B IR B2 6T 285 & ORI TlX, AUC

DEEDIO%IEHEX T [REN N E SND U] ([T ATz, PEEDOBMEL H T 285E L oM

TlE. 90%IEHEXIL TEENRWE SNDEURE] ITALRoT,

- EE, MR OSSR U IR E A AR LT T TR, B BRERE R B & IR e B
BEREDAUCwD L DI0%IEFEX N [FEN 2N E SNDRHE] [T ADZ LR ENT,

Crmax D L DIO%EFE XN DWW TR, RIBREBEZ A0 T o & EF 2 EHRELZ A T 295 o g

DS DOFT XRTOEITBNT TRENRNE SN DEHE] 2 LT,

- WBAEEL (. MERI R OSHA# LT RE) 2 & DR AT TIE, & BHERERE B O Crad X
IEH 7R S RERE & LEBE L C10~20%1K7 o 7o, HRJE OB RERERR 2 2 45 3~ D R & I 72 Bk AE

AT DHIRE D Crax D L DYO%EFAX I DO I, FRNZHIE LTz AN E SNDHHEHE) (2
AT,

IVTF=r 70T T AL AUChnt X IE Crax D BN HRERIFR ITFR D B o T,

- A% (. MERIR OSSR HR LTARE) 25D ESTCIX, ZvTF=r 2 7T
ZMMEAE (FEEOBREREREE) Th D L ACUunI KE <725 &9 55WFEBA & iz
(p=0.0414) .

FRIENTIZ L D L FOFEEN RS L,

- EWREEEE A T OMRE L U CRBEREE A T A HRE 1Tt E <. PTRIEDOZEDHE
TEMEIF26.05[H (95%FHEX[H] : 14.0; 40.0) Th o7z,

- ERAREHREA AT HERE L el U CEE OBHSRERE E N OSSR IR R R A T AR E 1Tt
F PRI E D o T, tpllBIT 5, IEF e BHEE BT 2 85E & O RED ZOHEEE
X, EEOBRIERE 2 H 3 2058 CTIlRa4. 20 (95%(EF X : 3.7:77.8) . KMIBEEEZH
T HPERE TIL62.605H (95%FHEHIX M : 25.4;103.5) TH-o7-,

- EFEREHEEAAT OGRS L L CEEOBMERE L AT OIWBREIIRNTDO 2 ) 7T
2 (CL/F) 2MEDso 7= (ZEOHEEM : -0.009 L/h (90%ZHEX [ : -0.017;-0.002) ] .

- ERREHEEEEZ AT OWEE LI U CORMIBIR B AT A HBRE (X PRI VERE -T2 (D
HEEAE : 3.963 L (90%(EHE XM : 1.27;6.66) ] .

e, MEBI R OSHEAE H#A U 7R B 2 AR L L CEOTRESHT TlX. CL/F & V/FIZITBHERERED

BICABZEITRO LN 0no T2,

MEENT I~ 7 VT ROEYEHREICHE L o T,

- AUCosD e OHETEM CREIBHEE IER 2 BHERE) 0722 (90%ZE X[ : 0.57;0.91)

- AUCus06D L OHEEM CREIREAR TEi 72 BHEEE) : 0.815 (90%(EMEXH : 0.67;0.99)

- AR, MERI R OMARE 2 53 U TR AT IR 1T D AUCoasD LEOHEESE : 0.814 (95%(FHE X M -
0.66; 1.01) . AUCas.06D Lt DHEEEIF0.930 (95% EHEIX [ : 0.78; 1.10) T -7-,

AT D~ 7T NREILBEERE 26 7 298 L OB 7 B & A 3 2 s

IZBWTE D> 7=,

REMDHER

o I NAF R (0.5mg) DOHIEHEEITT X TOBMEIEN CRULREREEZ R L,

o L~ F LK (05mg) DEEEZZIFWHRE CEELAEFRLIIME SN o720, EmHE (10
pglkg) OG5 AT I-gERE B 2E CIFEOEE2AEFS (MWEZME, & EOE(, LEHHH
DEAL) DG ST,

o B ZNAF R (05mg) OG- EZITI-HEREMG (67.9%) T, RBRIEHRE T TRIAL-AEES
(Treatment Emergent Adverse Event, AT, AHFRET D) 38 HE S iz,

o JRERIE (0.5mg) OEEH A T-ERE T b BHE TS SN AESGUL, L (3412614,
41.1%) KOMEM: (14611814, 25.0%) 72 EOFBEEOFEFS 35616114, 62.5%) Th-o7=, HiE
EEOFFEFRGIL, WTNHREIHEETH -T2,

o WEDEHREEELZ AT S (0.5 mgis) MNELICK VEBRE T Ik L,
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o HEDOEHERELAT L1 (0.5mghl) TERAMMBED20FHE S 172, 0.5 mghk N0 pg/kg?
BG 2T OFRE D 5 B EHREERTE &2 A9 % 6B THE IR TRV MR MR K& UMK i ALK 75 s
Sz,

o WARMERE (MEA(CFRMA R CEFIORE) | DEXEUAS Z YA o0 T, v
VT RO K DERIIC R D & 5 EITFBD bR o T,

SHRDOHER

T~ 7 VF R 0.5 mg OHEE G

o HEOEWRIEEZRS TR TOEMEREEZ AT HHHE C. EWBHRIEL AT HHE & i
LT MEENNE SNDEME) NS, BEEOBERERELZ AT HHRE ODAUCLnX. EHF
PRBRERE A A T DR & HEER L CRI22% o T,

o AE, MBI OMKEDZZHE LT REDHTIC LV, S BISEEREE 2 A9 D WRERE (EE OBHEE
MEEAZETe) & IEH 7R BHRE 2 AT DR EFEDAUChLintD . DIS%IEHEX [E Y [N S
FEHE ) B9 LR E T,

o JLTF=22I V7T A (Cler) EBREFER (AUCony) ITREEE (Cua) & OBICERRAICEE
D H 5 BEMEITFED e o T2,

o VI NTF RIITANTOBHMEN CREFLRIRMELZRL, ZEMICHELE 2T RITRD b/t
=,

o VEofERICESE, BMEREEL AT IHBREICH LT, B~ AT FORGEAZTHET 2080
RSN TR,

ARBRIT, ~ LT FES (52nd WMA General Assembly, Edinburgh, Scotland, October 2000; Last amended
Washington 2002) , ICH-GCP (199645 A 1 H) K UY21 CFR312.120 (50 XU 56) % i#85F L C%HE S
720

ZZIZHER T HAERIE, 201049 H 9 H ORI CTORRIR T — X _X— A DN TV 5,
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2.7.6.6 NN9535-3651
27661 ERERABRBIE

BERIKEES
Novo Nordisk A/S, Novo All¢, DK-2880 Bagsvaerd, Denmark

BUMRD 4
< LF K

Trial Registration ID-number : UTN : Ul111-1149-3924
NCT02210871 EudraCT number : 2009-011673-33

RERDIZE

IEH e RTHERE 2 A9 D PRE R OITRRRERR S (L, PEEROEE) 2AT0HRELdRE L, &
~ 7VF FHE TR G OKMENGE, 220K OBRNE O HidRes

— i, HEER, WATHE SR —

BRETERMS

TRBRFEMENIRY Z 12 144, B 4 4 DIRREBELERMMEMG S v, LT OIRBREBELERM IR BRRIE#REED
WEZMER L, B4 T L NEBREREE~DELEEL AT HEA (signatory investigator) | T4 S
nie

.

I

REREMEEER
AFHBRIIUT O 2 p HAMRICBWTEBENZ : R—F 0 F QMgk) . Aa %7 (2 figk)

ARXE (GIAXHE) -
AR B R G BB A B AR T D AR IR I3 7 L

SREREAR NI —X:
BHAGA ;201448 A 7 A % 14H

®TH:2015F6H30

Cut-off date :
TR T ARERIT. 20154F 9 A 3 HOME TOREKRT — X _X— X |ZHESW TV 5,

WESIERE
2016 4- 1 H 28 H

B8 :

THEHAY :

o JITEERERETE (BEEE, THENVEE) 26T 5HBRE KT Dt~ 7T NHRER T REG% OBRE R
%, IEWZ2ITHERE 2 AT D HBRE & LR 5,

RIIRE) H Y

o ITEERERETE (B, THENVEE) 26T 5HREICET 5t~ 7T NREIR FRE#OZ O
DI BRI 2 | IEW R ITHRRE 2 AT D HURE & FERIRET S,

o IEWRNTHERET A D HBRE M ONTHERERRE (B, THRERVEE) 2AT58RECBT5, &
~ 7 VF FHER TR EG%OLZEV M OREEZ M 5,

BERAE

ARFBRIT, DUFO 48 UERZRIFHERE 2 A 3 2 08 K OVITHERERE S (I, HEEROEE) 2H7T 5
W) \CB 5~ 0T ROEYERE, MR OESMEL WBRETT 2R, Sk, Hnlk
B WATHRBR CTh o 7o, NFRERERE 24 3 2 B 1231 2 IFHERERE S O /0 JEIX. EMA KUY FDA O#ff
LFZHD & Child-Pugh 73 FEICHE S 7o, BBRE OEMELZ T2 A7 U —=2 7%t CRBE 1) 13, &5
H CREPE2 - Dayl) ®2~28 HREMNZEM S 4Lz, &5KBE CkBL2) Tix, #5R#FIL Day -1 (580 »
5 Day 1 (#%5) ROFGHEEMS B (B 5% 120 KR (2bz 0 iBBREmMR~ABt T 52 & & L1,
D%, WERF T Day 7. 8. 15, 22 KON 29 1T3KBE L7z, FHRMA KX, Day 36 (2FEE L=, B~/
T ROEWM T OT= D OERMIL, BERINOFEZFEE TCOTNTORKRETEREINTL, TEINZRER
L., BEEBRE DR 7Y 2 — 25 LT 39~65 A Th - 7=,
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HER VBTSN HERES

He5FNAZ Y —=2 T N, 944N ETINNTF ROKTFEREEZ T, BEESIT-HBRED S
B 1 BIBEBRE(REMOHENC L 0 . 1A BRE AHICLARBEOMENC LV ERBRE P L, £D7
W, BBEET LT R26THoT,

THROEIEGHANEE .

AR B PRILYUE -

o PERIARM., 18l B (RIEIERER)

e BMI (kg/m?) : 18.5LL E40.0LLF

JFHERERE S (REE, PEEROEE) 207 HHERE OBRPULAE

o JFFEEMEBRIC L AL (RBRELEROFANIC X Y Child-Pugh/3 ED 7 L— KA, BLXOCIZ534H)
A L. DOTUDEE, HERFTAL O TOWT O 128, BIZ X0 #EFE - Gk 40 Tu 2 #iik
F RO BERRE, 2o a—¥—FEkRE (CT) AFx v, BKAEEGE (MRD KO X
(EYiRREY S

B 72 TS RE 2 A T 5 B O IRIUILYE -

o RJV—=V U KBERFOHIKFT, JREE, LER, NA Z A L BN IR AR A, ik
BB IR IR L QYRR O RIC SN T, DRI BAF 2 @ERk e 2 4 3 2 8 (&
BREATERTOHWIZ L D)

F AR BROMLHE -

o UEiE, IR, HREAEL T D LMk, TR ATHE CHA A IR 2 & Te ARBR I TP @@ v 72
WL 2 52 T AL DIV WAk (& E o B SO T B I KD < @bl A keidis)

o IV hE—/AREOEMELE UUHEHIMEL 180 mmHgll E &Y/ XL £ 23100 mmHglL | &
EF) HATLHERE, A7V —= 2 VBRI ARG MER DN - HE1E, E O KEHE %

e L7,
o EMUIREE. VRSN A~OREMME T ERE LORBEIZ L 0 | BRERTFNAO 145 22 BEAF M ONESFIZ B3 &
D W

o X7 VU—=7Hilp ALUWNIZEIM SIS EIN S 5 VT A 7 YV —=2 7 RFi3» A LLINIZ400 mL%
B2 AN A T =965 E, £7713. 227 U —= /i35 HLINIC400 mLZ 8 2 5 21l £F 9 SR
B INER B - T- R

BRERE, AERUVIZREAZE, Oy FES

LT OIREREE (R FEHRAD 2R VT 4 274 (Tr~—7) ICXV#itIn,

o B~ JTF REMK (1.34mg/mL) [PDS290~ > AEALZE (1.5mL) & —&{bL7=71 7 4 Rl
#i)

AFNTIRBRIE L L CAHRENTZ, B~ AF RiZ /R AT 4 274 (Fr~—7) 12k b, fiEROE

ftans,

=1 RERE

1R ®’REE oy &S AENHIRR
-~ 27 /VF K 1.34mg/ml 0.5mg CV40201 201548 H 19 H
?95-%%5’1 :

TRTCOYPHRE I~ T VTF R 0.5mg & Ha R G LT,

HBE, AERVIKREAE. Ay &S
AR TR BRI ST,

TmEE . Al

Sy EHREETA - 1SRRI, B~ 2T R 0.5 mg DB FHRG% O MIERE 71 7 7 A LiC
FEOWe, BRI, ER TR A AT D 9EERE & TR RERE T 2 3 2 4R o MR T i F
(AUC) D e L=,

AR - T2
AEFEG, RMPE, ST A v LB, FERETRLOEERETRHE,

et FiE& -
PBRE R DBE
70?47 U —T }‘/—ﬁ/]) ~ }‘ TZ}JZD AUCO—inf,sema,SD &:;ﬁ‘j"é\ 3 /D@H?jf%%ﬁ%ﬁﬁ% (%E\ EP%E&UEE)
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B OVIE S 7R AR RERE D LR IS B T DM ISR S W TR E B A HH L7, Bt Ena B8kE%r

5%& L7z 2 oD IE (] 90% 18 X R X 2 He A Y) 2V, WBRRMIE 2 ER T 57200

T2 5 80% & L TiTo 7o, IHEREREE 26T 295 0%z 5720, IEE 2 iF¥E % H 3 2 4k

FRE R O HERERR S 2 9 D BB E B BRI LT 2:1:1:1 DR EIR Sz,

FEAT R RAEFH D EF%

ZEVEMRAT RIS 4EM] (safety analysis set (SAS) ] {ZI1d, BBREOR G- % 1 BT 2T X TOWBRENE £

ATz BROFEHTRIGAER (full analysis set (FAS) ) (ZiX, 1GBRIEOE G- % 1 BT 72T X TOHERE T

FERR STz, BISMEOICHESRTE 23 FAS DRI SN E . BT D IES il 2 (kT2 L L LT,

HYERe T RARA o b DT FAS ICHES W T T o7, Z8tho s RARA b O IX SAS 12 ISV T

1172,

TIA <) —x  FHRA b

e AUCqinfsemasp : H-[A1F¢ 5-1% OREH ~ MEFR KR O i h &~ 7 L5 RIREE - RERdh#R T Al

vh L F )= R F

Y BIFEIZ BT SRR G S — T N P

¢ Craxsemasp : BREIEEGZ O EIMET -~ 7 LT RRE

®  tmaxsemasp | HLAE G O i@ E 2~ 7 VT RIREERERR

o tipsemasp : AR EH DT~ Z LT K OFEAKFH DI K -5

o fUgema : B NVT ROIEREE S CREL20D$ 58 M R A S0 CREAM)

ZEPIER OB BT S e T > A > b

NR—2F 4 (kBt2, Dayl) MHHEEHE (B~ VF FOBEEERGEENHRA S HB) £ TOFME

o JRBRIKIEH T CRILL-AEHS (Treatment Emergent Adverse Event, LA T, AEHG LT D) OFRE
G

o (RifBEDIE TS

T34 = ) —x RFA > b DR

T <Y = RBRA > ME, B O~ RKBICERARETH > 72 A E TO AUC L EZICERAETH

S TR~ MR KRR & ¢ AUC OFn E Lz, MO AUC 1L, EFEEOR S Z W CREOSERNEICKT L

THIEBIBIEZ WTAERER 7y ) o ar R— A MEICEI D FEH L2, &% AUCIE, #EE ST tn

LIEBTRETH » i B DO SIZI 1T 2 FHIBEE 2 VW THEE LT,

TIA V= RARA » MI 3 OONTERERES (BE, hHEMOEE) FEROIET 2ITHERER T

B S ATz, FEITIE, A U 72 AUC intsemasp 2 B BOZEER, P28 U 7 AR EE J OV 2 80 iE oD I 48

B MR OFRSRERE (4 BXBE) 2 0O 1L 32 EREET v EH W2, ZOET VIS, 3250

S RERE R OB e S RERE T R COT — 2 250, 4 DOKRECR R DXL HWE L2, EF

PR TS RERE M ON 3 D D TS RE R RER O e B MW L - E D22 DHEEME LT A 7 — VT L, Fe R O

&3 % i 90% 5 #E X M 2 HER LT,

MR REIL, BERICRWT TRERN W 2%, ZEMEZ2EBE L L TRTEDICHVLNT, 2

FERNZ BT D AUCo-intsema,sp P EE D 90% 5 FH X R N FRICHE L 727FA#H (0.70; 1.43) IZERICE TN

ez, TEEN ) ZENRENTEEHE LT, BEOITHIERERICINT ANV Z &N

IRENTR Mo TG, TRD 2 OO ERICB VL TH [ENRR ) 2 ENRENeho Tz L ET

Lzl Lz, 2O—5T, BEOHEERERICBWT ANV Z EARENESEA, ROF%E

FEDOIFREREREERICRB W T RN ZEE2RTREEITH 2 &L Lz, &ZiC (AEETHIT) |

EEOISREREERICRB VT TERRW] ZEE2madsi st L,

S BT, RREWFENT T D AUCointsemasp X VT VT 2 > (M1fF) OREEMEIZOWTEH, 747> (L

%) A B L L CERDRIROIT 21T o 72, Z OFRIHE O Tld. 2 L7~ AUCoinfsemasp 2

HROZES, AR LT 7 Iy (g 2% e LiERRET V2 W, ZOET LI

. MERI A S IE OIS, R LA E L O ER 2 OB E R E LTED T, T UICE

T 5T RTCONRT A—F OFRFOHEEEIEL, Wl 5% EFEXME & & HITIR Lz, BT VOEAJE 2w

LR, IERIET 7 a—F 30 E e hoiz, ETNEMETHOIL, T/AT7 Iy () (&3 58]

EEOBAMK ZER Lz, eV ey (IE) KO7e be s EUrfER (05 Oz b RO

FERFW ST,

7o bo e rURBERE (M) ORT A =2 T THCADTH 72720, XEEHT SHENT 1 2

25T ENEBITRE SNz, EHIT, 320 T A—=F T RTCREENTET VA RIS LI,

YIS AR Z ) — o RARA v - OREHET
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Coax [ ZDOWTIE, I A Y —= 0 RARA U M EFERROETADBHVOITE, Crax (23 LT RN
W ENBEEEEZHWZIER AR EII I TD RN T,

S BT, RERWENT TH D Craxsemasp & 747 12 (ML) . ME U ALEY () KO7mr oo ey
REFEIAE R () OBFEMEIZ SV T, T4~V —x2 2 RARA > b ERIERO 55 CTRNT S vz,
ZDOMOERRIENT T, BB LU SZHBAICEmSND Z & Ero T,

REWICET D I F Y =2 RiRA > - O GHER

TEVEICET 28 Z U —2 2 RRA » MTOWTIE, FEHT I3 38w il #e & 4 HVWTER L
776

BEREE R
Normal Mild Moderate Severe
N (%) N (%) N (%) N (%)
Number of subjects 19 8 10 7
Sex
Female 10 ( 52.6) 3 ( 37.5) 8 ( 80.0) 2 ( 28.6)
Male 9 ( 47.4) 5 ( 62.5) 2 (20.0) 5 ( 71.4)
Country
Poland 2 ( 10.5) 0 ( 0.0) 1 (10.0) 1 (14.3)
Slovakia 17 ( 89.5) 8 (100.0) 9 ( 90.0) 6 ( 85.7)

Cause of hepatic disease

Alcoholic liver 3 ( 37.5) 8 ( 80.0) 7 (100.0)
disease
Viral hepatitis 2 (25.0) 0 ( 0.0) 0 ( 0.0)
Drug induced liver 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
disease
Autoimmune liver 1 (12.5) 2 (20.0) 0 ( 0.0)
disease
Other 2 (25.0) 0 ( 0.0) 0 ( 0.0)
Subjects with type 2 diabetes 0 ( 0.0) 1 ( 10.0) 1 ( 14.3)

N: Number of subjects, %: Percentage of subjects

AMEOHER

EF 7R NTHERE A2 A T DR E R OV RERE T (AL, REEROEE) 26T 2HREICBIT2 B~ 7L

F K 0.5 mg DHREE FEG%OEMEREIZ OV T, LLFORERNE LT,

o EWRATHEREE B T D HERE 1Tk D A AT RERR & T D R A DO AUChintsemasp (77 A <V —x
RARA > B) 1E, 32T _TT ENRWE SNDENE) 2z Uiz, SITEERSE A3 2 s
LB T RE &2 A T 2 ERE O AUCingsemaspD L OHEEEIZLL T O L B ThoTo, BEIE
1095 (0%IEHEXIE 1 0.77;1.16) . HEEE IEW 1 1.02 (90%(FHEIXH : 0.93;1.12) M OEE IE
W 0.97 (90%FFEXH - 0.84; 1.12)

o KNTHEEEMEE 2 A3 DHERE & EH RITHEE 2 A T 2 HERE D P15 Craxsema,sp D EL O HEEE & ITHE GERE
EORREIZOWTREEMEI I A DL o7 REE IER : 0.99 (90%[F#E XM : 0.80; 1.23) | R/
EH :1.02 (90%(EHEX M : 0.88; 1.18) K OVEHE /EH : 1.15 (90%FHEX[H : 0.89;1.48) 1 , &Sy
Wrc, BEEOIFHEIEREZ AT 2B ETICBIT 2MEZERAT 25 & Coaxsemasp? EEIZ DWW THIITW
NS (EEEIEH 0 1.05 (90%EHEX M : 0.88;1.25) ] ,

o BT INTF KDtmaxsemasp® FHAE (HFEFH : 53.6~77.8FFM) K Dtinsemasp® 22 (FiFH : 150~163
RFfED) 1. BT e RE 2 A 3 2 BB & IFRERERR 26 7 2 8 CRIsk e B 2 bivie,

o inviroCiHi &Nt~ VF FOIEHEEE I
- T RTOHBREITBNT0.5%AKTH T - 7-.

—  IPEBEREE O L & b A E N AR ST,
—  HIEEICn vivoDEERKMENTWARWED, BEICHIRT XX Th 5,

o LI AF RIE, WTNORBENS LHERFE (T XCOREMMNE R FRMERM THH, 0
2O VT T AT HE SN o T,

TEMORR :
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AP, B~ 70T 0S5 mgDHFEILZ R GICE L T, Fiie2ZehofBEITFE O bivienroT,
L, HEERAERE, FIOERTREEFHESR (MESD XITRBROF EIZE > -G HEREGIIRE
Y (WA IEEY

FH10%1 (22.7%) TIRFOHEFEERPHEE S, WITNLREUIFHEETH -T2,

313 D MESE MR A AN S A7z, K7 ST MU e S e I (X S v o 72,
INA BNV A OFHIICEES L, Film B 2O RIIRD b iveho T,

BRI TE B (233 < |, BRI & 22 DT RIEERO L o 7z,

E

LD -
WLATRRRE 2 A3 D HRE M OITRERERR S (L, PHREROEHE) 2AT0HBRELIRE LT, &
~ 7 VF R 0.5 mg & BRI TG LeARERD S LU T Offim 2 bz

v 7T ROBERIL, HEEEEORELZ T ool

IYERERFE X, BRI RE 2 A T R L QYT RERR E 2 2R E TRk CTh - 7,
in vitro CRHl S 72 IERE G 01X, TR TOHRBRE TN TO5% K Th -7,

v~ I NTF ROFH =R Z 2L OBEMEOMBEITRD b Rholz,

AKRBRIT, ~ VX ES O (World Medical Association. Declaration of Helsinki. Ethical Principles for
Medical Research Involving Human Subjects. 59th WMA General Assembly, Seoul. 01-Oct-2008) . ICH-GCP

(International Conference on Harmonisation. ICH Harmonised Tripartite Guideline. Good Clinical Practice. 01 May
1996) . M OK[E FDA @ 21 CFR 312.120 (Food and Drug Administration. FDA Code of Federal Regulations, 21
CFR 312.120. Foreign clinical studies not conducted under an IND 04-01-2008) % #5F L T3 S 4172,
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2.7.6.7 NN9535-3685
27671  ERERGAERBIE

BERIKEES
Novo Nordisk A/S, Novo All¢, DK-2880 Bagsvaerd, Denmark

BUMRD 4
< LF K

Trial Registration ID-number : UTN : Ul111-1138-2039
NCT02079870 EudraCT number : 2013-000012-24

BERDIERE -

JERHERE xS & L, = X —EHE, B, BEO7Va—AKk MY 7Yt ) R 5T
BN 52~ 7 F ROEEBEO T T 1R & okt

—1 iR, EIEREIV AT, ZEHER, 28I, 72—l —

8 5 72 #5548 © Trial investigating the effect of semaglutide on energy intake, appetite sensations, postprandial
glucose and triglyceride metabolism and gastric emptying in obese subjects compared with placebo

ARRETEEA

s I (5555 D L 52 e 8 (CRO) ) 754 1 44 OIRBREHE
EhE (G 24) MEM SNz, T ORBRIEHEERM BRI RE EONE LR L, B4T5 Nk
FEMEE~OBELEL 2 AT HER (signatory investigator) | [ ZF54 ST,

REBRE MR

United Kingdom

DFRCHR
AREGRABR BRI S CONFRIRIT e L

AERHEARM HHEODII—X:
20143 H 6 H~20154 14 7H % 14H

Cut-off date :

TR T ARSI, 20154E 5 H 6 HOEEE TORGKRT —# _X— 2 2SN TN 5,
LT — & ~N— 2 ARGUS O Cut-off date :

20154E 6 H 2 H

WMESIERB
2016423 A 10 H

B8 :

S 3CE O

o EXINFFPHBHEEROEFICL IR VX —EIREIIRETHEL T T R LILET 5,
BIRE H Y
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o BV INTF RBRAF AL VAR OMREEH R, =R F—EBEER D VB OB KIFT
AT TR E T 5,

T INTF RREBHEDO TNV a— AR IRIETHELE T TR LT 5,

T~ VF RRENBRI T RIETHEL T TR E T 5,

I NTF RNREHO N 7)) FRENCKIETEEL2 7T 2R & kT 5,

Y~ ZNTF ROLEM L OEEMN AR D,

RERAE

AGRBR X, #2255 b Lo EFIRIBICB T 58~ 7 0F R 1.0 mg O3 IER L DSy Bhke

ERETT A EELTI O T, Ve, KEREG., “EHER, 28M. 7 EARRR, 7 e 24— —3Ek

THoTz,

AGRERIX 10 RIOKBE TR STz, A7 U —=27 CEBE 1) 1R, KBE 2 THERE 2 IEAE 0 41

L. 22 REMO 2 oo G (8 o HEWEHIM 2 & 1) ITHAANTZ, 2 2O GHIM O

M2 5~7 D wash-out M 2% & Lz, FhRHAKRE CEBE 10) 13R&& 5% 5~7 B3 L7z,

EWREDA Y ) —= 2 TILHEEREE TORBYIMIZE 35~ #EMTH -7,

A REMOEGHMK TR (ZNENKEES KOKEE9) | #BRE 1L 4 BREIAPE L, JRBEEOHEE S
(FHEEGHMICE T 2 BEAOKRS) 2%, RFAMRER, AHEREORFO R/ —HIE,

X —HEE (LA O RE) . llFood Preference Task (JJFPT) K O Control of

Eating Questionnaire (COEQ) % & e 3E ) FHI/EH DR 2 Fh L 7=,

SHER VBT EN-HEBRER

NETE R 30 Bl D HEAEZ N O A1 285 HE S 7z, FERRIZ 30 BIMVEIER R D A1) S, BB DR G 2%
J7e. 2617 ERZ FIk U, 28 BISERBR A SE T Lo, T X TOMERE DS e KON %I 54 (Full analysis
set (FAS) ] MOVZRMEMHT IR 4EH (safety analysis set  (SAS) ) IZH F472,

PHRVUEELGHEANEE

BRI UE

o 18iKLAE (RIEBUSFRER) OB X3t

e HbAlc : 6.5%Aii

e BMI (kg/m?) :30LL 4500

L BRIN L YE

o WG, BRI, EIREZHEL TV D LM, TR ATHE Tl bl 22k 217 > TRt (K EO
LB SOZ BB IS < @Y7l tyE, wE R0, ER I 7T o MR OfEFE R, BT
FH. FENRETERE . BRI Z 00 LN 7RO —B U726 K& OV R EEAR)

o WRREOLREEGNM LIV, IRRIMFEEOBSF 2 NI L2 T2 etEnH 5 & Hlr S %
BEATLHBRE (RRE(LEMOAEIC XL D)

o 1IN I2AUBEIRIE & W S - Wi

o MEBRAHFIZT A T AX AN (BAITE), EE UINER A NY — 272 8) 2ETT 5 T EOHRE

o RBRD Y ENHE LI FIVER DGR B FAT T wRENED B 2 W7 B 2 F L 7= 4%
B GRBREEEMICE MM, b L<IE, 1) A7 U —=27Ri12% AUNICIREZK T I E 53K
Hl, FarFazxrad Negkh (T~10H OB OEHEZRLS) | ZRARPH 2%, IEE
RUHURS AR 3R M OV 2 ERN 72 & IREAZ BN S B2 ATREM O & 5 AN 2 L7-#BRE . 2) =7
V==V ZHBH AURNICAZ T 74 77— FREF XN T=aF ol ZOFHERR EOIRE R
WIETRIRIR A LB, 3) 227 U —=2 27 DO1h RIS A X H3ENIEZ M L T 5 Bk
F.4) BEROHES T, 27 V—=2 7Rl AU EICh D IEENEE L CTE Y, KRB+
WLTEFELRWEAIZETET S, )

o AU U—=VTHIVEUNOD T IV a2 — VELH I ELH O BB AR 2 A3 288 . SUIRT
YRR IR T V2 — VREBPEOWSRE . XA O 7 v 2 — VEBEES 21N (i)
28HL (BME) B H2HRE (7 a—VIHMEE— 131 o b (285mL) . VA 7T AR
(125 mL) XIFFRBEWE1 0 (25 mL) (2]

o AV V—=VJHi3HAMICHEL TODHHRE UI=aF UM (=aF o Xy F Fa%EE
Tp) HEH L-WErE . i=aF BB ogRRE

REREE, AERUIZREAZE, Oy FES
T~ VT REHK (1.34mg/mL)  [PDS290 N BE AL (1.5mL) & —({bL7=7 L7 ¢ v KAl
2 v hES 0 CV40201)
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v NF REBE AL TG L, #FEAEZE~Z LT F10mg & L, 4HH 2212025 mg KO
0.50 mg L& 2 HEEIEIELZ W, FHEOHERE RO~ Z7/LF N 1.0mg O 5[EHOE5ILG
BREMMEER I CTITV, CHDSNORGIZEETCOACHEN & Lz,

REHARE -
FTEHEGHENIN—2T A > CEBE2) 72HKEES O Day8 £ T (5 1 #I#5-HRT. 13/) KUK 6
MEHKEE9 O Day 8 £ ¢ (G 2 MK HHAM, 138) & L. BEHIRIZE 26 I TH - 7=,

HEE AERUVEERZE. Oy &S

7T v ARESHE (PDS290 N~ HIE AL (1.5mL) & —K{bL7=7 L7 40 RIAD (2y hES
CV40231)

TR VT RIS T 5K EZE LRI TREG L, B~ 27T R EfE U HAREEEICHES T2,

PR EE - EHFMNER

o HHEEICIZEBRE, FREAUOHEOT XL F—EE

o SR OIEME R FAMTIRER D ESni K OEMH OB T 1 7 27—k (VASIE) 12X 5%
B, MR (satiety) . AR (fullness) . TARAFEBIMEORHE, #HETY FARA L N ThLIRE
B2 B A 27 (OAS) 1FULFORENST A —Z OFHE L L TRD T,

e OAS= (Il + A+ [100 - ZZfERE] + [100 - PARRSEEIUE] ) /4

o SRR OREYE R A AT AR ER D FE N i K OV oD fiuig 7 /0 = — R PR BE

o SHEEOEAERRAMNRER (NNT & XE—/11500 mg 5 E2 &) OFEMiRTk NER PO MIER T+
2 E— L

o SO EAENI R AMTRER O Ehn X OEugomiEHR Y 7V 'Y K (TG) #RE

e VASIEIZ X 516THH O COEQD Ah

. %%%fﬁwﬁ% IR CH LS Z2nEY., JEIEVCTHWEY., IV TH < W ED OISO R
A7 2 ) — T 2WFPTICH T 5 THEERERF (explicit liking) | A =7 KUY TEEEAK  (implicit
wanting) | A7

FHEESE - T2
Tkt FaRA » b
N=2 A U bHEEHE (BREORKKGHR 5~TH) F TOFEFEFZOREIRKN

HETF % -

WEBRE S DR IE -

ARBROPWERE T, M % 80%., AEANEL 5% LTCRHIE L, B~/ AF RETTEREDED

7% 500 kI, R AEDOWRE NIEHER 5% 850 k) LIET D &, 25BN iBR 258 T+ 2 MENH -

7o KI15%DMiEREER L, AR TIL 30 B2 EELE O ITT22 L& LT,

FEAT S RAEH D IEFE -

UTOMREREZEE LT,

e FAS : MAEZEID 1T S, IBRIEDOEG 207 EH1RIZIT T X TOMERE, FASOWRE T

WEEINT-LEBY D (astreated) | FAMIZEHE Lz,
o SAS: RBEOEE &LV L H1RZ T TR COWERE, SASOWERE T ARS8V
(as treated) | PEMIZEH LT,

AT DN -

T =T NN

e HHBEDEADT FILX—ERET, TOREOMEICESSBWBEAET VAN TOWN LI, =
DETIVCIE, 18 (B~ N0F R7T78AR) RO GE1F2) Z2EEDR., a2 4
BEORLE L TEDE, ZOFTANS, BT NF NE5H/E SIS ERESRICBITHZRLE—E
B D 7 L 95%EH X M &2 HEE L7,

TR Y =T NS

e iAUC30.300min/270 min, OAS : EEEOK 2 AW TR a7 OFEBUEICH U CRESEEEZEHA L CHEB L
2o TOTURRA L MITTA~ )= RARA 2 b EFE Lﬁ(i“(ﬁﬂﬁb 1’%;:1"%7/1/ ZZERERF D
AaT eHEREL L TEDT,

o iAUC0300min, glucose : F=BRDIF 2 W TREDOERNEIZ L CRIEARIEZEHA L CREHLE, o=
YRERA L MITTA~V = RRA > b ERICHFET, DO REDOMIZIESW TN L, #atE
TIAZZERFORELZILEEL L TEDI,

o AUC0).300min, paracetamol : =R DIRE[E 2 AW TR FEE O ZRME IS L CTRIERTIEZ A L, RN 7R, v 2
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V= RAVNMECKVREB L., 2Oy RRA Y MatBERL, 774~ —x2 RRA 2 b
ERBRDET NV ERHWTHNT LTz, ZOETANL, B AVT REEHE# E T TR EE#ROHOHE
TEfE & Z DIS%EHX M & Rz,

o iAUCo.450min, 16 : FEBEEOREM 2 W CTIREOSERNEICX L TR ERIEZEHA L TR L, 2oz
RRA Y MITEOREDEIZIESNT, T4~V —x 0 RiRA > ERIEOFIE TR L, $iE
TV ZENERFOREZ LA R L L TE DT,

EDOMDELD 5 —T2 2 NN |

o FHIORFETOHOIHOHHABEICIZ2BHFORT RV —HEE : 7T~ -2 FRA > b LR
D UETHRERT LT,

o ZEWERFDOASD A AT : 774~ U —x RARA v b & ERRD FIETHAT LT,

o ZEERFI N a— AR HBEWL, TIA~ V=T RRA b ERBROET VTR Lz,

o AUCo-60min, paracctamol © F2BEROIFH 2 FI TR EE O EREI 0 L CTHIEGIBIELZBEH L, EERNR 2
V=R AV MECKVEB L, 2Oy RRA Y FEdEBRL, 774~V —x22 RiRA > b
LRBRDET N EZ AW LTz, ZOFETFANL, B~ 7 VF FG% E 7T R ERGHOHOHE
TEE & Z DIS%fEHEX AR DT,

o ZCHERFTGIREE : WL, VT4~V —x2> RRA Vb ERBEOET V& W TR LT,

e COEQ (16THH) : 7 IA~VU—=x2 RRA LV N ERBEDFIETHNT LTz (72721, BRI L
2o T7)

o WHTEMELT (explicit liking) K& ONES{ESRK (implicit wanting) 7>5H = KR A > kT % fat appeal bias &
Usweet appeal biasZ 3K, 4 DD KR A » M ENZENUZONWT, TIA vV —Z U RRA U M &
[f U 79 CRT L=,

—  Fatappeal bias, BA{ERELS @ (RAENI O R =27 —(KEEHOFEHE A 277)
—  Sweet appeal bias, BATERELT : (HWEBWOVEHRA a7 - H < 2WEBMOFEE A2 7)
—  Fatappeal bias, B/EACKR @ (BRI OEE A 27 —(RAEH OFHE A =27T)
—  Sweet appeal bias, EERFCK : (HWEWOFEHR 27 - < 2WEBHOFE A7)
FREGENET S NN P
o HAEHEFEZLOBEIRNE . FLBHEHEE HWVCEHm L7,

HEBREER

BAEREIVAT SN 3060 B 35D 2B FBM, 350D 1 B ThoTe, EAN=Y I R/TT
FROBERE TN e o T2, WBRE DO KERST (90%) IXFEAANTH Y, KEB (83%) NAJEIERIEL CTH -
7o R EIE 42 5%, AR TEIT 101 kg ThHo 72,

BOEDER -

TIA ) —x  KRAL b

o HHHEEDOBREBOFHT X NX—EBREIT Y7 REHZ LWL T~ VT REE# TR -
776
- IBRERZEOHEE  -1255.5k) (95%(Z#E X : -1707.1; -803.9)

ERhEeH L F) = FARA b

o OASDO AT DOYHEBBHIMEICBN T~/ TF R4 L 770 R 5H% THREITRD A
Mmool
- JRERIZEOHEEM 4.8 mm (95%(EE X[ : -1.0; 10.6)

o N a—ZADNEJEBZIENE ((AUCo-300mins gucose) 1377 BRI EG#% & IR L T~ 7 vF Figb%
T2 T,
- JRIEMIZEOHEEE © -1.34 mmol*h/L (95%(Z4E X[ : -2.42;-0.27)

o BHEOHNAHMICBWTE~Y I LT FEEH LT T BREER TR EZTRD b7,
= AUC)-300min, paracetamol P TR ] D LE O HEEE : 0.94 ug*h/mL  (95%/F#E X[ : 0.88; 1.01)

o TGOV EEEEME (GAUCodsominte) (£7 7B REEH®K LKL TR~ I NVTF RELEHL TR T,
- JRIEMIZEOHEEE  -4.51 mmol*h/L (95%(Z4EX [ : -6.15; -2.87)

oMo XY —x RaRA 2 |

e HHHEEOBFEODIALH OVHRZ A NVT—EBIREZX, VIR EEK L T~ LT R
B 5.1% Tl o T2,
- JRIFEMIZEOHEEME - -3036.3k] (95%IEHEIX ] : -4208.5; -1864.0)

o ZEfEHE (BEHAT) DOASA AT OYHHIZT T T v RELEH LR L T~/ LF REEHTEL ., &
~ 7 VF ROBE T TIEEHRAIH SND Z LRIz,




Module 2.7.6

Page 59 of 361

- JRRREIZEOHEEM : 13.4mm (95%EFEX M : 5.3;21.6)

R ZENERE 7V 3 — AT T T AR E& LR L T~ I VT FiE#% TR o 72,

- B O OHEER : 0.95 (95%{E XM : 0.91;0.98)

BRIFFHOBEANRHERILT 7 B AR &% LR L T~ 7T REG% CRBIER A b,

= AUCo-60min, paracetamol P TR D FEEDHETEAE 1 0.73 (95%IZ X : 0.61;0.87)

WHZERERFTGIRE X Y 7 B A& L ik L T~ LT REH#H TR -T2,

- IRRME O OHEEM : 0.88 (95%(FHEXH : 0.80;0.98)

COEQIZ LY., FZEeAREE®Z LR L T~ /T NEEH% CEERE BRI HT 58N D7

<, BITEhO=ay ha— A RERH T, BFEICKHTHE LA (pleasantness of food) 73K Z & 23H] 52>

272 ol LLTFICHlZ 2T 5,

- ER7 TEDL BWEEEZE U ([T DIREM ZOHEEM © -27.8 mm (95%FFE XM
-37.9;-17.8)

- HM TEDOL DV OBETEFITHTLBERH-7n ] IZBT DIRRHEAEOHEEHE : -11.7
mm  (95%f5 #EX[H : -18.1;-5.3)

- HRB3 TBEFORITEHZ2 Fr— LT 5DFXED LWEELNoT72h ) I28BI1T DIRERM ZOHE
EME - -21.6 mm (95%fFHEXH : -31.9;-11.3)

- HER0 TREFEEZEDOLS LW LA 1B 21REMZDOHEEM : -9.8 mm (95%(5FHX M :
-17.0; -2.5)

HL<AWEMI Y L HWEY ~DORBIHERNLI T 7 R ESH LR L T~ T FEEEZ TR -

7=, IRIEEMS LD bEEHEL~OFCKRET Y 7R E% & L T~ 7 LT NG% TR

<, HLSABRWERE Y S HWE~DOFKREMIZ T 7R EbE®k Lt L T~ 7 VT NEEGE%ZTH

Mol

—  Sweet appeal bias, BATEMRELFIZIS 1T HIREMZOHEEM © 7.2 mm (95% (XM : 2.2, 12.2)

—  Fatappeal bias, E{EACRIZI T DIEWHIZZOHEEM (HAZe L) © -153 (95%(SHEXIH]
-27.3;-3.2)

—  Sweet appeal bias, WETERACRIZIS T DIRWEE ZZOHEEM (HRALZ2 L) 14.8 (95%(EHFXMH -
8.1;21.5)

REMDORER -

zl:nft%ﬁmfﬁﬁ%ﬁ%ﬁLﬂ\fm\f@?ﬁfxﬂﬁﬁﬁ%&’%ﬁ% X~ AT R1.0mgD & F#4512B L THr
7= EMEORBEITRO b o T2,
ﬁﬁtxziﬁﬁéfxﬁ$$%®$&i A=Y
v NV TF REGRIZBONCOBINEIGEEOFERFRICL VEHABRE T IE LT,
HERLEZRILIWREOEIAIX, WERETREETHY ., B~ F FEHEH T0.0%, 77k
R E1% T82.1%Tdh -7z,
Ei% B TS SN EFRIIEBEEOREFHR THo T,
B BT RE5#£433%, 77 2R E51£10.7%
- Tf“.szﬁzv% R 5.1£40.0%. 77 BR&%51£0.0%
- @M B VT FEE%36.7%., 77 BAREE1£3.6%
- ZhOHOBEBEEOAEEFRICE L T, BN L OR BT SRR Hiieno
72
HEFEZIIW TN ORE UIHEETH - 72,




Module 2.7.6

Page 60 of 361

RO
AFERIZ B W THERIF 2 A L TR WEERE R BT R E (2~ 7V F R 1.0 mg & 12 ARG Lo R,
LUF O b,

HHEEOBEOZ RN —EREIL, V7 REEH LB L T~/ VT FERGHETORI -

.

ZEEREN BB ORI T 7 REEZ LKL T~ LT REEZ TERL -T2, AT R A
> hThHHOASOER OIMEIIIEEM CHEZIIRD b7,

BITE R OBEFICHTHEED oy ha—Ld, VIR E5H% EHRL T~/ LF Rg5% TS
KM E ST,

RN A~ DOEENL T T B R G#% L L T~ 7 F FELEH TIERLS . OB~
BT REEH L L T~ LT REBEEH TEIPo T,

HNEHEHII L CE~ LT R % L 7T RS CRIBRECTH - -0, BHRIFROFENE
HEHIE 7 Z 2 R 5% L ik L Ce~ 7V F R H55% CREN D DL,

ZEEIE N OB D 7L a— A R OIEEORENT. 7T v RFEEH L L T~ 7L F FEE#% Tk
BN,

T T NI L CHi B el I A RO RBEITRED Hivie o 77,

AT, ~LY U FES (2008) . ICH-GCP (1996) K Or 21 CFR 312.120 %3457 L C3EMi S 7=,
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2.7.6.8 NN9535-3634
27681  ERERABRBIE

Trial Registration ID-number : UTN : Ul111-1147-6660
NCT02146079 Japanese registration number : JapicCTI-142550
BROEE -

AARANKR R =TT RS HEESRE 25 L Lz, B~ 27 T RoEWEE, FEIFRNER, ©atk
R O ZESME DRt

— 1 hEa%, WATHE, MEREID T, ZEHER, V7R RIEER SR

www.clinicaltrials.gov D FERH :

A trial to assess the pharmacokinetics, pharmacodynamics, and the safety and tolerability of semaglutide in healthy
male Japanese and Caucasian subjects

ARRETEEA
A |

SHERENE AR
. _______ [

AFRH (FIAXXH) -
AR BRI R B A BRI AR T D AR ICR T 7 L

REREAR RENI—X:
201445 A 21 A~20144-10 A4 20 A %148

Cut-off date :
ZZAZHORT AHERIL, 20154FE 1 H 9 HOFFE TOREEKE T —Z N— RSNV TV 5,

B :

THEH :

o HARAEROQRa—m 7 AEFERBHERELZRE LT, B~ 7T RIER TR 5% DOBREEL i
et %,

IR H Y

HAANEQRa—h o7 AR MEERE 2 xtg & LT, LLTOIEA % i+ 5,

o BT NHEIKOER TG % O3EYE)hE

o BV I NTF FER THREGH% DI FHIER

o I NTF NERZ &% ORI OERM

BERAE

AL, BRARRa—h o7 ARESHEERE 2GR L Lz, 2HEDOE-Z7ALF R (0.5mg KDY
1.0mg) O 1[G L2 EFIRBICOWTRET 2. ek, WATHE, EAEREIO AT, “EEMR,
TR ERGHRBRTH T,

BB ORBRBIFNL, Hx DA P a— It UTI18~21 Bl Th -7, ARBRIZ, A7V —=27
HIE CRBE 1) . &E5HIM CRPE 2~19) K OHZHRAHIM CRBE 20~23) THR S 7z, &G TR
Bt 19 (Day92) & L7-,

FTANFENTHBRE 2~V F RF05mg, B~ 7L F K10mgd L IEE~Z74F K 0.5mg i 1.0 mg
IHS T DEDOE~ VT ROT TR (LT, 778RETD) 285T5HOWNTRNICEESLE
D AHF Lz,

BRI 208 L ClEht~ 7 v F RIBERIEDO D ORIRZ BRI L 72, #8Ei3en (HE) #58 L
BAHE e (EHIRIE) © 2 ENABRFEMMEREIZ 5 AFIARL L, SRWENREFEAM 0 7= & iR if A3 FEhtE & 41
7o

FTEIR U S - HERE L
AARNYEERE 22 BI R O — 0 7 AR 22 12 LA T D 4 SOBREEEO W N~TEEREN O T35
ZEMEHE ST,

o BT AFRO05mg (166 : HARANE, =2—0 7 L 8f)

o 7 T7ER0S5mg (66 : HAANIB, =2—H 7 2 340)

o BN TF R 1.0mg (166 : HARANSE], 22— 7 L 8f)
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o T TEAR1.0mg (66 : AN, =2—0 7 2 364)
M ClX, = RARA YV b ETTEROBREITIZEAER LW ERELT2207 7 REEE RS LT,

AR TIE, BARAN 22BN —B 7 2 22 BINEAEAEI D 17 Sh, IRBRIEOEL 22157, 3628
REpEHPIE L 05mg#EOa—h o7 1BIER10mg O a— 27 241 , X TORERE
(AARN22F e Ra—T1> 7 2 22 61) D EROMHTGER (full analysis set (FAS) ) & O EVEMEMT
%G 4EM] (safety analysis set (SAS) ) & ENT-,

PHRUVEELGHANEE

FE AR R PILYE

HARANK N —51 37 A B iR

il : 205k LL SSICA T (R B RE R

{KE : 54.0 kgbl b

BMI (kg/m?) :20.0LL 25.0LL°F

HbAlc : 6.0%LLTF

HARANDS : fHEBICHARAANTHD Z L

A= BT DB WHEBICaI—ITT U THDH &

TR BRAN L -

o [RIRAICHIEE 72 HBEMEE, & L <I00K, Melkas, TH bds. BF. ok, &L ZARGHER. NOW, BOE

SRR B D 2 By ME ISR B OBEIE DR 2 & 2t

ARNSNIFRED, FARIREERRE UL S RN WEBHEER2R (MEN2) OREEREZ A9 5 4RE

18 MU MR MEESR OBETE O & 2 #R

F)v k=250 ng/LLL |

A7) == FHEIAELURIIC T v a— VELHBEDR B 595803, FA 7 V—= JIFIZ T v a— Vi

SBEOFENEMEOWERE . b LIXIEMH -V 21BN 2B 25 TV a—/L a8 ET 5 95RE

(T /v a— L 1EALIE, #9250 mLO B — /v XiE 7 F—, 120mL (77 A1) O T A > LI HAHE,

3 L < 135920 mLOZEZIEITFEY)

o 1HHY OBEEN X NaSKIZOMYBELZBZ HWHRE (=aF  REALEZET) . HLL
IR TIETRD 5N D BRICEME 2 5 7 AN S iv7e W ilBras

o CREE2OFT3M LIN T FD HI OO HN (5 BhEWS) 12, AL L=k
B, b L <UISkBe2ori AR LINICTHICE 2 L7 BE, 72720, B2 AL 2 2T L4,
FEMPAIOMEH, W AT®FE— (T IT I 7)) LT BF YU F RO RS
FiZel &4 5,

BERE, AERUIREAZE, Oy +ES

T~ 7T REFHE (1.34mg/mL)  [PDS290 < AEAZE (1.5mL) & —K{LL7=7 L 7 ¢/ KAl
(7 vy hEH : CV40201)

T~ 7L F R 0.5mg X% 1.0 mg Z 58RI |2 TR SUIM O ERE 2 1 R TR L,

#5HM -

R—RAT A CEBL2, Dayl) 26 H&5HT (CGEBE 19, Day92) £ ToO PERGHFIZ 13EMTH-

7o BB EIZ TR CTOWBREICB VT 025mg & L, W CHEEHRICL D HEWEELFEHEL-, &
~ZNVF R0S5mg/ 77 EHRETIE, 025mg % 48] (48E[H]) #5 LIZICHERFHE (0.5mg) IZBIES
B, B~V F R 1.0mg/ 77 BREETIE, 025mg % 4[] (4HE) #5 L. % T0.50mg % 4[4

(43E) 5 LIRS (1.0mg) [ZBEIET,

HEBE, HERVEREAZEZ. Ay &S .

TTRREE, V7 40 RAURIE AL PDS290 (1.5mL, = v hEE : CV40231)

T~ 7 F R 0.5mg XIE 1.0 mg (ZH S 2K ED 7 7 R & 1R8I i 5% 12 C EE AT Ut O A EH A A
WIERTHRE L, IRy~ LF NERE UL,

Pl 2 - BB RUENFEHER

TIAY) = RARA b

o  AUCo-168hsemass : EHEIRETOIEREMME (0~168FFH) 2K iF D MiEF v~ 7 /LT NRE - R iR
T

eI T A ER I H Y~ KRR b
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d Cmax,sema,SS kv VT N (05 mg)}lU\IO mg) %%5&5?&0’\/1685%%1&:}5&7 %) Eﬁ%ﬁﬁf@%%mﬁ}%
e~ 7 VT NRE

AR T 2 FE /e W H ) =2  RARA b e

o N—RTF 4 (kBE2, Dayl) 2265417 CKBFE19, Day92) F COREDZE(L&E

FHmERE . T2

ERT T RARA Vb

N—=AT A OkBE2, Day 1) 2O FEHAE OkBi 23) £ TORBRIER G T TRELILAERR
(Treatment Emergent Adverse Event, UL, AHEFR L T5) ORBFH

HMETF & -
WBRF R DR TE
AR 2 RS FOT E R IS THEIB SN b O Tidewn,
FEATXRIRAEFH D E
LT Ot st 54 2 B3 LT,
e FAS
- EVEAE AT A, RREOKRG A2V EBIRZT T R CoMmERE, REIL TRFESh
728D (astreated) | FHIZEHEHT 5,
e SAS
- JRBREORE LV EHIRIZIT T X TOMBRE, SASOHEHRFT T THEINTZLBY O (as
treated) | REEICH 5T 5,
FEEHRIT ONE -
o T4~V —Z U RKRA b
- AUCq.i6shsemasstEs EAREE TO 1R E-HIBE (0~168K5[E) 1Z3517F D FEELDBERM K& OV FE o S| i
IZHES < JREE - BE AR THFEN D, B BIIEEZ AW TEI L7z, AUCo.16shsemass D FEATIZ 13 5%F
B UT-EICESS ERBEET AV ER W, 20T Cik, AE, HER, AL HER
DODRAAEHEBEENR L LT,
o CERMENREICRET A TR N F Y = RiRA U b
= CrasemasslTs EFIREETOHREHIBHME TOTXTOEN R~ /LT FEEORESMHEE L
TRD7Zy CoaxsemassDINTIZIZT T 7 A <~V —x2 0 KR A b ERIUET AV Z AV,
o CEAZHMERICET A TR F Y —2 0 RiRA b
- EIPMER T RARA VM. PESNIETRCOKRBERHIETZRN—Z T A %O EME H
MR U, kbe, HERE (B2 F K05mg, E~Z7AF N 1.0mgL 77 1R) | AFE,
NFEE FHBREE O EMEAZEEDR, N—A T M E B LT 580K UAIEICRTT 5
BET ML VBRI Uiz, X512, KBtE HERE, kbt & AfE, kPt s A& HERE, K
Bt _R—2F A MEOAZHNEHEZ GO D Z L L Lz, F—#ERE ORlEmIck U, MGy
BATH & T,
o ThuTEMTURERAU B
- BEMT Y RERA 2 MERLRRE A O TR L7z,

HREER

BNFENICBWT, &G (05mg. 1.0mg MO T T7ER) THEBRES ML NN—R T A VDR Y
Fehotz, BARANEERE KO3 —0 o7 UERE OFEIXFERE T, BB THLH O RETFEO b
7eipnote CEEFE - 3795% (HARN) | 3485 (2—A 7)) ), a—av 7 UHBREILH RS
FLHBRLTHENELS (FHHE 180mM& N 1.71m) . KENEN-72A CEHEE : 73.0kg K
63.7kg) . BEREFTIZH LR ZETERD o=, BMIUIZAFER CRERE TH - 7= () BMI
(kg/m?) :21.8 (HAAN) . 225 (Z2—Hv T V) ],

TR E OBRINFEHE L —F L ¢, MAERE T A —H DR—R T A AEIZWT IO AT JLUE
HPHNTH 72 (EH HbALe : 52% (AARN) | 52% (a—hs 7 ) | EHZ2ER P : 4.8 mmol/L
(85.9mg/dL) (HAAN) . 47mmol/L (84.7mg/dL) (=—HT T V) ],

EMBERVENZMEROHER -

TIAY) = RARA b

AUC-168h,sema,Ss

N OHEROEFRETOFE -~ 7T RIRE - REHEEBIZLLTO LB Th D,
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70 - 70
60 - 60

Semaglutide plasma (nmol/L)
Semaglutide plasma (nmol/L)

0O 12 24 36 48 60 72 84 96 120 144 168

Time since last dosing (hour)

—&—— sema 0.5mg (Japanese) —&— sema 1.0 mg (Japanese)
— ¢ — sema 0.5 mg (Caucasian) — 82— sema 1.0 mg (Caucasian)

---: Reference line for lower limit of quantification

Values below lower limit of quantification are imputed.
/nn8535/nn9535-3634/ctr_20150527 _er
27MAY2015:08:06.28 - f_pk_profile. sas/f_pk_sema_di_ss_geomean.png

o EFRETOE~YINTF ROREHERE (AUCoieshsemass) (£, WTILOHE TS HARARE & a—70
T UHEBRE CRIRE ChoTo, AFERIOL (HAN " a—h3Ty) OHWEMIZLLTOLEBY Th
Do
- B AF R0S5mg: 1.06 (95%FHFIXM : 0.92;1.23)

- B ZAF F1LOmg: 099 (95%FHIXMH : 0.85;1.16)

o THIENZEBY ., WFHOAFEIZIBUTHAUC)-168hsemassl L B AFANHIIN L 7=, AR OEO

HEEM (1.0mg/0.5mg) IFLLTDLEBY THD,
- HAA :2.08 (95%(Z#EX[H : 1.80;2.40)
- =TT 222 (95%FEHEXHE : 1.89;2.60)

EYEiRICET 2 ER eI F YV —o  RRA U b

Cmax,sema,SS

o EFWRETOREEYIZ AT FEE (Chasemss) (£, WTILOHETH HARAERE La -7
WERE CRBRE CTh o7, ANERIO (RARN 2= 7 V) OWEMFIZLLTO LB ThH 5.
- B~ ZAF F05mg: 1.06 (95%(ZHEXMH : 0.91;1.23)
- B~ ZAF F1.0mg: 1.02 (95%(ZHEXMH : 0.87;1.19)

o THIENTZLEBY ., WTFNDOAFEIZIEUN T H CraxsemasslF A EMAFHNTIEIN L 7, FEM O HOHEEE
(1.0 mg/0.5 mg) FLLTFDOLEY TH D,
- HBARAN:206 (95%FHEXH : 1.78;2.38)
- aA—HTT 213 (95%FFEIXME : 1.82;2.50)

FAFRERICET 2 ERE v F ) —o o RABRA b
RE (R=RAT7A L EG/KTETOLLE)
o CFHLLDAREIZEBWTHHEKGHZRAEERIDPRBO N, IR LIEKEOELEDZE
(HEEM) 1ZULTFO LB THD,
- HARANE<ZALFR05mg: -24kg (95%IEHEXM : -4.5;-0.4)
- HARANE~Z/ALF K 1.0mg: -6.1 kg (95%(ZHEXHE : -8.1; -4.0)
- a—hT Tk~ NAF R05mg: -43kg (95%IEHEIXHE : -6.5; -2.0)
- a—BY Tk~ F F1.0mg: -83kg (95%IEHEXM : -10.6; -6.0)
o X=X TAUPLEGHKTE TOMMHREERD (%) IIAERCRRE TH T,
- B~ AFR0S5mg:-28% (HAN) | -3.9% (2—hT7V)
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- B ZAF R 1.0mg:-83% (AAKN) | 94% (2—HT )
- TIEAR1.0% (HAAN) | 12% (m—hIT)

ZEHEDORER -

o ~JNF K (0.5mghF1.0mg) DR FHEEGIZE L CH=ARZa2EoMBEITRD bnRhoTz,

BRI Z R T 1 7 7 A X, ARABERE & a—h o7 U HRE CRIRRE THh o 72,

HEREG .

- T, EELAEFR. FFCERTAREEFHES (MESD KUBEBROPILICE > FEFRIT
WE SN2 o7,

- BPUCBWTHFRFRRNRMRE SN0, BARAERE & o — 0 o7 U HERE ORICH 52372
EIFRO SN otz (AN 1260221, = —H 7 > 1142044)

- AEFEZIIVNTHOERE Q51 IHEE (1) Thot,

- B~ ZAF NEE QOB TIXT T EARRE GFI3fF) LR L THEFEROBIMMEN L
0.5 mght & it L CLO mghE CE o722y, AFERICH O 23380 bieno e, AEFER
DOREUFEITILU TO LY Th D,

w7 NF R05mg (HARN 6684, a—hv 7T 46]6)
T~ LT R 1.0mg (HARN :5H 134, a—h> T2 56 121)
TR (BARN 1B, 2=k T v 26 214F)

- RbLEHECTHRESN-AEERIEGEEOEEES Thom (2f:F251) . BBEENH
EEGORBEMEIIUTOLEEY TH D,

T NF R05mg (HARN 58161, a—h7 v 28] 41F)
v NAF R 1.0mg (HARAN 3619, a—h> 7> 241 54)
7R (AARN: 161, a—hsT v 0)

SRDOHER

o EFREBIZKTOE~YINT ROBREEL OREREITHARAGERE & a—0 7 H85RE CRIRE
Thh, THIEN B ARERENIZEML T,

o EZINF ROEFREIZEBNT, BARAERE L2 —0 27 UHREOWTIIZEBW T HEK
R 7R B &7k LTz,

o T UNF RIZEL THEARLENE IABEOMBEITRD bW o T, SRR ENET e 7 7
AT, BRAERE & a—h o7 U HBRE CTRIRETH - 77,

AHBRIT, ~LUFES (2013) . ICH-GCP (1996) K TNFDA 21 CFR 312.120 (2013) #3857 L T
i S,
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2.7.6.9 NN9536-4153
2.7.6.9.1 PRR BRI E

BERIKEES
Novo Nordisk A/S, Novo Allé, 2880 Bagsvaerd, Denmark

BMESS
T~ VTR

Trial ID
NN9536-4153

Trial registration ID-number UTN - UI1111-1155-4660
NCT02453711 IND number — IND 126,360
EudraCT number —2014-001540-38

BERDIZRE

PERISZ2A L CORWIEMEEBRE 2R L Lic, B~ 27 AF R 1 H 1 ERGOLZEEROENEE 7T
TARMOEREY T 7VF F3.0mg & HEMRFTT5 52 @M, BIESTIY 1, ZHER, 77 A%
M. Zhise. [ERILE, 16 BE, IWATRER FigaAER

BREEERMS

PBRE OFN Y 1T 2T DAL 71 OIRBRIMMER 2% | 4 OIRBRETEMA 54 L1z, DL FORRE(TE
VBRI E EONE LR L., B4 T 5 NERRIEEREE~DOBEL ELAZ AT HEA (signatory
investigator) | (ZfE:Am S A7,

BEREMHEE

AFBRIZLL T O 8 » [H 71 Jifizk CTHEMi S h i

A=A NZ V7T (SHigk) . ~F— (Shiix) . v FH¥ Ok . KA (6fix) . A1 A7 (7
figg) . w7 (10 fEEk) | RE @ HiE) . OKE (21 HiEk)

ARXE GIAXHE) -
A B PR GRS A B Ry 50 C A T T RE 20 A R SRR I e

SREREAR NI —X:
BHfEH : 20154 10H 1 H %248

TH:21744H 128

Cut-off date :
ISR T AL, 20174E 5 A 31 HOBREOERKT — 2 RXR—RIZBWCHIHRECTH o T1mT —H
ML CWB,

BEEEHE
20174 10 A 24 H
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EEAW

o BERFEZA L TORWIETRERE 265 L LT, S2WICBI D EREDRD K OHERHICEA L T, 5 &
O~ NF K1 B 1EERGOHERICEFRZ 78R 1 B 1 EERS 2 BICEHE 5.

B H 1

o BERFEZA L CORWIEHRERE 264 & LT, 52 I DIREDRED K ORERH S5 24 iz
WTC, B~ ZVF R1HE LERGEEVZ LT RF30mgl A 1 RIESZERKT 5,

o UTOHAIZXTHE~YIZAF RIHIEREETTEREOY Z27/0F R3.0mgl H 1 RELGOR)
BA T 5,
> BECHT

> DIE Y A7 K+

> B EA K ONEEIK T3 o2&/ L
> BAEIED T Y 7 OBESRIRL
> BE L OREBEO QoL M V&I 72 He kg

o HERFEZA L COVRWIERHEBRE 2 x5 L LT, SHEDE~ /LT K1 B 1 B#E5ORZEMEKLOE
KEEZTT7EREONY Z70F K3.0mgl H 1AL L KT 5,

o HERFZA L TWARWIEHERE Z %L LT, 2 HEDE~ZLF R 1 H 1 #5002 #BELO 4
50 A EWiE O R & i3 5,

o HERFZA L TWARWIEHERE Z %L LT, 2 HEDE~Z/LF R 1 H 1 #5002 #BE&LO 4
TR | EWHE O BEM A ikt 5,

o S2EDKEBL N TR END B L AR X —E2HET L0 0EMEE BT D,

BERAE
AGRBR X, PEIRIGZA L TR WIS 2 k5 & Uie 52 R, MEAEAEI D 17 B, 77t
WA, Zhtek. ERSILE, 16 B, WATHMILERBR Th - 7=, RBYFILE ﬁmﬁﬁf@@ 1 3 R
@17)%~/7%W S2 RO G L O 7T BRI OEBRER 5K T% 7 0 —7 » 7 HE» S
iz,

0.05mg | 5 | ' Semaglutide 0.05 mg/d |
[ ) : ] : Placebo i
i ' \
0.05mg ! 0.1 mg 1 Semaglutide 0.1 mg/d :
*{ e RR—— ”7}7 - 2 s ) SRy — — 7I = 2 e S—— ¥':|
H ' H H Placebo =
| | H ' i
0.05 m $ 0.1m ' 0.2m y g Semaglutide 0.2 mg/d
A ng, — g ; g } . g 2/ . :
[ ' ' ' Placebo :
- 0.05mg ; 0.1mg , 02mg , 03mg | Semaglutide 0.3 mg/d _ |
*-l ' |
' ' ' ! Placebo ol
= : : : g5
E 0.05 mg 0.1 mg | 0.2 mg | 0.3 mg 10.4 mg Semaglutide 0.4 mg/d _ | T
c *-I . r r =
L 8 L } T i : Placebo & =)
‘L-) ] : ' ] I %
B4 © ; ; | : H
' ' 1
0.05mg 0.1 mg}0.2 mg10.3 mg| : 1 Semaglutide 0.3 mg/d !
v T v v i
*{ 4 ' 1 I L L >
! H ! H H H Placebo ]
' . H ) . |
o. 05mg'0 1mg!0.2mg!0.3 mg.o 4 mg ! ! Semagiutide 0.4 mg/d | :
*{ n 4 o
- : i i : : ! Placebo i
' 1 !
' 1 . 1 ' '
: ! ' 1 h b
A 0.611.211. s.z430mg' ' i t Liraglutide 3.0 mg/d_ !
[ R - - . _E_SLF ;
A=t ] ' H . ' Placebo 7/ ” Weeks
2 4 6 8 10 12 14 16 18 52 59

*Each active treatment arm was blinded towards placebo with matching injection volumes, but not towards the other treatment arms. A. The
dose-finding part of the trial (part A). B. The dose escalation part of the trial (part B).

WHEBNE, A Xy b N LA E T I T 4 T2 TIREV AT 5 (IWRS) ZRWiZHRE Y
FIZEV, 1BV OREMRES LTE~Z/LF F0.05, 0.1, 02, 03 X% 0.4mg (43842 &H
H) . B 7T K03 3% 04 mg (2088 HEWE (S H &Y  03mg (FA) XX 04mg (F
B 1. VI ZAF R3.0mg BB UI7 TR (HIEITHYT L5 2#%E53% 161
\ZEH 6 : TR 1 OETEIEBZI T I N, BEABRYMFICHZY, WhlTEl L, £t
DPERE LD 710% % B2 WX 5 ERZZ T2, T X TOREREOWEBRE X, %Wéﬁbﬁf%hﬁ
Mo A 1EL, REROHEREENCET 2D Y o) 7 %) T,
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HERUVSBTSIN-HERES -
G 1,336 BlOBERIFZH L T2 W R AR E 2 A7 UV —=0 7 L, &K 963 BlOHERE = H/E%
Bl AT EEHETH T,

A OWRR
Sema Sema Sema Sema Sema Sema Sema Lira Placebo Total
0.05mg 0.1 mg 02mg 03mg 0.4 mg 03mgF 04mgF 3.0 mg pool
N (%) N (%) N(%) N (%) N (%) N (%) N (%) N (%) N (%) N (%)
Screened 1111
Randomised 103 (100) 102 (100) 103 (100) 103 (100) 102 (100) 102 (100) 103 (100) 103 (100) 136 (100) 957 (100)
Exposed 103 (100) 102 (100) 103 (100) 103 (100) 102 (100) 102 (100) 103 (100) 103 (100) 136 (100) 957 (100)
On-treatment at 77 (74.8) 88 (86.3) 87(84.5) 88(85.4) 82(80.4) 75(73.5) 91(88.3) 86(83.5) 103 (75.7) 777 (81.2)
week 52°
Discontinued trial 26(25.2) 14(13.7) 16(15.5) 15(14.6) 20(19.6) 27(26.5) 12(11.7) 17(16.5) 33(243) 180 (18.8)
product
Adverse event 7 (6.8) 8 (7.8) 5(4.9) 4(3.9) 15(14.7) 17 (16.7) 8(7.8) 9 (8.7) 4(2.9) 77 (8.0)

Protocol violation |6 (5.8)  1(1.0) 2(1.9) 329 1(.0) 1(1.0) 1(1.0) 329 429  22(23)
Pregnancy 0 (0) 0 (0) 1(1.0)  0(0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 1(0.1)
Other 13(126) 5(49) 8(7.8) 8(78) 439 9(88) 3(29)  5(49)  25(184) 80(84)

Retrieved at visit ~ 15(14.6) 7(69) 7(68) 8(7.8)  18(17.6) 21(20.6) 987  10(9.7) 20(147) 115 (12.0)
22xP

Withdrawn from trial 11(10.7) 7 (69) 987 768 2200 6(59) 329 768 13(96)  65(6.8)

Withdrawal by 5(4.9) 4(3.9) 6 (5.8) 43.9) 1(1.0) 1(1.0) 0(0) 1(1.0) 7(5.1) 29 (3.0)
subject

Lostto follow-up 549 39 2(.9 329 [1(1.0) 549 219 6(8) 644 3334

Death 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 1(1.0)  0(0) 0 (0) 1(0.1)
Other 1(1.0)  0(0) 1(1.0)  0(0) 0 (0) 0 (0) 0 (0) 0(0) 0 (0) 2(0.2)
Full analysis set 103 (100) 102 (100) 103 (100) 103 (100) 102 (100) 102 (100) 103 (100) 103 (100) 136 (100) 957 (100)

Safety analysis set 103 (100) 102 (100) 103 (100) 103 (100) 102 (100) 102 (100) 103 (100) 103 (100) 136 (100) 957 (100)

Abbreviations: %: Percentages based on randomised subjects; F = fast dose escalation; Lira = liraglutide; N = Number of subjects; Sema =
semaglutide.

#On-treatment at week 52° completed week 52 visit without discontinuation of trial product. ®’Retrieved at visit 22x” completed week 52 visit
after discontinuation of trial product.

PURUIELMEANLE
e ARHRULYE - BRI B B (7 5 20 FIEA BIAAT 5 MRS SV T XEIC L B REA B LR
TWh, 185UE (REBSHN OBM UL, 2 Y —=1 7 kRO KERITK (BMI,
ke/m?) 7% 30.0 BLE, BRSO AZRLT HEYICERTE AR % 1 EAT S (85
EEEROHITC L 5) .
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TR . X7 Y == IR Y a~E S a ey (HbAc) 28 6.5%LL ETH Y 1A 2 Ak
PRIA &2 STV D HERE . HRRIRBERE R E, ORI e T E (TRIRIRRI A V& > [TSH] 23
6 mIUL Zi# 2%, Xix 04 mlUL KL EFR) 20T 588G, 227 U —=700190 HLPIZ M RE
TERIC K DIRREZ T I0RE, A7V —=V THEO VY =2 50 ng/L LA EOWERE, BORIREEEE
I8 2 FEME N SR WA RE G 2 M D BEAL IR ST I IE % A3 D48, 1RSI RV DBETE I 2
BT DMERE, NWEE (B2 7 v o ZREBRE) ISR SN BsOWERE, 27 U —=12Hi 90
ALINIC KIRZ2 R EZE M E S 72 b L D AN L D1 & = T Iod, SVEHR 22 B e O BEE (X
7)== 7O 1L ERTTHIUIIEIR S O ATNEEIRITFFRE S D) 2 F T o988, B
ZEIOATTET 2 BN O K O SMEREE, £ OMOBEEOREE (F]  Fb KgE, PUsPERFEE) O=E
eG4 oE, BRENOREZGT 28%E, 27 V) —=0 7REOIGHEHIMLE : 160 mmHg P
KO/ SAXPEEERIME 100 mmHg UL EO#ERE, A7V —=1 7§i 5 FELUNITEMEEE (7272 LKEE
O B AR SO IA BRI, RY —7 0 ERNEEZRS) 28T 5 IR D & 5 rE, it

Bilid, JREHEL TWD, SUTEIET 5 alRetE D & 2 LB il bl 7ol ik 2 = 1 A b7
WHRBRE

FE G IR  ZRMEOBRENH D EIRBRETERMIVHW LizE, TR SUTROHEN S 555
B, MAEZEID T SNTIEBRED BIER G5 EIC X DIEENERTERWEA, 2BERBEOZK %%
. A RBVI VDN DOIESN L DIEREZT 556, SRR AT IR EERRE D2 4 <) 725

G AVRHIER T A2 2 2556, (RERECD HICWL &7 orlistat, zonisamide, topiramate, lorcaserin,

henteremine, bupropion, naltrexone, GLP-1 52 Z{AVEEhE O HAIHE H SUIHEH . 35 L < IXIBBRE(LIEM N
REE(LOFREMED & D & W L 7= 3EAI DA,

HERE, AERUESAZE. Oy +ES

Y~ 7 VF FESHE 1.0 mg/mL (3.0 mL NovoPen®4 7 — kU v PIZFEH) % FAVC. 0.05mg. 0.1 mg,
02mg, 03mg, 0.4mg (4FMEHAEMWHE) XX 03mg L0004 mg (2 #MEICHEWE) 2R FRRHIC
B, THOWTNDOREE T H 1 EIE T E L7z, 513 0.05mg/H T4 L. 0.1 mg/H £ TH
BL-#%, BEAEICETSETOImg/H &Ml L7,
AETERVWEBEEORIERIEO b Ga, HEEERNZEOE 2 2N TE, 4EEOH
EWIHE I, KOAE~OWEZRE TR T2 220 b L, ARG RE SHEHBAKRGTH L%
A LTz, 2O M EEE CIX, ROME~OEEEZRE 4 FIEHT 222/ L L, FHEEZRE 2
W+ BB 2 2 & 23R Lc, BWERDREHET 256, B a5 1k B E I # il 4 5
DOFHEZATV, EIEO WA T UL, IeRER G2 IET 52 & & Le, BIEMAEICEIER
AR AR L bno b e L,

v~/ F Foay &S (A2IHIR)  EW5G922 (20164 10 H 27 B, 201744 A 27 H. 2017 4F 10
H27H)

BREHA -
52 [

*EBE AERUOESAE Oy FES:

T~ VF K7 Z1RI1E3.0mL NovoPen®4 — b U v DICHEINRE RSN, B~ LF R
ERBRICE THRE SN, 77 8ROMEIL, A S DR EEN TV W EE2RE, RREE~ 7L
F RO ERIC ThoTe, T8RO E Y M (AWIER) : DW5SD550 (201743 A 29 H) &Y
EW5G034 (201748 A 25 H)

U 7 7T RESHK 6.0 mg/mL 1L, PDS290 <A AR (3.0 mL) ([ I /2R Tt &,
3.0mg R FHRE LTc, BIBEEORIEHOREAMZ 5720, U Z 7/VF NiE, 0.6 mg/H THAtA L.
7HEIZ0.6mg/HFOME L., BEARTHS 3.0mg £ THH L, AEWHT, AEOHEMMNEZET
TRV IC oW CIE, TR EIEEM A R 7 B R £ CO®PHOIE R C H W 2 @I L,
TRTCOYWRE XIELE D AT 200 SEBLNICAERAETHD 3.0mglETHI L L, HEILTE
TRV AT, PR ANVRERIR B 5 IR L ISR T 2 ORI AT o 72, B EICELER I Y%A
BAMELRTNERSnWZ e Lz, VT 70 F Fory &S (BR#R) : EP50977 (2017 4
7H 14 H)
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VI 7 NVF KT ERE, PDS290 XU AEAZS (3.0mL) I[CFEE S n/=RETREt S, VFZ 7 LF R
ERBRICE THRE ST, 77 8ROMEIL, B SBREENTW W EE2RE, VI 7 ALF RO
M E R U Chote, VI T7NATF KT T8RO r v NS (AHIE) : EV40042 (201743 A 29 H)
K ONEV40049 (201748 F 25 H)

FEEmESE . Ao

RKE, VA MNEHHE, V=2 b - by 7EMEK, BMI, HbAc, ZENERMEEME (FPG) . UHEHI LY
PEARIAINE, ABE. SEUE C—RISMEE A, BREWEOKRERE QOL L ORIk RE, BEEARI KLY
JEER FERIC X BRI, 72 5 NS SRBRE RSP IR

FRMmEAE . ket

HEESR (M L7IAHOA X MAEEERICIVHE SN D FNIRE LIFICEBR XX [EF4HE
R ONEMT — X WUENLE R ERGNEEND) | FERIE, (KR, B, g, TR &L OER,
OVERIE DER, Uk, ZEMOREERE, BaRBIREE, 220 NCIBET K OEER O~ 7
T KUK

WMETFE -

FEAT ot B4R [ e OV H ]

AFBR Tl 2 D DOfIT RIS 2 5% E LTz,

RRORHTRRER (full analysis set [FAS] ) : HE{ERE|D (F1F ST R TOWRE 25 072, FAS
O#ERE 1L TEEBRI Y T s/ 8Y  (asrandomised) | OFMEIZEH G L7-,

REVMATHSRER (safety analysis set [SAS] ) : {BBREROE % 1 MU EZ T 72T X COWRE 25
Wiz, SAS OHERFE L eI LBV (astreated) | OFHEIZEFS Lz,

FAS #HIME=Y RARA  FOTRTOMHTCTHEA L, SASITLZEMTY RAA » ROT X TOfEHT T

L,

ARBRTIT 2 >0@BIEMME A2 L7,

In-trial BLEHIH - BEEREID T AN OIRBRIEERERE S KB a 27 e b olcHETEERL
7o

On-treatment B : AHEFR L OMRMHEZIRS TR TOZ L RARA  MTHOWTE, RBREO)E
BeENOEREERSETOHME L, AEFRL ROV TIE, IBBREOYIEE 505 BH#K& T1%

7THEM ORI E oMM L EFE LT,

Estimand

AR TIL 2 2D estimand % EF% L 77,

A estimand (de facto) : IBWE~DT Kb 7 70 AZMb 69, BIEAEI A1) ST TOWBR
BB~ VF R1IB1AEGEO7T72R KR 77 0F R 3.0mgllxd 25 52 B% OGN R
DY % ERlbT 5,

M estimand (de-jure) : TEVEAE| D (F1F ST R COWPWBRE (BT, FHE S 7= R BRI 2 @
L CIEERAEID AT S imRafk L2560, e~ 27 AvF R R 1LEERGO T ZBR KRN 770
F R 3.0 mg IZk9 5 52 8%k OIRED ROV %+ ERILT 5,

TIA <Y =2 RARA U FO#Y R URANEIZH T HIREGET /L (MMRM) T & fRE, 3 TOME
FEMT 1A FIVE estimand 2 fit L7z, A FIME estimand % 5FI 951272 0 | in-trial BIEWI 07— & & H
WTI Y RiRA v MERNT LT=, A2 estimand O EEAM 213 on-treatment BREZZHA DT — Z Z FH\ 7=,

T — X DR

HEHEOHERR KON T — & OFRIE 2 DD/ — NMIoriT Tz,

NR—bFA: B NTF FSHEOHRE, BEMEROERMEEZ T 78R EKONY 77 /0F K 3.0mg & g
Ao HERES— B,

N— bk B RN RGN, B/ AT R2 RO 2#E & 4880 Sl O R OBREEEZRE L
- B S— b,
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77 REBOHE

TR ROFRGEIHEFIOBENNZEI DT R,V bA~DEBIIRE SRV EREL, 8 ODR
AT TR RREEAG L, 8 2O T RiEE B DL UCEEMNT & FAROMNT 21T 9 Z LI &
D, ZOREDBYIMEEZRR LTz, 2O DT TIET 7 R0 HAER CREMRZITA SN
T7re 2D, KIEBRRIEREEDOARTITIZ T T REZHE LR UMK, 78R E) OREORE

WL, TXTOAEYMET S RARA > FORibkEHEIZ, 16 DEGH KT 7 B ROFEEIZ DN T

ter L7z,

T4 = )= KA 2 ]
o N—XTAUb S2EETOREDENER (%)

ERHRNE N F )~ RARA b 2

o RN—ZXT A Ub 52 FE TITHRERADF 5%LL 2z L= g oFla

o N—ZT A b 52 E TITHRERAF 10%LL LAk LI giRE oFl&

o N—=ATA b S2AETOREOELE (kg)

o N—RT A b 52 ETO HbA | DELE:

o N—RTF A D 52 F TOEMERIM B E OV E

S HRNMEICBIT A BRI D ) — RiRA v MIABG L LCHEANGBERS N TEY ., Zh
%@%%%xﬁ%ﬁ%ﬁgmﬁﬁbkoL%u%®ﬁ%ﬁK%¢5ﬁEmtﬁxﬁj—i/Ff4/b
X, V=R NEHE, LIEY RAZRT, BEHRET T M2 (PRO) | BEEAIKL OHEEK FEEIC
%%@50 *%h%@%@%mf@oko:ﬂ%@zyﬁﬁ4yb®¢«f@ﬁ%iﬁ%@%ﬁ

TR L7,
AT KR4 > b
o RERHAR T OF EFRORBIEL
oSBT 1 DR HLKE D FE B
o I L OFBEOMETH O, WG, TH & OMBRE D F 5
° AL\ :

o HLVEMZEDERBIA =T
o HfE{E A/ —/ (NRS) A= 7 OEEME
o UFOHRAIZHTLIN—RTA b 52 E TOEL
o X
o MRia%E
o MIEFHIRE (~EZvavry, ~~ 7 Uy b f/McEk, ARMERE, BifmERE, B ek )
o MREAFRE (VT F=v, ZJLT7F o —8, MHRFE, TLr7I0, BEI ALY
VTG T I NT AT TG, TARTEUMT I ) NG RAT =T —8, T
RATZ 7 X =8, FRITAL, HUVTL IV DA TIT—E, V—F WLy b=
>, TSH)
o lTawr 7 HFREMEEFMINE]  (Columbia Suicide Severity Rating Scale; C-SSRS) KO [Z Z
AENLEOERE—9] (Patient Health Questionnaire-9:PHQ-9) (2 & U &l L 7= #&#P AU FEFE IR B
o BEHMRUOFEEHRDOIIE~ T VT RHUK

Aok v RARA b OFEFHRAT

NR=2 T A EE, KBE 1 RO 2 IZBEONTMED 5 BREHBICHIE LI-EE €T 5,

EE (FAM) FFTIE.  jump-to-reference’ ZEIN AL (J2R-MI) 1IZHSX{To72, HF—I2, 77 &REE
DHTEHESNT 52 A OKEREHE (kg 2HVWTHEETVEHE L-, 10, SEgmiser L
NHTRTCORGHORAEZMTET S5 Z LI, FASIZEENAIEHFEOET T —4 (100 ) %
ER LT, BRET—HEy MIBWTT I~V —x v RARA > MR L, L0800
(ANCOVA) E7 V% HTHRENT L7z, #5 =12, 1000 B OMEHTHE R 2 Rubin OIHEIC LV #EA Lz, 52
BEOE<INF FROTZER, VI IAF F30mg ROT T ER, i s oL~ 71T FEE,
RENCTESZAF REOY T 7 0F R 3.0mg BEOZNENDHESHI OV T, BEFZE (95%(E#E X M
[Cl] ) #4277, ZOMFTIE. 7 I BREET B2 HOMMNRKEITH HWBRE LT T B REEDOTE T
ERRRDORE A L, FEEREET 52 WOMEKIAITH 2 958 1, IEREIC BIGR 720 < 2alBRiif 238 L
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T ZERBETHEREIN TN EWIRED T CHISEZITo 72, R AZE U T, &5 IEoRH %
MboT, 2EDO= RARA » bTF—XIZRPMED & 5 77 2 REEOWRE OKISIE, BT — 2 %H
THTTERBEOWREDOKSERETHL EHMEL, 2HABOTY RARA > T —XIZKHEDH 5
FEIEPEOWHRE 1T T T B AREEE U LT,

NR—=FADE=INVTF FOLERAEL 77 BROLELENIZ OV TIE, Dunnett O J5EIZEES < EHEXH
KO pEOFHE T -T2, 73— b B TIXEZEMEORE I TO RN 7,

FEEFNTICEBIT 2 KT — % OREICK LU, 5B Ox L OHEEE O EME 2 RIS 5 720, JEESY
WrasEh L7-, BRMED estimand Z 5t d 5728, X—R2A T4 Vb5 52 F TOREOE(LR
(%) OFEFEMEEA1T 5 MMRM (2 X 2 8T 2 i L 7=,

5% N 10% L AR H—DxT > RiRA v NI P AT 4 v 7 BlEE AW TERGREB 21T 72,
AEGET Y 0

VI I7NF RI0mg YT HEREBDE GO T B VT FHEL, 3507 A—Z THEIN
% Emax BT /VTHEE Lz, ZONTClI, BT LEONTE~ VT ROKEHEOKRERDERD
HEEE K OBy A T8 &2 £ T MY Cidd iz, TAZEERCT, VI 70F R3.0mglllY+ 5kt~
TNF RORABEOHEEM D O5S%EHEXME B Lz, BRESHOELNHEMZMEHR L, Z0OMHE
B RNT 2 48 0 I U320 L 7=,

RET 4y b VAZIZETDEEREZEMNT D720, KERDER %L N10%LLE (=T 1 b
5 52 ET) Rk LR, 1L EO B BEEOF EFRERBELLI-HgRE . BEEEOAE
FRICLVEEZPIE L EBREICBE L CH . RGN 2 £ L 7=,

LV T D= RaRA vk Ofiftr

2IRE LT, Zettof RIFrRdHHEEZ AV CRRB L O Lz, IR, 727 —EB RO A= 4
MMRM % W CTHEGHIENT 2179 2 & & L1z, HERICOFHAIXTE~ 7 vF FSHE CITF £t~ 7 1
F REE) ) IS, BEMROBERTFEICINGD 5O OB~ 7 VT RiEZ2RMICRHMEL, 77
EARBELORY Z70F R3.0mghtL ik L7z (T7ebb, KRBRO/— K A) , 5250~ 7 LT Nt
2REBLIZOFEESZORIMEE 2L T DI2H-0 . ZOFPH % FASE M O & 5 CTHR T 5 28,
FNODENE~ I NVTF RORBEHEE R EHE TOMEICKIET D RG220, 2848504 8
O BB O T A2 R LT ARKRER D/ S— |~ B D2 R OESMHORE IO\ TR R T,

BEBREER

BFRESERUR— /4 VDR
Sema Sema Sema Sema Sema Sema Sema Lira Placebo Total
0.05 mg 0.1 mg 0.2 mg 0.3 mg 0.4 mg 0.3 mgF 0.4 mg F 3.0 mg pool

Sex; females 67 (65 0) 66(647)  66(641)  66(641) 66 (64 7) 66 (64 7) 67 (65 0) 67 (65 0) 88 (64 7) 619 (64 7)
(%)

Age; years 4697 4524 44 37 46 73 48 37 4710 46 07 48 50 46 42 46 63
(SD) (12 80) (12 62) (1124) (12 02) (13 44) (12 05) (13 51) (1122) (12 80) (12 46)
Heighttm  168(009) 168(010) 169(009) 168(009) 169(010) 168(009) 168(010) 168(010) 169(011) 168
(SD) (010
Body 11129 11131 114 49 11151 11320 108 11 109 56 108 71 11419 11148
weight; kg (23 17) (2147) (24 53) (22 96) (26 42) (22 08) (2133) (21 94) (2537) (23 39)
(SD)

BMI; kg/m® 39 13(652) 3960 (736) 4013 (694) 3959(707) 3987(876) 3815(653) 3852(589) 3863(657) 4005(718) 3932
(SD) (703)
WC, cm 116 96 11713 119 06 118 14 119 00 117 05 116 79 116 22 11950 117 82
(SD) (14 63) (13 74) (15 19) (15 06) (16 26) (13 82) (15 48) (13 84) (15 89) (14 91)
SBP, mmHg 126 53 12732 126 70 129 31 126 60 126 57 126 30 130 56 128 05 12757
(SD) (14 11) (13 41) (14 39) (1333) (13 58) (15 28) (14 79) (1397) (14 42) (14 17)

DBP, mmHg 7925(914) 7981 (962) 7990(972) 8183(895) 7935(973) 7946(918) 7915(939) 8076(871) 8107(865) 8010
(SD) 922

HbAi,, %  551(035) 545(043) 541(039) 551(038) 547(042) 548(041) 549(042) 553(038) 554(038) 549
(SD) (0 40)

Abbreviations: BMI = body mass index; DBP = diastolic blood pressure; F = fast dose escalation; HbA ;. = glycosylated haemoglobin; Lira =
liraglutide; SBP = systolic blood pressure; SD = standard deviation; Sema = semaglutide; WC = waist circumference; % = percentage of
subjects.
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BEDORER

T34 Y—TIFRA b+

o BIRE LT, XR=ZXT A4 06 52E TORERDE (%) X, B~ LF F02mghELT 0.3 mg
HETEOLTNIHEL TV b0, HEDOEINIEWRE LS iofe HEEM : B~ 7T K
0.05mg. 0.1 mg, 0.2mg, 0.3 mg & 0.4 mgfE TENZLI-599%, -8.62%. -11.60%,
-11.17% % 8-13.84%, B~ 7 LF R 03 mgF X O~ Z7/LF R 04 mgF # TENZI-11.38%K -
1629%, U 727 /F R 3.0mg#ET-7.76%., 77 EHREET-2.29%) .

o LT TIE. N—=RTA Db 2WME TORERDER (%) (&, 7T BARFLLELTEYZLF R
SHET X TORFCTREHNICAERICRE ot

ETD [95% CI]  p-value

Sema 0.05 mg - Placebo Pool | -3.70 [-6.55;-0.85] 0.0055 —e——
Sema 0.1 mg - Placebo Pool | -6.32 [-9.16-3.49] <.0001 e
Sema 0.2 mg - Placebo Pool | -9.31 [-12.15;-6.46] <.0001 [
Sema 0.3 mg - Placebo Pool | -8.88 [-11.72;-6.03] <.0001 —e—
Sema 0.4 mg - Placebo Pool | -11.55 [-14.38;-8.72] <.0001 e

16 14 12 -10 -8 -6 -4 2 0 2
Estimated treatment difference

ETD: Estimated treatment difference, Cl: Confidence interval. J2R-MI: Analysis of in-trial data

with missing observations imputed from the pooled placebo arms based on a jump to reference multiple
{x1000) imputation approach. Week 52 responses were analysed using an analysls of covariance model
with treatment, region and sex as factors and baseline body weight as covariate. Dunnett<s method

was used to adjust for multiple comparisons.

R—=2F 4 b 2BEETORERDE (%) —BRIEREMT (X—F A) —ANCOVA—J2R-MI—
forest plot—FAS

o KEIZBITHEI/NTF FOFHEREL Y T 7 0F F 3.0 mg BEOREOHEEMEIX 1.77% (B~ 7 LT
R 0.05mg) ~-6.08% (t~7Z7/LF K04mg) OFPHATH 7z, N—ATA )b 52 F TORKRER
DRIT, VT INTF R3.0mght L i LC02mg bl Eotv~ 7 vF KoK HERE CREIICHEIC
R&Eho7=,

o R—Z T A LB 52 HMETOREBARIT, B~ LF F04mg Tl 48EO & (-13.84%)
L L C2lmo I EWE (-16.29%) THRETICAEBEICKRE hoTe (BEEDOHEEE @ -2.45 [95%
CL: -4.76;-0.13] ) ., E<=Z7/vF R 03 mg CIIHEFHNEDEWC L 2 A EZITHEO biLeroT,

FLHREN AT IV FRA Vb

WERHACET 5 /XT X —X

o 52K 5% EAERK LI HRE OFIGIE, HEOHEINIHENE LS 2D Z OHIPHIX 53.50%
(E~ZLF K 005mg) ~82.52% (~Z7/LF K04mg) Thol-, KEHELD 5% EOERIZEET
HA Y R, I RRBLEBRL T~ AF FOTRTOHER CRIHNICEEICE -T2,
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ETR [95% CI] p-value

Sema 0.05 mg / Placebo Pool 3.88 [2.147.03] <.0001 i

Sema 0.1 mg / Placebo Pool 7.00 [3.81;12.85] <.0001 e

Sema 0.2 mg/ Placebo Pool | 10.07 [5.31;19.10] <.0001 ]

Sema 0.3 mg / Placebo Pool | 13.94 [7.19;27.01] <.0001 e

Sema 0.4 mg / Placebo Pool | 15.93 [8.17;31.03] <.0001 " |

Lira 3.0 mg / Placebo Pool | 6.58 [3.59;12.06] <.0001 P

T T T T T T
1 5 10 15 25 35

Estimated treatment ratio

ETR: Estimated treatment odds ratio, CI: Corfidence interval, J2R-Mi: Analysis of observed in-trial
data with missing observations imputed from the pooled placebo arms based on a jump to reference
multiple (x1000) imputation approach. Week 52 responses were analysed using a binary logistic
regression model with freatment, reglon and sex as factors and baseline body welght as covariate.
Treatment comparisons are not adjusted for multiple testing.

R—RFAL )b 52 BE TITERERDE 5% L2 ER L-HBRE — T OS—b A, 77 8RE
L DOHE) —uPRT 4 v 7 EJE—I2R-MI—forest plot—FAS

o (KEJAD I 5%, EDEMICET DAY XX, UFZ 7 NAF R3.0mgltL ik LT 03mglh Eot~ 7
T ROF R ERECREHICEBIC@Em 2T,

o 52 MEICARENRV R 10%LL 2 #Ek L oA, AEOBIMIttnm< 20, £ ofmEE
18.94% (L~ Z7/LF K 0.05mg) ~64.61% (E~Z7 1T K04mg) Th-oiz, EEBEDE 10%LL LD
BERRICEIT D4 X%, 77 RBEE R L T 01 mg 282 5~ LF RO HER CHRINICH

BlZEmhrotz,

ETR [95% CI] p-value

Sema 0.05 mg / Placebo Pool 2.08 [0.97:450] 0.0610 ——e—

Sema 0.1 mg/ Placebo Pool | 514 [2.53;10.46] <.0001 F———e—

Sema 0.2 mg/ Placebo Pool | 11.33 [5.58;23.01] <.0001 R |

Sema 0.3 mg/ Placebo Pool | 12.20 [6.02;24.72] <.0001 et

Sema 0.4 mg / Placebo Pool | 16.29 [7.98;33.28] <.0001 ——ae—

Lira 3.0 mg / Placebo Pool | 4.59 [2.25;9.39] <.0001 f——e—

T T T — T T
1 5 10 15 25 35

Estimated treatment ratio

ETR: Estimated treatment odds ratio, Ck: Confidence interval, J2R-M:: Analysis of observed in-rial
data with missing observations imputed from the pooled placebo arms based on a jump to reference
multiple {x1000) imputation approach. Week 52 responses were analysed using a binary logistic
regression model with treatmert, region and sex as facters and baseline body weight as covariate.
Traatment comnarisons are not adiictad for miltinla tectina

NR=Z2F A ) 52BE TIARERDR 10%L EZ2ER U 5BRE — T (3—FA, 778X
HLEOUR) —uPRT 1 v 7 [EF—J2R-MI—forest plot—FAS

o (KEHADF10%LL EOFEMICEHT 24y XX, VI 7 AF R3.0mglEL i LT 03 mgll Eot~
T NVF FOE &R CHREHICARIZE N> T,

o B~ NTF ROKETIH, R—=AT7A 005 2BE TOEREORDE (kg) 1T, FAEOHEIMIEN
K& pol= #H : B~ 27 /LF F 0.05mg D-6.66 kg~t~ 27 /LF K 0.4mg D-15.15kg) , KB
# (kg 1. 7T EREE (15.15kg) LEHEBLTE~ZAF FOTRTOMARRECHREIICHEICKR
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<, UZZ7NVF R30mght (847kg) & LT 02mgll LD~ 7T ROKHERE CTHAHH
ICHRICRE o T,

o N—=ZTApb 52HETO HbAlc DX T (HEEM) (X, X TOR~ZLF FOMEOHIET,
HEOHINCEWRE ooz (B~ ZAF F0.05mg: -0.13%~t~ 7 /LF K 04mg: —029%, VU
T I7NF R3.0mght : -021%) . HbA DK F&EIX, 77 B4R (0.01%) Lkl TE~vZ7LF R
DT XTOMHERETHAICAEBEIZRE o T,

o N—RTA LD 52 ETOEMFFMMOIRT HEEHE) X, FXTor~7AVF ROMEOH
PHC, HEOHEIMILENKE L o7z (B<Z/LF K 0.05 mg#f : -0.29 mmol/L ~&~ 7 /LF K 0.4
mg#f : 043 mmol/L, VU 7 7 /VF K 3.0mg#f : -0.35 mmol/L) , ZEMFHFIMBHEDIK FEIXZ, 77 &R
#E (0.0l mmol/L) &IHEIL T~ Z AT FOTRTOMERH TRIATICAERICKRE DT,

REMDOHER -

AR DO BRI ZEVEORERIILL TO LB ThH 5,

o S2 M OEEMM S, FERFEZA L CTORWIEHERE IZBW T, B~ 7T NILRMEICMEIT R
SEBFMETIERHFTHY , BROICEEELOREET 1 7 7 A Vit GLP-1 Z B AEIEEN K & [FEET
HoT,

o HERLOBIMEIL, B~ VF F il : 90.3%~96.1%., 5412~7427 1:,71000 A « ) DOHE
OEINZENEL 72, 7T RBEEEE L TT_XCTOHER TR -7 (78.7%., 4845 11,/1000
AN-) o UF7LF F3.0mgHETiE, 854%DHRENAEFREREL LT (5745 1F,1000 A -
), HEBIKREFELEBEIE O 7 2R EOETIEICHBEEOHESFRICERNT LI HLOTH -
776

o HEMAEFRLERI L WBHRE OEE L OB H -0 ORBHET, B~/ AV F FOFAED L
(CHE 22 o AR Y S mix s bl (FE  4.9%~12.7%. 66.4~213.3 {4:,71000
A 4E) , BEAAEFRENRLEHEEICROONEOF, B~ LT R 0.05mg it (12.6%., 170.7
71000 A\ « ) KOE~Z7VF K 04mgfE (12.7%., 213.31:71000 A\ - %) Thotz, B~
F ROEHBERICEIT 2HEERATFROBBHELIL, 77 2R (8.1%. 121.3#£,71000 A - 1)
CRBEETHY, VI NLF K3.0mght (3.9%. 47.41F,71000 A « ) LB L CE-o T,

o KiBATIZE~ 7T F04mgERED 1 BINIET LTz, Uaggiirs Cid. BIEAEL & o7z 21k
EERAERFSR (BBMINEE LK OWZ%R) PARE Sz, b 0EERAEFGIL. IRRELER
IZE D DT HIREREE & ORIEBIRIT RV & HIE S Lz,

o HEFLIZLVIRHRER G2 RN IE L72RE 0BG I L TR o723, B~ 70T ROHE
DML - TEL R AHEB AR SN G : 3.9%~14.7%) . £7=. 77 BREE 2.9%) LE#kL
TIRTOEYIAVT ROHER CTRN>T, AEFRICEVIRBRER G2 R Ik Lo o
BEZ, VFZ 7T R30mght (8.7%) EHEEL T, 03mgll FOv~ 7T ROHER CE»-72
N, BT R04mghE (14.7%) THEENP-T2, £, ZOEEGEF, B 0F R 03mghtl kb
LT~/ F RO3mgFRETELS, B~/ AF R 04mglEL i L CE~ 2L F R 04mgF LT
I3RS

o WEMRSFOBMEEDOAFFEL LRI L RGOS KA R &H 720 OB HIL, B~
TNTF RORABEFEIHEM L P 0 62.1%~82.4%. 1526~3325{4,71000 A - 4F) . 77 & REE
(382%. 811.41%,71000 A « 4E) L H# L T~ LF ROTXTOHEF TEN-7Z, 03mglLT
DEw I NF RTXTOHEHTIE, BBEEOAEFEZORBBEITY 7 7 LT K 3.0 mg #f
(74.8%. 2427 1£,/1000 A + 4F) L E#E L TR 7228, B~= 2 F R 04 mghE (82.4%. 3325 {4+
1000 A - 4F) TRV 70T R3.0mg L L CEMhoTe, BIBREOREEROBIHELEIL,
T~ NF R 03mglt L L T~ L F K03 mgFRETHEL ., B~ 27 /LF K04 mgREL iz L
TE~ZNAVTF R 04mgFRETIRD o7z, &bEBEICEO bNICHBEEOFERES RBHE O
V) 1, B, R, EREOELTHY, WINL T TR LKL T~ /LT FOFHE
BERONY Z 70T K 3.0 mg BE T ORBUEE IX&E -T2,

o FLMTET D EME CIE SN EORHE T, B GHEFICH O ZRE NI R o 7o, [AIERIZ NRS A
a7 TRl L 72 B O BEEE I b & SR EW I e o 72,

o HFEFEEICIHE T H A EFFREZ R LIERE OFIE KA R & 72 0 OB HITE~ 7T R
OREOHEIMZENE L 2o 7= (G : 1.9%~5.9%, 18.8~5821F 1000 A « ) , B~ AT R
03 mghE (2.9%. 474151000 A - 4F) KON 04 mgHE (5.9%. 58211000 A - 4F) Tix, 77 t&
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REE (3.7%., 379171000 A « &) LB LT, MO OFEROBENFEEH -0 ORBMEITZ 0 -
2o VT 7NF R 3.0mgBECIIMAEEEICEET 2B EFHGIIHRE SN ol

o (KIMKEIX ADA DIRIMBEDERIZ LV I iz, FF 53 6l 86 D RIMBE N HAE S v/ (Bus H &
RN O BREZ G e)  IRIMBEORHHE T~ 7L F RO HAEOEINIE VDTS L=
(EPH : 1.0%~8.8%. 10.0~97.0 {1000 A\ - ) | 7FEREE (59%. 136.5F,1000 A - ) Kk
NY Z7VF K3.0mghE (3.9%. 37.91,71000 A - ) &Lig L CHERZEX 2o, ERRK
MBE XS S ho Tz,

o BFFT 926 111 HEOREAPFEENHAE X7 (SOl A Bl L O Rt 2 &de) . BRERE LT
PR DEE M OHAIREE H 720 OB T~ 7V F FOSEREHEERTIES X R"HY ., HH
D7 FHEARAF ) 72 AN X Tr DR DN o T2, FEBL L 7B OEIE K OV EALFE 372 0 O R B 50~
TEREER R 77 VF R 3.0mg Bt & FRFREThH -7z, C-SSR LT PHQ-9 & FHZE CHEAM L 7= K#iy
IR EFER BB O FEAR T G IS B e 221X R hr o e,

o TOMOREHOFERSG (k. MEE, LMFREE, 0 REMEREES, B4y, BEE, BRI
) (2o TiE, o AEEKENZERITA LT, BEGHEICEERZLRD Lo
776

o N—=ZXFA UMb 52HETONRMEOEMNE HEME) X, 77 AR (-0.86bpm) & i L T,
0.1lmgll EOFTXToOe~7 VT ROMHER G : 1.88 ~3.46bpm) THEIZKEX o7, B~/
T R 0.05mgBE (-0.33bpm) KOV T EAREE (-0.86bpm) TiE, MRIAZLDOHEINE (HEEME) oW
T, VI 7VF R3.0mght (2.63bpm) & DMICHFARAEENRD LNV THORGEETYH,
ER RO R & 72 2 DRI RUTRE O b o 7z,

o R—=ZAT A )b 2EETOY AN—EOHME HEEM) X, 77 8AREELEKE LT, B~ LT
ROT_XRCORBERTHEICKREN>T2, B ZALF R005mghtt <~ 27 LF F 0.1 mgRETIX, X
—ATA D 2EETOY R—FOELEITY 77 VT R3.0mghE L i L CHEIL/ NS o T
N, o~ VF RORABREICOWTIE, VT 70F K 3.0mg BEOMICHFAIZRAEZITRD bR
o7,

e 0.lmg A D~ NTF NOHEBRETIE, X—AT7A4 05 2BEFEFTOT I 7 —FOHINE (M
EE) 17T REEL Y RE DT, T_XTOEIAF ROMPERL Y T 7 LF K 3.0 mg BFEDORBIC
AN OPA SN d E VA AN

o WERBALAEG 28 W, B~V F FOBEHERELDY 727 0F R3.0mg HETIIN—XTF A ALt
#: L C ALT L OV AST MK T Lz, 28 LRI, ALT KON AST idBBEeia—1E ThH D5 H Tk Bri
MEZBRLCELIET Lz, 77 BARETH ALT OO ThRIETARDONEN, KTEITIT &
REEL L T~/ AT ROKHERCHE Ch-o7 (5 0/ H BARIFH 72134 57z
V) . T EREEO ASTITRBHMZE L CBBLRLEL TBY, B~/ VF FOKHEREL DY
FIUNTF R3.0mghEE B0 | K TIFERD LR T,

o WTHOEEFIZENTH, X—RA T4 VD HEGHKTRE T, MR It o AL 7Rk
BT A — IR & 72 5B LITRO o Tz,

o AFMBHIMHIZHIE~ 7 VT RHURAZIEL L 72 13580 b LT, SR MRS OFBUT T 5 %
BMINTRNT EREMT BT,

e T~/ NTF K03mgF ROt~ 7/LF K 04mg FOHEWHEE (KBRO/X\— |k B) TRHARMEORKE
RIFR 200 THY . BEEEOREERLNGRIEE GO ILICE > - A EFROFEHE X,
T~ NF R 03mglt L L T~ A F R 03 mgFRETHEL ., B~ 7 /LF K04 mghEL iz L
TE~Y I AT R04mgFRECTIRN 72, L7 T, ABRO/N— b BIZE L THIfg s imIdfs b
o,

fEEm -
o I NFROEEIZLY, 02mg K N03mgDHBRTOINAREHNH 7= b 0D, HEIZHE]
LTe_—=RAT A 0D 52l E TORERD DA LN,
o TTRRELHELT, B/ NATF ROTRTOHER CHRERDRIIRKE hotz, £, VT
IAF R30mgREL i LT, 02mglh Eov~ 27 F RoMAERECIIERERBDRKIZTKRE o
77
o &< ZNF KN 04mghETIE, 48O MEEEE S i L C 2880 H Sl s CRE R
IREMNSTZM, BT R 03 mg B CIIAEMEEICI 2 ETRO LN -T2,
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o 52T 5%LL E LN 10%LL EORE RV & Bk U 7oA L. AEOBINCENEZ L 2o
oo REBAD VAR E—DA > XL, 7T RBELHEL T, B~ LF ROTRTOHE
B %LU LEDORERD VAR Z—) XL 0.1 mg 2225 HERE (10%2L_EOKERD LA
Ry H—) THEIZEL, £, VI 70T R30mglt ik L <, 03mglh Lot~ 7L
RFOHERE (5% O 10%LL EOERERD L AR H—) THEIZEN>T-, 528812 5% Lo
RERBAD VAR E—L 725 2 LB TPHIT 5720 0B ORERD OSITHABKRENTHY |
ZOTFRATREMIT. 16 X 12 8BS X 0 20 BB S OKRELENT = OHFNE N EEZ B X
776

o KEBIZHV, TR MNEAFHELOFREHELE N7 A —%  DifE Y A2 K1 & O PRO IZ
BOTHELWERRBD Tz,

o I NF RIIBLTHE2ZEMTRITROLNT, BZEMEAOZ 27 27 7 4 /41X GLP-1%
KEFIFED 7 7 22 CohETCIIGonmR e MRRETH 7o, AEFR, FHEEOR
EHEG BBRERGOTILICE T FEES, LOREFEEICEET 2 HEEFLORIEL T, &
<~ NF ROMAEICHFLTHEMLEZ, B~ Z0F K04mgBETIEY T 7 LF R 3.0 mg BE & Lok
L CHBEEOAEFRLORGH ILICE > TEAEFROBIBEN G LT3, ZOIENTY 7
VT R 3.0mg L R U TRET RE 2D b o7,

o A HEMHNEICE LT (KEBR—FB) | B AF F03mgFHEATE~Y LT R
04mg FHETIIHERIIR 22D THY, HBEEOAEFEFLLNERER GO ILICEST-AE
FROFEBBELIL, BNV F F03mghfE L T~V F R03mgFRETHEL, BEv LT
RO4mgREL IR L TR~ AT R 04mgFRETIED 72, LIz - T, KRB/ X— | B T3,
DAEMEICE U MR ERITE N ho T,

AFRERIL, ~V R ES O 2013410 H) . GCPIZEHT 5 ICH A K742 (199646 H)
EN ISO 1455 Partl }2 U Part2 72 & TRZ FDA 21 CFR 312.120 % #45F U C M <7,
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2.7.6.10  NN9536-4382
2.7.6.10.1 ERREABREIE

BERIKEEDR

Novo All¢, DK-2880 Bagsvaerd, Denmark.

Novo Nordisk A/S, Clinical Reporting Anchor and Disclosure (1452);
email address: clinicaltrials@novonordisk.com

BUH
B FIESHE~ 7 vF K 2.4 mg

BRES
T~ 7 F K, NNCO0113-0217

EXER ID : NN9536-4382

clinicaltrials.gov identifier: UTN-UI1111-1201-1629

NCT03811574 Japanese registration number — JapicCTI-194598
Paediatric status:
NA

REEDIZE -
W7 U7 NOBIKE X IIEMERE 255 & Lzt~ 70T Rl 1 RSO E K OV 2

BERERRRB KR VERERE

AT T D 2 [ ETEM SN (A7 Y —= 0 7 R OBEEZRE Y 11T 0 S ki)
° E[ZIK 22

o FE[EH: 6

NRXE (GIAXH) -
A B PR G BB A B 50 T T BE 20 A3 SRR I e 0,

EERAAR - MHENTI T —X -
B#AH : 201941 H 21 A 55 3a F

BTH (FZ) 2020411 H20H
BRI T Ik H : 20204F 11 A 20 H

Cut-off date :

AR S ZH8H L TV DRI, 2021451 A 19 B (Bt~ 2 v F REURICET 27 — & 2Br<
BT —H) | 202141 A 25 HEER (Bt~ 270 F REURIZBET 527 —%) KUV2021 44 A 14 AR (7
— 2 _X—R[EEHONBAENEREICET 27 — 2 8H) OKRT —# X—RZBWTHIHAETH 72T —
HERMLTWD,

(D) T—=F_R—=ZEEHIF20214E1H 19 THY, T—F_X—A[EERICEELE Y =2 — K%
BHdE L 7=,

WMESIERE
202144 H 20 H

RKABOMENE R R TR

AW 3afiiBRIZ, B~ TF R24mg DR 70/ T 20—EE L TER SN, RRBRTIX, 2 80p R
WEAT D XIEAESRVET U7 NOBERESUIEHERE 255 L LT, 1n ) —ZfRLEEFER Y
RIEEN B OB A2 MBhREE LT~ VF K 24mg KON 1.7 mg il 1 [l F#G12 & B IRERED
DOAREME LR O 2t E 7T 2R L g Uiz, SRBRICEHE T 2 5 O FEE LT HR1I2, T X TOHBRE
WXL TCREBOY 27 EXRXT 4w MIOWTHBZITO, BRI DL OREZIIE L, #ERE L& E Ok
B 72 BARIZHE N TRBRIKIEE ORIR DM %25 1T 72,

B#y., [T RKRA 2 bRV XIE estimand] . #ETFE -

BHMRUIVERSAU b

AHRBROEHEAMEL ORI BRIZ, CROOENEZMRFT272OICER L= FRA U MEEbITR I
\ZRT,
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K1-BHWRUIVFRSA b

HEY

TV RRA |

EEEH

TIA= V-V FRA |

WARE TR E 2 xR & LT, hu U —%iHl
fR U 72 B K OB IRTE B & O NS k3 2 A Biis
LLToOE~Z VT R 24mg il 1 B FEEDORE
T 28R e~/ VF R TR ELET D

o NXN—2TF A4y (0#) M5 68EDIKEZLE (%)
o 6RIEICLA T AR LI-#BRE (13, W\Wink)
R=2TF A (0#) 75 5% EDRERA

BREE R ORI VAV — FRAL Vb
(# : WEERI > FARA 2 1)

o  O8WICLLTAER LIZHRE (13, W xR)
o N=Z2TAr (0H) M5 10%LL _EDKERD*
o N—=2FA4r (0H) 2D 15%LL LD RERD*
o N—=2FA4r (0#) 2D 20%LL EORERAD
. UTFTOEHDRX—=AF A (0i) 76 68FFETHE
1t :
o {K&E (kg
o BMI (kg/m?)

BIREY H #Y

I~ —xz RiRA b

W ARE X TR 255 e LT, e U —%H|
(R L7 B3R OH REB B OB 2 Mibh#is
LLTOE~ZVF R 1. 7mg # 1 [HE FTHEOKRE
WX AR A~ SN TF R TR & T 5

o XN—2T Ay (0#) 1D 68EDIKEI(LE (%)
o O8WICULTZER LI-giE (1T, VWi k)
R—=2F A (0) 75 5%Lh LDk ERD

BRI EOHERED XY — FRA Vb
(# : BZER— > RaRA > 1)

o  G8WICLATAER LI2ERE (13, W R)
o WN=2FAr (0#) 75 10%LL LD IRERD*
o N—=2FA4r (0H) 2D 15%LL LD RERD*
o WN=ZFAr (0H) 75 20%LL EOKRERD
e UTOHEBEDR—2T7Ar (0i@) 75 68ETHOE
1t -
o HE (kg
o BMI (kg/m?)

PUFOmEBIZDWT, @R E IO 2 k4
ELT, AU —%HIRLAFLOHKGTERED
ISR T 2 MBEE S L'~ 7 VF R 24 mg
W 1EE TR0 REE~ VT KT TR ELL
95

o KEIZBETHEOMDT 7 7 & —

o EMH

o NMERY R RHT

o [ERMT 7 hh LG (COA)
PUFOmEBIZDWT, @R E IO 2 k4
ELT, AU —%HIRLAFLOHKGTERED
ISR 2 MBEE S LCo'~v 7V F R 1.7 mg
B1EE FTREOR 2~ I VF RS I7RE
[ RV

o KEIZBETDEOMDT 7 7 & —

o EMEH

o DIERY AT KT

o [EERMT U N AFH (COA)

BRI R ORI v Y — 0 KRS Vb
(#: BEET Y RBA 2 )

UTOHEBEDORX—=2F 14 (0#) 225 68 E THOZEAL

o  WMETHREEE LBROPSELBAMEELRE LIy =R
NEPHE (cm) #

. HARE %2 (JASSO) RATDIEMAERET A K74
THRESNEZHETHELEZY =X MNEHE (cm)

o CTAX v CTHIELZ-ANIREMER (VFA) (%,

cm?)  (AARABEERE OV 7 7 v—7F)

HbAlc (%. mmol/mol)

ZEHEIREIAESE (FPG)  (mg/dL)

ZEREREMIE A > A Y > (uIU/mL)

IAE I+ (mmHg)

PEBRIAIME (mmHg)

JEE 7 =2~ 7 AL (mg/dL)

o Mol A5 o—)L

o mEEYFRZL XY (HDL) =L AT7a—)L

o REEYFRZ /Y7 (LDL) a2V ATRr—/L

o MBEKHEVURZ LY (VLDL) L AT o—)L

O

O

WG
MU ZUEY KR
o EIREE CRUSHESX > 32 (hsCRP)  (mg/L)
o  TTRAI)—FUTEMLRTIHIE-1 (PAL-1) TEME
(AU/mL)
o Short Form-36 (SF-36)
o HFHEED AT
o  HE&EEMRE (HK) oRaT
o ROFEH DA T
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o  EERMRREED AT
o I&EShoxar
o HEEIEHRED A a7
o  HEEEIKRE (M) oxay
o LORFEDA=T
o HEMMEOY~ Y —2xaT
o EMMMEoOY~ Y —Aa 7T

. Impact of Weight on Quality of Life-Lite for Clinical Trials
(IWQoL-Lite for CT)
o  Physical function score
o  Physical score
o  Psychosocial score
o  Total score
68 WIZLLUT &Rk L7 (130, VWi z)
o  HIRHERED R T (SF-36) DL AR & —ILHE
o  HRBERE (physical function) O A =27 (5IHH)
(IWQoL-Lite for CT) D L AR ¥ —FEE
N2 T A R 2BBER A BT HHRE B TS, LT
DHRHIE D o F Y =2 RRA b
o ORMWICLAT AR LIHERE (1T W\ 2)
o  HbAlc<7.0% (53 mmol/mol)
o  HbAIlc<6.5% (48 mmol/mol)

W ARE X TR 255 e LT, e U —%H|
(R L7 BT R OH REB B OB 5 MiBh# s
LLTOE~Z AT F24mg il | B TG D24
MR OABEEE~ VT KT TR L T 5,

RE ST IEF R E 255 & LT, pu Y —%il
[R U 7 £ 2 e ONBy IR TE B B o0 B N2 63— 2 i B
LT~ VF R 1. 7mg# 1 B F&ED L4
HROBEMEEE~ VT R7TvR L BT 5,

o N—2TF 4 (0) 15 TSHEE TORREEREE T
HEHES (TEAE) DOIEHMK

o N—2T74r (0H) b TSHETCORERAERSL
(SAE) DI&HM%

o R—ZTFAUNE T5EETORBEEE T TRRLE
K72 ST B e TE R E AR IR DR B A5 (=2
T A R 2 BUWEIRSE & 2 HERE IS O A )

e UUTOHEDOR—ZT Ay (0) 25 68 HFE TOLE
1t -
o W%k (bpm)

75—+ (UL)

U ,—+¥ (U/L)

By b= (ng/lL)

QTCF fiif@ (Fridericia ¥ CHiIE L 7= QT IR,

msec)

O O O O

BRI EH

BRHTY FRA Vb

UFOEEIZOWT, R E X ITIER RS % k5

2o m ) —Z IR U7z & OBy R TE Eh & oD 53N

kT AmREE LTO®<v 7 F R 24mg BROY

1.7mg 8 1 B FHREDRE I VF KT Tk

R ol i R

o REIREOIREE

o I K ONEE B8R k3 5 SEA ook A

o ROFERFIE (OAD) O (R—RT A L
(22 TR PR & AT 9 2 kBRI )

o ARG ORI

DIFOHEBADR—2F A4 (0i) 75 68BETOE( !

o  BERFOSME (EFIMPE. pre-diabetes, 2 %R
i N R T A BRI 2 BUBERIR & & T O R
FHOHwEM)

o KEEHK (FE, £EAL, HE
JEEETH (&, £ERL, HE)

o PHH OAD (B, £FAL, H&E) (R—2x74
VRRIZ 2 TUBEIR IS 2 3 A EERE \C O A )

o N—2F Ay (0l) NnD 68 E TIZMIELED i)
SINTRBPEOE 2 BN IE L7-8RE (120,
Y-S

o EEEARIY I SNTIBBREOR L A RN IE LR
# (GH)

Estimand

FRHINTHIE L7z 2 DD estimand (JEHE Tt estimand M OMEAR estimand) (2 DW T, BARMEICEET 2= K
KA bR L7z, 25O estimand (£, B~ 7 /VF K 24 mg i F&GOBEFEDRICONT, 205087
HHmE D HEER B EZMRETT A DICHE LT,
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F % estimand (JG9% J7 1 estimand)

F % estimand [, T X TOEEIEZE Y (T SHIBERE TSN T, IGREA~DOT R 7 7 A KOO
B (REFHEEUIHEAR TN OBtsIcEL LT, pu U —%2#IR LB O KIEEEOEIMIC
KT HMPPEL LTCOE I AT FOT T RITHT D 68 ML DIGHFEDROEYEEEBNT D,

B VK] estimand ({X4E estimand)

B estimand 13, X CTOMAELEIY 1 SNIHERE B W T, MOPUIRETEE (REE B K OV &
BT ZBREAT D Z &<, FHE SNZIEBRMIRE 2@ U CIEMEAEI D 1) SRl E ke LT-58
D, Fr U —xHIRLCRFE L FRESHEOEIMIGT 2MEEL LTOe~ 7 VF FOT T vRITKT
% 68 W1k DIGHEN R DY) % E &L T 5,

RERAE

AFRERIT, 2 BUBEIRIE 29 5 XUEA S VIR IR E U IR E 2 MR E LT, BT K 24mgill 1
B TR e~ VT K7 T vRE 1 BIESRLNCE~Z7 AT R 1LTmgi# 1 [B% TR L~ 71T R
7R | BEEA T D, 68N, MIEAEIV T, HEM., I T EARRR, 48, WATHME

e, Shiax dLFE, EERILFRRBR TH -7,

400 Bl DR E SUIRERHERE 26t & L, v U —% IR L7285 &k O ARG B E O Nk 2 #iBhik
BEELT, BT R24mg, B AF R 1 TImg X7 7REZH 1 BFEG53 550 E Lz, HBEE
DY AT ZERA D720, B 70T R 1L TmgEL 24 mg BETIE, 210 12 8 RO 16 BHH O H &
W A & B SRR T 7o, RS IS C L MEFFHE CTH 5 24 mg T 1.7 mg D@ 1 Bl 54 Z 4
2 S2 A ROV S6 . 683 (FeEHET) FTHEREL 72, PURIIEDNRRED TR Y + v aT U M
ICEBISND LD, B AT ROFEFHOR S ZZBE L T, ZeMFHMiO 7D OFERE R (RERE

T) FEERT O TEBICHRE L,

HER VBT SN HERES
400 BINEVELE D AT SN D K ORI STz, 3THIN A7 ) —=0 7 %% F, 401 B ELEAE Y 1T
AL, 400 BIDSTRBRIER B A2 T T2, BEBRE D RBS%NREBETE T L (F2) .
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x2 WEREBDRNR—FT N TOWHEKRE
Sema 1.7 mg Sema 2.4 mg Placebo Total
N (%) N (%) N (%) N (%)
Screened 437
Screening failures 32
Withdrawn before randomisation 4
Randomised 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)
Randomised in violation of incl., 0 4 ( 2.0) 3 ( 3.0) 7 (1.7)
excl. and/or randomisation criteria
Exposed 100 (99.0) 199 ( 100) 101 ( 100) 400 (99.8)
Analysis sets
Full analysis set 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)
Safety analysis set 100 (99.0) 199 ( 100) 101 ( 100) 400 (99.8)
Treatment completion
On-treatment at week 68 (treatment 93 (92.1) 186 (93.5) 98 (97.0) 377 (94.0)
completers)
After at least one temporary 7 ( 6.9) 16 ( 8.0) 6 (5.9) 29 ( 7.2)
interruption
Attended end-of-treatment visit 93 (92.1) 186 (93.5) 98 (97.0) 377 (94.0)
without permanent discontinuation of
trial product
Trial product permanently discontinued 8 (7.9) 13 ( 6.5) 3 ( 3.0) 24 ( 6.0)
Primary reason for permanent
discontinuation of trial product
Adverse event 3 ( 3.0) 5 ( 2.5) 1 (1.0) 9 ( 2.2)
Protocol violation 1 (1.0 1 (0.5 0 2 (0.5)
Randomised in violation of 0 1 (0.5) 0 1 (0.2
incl., excl. and/or
randomisation criteria
Intention of becoming pregnant 1 (1.0) 0 0 1 (0.2)
At the discretion of the 1 (1.0 1 (0.5 0 2 ( 0.5)
investigator
Withdrawal of consent 2 (2.0) 3 (1.5 0 5 (1.2)
Other 1 (1.0 3 (1.5) 2 (2.0) 6 (1.5
Attended end-of-treatment visit 6 ( 5.9) 9 ( 4.5) 3 ( 3.0) 18 ( 4.5)
after permanent discontinuation of
trial product
Trial completion
Attended end-of-trial visit (trial 99 (98.0) 195 (98.0) 101 ( 100) 395 (98.5)
completers)
Attended end-of-trial visit and end- 93 (92.1) 186 (93.5) 98 (97.0) 377 (94.0)
of-treatment visit without
permanent discontinuation of trial
product
Withdrawn from trial 2 (2.0) 4 (2.0) 0 6 ( 1.5)
Primary reason for trial withdrawal
Withdrawal by subject 2 (2.0) 4 ( 2.0) 0 6 (1.5)
Withdrawn from trial before week 68 2 (2.0) 3 (1.5) 0 5 (1.2)
Withdrawn from trial without 0 0 0 0
prior permanent discontinuation
of trial product
N: Number of subjects, %: Percentages are based on randomised subjects.
A time-point is considered as on-treatment if any dose of trial product has been administered within
the prior 14 days. Permanent discontinuation is when a subject stopped taking trial product and did
not resume treatment and is therefore not considered as 'on-treatment' at end of treatment period
(week 68). Temporary interruption is when a subject missed at least 2 consecutive doses of trial
product and resumed treatment before end of treatment period (week 68).
Only reasons for permanent discontinuation of trial product or trial withdrawal actually recorded
for at least one subject are presented.
PRV ETEDEREERURIIEE .
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FHRREE .

o PEBIAHE, s [FEDUSHER T 18w 1

o IREEFES (BMD) 2% 27.0 kg/m? Ll L2 2 DL EOBEICBIES 2 A0HE JREOAEE b)) %
BT D HERE % BMI A 35.0 kg/m? LL_E7s> 1 DL EO IR I BT 5 A0HE (RO A ELZ b7
VW) EETLH8ERE (JASSO BITONEMIEZ A A K74 T D) , Dl b 1 DOAPHER,
TSI E BwE (BAARDA - X 2 pERSE) THHZ &

o KEBADOEDOBERELRARLTHBEUNICE TE R -8 % 1 B LA 208E (BRE A
B OHEIZHESL)

27N == TR 2 BIBEIRIE 2 AT o8 (AARDAR) 12O TiE, LTORELHEAIND

o AJVU—=V7H® 180 HLL LA 2 BUFEIRIFE & 2 S - i

e HbAlc 7Y 7.0~10.0% (53~86 mmol/mol) T& % #Br#

F BRI EE

o RV U—=V7HI90 HUWIZ 5kg (111bs) EDOKEZE)N & - 729 (BREOFLEOF A b
P ERE A OWMEITHESL)

ARGV —= 2 TR 2 BERIR 2 S 72 WHRBRE I DWW TR LA R O JEHE 4 3

o AU U —= IO YRR OMIEIC L D HbAlc A% 48 mmol/mol (6.5%) LA ETH 5,

AY V== JWRZ 2 RUBEIR I 2 AT HHERE (HARDOA) IOV Tk, LUF O HNE &5 A

o EHREREA AT HOWERE A7V —= 2 FIFOREFRERIRTEEE (eGFR) 7% 30 mL/min/1.73 m? A
[ RV 7L« 70 a— 2 kR 2 BRESR (SGLT2i) THAE T O#iiR# 13 60 mL/min/1.73 m? A ]

(KDIGO 2012 23 EF$ %5 CKD-EP1 7 L 7 F = CH M L= PR o ic ik S<) LiESR

T5

o IV bhE—/LARETIRIENRLE & 725 ARENED & DM FRIFMIE I HBBIE 2 A9 o s, 227U
— =V ZH190 HUNUIA Y U —=2 7B EAEZLE D 17 F TORICIREHE SELE Ol odiE U 70 B #
AT DEFEMEEFIC I B S AN L D EE T COREREZR CHERIN TSI L

BUEAERYFITEE .

o A V== TP EERRIVAT ETOMIC, BFAFEIC LA 1ELLEORAZ LIRS, 7272
L. 2 HETCORTAITFTFESIND,

o IEVEZE|Y £FITIRED Patient Health Questionnaire-9 (PHQ-9) DA =7 A3 15 siAiii D #BRE

o RV U —=V T LEELAEI T E TOMICBRITAN 2\ WS

o AU V==V I NBEEEAEI T ETORICan L E T BEFHEA 7 —/L (C-SSRS) @ 4FI3 (% 5
(AT 5 B RS E D 72 W R BR

hab B

o JEREAREMNEEMEICRENH D LYW LTV D

o WY =2 100ng/LLL L

o WERDEEN

o TR

o IRZMLLTND

o TKGRIE A UIRAGROIRERIE 2 FH W - OIEBRICFFFZ SN L T 5

BERE, AERVIREAZE, Oy FES

<7V F R (@ a— K NNC0113-0217) 1%, B~ Z/LF F 1.0 mg/mL X% 3.0 mg/mL (&I U T
) BRI E 72 PDS290 XA AL B mL) & —bL7=7 L7 oL RlKIE L CiefiE iz, B~
NF ROFEIE, 2.4 mg BECITEIEARI D (5% 16 T T, 1.7 mg BECIIEIEAEI D AHi0 1% 12 8- H
CTaE T ICESN (025 mg il 1 B THREZBRIG L7121, 24 mgBETIX 05, 1.0, 1.7, 24 mg D
JIE, 1.7 mg#FTIEL 0.5, 1.0, 1.7mg DIEICH =) , #EME (B~ 27 0F F 1.7mg X 2.4 mg) [ZAFEMD
IROHEBRE I, KV IR R TR AT D 2 LN TE T,

v NF Rory NESROANFRIILLTO LB Thol

e 1.0mg/mL (0.25 mg & T* 0.5 mg i 1 [BI#5IZE/) : HP50620 (202044 J] 18 H)
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e 3.0mg/mL (1.0mg, 1.7mg T 2.4mgiH 1 [F#52fE/H) : HP53043 (20204 10 H 5 H) . HP53045
(20204 12 74 10 H)

5 HAE
68 1 ]

MEBE AERUESAZE. Oy &S

77 'R IE, PDS290 NUIE AL BmL) ICHREINRECTR SN, B~V TF R I7 8RO E
W, B~ F K ERERICE i Lz,

v~ NVF R TR (025mg, 0.5mg, 1.0mg, 1.7mg % U24mgilll 1 [AF5IZHEH) ov vy &S LD
FRhHIBRIZ, HP51152 (20204F 4 H 18 H) . HP51152 (20204E 10 H 5 H) . HP53677 (20204 12 A 10
H) THholz,

SHEESE B

T5AR)—TVRRA b

o RX—2T 1 (0#) 75 68 F TORELE(LE (%)

o GBMWITR—AT A (0H) 225 5%LL EORERD ZER L-ia (v, 0 z)
BRI EH T ) —IT O FRA Uk

68 WIZLA T Z Rk L7 gl (12w, z)

o RX—2T 1 (0il) 75 10%LL EDIKERED

o RX—2T 1 (0il) 75 15%LL EDIKERED
UTFTOBEEBON—AZ A2 (0#) 5 68 FE TOEAL :

o B THERLIGE LEOTEEZ@AEMZRE L-Y =X FEME (cm)

EMEOHEMEH T —T O RRA b

RE (kg) . BMI (kg/m?) . JASSO FITOIEMIEZREA A K74 L THESNIZHFIETHELZY =X K
JE (em) . CT AF v o CHIE L7-NIEIENERE (VFA) (%, em?) (HARABEBRE OV 7 71—
7) . HbAlc (%, mmol/mol) . ZEMEREMAEIE (FPG) (mg/dL) . ZEfERFIMIEH A > A Y > (WU/mL) |
WAEA ML (mmHg) . $E9EMIME (mmHg) | lEE 727 7 AL (mg/dL) | @R CRUSHES 3
(hsCRP) (mg/L) . 77 A /) —7 AHMHACIAFi$IE-1 (PAI-1)  (mg/L) . Short Form-36 (SF-36)
(A =7 §iPHIL 1~100) | Impact of Weight on Quality of Life-Lite Clinical Trials (IWQOL-Lite-CT) (A =7
HPIE 1~20) ORX—2F A (03) 75 68 E TOE(, 7o b NS 68 WIZHKHERED X 27 (SF-36)
D L AR A —FHHE ] O physical function domain (5-items) score (IWQoL-Lite for CT) ® L AR ¥ —FHE%
BERL L 7o R,

N—=2 T A VR 2TBEIRIE 2 A+ 28E TIE, LTOMR s o Z ) —2 0 RARA P bkl L7z
68 W IZLL T &Rk L 7o (13, /v g)

e  HbAlc<7.0% (53 mmol/mol)

e HbAlc<6.5% (48 mmol/mol)

STmESE e

REEDHEBHNEHUEFY IV ERRAV b R_R=Z2T 42 (0#) 206 758 FE TORBRER G FTOAEH
4 (TEAE) O3B, EERAEFRORIUEL., 1R G T CREL U 72 81 K 72Kl S0 i b i ik
TESEEMEAR MR D FEBUFEL (R—RA T A VR 2 BBERFE 2 H L QW B oA A) o kg, 7
S—F, UNX—FBROINLY h=r D=5 4 (0A) 5 68 HF THOLELL,

HEtFi% -

BHAEHOHME

ARABROPIRE B L ORI L DL, EICHRBGGEMICB T 222 BT 272D EER LT,

TIA V=2 RIRA U FRORGEHE D X ) —= 0 RIRA U MCET 22~ AT R24mgD 7 Tk
PRI T DR E T e~ 7 VT R 1.7mg D7 7 2RI 288 ERE T, IBFZ2EE L-RET
EZ W=, ZOMEFIETIE, AEAEEZTXTS%E L, FHRHE LEBEIEFZ ATy RRA v
MERE L, BIOT Y RARA b OEBYERERERPFECARE (pE <5%) TholtBmaIcDHr, RO
T RARA » FOBREITEATS, HERE D 20% 3 VERER G2 P IE L, 26 OHERE D 60%75° 68 1
DFMD T2 DKL EATH EARET D & WA 400 61 (1 [H D~ 27 LF K 2.4 mg & 200 11, ¥ 1 [=]
D=7 NF R 1.7mghE 100 fl L O~ 27T K7 Z2AREE 100 6] (50+50) 1 TlE, BEREKRETIED
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10 fH DGR DO BETORM ) (FARGLOR I OFE) 1L 84% Th o7z, HREHII I LM X RN
SNTEY, E2ERICBHEIIDNE N ENBIREDBIMY T U ADOBRFHI TR o7,

R R EH

T Offfr ki G Mz E&R LT

o I KOMNTXZRENIZIX, intention-to-treat (ITT) DJFENIIEWVVEEESAE] Y 17 S 72T X CTOHERE

EEwiz,
o ZARMMHTHRERIIL, BAELEID S, BT oRRRE L b T RSZITI-gRE %
i,
BR ORI BRERD 1 %, BREEZRE SN2 ho T2 BEVMEMNT S RER BRI LT,
EEHART

BIMER N LZEVEOFA D=0, 2 >OBEYM %2 E&E L :
o In-trial BIZEHAM : MEAELEIV AT B OIRBREMEFEE L kD a2 7 e b o7 HE CToHif L
7- Wi & EF, In-trial BRI T ORISR LT,
o BRI - BHIE
o LAV -FEEKROZWE TCOHBNEWTTREED & 5 HL
e On-treatment B Z2 MM : IRERIEDHIEIE G- b ok G- £ TOWIMIT 2 X% 7 # [ o F4% Fi A #1200
ZT-HIMN S, TRBRIEE 5o —Rrg P EIM GEfE L C 2 [T 701 %28 2 5 B3O & 503 T iz
D f:/ﬂ;ﬁﬁfﬁ L ﬁ%) ’5?[5/%571‘ Lf:,ﬂﬁf'ﬁﬁ L E%O
On-treatment #LZWM (+2 M) 1A T OFHHICEEA L,
o AzhM: — BUAME K OMEAR estimand
o AV - LERM (QTcBET —# 25T | BRMRAE., HRET L OBk
On-treatment BLEZHART (+7 #RT) (ZLLTF OFEMmZER Lz,
o AV -FEFEL, K, BERRE, FUEALKOA Xy MIEZESICEVHESNTZA X
>k
I RRA 2 b RUHEHERT
FI5A <) — L FRA L b
T 5E estimand KT DARNT TIEL, MEOZELER (%) %2, BT OENTEEELOAT J—=0 THRED 2
TREPRIR DA M %2 [ E R, R—Z2 T A L ORE (kg) ZHEE LT HHIBEIE GBI T L
77 S%LVARHZ—Dx RIRA » FOFRNTET VL, BT BNTZERE RS Y —=2 FHED 27
PERIEOA WA FEEDFRE, X—AT7A4 ORE (kg) 2HERLTIO AT v rEFEE L, 7L
F R 24mg D77 BRITHT HEBMEREIX. 2D 2 DOMTET MZEDSEITo 7, 68 WOF|H ATHE
I RTOT =22 HNT, 68 HORAMEEMT L, e LIfEICEkSE o FRA VAR Lz, 77
A=V —x RARA > bOFEH estimand ZMRatd DERCIE, ZEMTEE (McEvoy 12 L 0 #d5 S - Fik)
AL, £, BESH T, B~ AF R24mg b 77 R EOMENEZLF R 1 Tmg s 7T
R & ORIOIEFE O OHEEE D22 EME % Fiit L7 (jump to reference 26 FAf 5275, Sacks 12 & 2 H—4ifi5
%, tipping-point 2 B A FEMEHT XX 0 K LRIEIZRHT 2IRAET /L (MMRM) ZH]) , 5% L AR 2 —
DN ClX, BIESHTE LT, 68 DOBPEN KB THT-REE ) VLV AR A =L Lo Tou P 2T
74 v 7 ElE b FEhE L7,
REOZEE (%) (X7 HEIKAY estimand 1%, A ZEICKTT 25 MMRM & TR L 72, A 2RISR
% MMRM TlE, REOZELE (%) IZ2OWT, FEMEH L FE CEREOCEEREEZ GO, £LHT XTI
WTORPEN T AN FHEIE & U CRENT L7, B2 28R E OREMITISL L TWD ERGE L, [Fl—#RE DR
TEMEIZ T U, EREE S TH A2 T2, 5% L AR &2 —I12%T 5 B estimand 1%, RE 2 08255 &
LCTETMIHWEZ L 2BRE . AT 5 MMRM &R CEF L2 W TEHME L2, 68 OKEHN K
HMETH - R EICHOWTIR, ZNENOWBRE DIKEZ MMRM 226 THRIL, ZOEA AW T 5%L A
R Z—=ThHoHNEIDIEET 7o, ZO0EE, B0 ONRER R ) —= Fio 2 BlER
HOFELZBEEDRE L, X—2T7 4V OFRE (kg) #HEELTHORT ¢ v 7 ERET AV E AW THE
HrL7=,
BEEE v ) —x v RARA > b
L3 estimand ZMETT AT TlE. X TOMIEAE D XY —2 2 RiRA ¥ MZHoWT, KEEA XSO
VRFRA VMBI ET, 774~V —20 RARA > MTHWMEE LR CFREE v, #pd
B RRA LV FOREFHET VT, 7794~V —2 0 RBRA 2 hTHLHERELENER (%) &IFEEOEERF
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BOKEEEES LI SEONT L LR, R—2A T LV OREE, SHEOT RBAL L FOR—RTF A EIZ
EEXHZT, KEOLVARS Y —IZETL RRA v FOFFHET VL, 7794~ —2 2 RiRA L T
B 5% L AR E—DET )NV ERBEOBEEDRLOLEEL G D AT 4 v 7 ERE Lz, TEHMIZ
BRI D MRGER) B v X ) —x 2 RARA > MZBIT 2 EIREY estimand DG CTlX, 774~ U —x > RAKRA
> PO ZFLAR LA IMEICR D MMRM & (A U7 L% Vgt L7z,

RO E 715 K OB

1R )78t estimand (259" DMRAERI = > RARA > OFHECIX, BEZRFEHIRE FIEEZ Hns Z Ll X

0 EERMT O % ENE A L7,

RS F Y —x o RiRA b

BRI, BEMEOR RS o F ) — v RIRA V> M4 estimand (DWW THENT L7-, EHREB K NV AR
VHE—IZBETHZ REAL MR, FENENTTA ) = RRA U N THDHREOEE (%) KO

5% L AN B — L [RRR D F1ETRENT LT,

BEMEOHEN ' Z ) —2 0 RARA » N Th HARMEIZ DWW T, BRMEDMENT THU Y2 MMRM % v
THENT L7=, TEAE, EERAEHRS 7IT7—F, V=B EROHI LY h=03T T, iBib#at&E%2 H
WTER LT,

WEREHR
FTANTOEERED AT SHIPRE OPBRET R L ON—R T A U RtEI R G T BURRETH -
= (&3,

*x3 BREERRUANA—X 54 Uk

Sema 1.7 mg Sema 2.4 mg Placebo Total

N (%) N (%) N (%) N (%)
Number of subjects 101 199 101 401

Age (years)

N 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)

18-<65 91 (90.1) 166 (83.4) 95 (94.1) 352 (87.8)

65-<75 9 ( 8.9) 30 (15.1) 6 (5.9) 45 (11.2)

75-<85 1 (1.0) 3 (1.5) 0 4 (1.0)
Sex

N 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)

Female 37 (36.6) 85 (42.7) 26 (25.7) 148 (36.9)

Male 64 (63.4) 114 (57.3) 75 (74.3) 253 (63.1)
Country of residence

N 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)

Japan 92 (91.1) 179 (89.9) 89 (88.1) 360 (89.8)

South Korea 9 ( 8.9) 20 (10.1) 12 (11.9) 41 (10.2)
Ethnic origin

N 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)

Not Hispanic or Latino 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)

Hispanic or Latino 0 0 0 0

Not Applicable 0 0 0 0
Race

N 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)

Asian 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)
BMI (kg/m"2)

N 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)

<30 46 (45.5) 86 (43.2) 38 (37.6) 170 (42.4)

30-<35 36 (35.6) 75 (37.7) 44 (43.6) 155 (38.7)

35-<40 17 (16.8) 21 (10.6) 12 (11.9) 50 (12.5)

>=40 2 (2.0) 17 ( 8.5) 7 (6.9) 26 ( 6.5)
Smoking habits

N 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)

Never smoked 53 (52.5) 94 (47.2) 45 (44.¢6) 192 (47.9)

Previous smoker 30 (29.7) 65 (32.7) 32 (31.7) 127 (31.7)

Current smoker 18 (17.8) 40 (20.1) 24 (23.8) 82 (20.4)

Renal function, eGFR (mL/min/1.73 m"2)
N 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)
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Normal (>=90) 74 (73.3) 140 (70.4) 78 (77.2) 292 (72.8)
Mild RI (60-<90) 26 (25.7) 58 (29.1) 23 (22.8) 107 (26.7)
Moderate RI (30-<60) 1 (1.0 1 (0.5 0 2 (0.5)
Type 2 diabetes at screening
N 101 ( 100) 199 ( 100) 101 ( 100) 401 ( 100)
Yes 25 (24.8) 49 (24.6) 25 (24.8) 99 (24.7)
No 76 (75.2) 150 (75.4) 76 (75.2) 302 (75.3)

N: Number of subjects, %: Percentages are based on number of subjects, BMI: Body mass index, eGFR:
Estimated glomerular filtration rate, RI: Renal impairment.

The last available and eligible observation at or prior to the randomisation visit was selected for
summary.

eGFR calculated based on creatinine value using the CKD-EPI equation.

AEDORER -

AGRERTIE, 2 BUBERIG 269 2 X3A SR VIRRESOIIEm RS 2 x5 s LT, ha ) —%HlIR L]
HEOH RIS B0 T 2 MBEEL LTOE~ 27 AF F24mg KON 1.7 mg 1 5D 5 &R
L U7 1R B A 5 L 7=, JRR T $#) estimand  (intention-to-treat D JFHI) (X% estimand TH V) . 16
~DT ReT 7 AR OGUEEIRRHOBIGICEAD 53, B~ 274 F N 24 mg KO 1.7 mg DIRFEDR (77
TR E D) ML TW5, K48 estimand (on-treatment DO JFHI) 1%, OFIEMTBEOEE LR L 7=
BT RO G 22 TR T 1A ORI R A R L T 5, BRAERY 72 M 131095 07 1 estimand (2555
W,

PTFICRT I~ == RRA P ERORIENE D o Z Y —= 2 RiRA b (R—=RAT A 5 681
FT) IZOWT, FATHRE LZEFEZEE LEBEEIRERIRICELY, I8 RictdT58~7 10T K24
mg DEHMER T 7RI T D~ 7T R 1.7 mg OEEYERREES T

HREOEIE (%)

5%LL EORERD DR

10%LA_EORERD O L

15%LL_EORERD O R

7= A KEFEOZEL

EHRAE, BEET LI RRA v b EEBITLATITRT,

B AW

®E

REICBE#ET 2= RRA V FOFREZER 4R, fma U FICERNT 5,

68 EDARELEILE (%) RUS%ULDAREFHILDER - TSAI V-T2V FKRA D b

o N—RATAUnD 68HETOREENE (%) KTU68IHIZ 5%LL EORERD Z 2k L - #d OEIS
WL T, 7ZERICHT D~ 7T R 2.4 mg ODEBVEPIRGES L7z, FRNCHE L7 E T X
0., M EM T b7,

o N—ATALnD 68HEETHORELILE (%) KO68HIZ 5%LL EORER & Ek L - #ha of &
LT, 77 8RICHT DB~ 7 F R 1.7 mg DEBMERSHGE Sz,
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ARECEET LI ZDOMDESNMELTY FRA 2 b - BIIMRUVEENEA LTI RRA U b

REICKTT 2RICET 2~ VT R 24mg KO~ 27T R 1.7mg D7 7 RIZHT HE-—MEIX, LA

TOREICEEST LGOI o Z Y —2 0 R A > MT XY EIT BTz,

o 10%LL 3T 15%LL EDOIREAD 2 3 L 7o RE OFIG1E. 77 AR L T~ 7 LT R
24mg FEE O~ 70T R 1.7 mg BECHREHICEEIZE -T2,

o U X MNAME (F¥)) ORI, 77 BRBELHKEL T~ AT R 24mg LB~ 7 LF R
1.7 mg BECHGHICHEICR E D o 72,

x4 REICEHETDHIY FRA Y FOBR—RROBHTRER
Sema 1.7 mg Sema 2.4 mg Placebo
Number of subjects 101 199 101
Baseline Body weight (kg) - in-trial
Mean (SD) 86.1 (11.9) 86.9 (16.5) 90.2 (15.1)

BODY WEIGHT (%) — PRIMARY ENDPOINT
Treatment policy estimand [2]

Change from baseline (%) to week 68 -9.65 -13.19 -2.12
Sema 2.4 mg - Placebo, ETD (%-points)* -11.06 [-12.88; -9.24] <0.0001
Sema 1.7 mg - Placebo, ETD (%-points)* -7.52 [ =-9.62; -5.43] <0.0001

Hypothetical estimand [2]

Change from baseline (%) to week 68 -10.06 -13.52 -2.17
Sema 2.4 mg - Placebo, ETD (%-points)* -11.35 [-13.20 ; =-9.50] <0.0001
Sema 1.7 mg - Placebo, ETD (%-points)* -7.89 [-10.03 ; =-5.75] <0.0001

BODY WEIGHT REDUCTION >5% - PRIMARY ENDPOINT
Treatment policy estimand

Proportion of subjects (%) [1] 72.4 82.9 21.0

Odds at week 68 [2] 2.67 5.23 0.24
Sema 2.4 mg / Placebo Odds ratio* 21.72 [11.27; 41.86] <0.0001
Sema 1.7 mg / Placebo Odds ratio* 11.08 [ 5.53; 22.22] <0.0001

Hypothetical estimand

Proportion of subjects (%) [1] 72.0 83.3 21.4

Odds at week 68 [2] 3.15 5.94 0.
Sema 2.4 mg / Placebo Odds ratio* 25.50 [13.09; 49.69] <0.0001
Sema 1.7 mg / Placebo 0Odds ratio* 13.51 [ 6.67; 27.36] <0.0001

SECONDARY ENDPOINTS - TREATMENT POLICY ESTIMAND
BODY WEIGHT REDUCTION 210% - CONFIRMATORY SECONDARY ENDPOINT

Proportion of subjects (%) [1] 41.8 60.6 5.0

Odds at week 68 [2] 0.64 1.50 0.05
Sema 2.4 mg / Placebo Odds ratio* 31.67 [12.15; 82.58] <0.0001
Sema 1.7 mg / Placebo Odds ratio* 13.57 [ 5.01; 36.74] 0.0003

BODY WEIGHT REDUCTION 215% - CONFIRMATORY SECONDARY ENDPOINT

Proportion of subjects (%) [1] 24.5 40.9 3.0

Odds at week 68 [2] 0.26 0.62 0.03
Sema 2.4 mg / Placebo Odds ratio* 23.59 [ 7.13; 78.01] <0.0001
Sema 1.7 mg / Placebo Odds ratio* 10.02 [ 2.87; 34.94] 0.0003

WAIST CIRCUMFERENCE - CONFIRMATORY SECONDARY ENDPOINT

Baseline (cm) - mean [SD] [1] 101.4 (8.8) 103.8 (11.8) 103.8 (9.9)
Change from baseline to week 68 (cm) [2] -7.66 -11.05 -1.79
Sema 2.4 mg - Placebo, ETD (cm)* -9.26 [-10.96; -7.56] <0.0001
Sema 1.7 mg - Placebo, ETD (cm)* -5.87 [ -7.83; -3.911 ° <0.0001
Body weight (kg) - supportive secondary endpoint
Baseline (kg) - mean [SD] [1] 86.1 (11.9) 86.9 (16.5) 90.2 (15.1)
Change from baseline to week 68 (kg) [2] -8.19 -11.25 -1.70
Sema 2.4 mg - Placebo, ETD (kg)* -9.55 [-11.12; -7.99] <0.0001
Sema 1.7 mg - Placebo, ETD (kg)* -6.50 [ -8.30; -4.69] <0.0001
BMI (kg/m2) - supportive secondary endpoint

Baseline (kg/m2) - mean [SD] [1] 31.6 (3.7) 32.0 (4.6) 31.9 (4.2)
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Change from baseline to week 68 (kg/m2) [2] -3.10 -4.21 -0.61
Sema 2.4 mg - Placebo, ETD (kg/m2)* -3.60 [ -4.18; -3.01] <0.0001
Sema 1.7 mg - Placebo, ETD (kg/m2)* -2.49 [ -3.17; -1.82] <0.0001
Waist circumference (measured according to Jasso guidelines) - supportive secondary endpoint
Baseline (cm) - mean [SD] [1] 103.7 (9.3) 105.5 (11.3) 105.6 (10.7)
Change from baseline to week 68 (cm) [2] -7.44 -10.12 -1.87
Sema 2.4 mg - Placebo, ETD (cm)* -8.25 [ -9.70; -6.81] <0.0001
Sema 1.7 mg - Placebo, ETD (cm)* -5.57 [ =7.24; -3.90] <0.0001
Visceral Fat Area (CT scan subpoluation; cm?) — supportive secondary endpoint
Baseline (cm?) - mean [SD] [1] 158.5 (67.1) 171.4 (68.9) 179.3 (62.8)
Change from baseline to week 68 (%) [2] -22.16 -40.05 -6.89
Sema 2.4 mg - Placebo, ETD (%)* -33.16 [ -42.14; -24.18] <0.0001
Sema 1.7 mg - Placebo, ETD (%)* -15.28 [ -25.63; -4.93] 0.0038
[1] observed values; [2] estimated values; *[95% CI], p-value; CI: confidence interval; ETD: estimated treatment

difference, sema: semaglutide; SD: standard deviation

DINERY R REF
DR Y A7 RFORRER S IR

=5 DIMERYRVEF HEHEAUE)—IURKRA Y D R - 2B A $t estimand

Sema 1.7 mg Sema 2.4 mg Placebo

BLOOD PRESSURE
Systolic blood pressure (mmHg) - supportive secondary endpoint
Baseline - Mean [SD] [1] 135 (13) 133 (14) 133 (14)
Change from baseline to week 68 [2] -10.76 -10.83 -5.31

Sema 2.4 mg - Placebo, ETD* -5.53 [ -8.53; -2.52] 0.0003

Sema 1.7 mg - Placebo, ETD* -5.45 [ -8.93; -1.97] 0.0021
Diastolic blood pressure (mmHg) - supportive secondary endpoint
Baseline - Mean [SD] [1] 85 (10) 83 (11) 86 (12)
Change from baseline to week 68 [2] -4.57 -5.34 -2.20

Sema 2.4 mg - Placebo ETD* -3.14 [ -5.32; -0.96] 0.0047

Sema 1.7 mg - Placebo ETD* -2.37 [ -4.88; 0.13] 0.0633
FASTING LIPIDS - SUPPORTIVE SECONDARY ENDPOINTS
Total cholesterol (mmol/L)
Baseline - geometric mean [CV] [1] 5.26 (19.7) 5.11 (18.1) 5.26 (17.7)
Ratio to baseline at week 68 [2] 0.93 0.91 1.01

Sema 2.4 mg / Placebo, treatment ratio* 0.91 [ 0.88; 0.94] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.93 [ 0.89; 0.96] 0.0001
Total cholesterol (mg/dL)
Baseline - geometric mean [CV] [1] 203.3 (19.7) 197.2 (18.1) 203.1 (17.7)
Ratio to baseline at week 68 [2] 0.93 0.91 1.01

Sema 2.4 mg / Placebo, treatment ratio* 0.91 [ 0.88; 0.94] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.93 [ 0.89; 0.96] 0.0001
HDL cholesterol (mmol/L)
Baseline - geometric mean [CV] [1] 1.3 (24.1) 1.3 (23.6) 1.3 (22.0)
Ratio to baseline at week 68 [2] 1.07 1.09 1.06

Sema 2.4 mg / Placebo, treatment ratio* 1.03 [ 1.00; 1.07] 0.0927

Sema 1.7 mg / Placebo, treatment ratio* 1.01 [ 0.97; 1.05] 0.7190
HDL cholesterol (mg/dL)
Baseline - geometric mean [CV] [1] 50.2 (24.1) 50.8 (23.0) 48.7 (22.0)
Ratio to baseline at week 68 [2] 1.07 1.09 1.06

Sema 2.4 mg / Placebo, treatment ratio* 1.03 [ 1.00; 1.07] 0.0927

Sema 1.7 mg / Placebo, treatment ratio* 1.01 [ 0.97; 1.05] 0.7190
LDL cholesterol (mmol/L)
Baseline - geometric mean [CV] [1] 3.1 (29.8) 3.0 (27.0) 3.2 (24.06)
Ratio to baseline at week 68 [2] 0.90 0.85 0.96

Sema 2.4 mg / Placebo, treatment ratio* 0.89 [ 0.84; 0.94] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.94 [ 0.88; 1.00] 0.0412
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LDL cholesterol (mg/dL)
Baseline - geometric mean [CV] [1] 120.09 (29.8) 116.52 (27.0) 123.28 (24.6)
Ratio to baseline at week 68 [2] 0.90 0.85 0.96

Sema 2.4 mg / Placebo, treatment ratio* 0.89 [ 0.84; 0.94] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.94 [ 0.88; 1.00] 0.0412
VLDL cholesterol (mmol/L)
Baseline - geometric mean [CV] [1] 0.69 (53.2) 0.64 (47.2) 0.67 (50.2
Ratio to baseline at week 68 [2] 0.81 0.79 1.06

Sema 2.4 mg / Placebo, treatment ratio* 0.75 [ 0.68; 0.82] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.77 [ 0.69; 0.85] <0.0001
VLDL cholesterol (mg/dL)
Baseline - geometric mean [CV] [1] 26.6 (53.2) 24.9 (47.2) 26.0 (50.2)
Ratio to baseline at week 68 [2] 0.81 0.79 1.06

Sema 2.4 mg / Placebo, treatment ratio* 0.75 [ 0.68; 0.82] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.77 [ 0.69; 0.85] <0.0001
Free fatty acids (mmol/L)
Baseline - geometric mean [CV] [1] 0.46 (49.5) 0.48 (48.4) 0.45 (49.5)
Ratio to baseline at week 68 [2] 1.03 0.96 1.25

Sema 2.4 mg / Placebo, treatment ratio* 0.77 [ 0.69; 0.87] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.83 [ 0.72; 0.94] 0.0053
Free fatty acids (mg/dL)
Baseline - geometric mean [CV] [1] 12.92 (49.5) 13.56 (48.4) 12.73 (49.5)
Ratio to baseline at week 68 [2] 1.03 0.96 1.25

Sema 2.4 mg / Placebo, treatment ratio* 0.77 [ 0.69; 0.87] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.83 [ 0.72; 0.94] 0.0053
Triglycerides (mmol/L)
Baseline - geometric mean [CV] [1] 1.56 (57.8) 1.43 (47.3) 1.51 (52.8)
Ratio to baseline at week 68 [2] 0.80 0.79 1.06

Sema 2.4 mg / Placebo, treatment ratio* 0.75 [ 0.68; 0.82] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.76 [ 0.68; 0.85] <0.0001
Triglycerides (mg/dL)
Baseline - geometric mean [CV] [1] 138.77 (57.8) 127.07 (47.3) 134.16 (52.8)
Ratio to baseline at week 68 [2] 0.80 0.79 1.06

Sema 2.4 mg / Placebo, treatment ratio* 0.75 [ 0.68; 0.82] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.76 [ 0.68; 0.85] <0.0001
CARDIOVASCULAR RISK-RELATED BIOMARKERS - SUPPORTIVE SECONDARY ENDPOINTS
CRP (mg/dL)
Baseline - geometric mean [CV] [1] 1.12 (138.1) 1.39 (127.5) 1.13 (128.4)
Ratio to baseline at week 68 [2] 0.62 0.42 0.89

Sema 2.4 mg / Placebo, treatment ratio* 0.47 [ 0.37; 0.60] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.70 [ 0.53; 0.92] 0.0101
PAI-1 (AU/mL)
Baseline - geometric mean [CV] [1] 19.74 (54.9) 20.94 (48.3) 22.62 (43.5)
Ratio to baseline at week 68 [2] 0.81 0.68 1.04

Sema 2.4 mg / Placebo, treatment ratio* 0.66 [ 0.58; 0.75] <0.0001

Sema 1.7 mg / Placebo, treatment ratio* 0.77 [ 0.67; 0.90] 0.0008
[1] observed values; [2] estimated values; *[95% CI], p-value; CI: confidence interval; CV: coefficient of
variation; ETD: estimated treatment difference, sema: semaglutide; SD: standard deviation
FREREIT 2 b5 LETH
e = N . 4 N - =
WG T o7 b 4 L5HE (SF36 & TN IWQOL-Lite-CT) DfEH% 3 6 L OF 71277,




Module 2.7.6
Page 91 of 361

~ o = ~ o N .
=6 SF36 TV kRS >k —EMEALF)—T U PRS2 FOFER - JAEFE estimand
Sema 1.7 mg Sema 2.4 mg Placebo
SF-36 PHYSICAL FUNCTIONING - SUPPORTIVE SECONDARY ENDPOINTS
Baseline - Mean [SD] [1] 54.4 (4.3) 54.0 (4.5) 54.9 (3.8
Change from baseline to week 68 [2] -0.07 0.83 -0.33
Sema 2.4 mg - Placebo, ETD* 1.16 [ 0.09; 2.22] 0.0334
Sema 1.7 mg - Placebo, ETD* 0.26 [ -0.98; 1.49] 0.6824
SF-36 Physical functioning >3.7 points
Proportions of subjects (%) [1] 19.4 22.4 13.0
Odds at week 68 [2] 0.19 0.19 0.12
Sema 2.4 mg / Placebo, Odds ratio* 1.68 [ 0.77; 3.70] 0.1938
Sema 1.7 mg / Placebo, Odds ratio* 1.61 [ 0.66; 3.95] 0.2974
SF-36 Role-Physical
Baseline - Mean [SD] [1] 56.2 (2.5) 55.4 (3.8) 55.4 (5.0
Change from baseline to week 68 [2] -1.27 -0.37 0.12
Sema 2.4 mg - Placebo, ETD* -0.50 [ -1.60; 0.61] 0.3795
Sema 1.7 mg - Placebo, ETD* -1.39 [ -2.68; -0.11] 0.0336
SF-36 Bodily Pain
Baseline - Mean [SD] [1] 54.5 (6.6) 54.2 (7.4) 54.0 (7.7
Change from baseline to week 68 [2] -1.66 -1.16 -0.42
Sema 2.4 mg - Placebo, ETD* -0.74 [ -2.59; 1.11) 0.4332
Sema 1.7 mg - Placebo, ETD* -1.24 [ -3.37; 0.89] 0.2541
SF-36 General Health
Baseline - Mean [SD] [1] 51.3 (7.3) 50.7 (6.9) 51.1 (6.7)
Change from baseline to week 68 [2] -1.47 0.24 -0.64
Sema 2.4 mg - Placebo, ETD* 0.89 [ -0.36; 2.14] 0.1648
Sema 1.7 mg - Placebo, ETD* -0.83 [ -2.27; 0.62] 0.2622
SF-36 Vitality
Baseline - Mean [SD] [1] 57.8 (6.8) 57.9 (7.1) 56.7 (6.7)
Change from baseline to week 68 [2] -2.39 -1.26 -1.36
Sema 2.4 mg - Placebo, ETD* 0.10 [ -1.52; 1.72] 0.9039
Sema 1.7 mg - Placebo, ETD* -1.03 [ -2.89; 0.83] 0.2779
SF-36 Social Functioning
Baseline - Mean [SD] [1] 56.0 (2.4) 55.5 (3.7) 55.0 (5.3)
Change from baseline to week 68 [2] -0.37 -0.93 -0.11
Sema 2.4 mg - Placebo, ETD* -0.82 [ -1.94; 0.30] 0.1493
Sema 1.7 mg - Placebo, ETD* -0.26 [ -1.56; 1.03] 0.6922
SF-36 Role-Emotional
Baseline - Mean [SD] [1] 55.0 (2.3) 54.6 (3.3) 54.9 (3.1
Change from baseline to week 68 [2] -1.54 -1.21 -0.88
Sema 2.4 mg - Placebo, ETD* -0.33 [ -1.52; 0.87] 0.5916
Sema 1.7 mg - Placebo, ETD* -0.66 [ -2.04; 0.72] 0.3475
SF-36 Mental Health
Baseline - Mean [SD] [1] 54.9 (5.7) 55.1 (5.7) 54.4 (5.2)
Change from baseline to week 68 [2] -1.93 -1.37 -1.43
Sema 2.4 mg - Placebo, ETD* 0.06 [ -1.39; 1.51] 0.9361
Sema 1.7 mg - Placebo, ETD* -0.50 [ -2.17; 1.17] 0.5563
SF-36 Physical component summary
Baseline - Mean [SD] [1] 54.0 (4.06) 53.3 (4.8) 53.8 (5.0)
Change from baseline to week 68 [2] -0.73 0.43 0.09
Sema 2.4 mg - Placebo, ETD* 0.34 [ -0.88; 1.56] 0.5851
Sema 1.7 mg - Placebo, ETD* -0.82 [ -2.24; 0.59] 0.2551
SF-36 Mental component summary
Baseline - Mean [SD] [1] 55.7 (4.3) 55.9 (4.5) 55.0 (4.6
Change from baseline to week 68 [2] -1.93 -1.74 -1.30
Sema 2.4 mg - Placebo, ETD* -0.44 [ -1.83; 0.96] 0.5390
Sema 1.7 mg - Placebo, ETD* -0.63 [ -2.23; 0.98] 0.4448
[1] observed values; [2] estimated values; *[95% CI], p-value; CI: confidence interval; CV: coefficient of
variation; ETD: estimated treatment difference, sema: semaglutide; SD: standard deviation
. T N sgo s
x7 IWQOL-Lite-CT T> FRA > b B EHA VT Y —T U RRA U FORER - RS
estimand
Sema 1.7 mg Sema 2.4 mg Placebo
IWQOL-LITE-CT PHYSICAL FUNCTION - SUPPORTIVE SECONDARY ENDPOINTS
Baseline - Mean [SD] [1] 78.1 (19.2) 74.6 (19.7) 77.2 (17.4))
Change from baseline to week 68 [2] 2.84 4.21 0.84
Sema 2.4 mg - Placebo, ETD* 3.37 [ -0.12; 6.87] 0.0585
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Sema 1.7 mg - Placebo, ETD* 2.00 [ -2.03; 6.03] 0.3311
IWQOL-Lite-CT Physical functioning >14.6 points
Proportions of subjects (%) [1] 19.4 25.5 11.0
Odds at week 68 [2] 0.20 0.25 0.09
Sema 2.4 mg / Placebo Odds ratio* 2.85 [ 1.32; 6.19] 0.0080
Sema 1.7 mg / Placebo Odds ratio* 2.25 [ 0.93 5.47] 0.0724
IWQOL-Lite-CT Physical
Baseline - Mean [SD] [1] 74.9 (18.4) 72.3 (19.1) 74.6 (17.6
Change from baseline to week 68 [2] 2.05 3.76 -0.43
Sema 2.4 mg - Placebo, ETD* 4.19 [ 0.97; 7.41] 0.0107
Sema 1.7 mg - Placebo, ETD* 2.48 [ -1.24; 6.19] 0.1911
IWQOL-Lite-CT Psychosocial
Baseline - Mean [SD] [1] 75.4 (18.3) 75.7 (16.7) 78.0 (14.9
Change from baseline to week 68 [2] 4.15 5.12 0.20
Sema 2.4 mg - Placebo, ETD* 4.92 [ 2.06; 7.78] 0.0007
Sema 1.7 mg - Placebo, ETD* 3.95 [ 0.64; 7.26] 0.0192
IWQOL-Lite-CT Total
Baseline - Mean [SD] [1] 75.2 (16.4) 74.5 (15.6) 76.8 (13.6
Change from baseline to week 68 [2] 3.38 4.66 -0.04
Sema 2.4 mg - Placebo, ETD* 4.70 [ 2.06; 7.34] 0.0005
Sema 1.7 mg - Placebo, ETD* 3.41 [ 0.37; 6.46] 0.0282

[1] observed values; [2] estimated values; *[95% CI], p-value; CI: confidence interval; ETD: estimated treatment
difference, sema: semaglutide; SD: standard deviation
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Sema 1.7 mg Sema 2.4 mg Placebo

SUPPORTIVE SECONDARY ENDPOINTS

WHOLE POPUPLATION

HbAlc (%)
Baseline - Mean [SD] [1] 6.4 (1.1) 6.4 (1.2) 6.4 (1.1
Change from baseline to week 68 [2] -0.89 -0.93 -0.03
Sema 2.4 mg - Placebo, ETD* -0.90 [ -1.05; -0.74] <0.0001
Sema 1.7 mg - Placebo, ETD* -0.86 [ -1.04; -0.68] <0.0001

FPG (mmol/L)

Baseline - Mean [SD] [1] 6.2 (1.5) 6.2 (1.5) 6.3 (1.6
Change from baseline to week 68 [2] -0.99 -1.09 0.12
Sema 2.4 mg - Placebo, ETD* -1.21 [ -1.44; -0.98] <0.0001
Sema 1.7 mg - Placebo, ETD* -1.11 [ -1.37; -0.85] <0.0001

Fasting serum insulin (pmol/L)

Baseline - Mean [CV] [1] 64.6 (61.0) 68.3 (56.3) 68.6 (55.3)
Ratio to baseline at week 68 [2] 0.83 0.71 0.90
Sema 2.4 mg / Placebo, treatment ratio* 0.79 [ 0.70; 0.89] 0.0001
Sema 1.7 mg / Placebo, treatment ratio* 0.93 [ 0.81; 1.07] 0.2957
SUBJECTS WITH TYPE 2 DIABETES AT SCREENING
HbAlc (%)
Baseline - Mean [SD] [1] 8.2 (0.7) 8.4 (0.8) 8.1 (0.8)
HbAlc <7%
Proportions of subjects (%) [1] 96.0 87.8 4.0
Odds at week 68 [2] 27.18 10.26 0.03
Sema 2.4 mg / Placebo Odds ratio* 351.11 [30.35; 4061.18] <0.0001
Sema 1.7 mg / Placebo Odds ratio* 930.55 [48.35; 17909.37] <0.0001
HbAlc <6.5%
Proportions of subjects (%) [1] 88.0 81.6 4.0
Odds at week 68 [2] 8.21 6.35 0.03
Sema 2.4 mg / Placebo Odds ratio* 229.66 [22.41; 2353.32] <0.0001

Sema 1.7 mg / Placebo Odds ratio* 296.78 [25.49; 3455.26] <0.0001
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FPG (mmol/L)
Baseline - Mean [SD] [1] 8.3 (1.4) 8.4 (1.4) 8.5 (1.8)

Fasting serum insulin (pmol/L)
Baseline - Mean [CV] [1] 0.85 (65.0) 0.71 (57.7) 0.89 (49.4)

[1] observed values; [2] estimated values; *[95% CI], p-value; CI: confidence interval; CV: coefficient of
variation; ETD: estimated treatment difference, sema: semaglutide; SD: standard deviation
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= N N [l LA A .
&9 FEER (FEINEREUBEEZET)
Sema 1.7 mg Sema 2.4 mg Placebo
N (%) E R N (%) E R N (%) E R

Number of subjects 100 199 101
Patient years of exposure (PYE) 136.2 275.0 141.8
Patient years of observation (PYO) 142.2 285.9 145.8
Adverse Events (OT) 82 (82.0) 483 354.6 171 (85.9) 834 303.3 80 (79.2) 235 165.7
Adverse Events (IT) 83 (83.0) 499 350.9 173 (86.9) 842 294.6 81 (80.2) 240 164.6
Serious events (OT) 7 (7.0) 10 7.3 10 ( 5.0) 12 4.4 7 (6.9) 7 4.9
Serious events (IT) 7 (7.0) 10 7.0 10 ( 5.0) 12 4.2 7 (6.9) 7 4.8
Severe events (0OT) 3 ( 3.0) 3 2.2 3 (1.5) 4 1.5 5 ( 5.0) 5 3.5
Severe events (IT) 3 (3.0) 3 2.1 3 (1.5) 4 1.4 5 ( 5.0) 5 3.4
Fatal events (OT) 0 0 0
Fatal events (IT) 0 0 0
Probably related events (OT) 25 (25.0) 61 44.8 55 (27.6) 158 57.5 10 ( 9.9) 16 11.3
Possibly related events (OT) 55 (55.0) 190 139.5 84 (42.2) 206 74.9 10 ( 9.9) 17 12.0
Permanent treatm. discontin. (OT) 3 ( 3.0) 6 4.4 5 ( 2.5) 9 3.3 1 (1.0) 1 0.7
Adverse events of special interest

Gastrointestinal disorders (OT) 64 (64.0) 256 187.9 118 (59.3) 343 124.7 30 (29.7) 43 30.3

Gallbladder-related disorders (OT) 1 (1.0) 1 0 2 1.0) 2 0.7 1 (1.0) 1 0.7

Acute pancreatitis (OT)# 0 0 0

Cardiovascular disorders (IT) 9 (9.0) 10 7.0 16 ( 8.0) 17 5.9 7 ( 6.9) 7 4.8

All neoplasms (IT) 8 ( 8.0) 8 5.6 10 (5.0) 14 4.9 4 (4.0) 5 3.4

Malignant neoplasms (IT) 2 (2.0) 2 1.4 0 1 (1.0) 1 0.7

Hepatic events (OT) 1 (1.0) 1 0.7 4 (2.0) 4 1.5 5 ( 5.0) 5 3.5

Acute renal failure (OT) 1 (1.0) 1 0.7 1 ( 0.5) 1 0.4 0

Injection site reactions (OT) 0 4 (2.0) 15 5.5 0

Allergic reactions (OT) 11 (11.0) 13 9.5 18 ( 9.0) 21 7.6 9 ( 8.9) 10 7.1

Psychiatric disorders (OT) 4 0) 4 2.9 6 ( 3.0) [ 2.2 1 (1.0) 1 0.7

Rare events (OT) 1 (1.0) 1 0.7 2 (1.0) 2 0.7 0

Overdose (OT) 0 1 ( 0.5) 1 0.4 0

Medication errors (OT) 1 (1.0) 1 0.7 2 (1.0) 2 0.7 0

Abuse or misuse (OT) 0 0 0

Hypoglycaemia T2D (OT) ##, ### 0 0 0

Retinal disorders T2D (IT) ### 2 (8.0) 3 8.3 7 (14.3) 7 9.9 2 ( 8.0) 2 5.6

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event,
E: Number of events, R: Event rate per 100 years. PYO: The duration of the in-trial period in years. PYE: The
duration of the on-treatment period in years. OT: On-treatment. IT: In-trial. #EAC confirmed acute pancreatitis,
## for subjects with T2D at screening, severe or blood glucose confirmed hypoglycaemia, ### (% and R are stated
relative to the T2D subpopulation) On-treatment adverse events have onset date during on-treatment period. A time-
point is considered as on-treatment if any dose of trial product has been administered within the prior 49 days.
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BHICEERICEI T2 L 2 A LR OfS@mAE b,

o (KEWDFRIZONWT, B~ ZF K24mg KO 1.7mg D77 & RITxT 2 EEHE S RGE S iz
(=13.19% vs —9.65% vs —2.12% ; T~ VF R 24 mg BED T T v R L DZEDOHETEM : —11.06% (95%(F
FEIXIE] @ —12.88%~-9.24%) . B~ 7V F N 1L.7mgHED 7 7B REE L DEOHEEM : —7.52% (95%(51
X[ : —9.62%~-5.43%) ] . 5%LL L. 10%LL ER N 15%LL EORERD 2k L - oFE, 725
Ny = A MNEAFREIZOWTH, B~ 74T K 24mg KON 1.7 mg D7 7 2RIk 2@ REE S
7=

o BMI, JASSO OHERHIEZIEAT A R 74 THE SN/ HIETHE LIz =X MNEF R, VFA,
NRE 7 v 7 7 A v, FERGH. IUREIE X OEIRI T, O R U A7 ICBET 531 4~
— 71— (CRP KON PAI-1 iEME) | B{ABERED 2 =27 (SF-36) . 72 5 NI IWQOL-Lite-CT O
physical domain score, psychosocial domain score }2 O* total score |26, 77 BARRE L gL T~
T NVF R 24 mg BECHERE D LI,

o BMI, JASSO OEMHIEZIFEAT A R 74 » THE SN/ HIETHE LIz =X MNEF K, VFA,
BET 077 A, FERGEH, WHEIE, DR Y A7 IZBET 531 4 ~—H— (CRP K&
N PAI-1 {EME) 72 5 ONZ IWQOL-Lite-CT @ psychosocial domain score } (N total score (2%, 77
AL L T~ VT R LT mg BECTHENRD Tz,

o BEINATF R 24mg K17 mg DEAFMITERNCBRIFTHY . ZOREMMOBEMNET v 7 7 A )V
GLP-1 ZRARIEBNFEDOIER 7 T AT a7y AV EBBhFRETH T,

AaBRiT, ~LT X ES (Q0134) KUNGCPIZETAICH VA RFT74 2 (20164) ZBsF L CTHEM I
776
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1: Adverse events by system organ class, high level group term and preferred term - summary - on-treatment - safety analysis set

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N %) E R N %) E R
Number of subjects 100 199 101
Patient years of exposure (PYE) 136.2 275.0 141.8
Events 82 (82.0) 483 354.6 171 (85.9) 834 303.3 80 (79.2) 235 165.7
H G 64 (64.0) 256 187.9 118 (59.3) 343 124.7 30 (29.7) 43 30.3
TH L& E SN X ONBEI R & 41 (41.0) 84 61.7 78 (39.2) 119 43.3 9 (8.9 9 6.3
{EFL 19 (19.0) 22 16.2 52 (26.1) 60 21.8 3 (3.0 3 2.1
T 22 (22.0) 59 43.3 32 (16.1) 52 18.9 6 (5.9 6 4.2
HAE M PEE R 2 (2.0 2 1.5 6 (3.0 6 2.2 0
T b T B e 0 1 (0.5) 1 0.4 0
P R RE A e 1 (1.0) 1 0.7 0 0
TH L& X OYEIR 39 (39.0) 151 110.9 71 (35.7) 169 61.5 11 (10.9) 17 12.0
L 18 (18.0) 27 19.8 35 (17.6) 66 24.0 4 (4.0) 4 2.8
[T 10 (10.0) 34 25.0 17 (8.5 29 10.5 2 (2.0 2 1.4
&R 3 (3.0 4 2.9 12 (6.0 16 5.8 0
MR AN ek 11 (11.0) 12 8.8 12 (6.00 16 5.8 1 (1.0) 1 0.7
NG 3 (3.0 5 3.7 10 (5.0 13 4.7 1 (1.0) 1 0.7
ML NES 6 (6.0) 17 12.5 9 (4.5 14 5.1 1 (1.0) 4 2.8
R AT 7 (7.0 8 5.9 7 (3.5) 8 2.9 2 (2.0 3 2.1
BLW 4 (4.00 21 15.4 2 (1.0 2 0.7 0
R fE 1 (1.0 1 0.7 2 (1.0 2 0.7 0
537} 1 (1.0 18 13.2 1 (0.5) 1 0.4 0
{5 0 1 (0.5) 1 0.4 0
MR 0 1 (0.5) 1 0.4 0
T RE IR 1 (1.0 2 1.5 0 1 (1.0 2 1.4
LA R AN PR 2 (2.0 2 1.5 0 0
LH’%J:U\[EW@«V(FLE 6 (6.0 6 4.4 14 (7.00 15 5.5 6 (5.9 6 4.2
i chy 4 (4.0 4 2.9 11 (5.5) 12 4.4 5 (5.0) 5 3.5
g0 1 (1.0 1 0.7 2 (1.0 2 0.7 1 (1.0 1 0.7
SRR 0 1 (0.5) 1 0.4 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:26:04 — taesummary. sas/taesumot. txt
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E N (%) E
5% 1 (1.0 1 0.7 0 0
LB DIREENE C 4 (4.0 4 2.9 10 (5.00 12 4.4 1 (10 1 0.7
H Gk 2 (2.0 2 1.5 4 (2.0) 6 2.2 0
H 2 (2.0 2 1.5 3 (1.5) 3 1.1 0
B E 0 3 (1.5 3 1.1 0
Ny MEE 0 0 1 (1.0 1 0.7
T I R 1 (1.0 1 0.7 10 (5.0 11 4.0 5 (5.0 5 3.5
N 1 (10 1 0.7 4 (2.0 4 1.5 1 (1.0) 1 0.7
H% 0 3 (1.5) 3 1.1 3 (3.0 3 2.1
sAlIREINID 2 0 1 (0.5) 1 0.4 0
/N 0 1 (0.5) 1 0.4 0
INES 0 1 (0.5) 1 0.4 0
1815 H 2% 0 1 (0.5) 1 0.4 1 (1.0 1 0.7
B BE 3 (3.0 3 2.2 6 (3.0 7 2.5 2 (2.0 2 1.4
KGR —7 2 (2.0 2 1.5 4 (2.0 4 1.5 2 (2.0 2 1.4
BARY—7 0 3 (1.5 3 1.1 0
EGAR Y —7 L (Lo 1 07 0 0
11 NI T R R FR 0 3 (1.5 3 1.1 0
TN 0 2 (1.0) 2 0.7 0
O HER 0 1 (0.5) 1 0.4 0
HILEHINE C 0 2 (1.0 2 0.7 0
~n U — - UA REGER 0 1 (0.5) 1 0.4 0
L9 H i 0 1 (0.5 1 0.4 0
THEP R 2 (2.0 2 1.5 1 (0.5) 1 0.4 0
B 2 (2.0 2 1.5 1 (0.5) 1 0.4 0
AL M A TR 2 (2.0 2 1.5 1 (0.5) 1 0.4 1 (1.0) 1 0.7
R 2 (2.0 2 1.5 1 (0.5) 1 0.4 1 (1.0) 1 0.7
HLETRIER L OV 0 1 (0.5) 2 0.7 1 (1.0) 1 0.7
[ONEY.V L=/ 0 1 (0.5) 1 0.4 1 (1.0 1 0.7
O A+ 48R 0 1 (0.5) 1 0.4 0
TP L OVENGOIREENE C 2 (2.0) 2 1.5 1 (0.5) 1 0.4 0
ST 2 (2.0 2 L5 1 (0.5 1 0.4 0

N: Number of subjects experiencing at least one event, %:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been

administered within the prior 49 days.

MedDRA version 23.1

Sorted in descending order by system organ class,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

high level group term and preferred term based

Percentage of subjects experiencing at least one event, E: Number of events, R:
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E N (%) E N (%) E
VL&A F JONPAZE 0 0 1 (1.0) 1 0.7
CEES 0 0 1 (1.0 1 0.7
M Y JU 26 £ 1 (1.0 1 0. 0 0
B RAE R 1 (10 1 0.7 0 0
JRYWIE B & OVE/E HUE 42 (42.0) 64 47.0 80 (40.2) 153 55.6 35 (34.7) 53 37.4
SRR AR 72 YR X B IYE 39 (39.0) 58 42.6 71 (35.7) 132 48.0 34 (33.7) 51 36.0
BRUEFEDN 24 (24.0) 36 26.4 53 (26.6) 81 29.5 18 (17.8) 24 16.9
ELCES 7 (7.0) 8 5.9 11 (5.5 13 4.7 1 (1.0) 1 0.7
SUE XK 3 (3.0 3 2.2 6 (3.0 9 3.3 0
NHEE S 3 (3.0 3 2.2 3 (1.5 4 1.5 4 (4.0) 5 3.5
2% 1 (10 1 0.7 3 (L1.5) 3 1.1 1 (1.0) 2 1.4
NS 0 2 (1.0 3 1.1 2 (2.0 2 1.4
L Ys 1 (1.0) 1 0.7 2 (1.0 2 0.7 2 (2.0 2 1.4
Fatks 1 (1.0) 1 0.7 2 (1.0 2 0.7 3 (3.0 4 2.8
TGP 0 1 (0.5) 1 0.4 0
AEERER 0 1 (0.5) 1 0.4 0
AR S 0 1 (0.5) 1 0.4 0
FHER 0 1 (0.5) 1 0.4 0
BRI AEPE SR 0 1 (0.5) 1 0.4 0
EEIAES 0 1 (0.5) 1 0.4 0
BB R 1 (1.0 1 0.7 1 (0.5) 1 0.4 0
JRIES 0 1 (0.5) 1 0.4 0
SR Y 1 (1.0 1 0.7 1 (0.5) 3 1.1 0
FERLAE 1 (1.0) 1 0.7 1 (0.5) 1 0.4 1 (1.0 1 0.7
Fll Ele ¢ 1 (1.0) 1 0.7 1 (0.5) 1 0.4 3 (3.0 3 2.1
ESTPS 0 1 (0.5) 2 0.7 0
A % 1 (1.0 1 0.7 0 1 (1.0) 1 0.7
b AGE Y 0 0 2 (2.0 3 2.1
Ji Bz iE 0 0 1 (1.0) 2 1.4
lag f Yy 0 0 1 (1.0 1 0.7
YA )L A JRYLE 5 (5.0 5 3.7 13 (6.5 14 5.1 1 (10 1 0.7

N: Number of subjects experiencing at least one event, %:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been

administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

MedDRA version 23.1

Percentage of subjects experiencing at least one event, E: Number of events, R:

nn9536,/nn9536—summary/ jp_meddra_20210604_er
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E N %) E
A TN 2 (2.0 2 1.5 8 (4.0 8 2.9 1 (1.0 1 0.7
LR ISR 1 (1.0 1 0.7 3 (1.5) 3 1.1 0
A L A B 1 (1.0 1 0.7 2 (1.0 2 0.7 0
i~ LA 0 1 (0.5) 1 0.4 0
frYelE BEZIE 1 (1.0 1 0.7 0 0
fﬁin YL 1 (10 1 0.7 4 (2.0 5 1.8 1 (1.0 1 0.7
0 1 (0.5 1 0.4 0
a ‘Zz’?ﬁuﬁ\/:ﬂfﬂézi’?;’é 0 1 (0.5) 1 0.4 0
P 0 1 (0.5) 2 0.7 0
B 0 1 (0.5) 1 0.4 0
S VETAVE S 5 1 (1.0 1 0.7 0 1 (1.0 1 0.7
L YE 0 2 (1.0 2 0.7 0
SETRIE A Y B E 0 1 (0.5) 1 0.4 0
SEER R 0 1 (0.5) 1 0.4 0
AL RIS I OSSRk e 24 (24.0) 34 25.0 43 (21.6) 52 18.9 24 (23.8) 34 24.0
ke R LORFAHMREENE C 10 (10.0) 14 10.3 22 (11.1) 23 8.4 13 (12.9) 15 10.6
A5 I 8 (8.0 12 8.8 19 (9.5 20 7.3 9 (89 11 7.8
”%”%%TH% 0 1 (0.5) 1 0.4 0
ZH R 0 1 (0.5) 1 0.4 1 (1.0) 1 0.7
i3 1 1.0) 1 0.7 1 (0.5) 1 0.4 2 (2.0 2 1.4
773 A [ 1 (1.0) 1 0.7 0 0
ERiSE] 0 0 1 (1.0) 1 0.7
B i P 15 (15.0) 17 12.5 13 (6.5) 13 4.7 11 (10.9) 16 11.3
Qe 9 (9.00 10 7.3 5 (2.5) 5 1.8 6 (5.9 9 6.3
R i J&) R ¢ 2 (2.0 2 1.5 4 (2.0 4 1.5 1 (1.0) 1 0.7
A BAEE 2 (2.0 2 1.5 2 (1.0 2 0.7 2 (2.0 2 1.4
F@ﬁmauﬂ@*ﬁﬁﬁﬁ 1 (1.0 1 0.7 1 (0.5) 1 0.4 1 (1.0) 1 0.7
FEFNEFTHERE 1 (1.0) 1 0.7 1 (0.5 1 0.4 1 (10 1 0.7
RAEI % 1 (1.0) 1 0.7 0 0
R KA 0 0 1 (1.0) 2 1.4
i 1 (1.0 1 0.7 9 (4.5 9 3.3 1 (1.0 1 0.7
N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:

Event rate per 100 years,

NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
high level group term and preferred term based
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

administered within the prior 49 days.

MedDRA version 23.1

Sorted in descending order by system organ class,

nn9536,/nn9536—summary/ jp_meddra_20210604_er
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E
77 P 1 (10 1 0.7 4 (2.0 4 1.5 1 (1.0) 1 0.7
HIRER T 0 3 (1.5) 3 1.1 0
TSI Rl AE 0 1 (0.5) 1 0.4 0
PRHERR M 0 1 (0.5 1 0.4 0
Jie, BB X ONMRE REE 1 (1.0 1 0.7 3 (1.5) 4 1.5 0
278 1 (10 1 0.7 2 (1.0) 2 0.7 0
LR TE 0 1 (0.5) 2 0.7 0
@;ﬁ’%%iﬁiuﬁ SRR (HERIARIRE 25 1 (L0 1 0.7 2 (1.0 2 0.7 1 (1.0 1 0.7
F R PAE 0 1 (0.5) 1 0.4 0
HERIRZE 1 (1.0 1 0.7 1 (0.5) 1 0.4 1 (1.0) 1 0.7
MBIFER L OVEIR 0 1 (0.5) 1 0.4 1 (1.0) 1 0.7
TR AR 0 1 (0.5) 1 0.4 0
V% 0 0 1 (1.0 1 0.7
TS R B 8 (8.0 11 8.1 35 (17.6) 52 18.9 6 (5.9 6 4.2
MR FHIEENE C 6 (6.0) 8 5.9 22 (11.1) 33 12.0 3 (3.0 3 2.1
FENED F 3 (3.0) 5 3.7 14 (7.0 19 6.9 0
T BHURR 2 (2.0 2 1.5 3 (1.5 4 1.5 0
FLERGR 0 1 (0.5) 2 0.7 0
fEIR 0 1 (0.5) 1 0.4 0
GBI 0 1 (0.5) 1 0.4 1 (1.0 1 0.7
AR EE I RE R 0 1 (0.5) 1 0.4 0
AR 1 (1.0 1 0.7 1 (0.5) 1 0.4 0
IRALAERD F U 0 1 (0.5) 2 0.7 0
W 0 1 (0.5) 1 0.4 0
&k% \i 0 1 (0.5) 1 0.4 0
IR RPN 0 0 1 (1.0) 1 0.7
ﬂﬁF’aﬁ*ﬁiﬂer{“ 0 0 1 (1.0) 1 0.7
IR 2 (2.0 2 1.5 10 (5.0 12 4.4 3 (3.0 3 2.1
SER 2 (2.0 2 1.5 10 (5.0 12 4.4 3 (3.0 3 2.1
’&%i@t(ﬁ%ﬁ&ﬁ%* 1 (1.0 1 0.7 3 (1.5 3 1.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event,

Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

E: Number of events, R:

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E N (%) E
A B AR 1 (10 1 0.7 3 (1.5) 3 1.1 0
PRSI 0 1 (05 1 0.4 0
EREZGl S| 0 1 (0.5) 1 0.4 0
EP+E$EF1’~X,+\M~$B = 0 1 (0.5) 1 0.4 0
’f%% 0 1 (0.5) 1 0.4 0
“’*ﬂﬂfx = EHEDERRL) 0 1 (0.5) 1 0.4 0
MR *E*.a“i 0 1 (0.5 1 0.4 0
K== —a /g — 0 1 (0.5) 1 0.4 0
FAREIE R 0 1 (0.5) 1 0.4 0
B, EPiioJ:ZM&%/\HH“ 15 (15.0) 19 13.9 25 (12.6) 26 9.5 12 (11.9) 14 9.9
HIENE 6 (6.0) 10 7.3 17 (8.5) 18 6.5 9 (8.9 10 7.1
AL 2 (2.0 2 1.5 4 (2.0 4 1.5 0
i I B il 0 3 (1.5) 3 1.1 0
e 3 (3.0 4 2.9 3 (1.5) 3 1.1 2 (2.0 2 1.4
el 2 0 2 (1.0 2 0.7 1 (1.0) 1 0.7
SMEA% REHE R 0 1 (0.5) 1 0.4 2 (2.0 2 1.4
VU 5 0 1 (0.5) 1 0.4 0
e AT 0 1 (0.5) 1 0.4 0
RER 0 1 (0.5) 1 0.4 0
EDE@J%USJ% 0 1 (0.5) 1 0.4 1 (1.0 1 0.7
BT 0 1 (0.5) 1 0.4 0
mﬁﬂ’g 0 0 2 (2.0 2 1.4
73T F L 1 (1.0 1 0.7 0 0
ST 1 A 0 0 1 (1.0) 1 0.7
VU I AR 15 1 (1.0) 1 0.7 0 0
A EfEIL 1 (1.0) 2 1.5 0 0
K GZUE 0 0 1 (1.0) 1 0.7
B L ORHHHRE 5 (5.0 5 3.7 4 (2.0 4 1.5 1 (1.0 1 0.7
SEBAEEE T 0 1 (0.5 1 0.4 0
R i 1 (1.0 1 0.7 1 (0.5 1 0.4 0
IDEEREE 2 (2.0 2 1.5 1 (0.5) 1 0.4 0
N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:

Event rate per 100 years,

NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
high level group term and preferred term based

administered within the prior 49 days.

MedDRA version 23.1

Sorted in descending order by system organ class,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E N (%)
BEEE 0 1 (0.5 1 0.4 1 (1.0 1 0.7
RARIHE G 1 (1.0) 1 0.7 0 0
BT 1 (1.0 1 0.7 0 0
BEEGRER, £ O oG iR KO 1 (10 1 0.7 2 (1.0 2 0.7 0
TR B - 0 1 (0.5) 1 0.4 0
3 R 1 (1.0 1 0.7 1 (0.5) 1 0.4 0
ELEEEIRIC X B 3 (3.0 3 2.2 2 (1.0 2 0.7 3 (3.0 3 2.1
I 1 (1.0 1 0.7 1 (0.5) 1 0.4 0
L 1 (1.0 1 0.7 1 (0.5) 1 0.4 1 (1.0) 1 0.7
ENFE 1 (1.0 1 0.7 0 2 (2.0 2 1.4
MR ER, FERES & OMiERRRE 10 (10.0) 13 9.5 24 (12.1) 27 9.8 13 (12.9) 19 13.4
SaE R X OYER 6 (6.0 7 5.1 5 (7.5 17 6.2 11 (10.9) 15 10.6
ERGEDORAE 5 (5.0) 6 4.4 11 (5.5) 13 4.7 9 (8.9 13 9.2
[ ZE N SE g 1 (1.0 1 0.7 2 (1.0) 2 0.7 2 (2.0 2 1.4
Lxo< b 0 1 (0.5) 1 0.4 0
i 0 1 (0.5) 1 0.4 0
FRGEREE (BYeER<) 2 (2.0 2 1.5 7 (3.5) 7 2.5 1 (1.0 2 1.4
T UL X —PE RS 1 (1.0) 1 0.7 6 (3.0 6 2.2 1 (1.0) 2 1.4
St 0 1 (0.5 1 0.4 0
(=SS 1 (1.0) 1 0.7 0 0
ISR AEENE C 1 (1.0) 1 0.7 2 (1.0 2 0.7 1 (1.0) 1 0.7
nZ ik 1 (1.0) 1 0.7 1 (0.5) 1 0.4 1 (1.0 1 0.7
I K] g 0 1 (0.5) 1 0.4 0
KX EE FirEmERRL) 3 (3.0 32 1 (0.5) 1 0.4 1 (1.0) 107
M 1 (1.0) 1 0.7 1 (0.5) 1 0.4 0
NG 2 (2.0 2 1.5 0 1 (1.0 1 0.7
F2 G 8 L O T LGk 13 (13.0) 22 16.2 24 (12.1) 30 10.9 11 (10.9) 14 9.9
FRBIORKE RS 10 (10.0) 13 9.5 17 (8.5 19 6.9 8 (7.9 10 7.1
1% 4 (4.0 4 2.9 4 (2.0 4 1.5 2 (2.0 2 1.4
& O FEIE 1 (1.0 1 0.7 3 (1.5 3 1.1 2 (2.0 3 2.1
N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:

Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
high level group term and preferred term based

administered within the prior 49 days.

MedDRA version 23.1

Sorted in descending order by system organ class,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E N (%) E
KRR Z M5 1 (10 1 0.7 2 (1.0 2 0.7 0
IE“* 0 2 (1.0 3 1.1 0
D o R & %% 0 1 (0.5) 1 0.4 0
7 VR R 2 0 1 (0.5) 2 0.7 0
B IS 0 1 (0.5) 1 0.4 0
ALBE 1 (1.0 1 0.7 1 (0.5) 1 0.4 1 (1.0) 1o
Tl 7 A 1 (1.0 1 0.7 1 (0.5) 1 0.4 3 (3.0 3 2.
B 0 1 (0.5) 1 0.4 0
& D PEME B 1 (1.0 1 0.7 0 0
HOHNE 1 (1.0 1 0.7 0 0
NER: R B & 0 0 1 (1.0 1 0.
;SRS 1 (1.0 107 0 0
P IR 1 (1.0 1 0.7 0 0
Eas 1 (1.0 1 0.7 0 0
AN E e AN 4 (4.0 4 2.9 7 (3.5) 7 2.5 2 (2.0 2 1.
M MLEE 0 2 (1.0) 2 0.7 0
WEAE 2 (2.0 2 1.5 2 (1.0 2 0.7 0
Y 1 (1.0) 1 0.7 1 (0.5) 1 0.4 0
& 1 (1.0) 1 0.7 1 (0.5) 1 0.4 2 (2.0 2 1.
AR 0 1 (0.5) 1 0.4 0
AbE J OV R FLoe R e R 1 (1.0 107 2 (1.0 2 0.7 0
PIEREE (o 1 (1.0) 1 0.7 1 (0.5) 1 0.4 0
87 RO 0 1 (0.5) 1 0.4 0
& FEIE RS & OV RS 3 (3.0 4 2.9 2 (1.0) 2 0.7 2 (2.0 2 1.
EAR2S 3 (3.0 4 2.9 2 (1.0 2 0.7 2 (2.0 2 1.
m%mct(bk%l? = 6 (6.0 6 4.4 23 (11.6) 24 8.7 8 (7.9 11 7.
RIS L ORGSR 2R 5 b 5 (5.0 5 3.7 13 (6.5) 13 4.7 0
FRRIBGE 5 (5.0) 5 3.7 13 (6.5) 13 4.7 0
FUrBIOE Y IV RHEE 1 (1.0) 1 0.7 4 (2.0 4 1.5 4 (4.0) 5 3.
e DR I 1 0 2 (1.0) 2 0.7 3 (3.0 3 2.
Jig B 1 (1.0 1 0.7 2 (1.0 2 0.7 1 (1.0 2 1
N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:

Event rate per 100 years,

NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
high level group term and preferred term based

administered within the prior 49 days.

MedDRA version 23.1

Sorted in descending order by system organ class,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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Module 2.7.6
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Adverse events by system organ class, high level group term and preferred term — summary — on-treatment — safety
analysis set

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E R
RN 0 2 (1.0 2 0.7 2 (2.0) 2 1.4
NEE B e 0 2 (1.0 2 0.7 2 (2.0 2 1.4
PR S R & & 1) 0 2 (1.0 3 1.1 3 (3.0 4 2.8
YR 0 1 (0.5) 2 0.7 1 (1.0) 1 0.7
BE IR 0 1 (0.5) 1 0.4 1 (1.0) 1 0.7
i RE b 2 0 0 1 (1.0 2 1.4
RPFEENE C 0 1 (0.5) 1 0.4 0
w7 LT F = e 0 1 (0.5) 1 0.4 0
EIRE I LUKy N T o AR 0 1 (0.5) 1 0.4 0
7K 0 1 (0.5 1 0.4 0
R 5= (6.0 7 5.1 17 (85 19 6.9 7 (6.9) 8 5.6
NEREE,  WIRHERRES J OV 7 0D Hhifn. 35 L TN A e (2.0) 3 2.2 5 (2.5) 5 2 (2.0 2 1.4
BE PR P RRAE 1 (1.0 2 1.5 3 (1.5) 1.1 2 (2.0 2 1.4
AENBE H . 0 1 (0.5) 1 0 0
NG H i) 0 1 (0.5) 1 0.4 0
i) na 1 (1.0 1 0.7 0 0
FRLTE PR 0 4 (2.0 4 1.5 0
TR PR 0 1 (0.5 1 0.4 0
KT 0 1 (0.5) 1 0.4 0
EELiT) 0 1 (0.5) 1 0.4 0
EAR 0 1 (0.5) 1 0.4 0
ARAGT S L, TLE T L O 0 3 (1.5) 3 1.1 1 (1.0) 1 0.7
H PR 0 3 (1.5) 3 1.1 1 (1.0) 1 0.7
AR RIS FS L ORIE 1 (1.0) 1 0.7 2 (1.0 2 0.7 1 (1.0) 1 0.7
T UL X —PEAE g 1 (1.0) 1 0.7 1 (0.5) 1 0.4 1 (1.0) 1 0.7
AR ¢ ifn. 0 1 (0.5) 1 0.4 0
ARG 2 b, TR LOZEPENE C 2 (2.0 2 L5 1 (0.5) 1 0.4 1 (1.0 1 0.7
AR AL L 1 (1.0) 1 0.7 1 (0.5) 1 0.4 0
S BEARAEE 1 (1.0) 1 0.7 0 0
LI E R RS e 0 0 1 (1.0 1 0.7

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Adverse events by system organ class
analysis set

Module 2.7.6

high level group term and preferred term — summary — on—treatment — safety
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E N %) E N %) E
ARSI 3 L O EENE C 0 1 (0.5) 1 0.4 1 (1.0 1 0.7
AR FLEE H ifn. 0 1 (0.5) 1 0.4 0
Fit M H i 0 0 1 (1.0 1 0.7
REEENE C 1 (10 1 0.7 1 (0.5) 2 0.7 1 (1.0) 1 0.7
VEIREEN 0 1 (0.5) 1 0.4 0
?E%%I‘%% 0 1 (0.5 1 0.4 0
FATA 1 (1.0 1 0.7 0 1 (1.0) 1 0.7
ﬁzlﬁﬁgkiomﬁﬁmm 0 1 (0.5) 1 0.4 1 (1.0 1 0.7
0 1 (0.5) 1 0.4 0
Fﬂﬁﬁﬂ%ﬁﬁmﬁa 0 0 1 (1.0 1 0.7
—f - BHREER O G ERLoREE 3 (3.0 5 3.7 16 (8.00 3 12.7 2 (2.0 2 1.4
EHEENEC 2 (2.0 4 2.9 11 (55 18 6.5 1 (1.0) 1 0.7
=9 1 (1.0) 1 0.7 5 (2.5) 8 2.9 0
7 0 3 (1.5) 3 1.1 0
HLH 0 2 (1.0 2 0.7 0
A TN YRR 0 1 (0.5) 1 0.4 0
mpi=) 0 1 (0.5 1 0.4 0
FE Ut e 0 1 (0.5) 1 0.4 0
ARAY e IR 0 1 (0.5) 1 0.4 0
TR 0 1 (0.5) 1 0.4 0
Zefg 0 0 1 (1.0 1 0.7
TE 1 (1.0) 3 2.2 0 0
P 53T 0 4 (2.0 15 5.5 0
E%fnﬁuﬂbﬁ 0 2 (1.0 13 4.7 0
RS B R 2% 0 1 (0.5) 1 0.4 0
%T*MT R 0 1 (0.5) 1 0.4 0
1 S 1 (1.0 1 0.7 2 (1.0 2 0.7 1 (1.0) 1 0.7
1 (1.0 1 0.7 2 (1.0 2 0.7 1 (1.0) 1 0.7
i R A 13 (13.0) 16 11.7 16 (8.0 20 7.3 9 (8.9 11 7.8
BEEMRAENE C 4 (4.0 4 2.9 6 (3.0 7 2.5 2 (2.0 2 1.4
N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:

Event rate per 100 years,

NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
high level group term and preferred term based,

administered within the prior 49 days.

MedDRA version 23.1

Sorted in descending order by system organ class,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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Module 2.7.6

Adverse events by system organ class,
analysis set

high level group term and preferred term — summary — on—treatment — safety
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E N (%) E
ML 27 L7 F ok AR —E 4 (4.0 4 2.9 6 (3.0 7 2.5 2 (2.0 2 1.4
(Mbﬂﬁﬁ 5 (5.0) 5 3.7 4 (2.0 5 1.8 0
3 (3.0) 3 2.2 4 (2.0) 4 1.5 0
1 (1.0 1 0.7 1 (0.5) 1 0.4 0
1 (1.0 1 0.7 0 0
2 (2.0 2 1.5 3 (1.5 3 1.1 0
0 3 (1.5 3 1.1 0
1 (1.0 1 0.7 0 0
@ T %k 1 (10 1 0.7 0 0
H?HE ++ﬁﬁ 0 2 (1.0 2 0.7 5 (5.0 5 3.5
TANRTGEXUEET I ) N T U AT =T — 81 0 1 (0.5 1 0.4 0
i
JHERERMR A G -5 0 1 (0.5) 1 0.4 2 (2.0 2 1.4
TI=UT I NI UAT 2T —B M 0 0 2 (2.0 2 1.4
mA e YL e B 0 0 1 (1.0 1 0.7
MR AR (MR 2 & Te) L (L0 2 15 1 (05 1 0.4 0
~EZ T e 0 1 (0.5) 1 0.4 0
U L SEREORD 1 (1.0) 1 0.7 0 0
Emﬂ@ﬁ&%bn 1 (1.0) 1 0.7 0 0
KI5 L O E R ORREIZE 3 5 FIH 1 (1.0 1 0.7 1 (0.5) 1 0.4 0
ﬁ@ﬂéw 1 (1.0 1 0.7 1 (0.5) 1 0.4 0
Wk (MERLECHRE AR ET) 0 1 (0.5) 1 0.4 0
[fl]_‘:F' FROR I A L = D 0 1 (0.5) 1 0.4 0
REE A 0 0 1 (1.0) 1 0.7
g s U 7YY REMN 0 0 1 (1.0 1 0.7
Koy, EBRVER L OEE A 1 (1.0) 1 0.7 0 0
e U o A H8hn 1 (1.0) 1 0.7 0 0
R, RFEEAB L OUMIR Y A 0 0 2 (2.0 2 1.4
7 A ~E S O e 0 0 1 (1.0) 1 0.7
i R RN 0 0 1 (1.0) 1 0.7
EHBIMEFHIRENE C 1 (1.0) 1 0.7 0 1 (1.0) 1 0.7
C — G TEE AR N 1 (1.0 1 0.7 0 1 (1.0) 1 0.7

N: Number of subjects experiencing at least one event, %:

Event rate per 100 years,

Percentage of subjects experiencing at least one event, E: Number of events, R:
NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
high level group term and preferred term based

administered within the prior 49 days.

MedDRA version 23.1

Sorted in descending order by system organ class,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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Adverse events by system organ class

analysis set

Module 2.7.6

high level group term and preferred term — summary — on—treatment — safety
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E N (%) E
I 2 (2.0 2 1.5 11 (5.5 11 4.0 4 (4.0) 4 2.8
MEART, }F%iﬂﬁmf EBL R a vy 0 5 (2.5) 5 1.8 0
HEE ST MR AR . 0 3 (1.5) 3 1.1 0
ESTINES 0 2 (1.0 2 0.7 0
B I o A e 1 (1.0 1 0.7 4 (2.0 4 1.5 3 (3.0 3 2.1
1 I+ 1 (1.0 1 0.7 4 (2.0) 4 1.5 3 (3.0 3 2.1
@JH)RWI: Pezs, Mk E R L OMESE 0 2 (1.0 2 0.7 1 (1.0) 1 0.7
EIRAE A LIE 0 2 (1.0 2 0.7 1 (1.0) 1 0.7
FERIER L ONARIE 1 (1.0 1 0.7 0 0
DU PR e R oA i 1 (1.0 1 0.7 0 0
AR LOILEEE 3 (3.0 4 2.9 9 (4.5 10 3.6 0
AR L O i s 0 4 (2.0 4 1.5 0
A 1% R EEE 0 2 (1.0 2 0.7 0
A iR p 0 1 (0.5) 1 0.4 0
AHLBIA % 0 1 (0.5) 1 0.4 0
AERRRE S (YR L ORIEZFR<) 1 (1.0 1 0.7 2 (1.0 2 0.7 0
EAERTSZARIE AE 1 (1.0 1 0.7 2 (1.0 2 0.7 0
B AR ARG K ORIE 0 1 (0.5) 2 0.7 0
ANERR % 0 1 (0.5) 2 0.7 0
BT 0 1 (0.5 1 0.4 0
JLEA KL 0 1 (0.5) 1 0.4 0
Bﬁﬁ‘%‘:l@éﬁiﬂi% 0 1 (0.5) 1 0.4 0
PRI 0 1 (0.5) 1 0.4 0
T, B X OUATIERE 2 (2.0 3 2.2 0 0
TE 1 (1.0) 1 0.7 0 0
7= NIEE 1 (1.0) 1 0.7 0 0
- NN SEE 1 (1.0 1 0.7 0 0
e 4 (4.0 4 2.9 6 (3.0 6 2.2 1 (1.0 1 0.7
ATERR fi 2 3 (3.0 3 2.2 4 (2.0 4 1.5 0
ARRE 3 (3.0 3 2.2 4 (2.0 4 1.5 0
N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:

Event rate per 100 years,

NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been

administered within the prior 49 days.

MedDRA version 23.1

Sorted in descending order by system organ class,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

high level group term and preferred term based
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Adverse events by system organ class, high level group term and preferred term — summary — on-—treatment — safety
analysis set
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E
SOEENEC 0 1 (0.5) 1 0.4 1 (1.0) 1 0.7
1 B 0 1 (0.5) 1 0.4 0
KAMET 0 0 1 (1.0 1 0.7
o5 PR EE 0 1 (0.5) 1 0.4 0
vael] 0 1 (0.5) 1 0.4 0
G R (HR A S Te) 1 (1.0) 1 0.7 0 0
T s PR 1 (1.0 1 0.7 0 0
JHNHSE R 2 2 (2.0 2 1.5 5 (2.5) 5 1.8 1 (1.0) 1 0.7
EE e 1 (1.0 1 0.7 3 (1.5) 3 1.1 0
JEAE 0 2 (1.0) 2 0.7 0
JHERY —7 0 1 (0.5) 1 0.4 0
BT A PE R SESE 1 (1.0 1 0.7 0 0
JFd KOV EIE R e 1 (1.0 1 0.7 2 (1.0 2 0.7 1 (1.0 1 0.7
P RE R 0 1 (0.5) 1 0.4 0
iE=30 0 1 (0.5) 1 0.4 0
7L 3 — L R R 0 0 1 (1.0 1 0.7
il 1 (1.0 1 0.7 0 0
BB L OURKREE 5 (5.0 6 4.4 5 (2.5) 5 1.8 5 (5.0 7 4.9
BrEE (FEZR) 0 2 (1.0 2 0.7 1 (1.0 1 0.7
1o % 3% I JE 0 1 (0.5) 1 0.4 0
B EEfa 0 1 (0.5) 1 0.4 1 (1.0) 1 0.7
RAIE 3 (3.0 3 2.2 2 (1.0) 2 0.7 3 (3.0 5 3.5
SR HE A E 1 (1.0 1 0.7 2 (1.0 2 0.7 2 (2.0 4 2.8
PR & 2 (2.0 2 1.5 0 1 (1.0) 1 0.7
PRI R K OMER 1 (1.0) 2 1.5 1 (0.5) 1 0.4 0
15 PRI PRI 0 1 (0.5) 0.4 0
EHIR 1 (1.0) 1 0.7 0 0
ISR 1 (1.0) 1 0.7 0 0
BE 1 (1.0) 1 0.7 0 1 (1.0) 1 0.7
MR T a8 — 1 (1.0 1 0.7 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:

Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Adverse events by system organ class,
analysis set

Module 2.7.6

high level group term and preferred term — summary

— on—treatment — safety
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System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E R N (%) E
PE IR I PE B E 0 0 1 (1.0) 1 0.7
DR 2 (2.0 2 1.5 4 (2.0 4 1.5 3 (3.0 3 2.1
REENR 1 (1.0 1 0.7 2 (1.0) 2 0.7 2 (2.0 2 1.4
PRSI 1 (10 1 0.7 1 (0.5) 1 0.4 0
EElIR 0 1 (0.5) 1 0.4 0
NG 0 0 1 (1.0) 1 0.7
REE R 0 0 1 (1.0) 1 0.7
SN R Re 0 1 (0.5) 1 0.4 0
Atk «uﬁ%iﬁ% 0 1 (0.5) 1 0.4 0
DEE Mk LOYEIRNE C 1 (1.0) 1 0.7 1 (0.5 1 0.4 1 (1.0 1 0.7
EulEs 1 (10 1 0.7 1 (0.5) 1 0.4 1 (1.0) 1 0.7
P OukigheasE 4 (4.0 4 2.9 3 (1.5) 3 1.1 1 (1.0 1 0.7
T B 0 2 (1.0 2 0.7 0
S M 0 1 (0.5) 1 0.4 0
ST 0 1 (0.5) 1 0.4 0
WNEH I L O 8 Itk 4 (4.0 4 2.9 1 (0.5) 1 0.4 1 (1.0) 1 0.7
[AlHRTE D F 3 (3.0 3 2.2 1 (0.5) 1 0.4 1 (1.0 1 0.7
Hig 1 (1.0 1 0.7 0 0
KR LY v CREEE 2 (2.0 2 1.5 2 (1.0) 2 0.7 1 (1.0) 1 0.7
VAR I & BB 1 (1.0) 1 0.7 2 (1.0 2 0.7 1 (1.0) 1 0.7
SRR Z MR 1 (1.0) 1 0.7 2 (1.0 2 0.7 0
0 0 1 (1.0 1 0.7
ReL, Y X X OSHIREN B R B E 1 (1.0) 1 0.7 0 0
IR GES 1 (1.0) 1 0.7 0 0
e RIE, FiEEds KON AR E 0 2 (10 2 07 0
Je R L R E 0 1 (0.5 1 0.4 0
A //wbﬁ_ﬁ%& 0 1 (0.5) 1 0.4 0
SERMERZ G ¥ L O TR RS 0 1 (0.5) 1 0.4 0

N: Number of subjects experiencing at least one event,

Event rate per 100 years,

%:

Percentage of subjects experiencing at least one event,
NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

E: Number of events, R:

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

administered within the prior 49 days.

MedDRA version 23.1

Sorted in descending order by system organ class,
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Adverse events by system organ class, high level group term and preferred term — summary — on-—treatment — safety
analysis set

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R N %) E R
b 0 1 (0.5) 1 0.4 0
BE, BB LOSEMARH R EY (Flak IO 2 (2.0 2 1.5 2 (1.0 2 0.7 1 (1.0 1 0.7
RY —F%Gde)
MR BIEHT A 0 1 (0.5 1 0.4 0
A PN LR i e g 0 1 (05 1 0.4 0
B AR AR R 0 1 (0.5) 1 0.4 0
£ R AR - 0 1 (0.5 1 0.4 0
TEMEES T OGEM AR B O JFALE R84 1 (1.0 1 0.7 0 0
JEAE s 1 (1.0) 1 0.7 0 0
%ﬁiﬁiU“éi%ﬁ%%wmﬂ%%%isilﬁmlfr%%ﬁi 0 0 1 (1.0 1 0.7
fiti D EEVE B AE ) 0 0 1 (1.0) 1 0.7
EMER X OREAR O R KR AW 1 (1.0 1 0.7 0 0
R B e g 1 (1.0 1 0.7 0 0
SR L O EHLE 0 1 (0.5) 1 0.4 0
LB TR T 0 1 (0.5) 1 0.4 0
KGRV — 78Ik 0 1 (0.5) 1 0.4 0
oy B 1 (0.5) 1 0.4 0
FRR s 0 1 (0.5) 1 0.4 0
FOPR IR BETTHEE 0 1 (0.5) 1 0.4 0
g R R 2 (2.0 2 1.5 1 (0.5) 1 0.4 1 (1.0) 1 0.7
T UL — PR 2 (2.0 2 15 1 (0.5) 1 0.4 1 (1.0 1 0.7
FEHPET L — 1 (1.0 1 0.7 1 (0.5) 1 0.4 1 (1.0 1 0.7
BT L L X— 1 (1.0 1 0.7 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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2: Adverse events possibly or probably related to trial product by system organ class and preferred term - summary - on-treatment - safety analysis set

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N %) E R N %) E R
Number of subjects 100 199 101
Patient years of exposure (PYE) 136.2 275.0 141.8
Events 68 (68.0) 251 184.3 108 (54.3) 364 132.4 20 (19.8) 33 23.3
H IS 61 (61.0) 222 163.0 97 (48.7) 262 95.3 14 (13.9) 21 14.8
K 18 (18.0) 20 14.7 48 (24.1) 53 19.3 2 (2.0) 2 1.4
HEL 15 (15.0) 22 16.2 31 (15.6) 61 22.2 4 (4.0) 4 2.8
T 19 (19.0) 53 38.9 26 (13.1) 42 15.3 5 (5.0) 5 3.5
Mg 8 (8.0 32 235 15 (7.5 25 9.1 1 (1.0) 1 0.7
MR A PR 9 (9.00 10 7.3 12 (6.00 16 5.8 1 (1.0) 1 0.7
HIERE 6 (6.0) 17 12.5 8 (4.00 13 4.7 1 (1.0 4 2.8
Y 3 (3.0 5 3.7 7 (3.5) 8 2.9 0
i3 2 (2.0 3 2.2 7 (3.5 10 3.6 0
iR AT 7 (17.0) 7 5.1 6 (3.0 7 2.5 2 (2.0 3 2.1
B A E R B 1 (1.0) 1 0.7 5 (2.5) 5 1.8 0
B N 2 (2.0 2 1.5 4 (2.0 6 2.2 0
el 2 (2.0 2 1.5 3 (1.5) 3 1.1 0
BLW 4 (4.00 21 15.4 2 (1.0) 2 0.7 0
EES 0 2 (1.0 2 0.7 0
N AMEER 0 1 (0.5) 1 0.4 0
U6 AME+ iR 0 1 (0.5) 1 0.4 0
BRU—7 0 1 (0.5) 1 0.4 0
rAlIREINI P 0 1 (0.5) 1 0.4 0
537 1 (1.0 18 13.2 1 (0.5) 1 0.4 0
RESE/S 0 1 (0.5) 1 0.4 0
EAE 0 1 (0.5) 1 0.4 0
T L T B b 0 1 (0.5) 1 0.4 0
[EEER 0 1 (0.5) 1 0.4 0
TG 1 (1.0 2 1.5 0 0
B GE (PR 1 (1.0 1 0.7 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one
event.
MedDRA version 23.1
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Module 2.7.6

Adverse events possibly or probably related to trial product by system organ class

on—treatment — safety analysis set

and preferred term — summary -

Page 113 of 361

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E N %) E N %) E R
B IRE R 1 (1.0 1 0.7 0 0
DA I 2 (2.0 2 1.5 0 0
IS 1 (10 1 0.7 0 0
NPAZE 0 0 1 (1.0 0.7
R fsE 1 (10 1 0.7 0 0
ST 1 (1.0 1 0.7 0 0
R L Ok 5 (5.0) 5 3.7 15 (7.5 16 5.8 0
BAHER 5 (5.0 5 3.7 13 (6.5) 13 4.7 0
2 A PR 97 0 1 (0.5) 2 0.7 0
*)&)ﬂﬁ 0 1 (0.5) 1 0.4 0
—f% - BEREER O G REE 2 (2.0 2 1.5 12 (6.00 30 10.9 1 (1.0 0.7
[(=93 1 (1.0 1 0.7 5 (2.5) 8 2.9 0
i 0 3 (1.5) 3 1.1 0
TR 0 2 (1.0 2 0.7 0
FESTATALEE 0 2 (1.0 13 4.7 0
17 0 1 (0.5 1 0.4 0
&%T*Bu&%@% 0 1 (0.5) 1 0.4 0
TSRO AT 0 1 (0.5) 1 0.4 0
FEEL 1 (1.0 1 0.7 1 (0.5) 1 0.4 0
725 0 0 1 (1.0) 0.7
T R B 3 (3.0 3 2.2 12 (6.0 14 5.1 1 (1.0 0.7
FREMED F 1 (1.0) 1 0.7 5 (2.5) 6 2.2 0
SRR 1 (1.0 1 0.7 2 (1.0 2 0.7 0
VR & 0 1 (0.5) 1 0.4 0
APRE PR R 0 1 (0.5) 1 0.4 0
Ui S 1 (1.0 1 0.7 1 (0.5) 1 0.4 0
B R 0 1 (0.5) 1 0.4 0
PR AN 0 1 (0.5) 1 0.4 0
L SRR 0 1 (0.5) 1 0.4 0

N: Number of subjects experiencing at least one event,
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one

administered within the prior 49 days.

event.
MedDRA version 23.1
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Percentage of subjects experiencing at least one event, E: Number of events,
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Adverse events possibly or probably related to trial product by system organ class and preferred term — summary —
on—treatment — safety analysis set

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N %) E R
SR 0 0 1 (1.0) 1 0.7
i R f A 5 (5.0 5 3.7 8 (4.00 11 4.0 3 (3.0 3 2.1
Y —E N 3 (3.0 3 2.2 4 (2.0) 4 1.5 0
TARGXURET I ) VT A7 =27 —8BHN 0 1 (0.5) 1 0.4 0
77 —EHEm 0 1 (0.5) 1 0.4 0
S =R 0 1 (0.5) 1 0.4 0
MEART 0 1 (0.5) 1 0.4 0
17 L7 F R AR H—EH 0 1 (0.5) 1 0.4 0
1 H LR R A V| 0 1 (0.5) 1 0.4 0
TR 1 (1.0 1 0.7 1 (0.5) 1 0.4 0
TI5= T T UART = T—P M 0 0 1 (1.0 1 0.7
7Y a~E s ua e 0 0 1 (1.0) 1 0.7
fLrp ey v e #hn 0 0 1 (1.0) 1 0.7
595 o B 1 (1.0 1 0.7 0 0
R ¥ J O kbR 3 (3.0 5 3.7 7 (3.5) 7 2.5 2 (2.0 2 1.4
B B 2 (2.0 2 1.5 2 (1.0 2 0.7 0
& 5 FERE 0 1 (0.5) 1 0.4 1 (1.0) 1 0.7
HLBE 0 1 (0.5) 1 0.4 1 (1.0) 1 0.7
g2 1 (10 1 0.7 1 (0.5) 1 0.4 0
FIB 0 1 (0.5) 1 0.4 0
E 3737 1 (1.0) 1 0.7 1 (0.5) 1 0.4 0
B &R 1 (1.0) 1 0.7 0 0
JRYLIE R & OV A sUE 2 (2.0 2 1.5 4 (2.0 4 1.5 0
B 2 (2.0 2 1.5 3 (1.5) 3 1.1 0
Jatkse 0 1 (0.5) 1 0.4 0
il 2 (2.0 2 1.5 4 (2.0 4 1.5 1 (1.0 1 0.7
RIRSE 1 (1.0) 1 0.7 2 (1.0 2 0.7 0
5 DY 0 1 (0.5) 1 0.4 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one
event.
MedDRA version 23.1
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Module 2.7.6

Adverse events possibly or probably related to trial product by system organ class

on—treatment — safety analysis set

Page 115 of 361

and preferred term — summary -

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E N %) E R
5 B 0 1 (0.5) 1 0.4 0
SOMET 0 0 1 (1.0) 1 0.7
T s PR 1 (1.0 1 0.7 0 0
JHNHSE R 2 1 (10 1 0.7 3 (1.5) 3 1.1 0
RRAE 0 2 (1.0 2 0.7 0
JFRERE R 0 1 (0.5) 1 0.4 0
W R I FEE 1 (1.0 1 0.7 0 0
I R 0 3 (1.5) 3 1.1 0
LIENTINER 0 2 (1.0 2 0.7 0
ST MEAR I 0 1 (0.5) 1 0.4 0
Sl 0 3 (1.5) 3 1.1 1 (1.0) 1 0.7
FSUURIN LU 0 1 (0.5) 1 0.4 0
G 0 1 (0.5) 1 0.4 0
SR 0 1 (0.5) 1 0.4 0
LA HHED 0 0 1 (1.0 1 0.7
B RIS I OYE B f Rk b 0 2 (1.0 2 0.7 0
B R AR 0 1 (0.5) 1 0.4 0
A 1 (0.5) 1 0.4 0
AR P 1 (1.0) 1 0.7 1 (0.5) 1 0.4 1 (1.0 2 1.4
MG Hid 0 1 (0.5) 1 0.4 0
T BERRHENE 1 (1.0 1 0.7 0 0
BE IR PN AE 0 0 1 (1.0 1 0.7
H N 0 0 1 (1.0 1 0.7
Mg, BERES K ONERR 0 ( 0.5) 1 0.4 0
Loo< b 0 (0.5 1 0.4 0

N: Number of subjects experiencing at least one event, %:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one

event.
MedDRA version 23.1

Percentage of subjects experiencing at least one event, E: Number of events, R:
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Adverse events possibly or probably related to trial product by system organ class and preferred term — summary —
on—treatment — safety analysis set

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N %) E R
BB X QYR EE 1 (10 1 0.7 1 (0.5) 1 0.4 1 (1.0) 1 0.7
PR FEAIE 0 1 (0.5) 1 0.4 0
PRI B E 0 0 1 (1.0 1 0.7
SRR 1 (1.0 1 0.7 0 0
AR LOILEREE 0 1 (0.5) 1 0.4 0
A 0 1 (0.5) 1 0.4 0
PGy WARE 0 1 (0.5) 1 0.4 0
IR A e T IE 0 1 (0.5) 1 0.4 0
i Oukighess 1 (1.0 1 0.7 0 0
[T D F U 1 (1.0 1 0.7 0 0
BE PR L OWEA HE 1 (1.0 1 0.7 0 0
3 A 1 (1.0 1 0.7 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time-point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one
event.
MedDRA version 23.1
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Module 2.7.6

3: Severe adverse events by system organ class and preferred term - summary - on-treatment - safety analysis set

Page 117 of 361

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E N %) R
Number of subjects 100 199 101
Patient years of exposure (PYE) 136.2 275.0 141.8
Events 3 (3.0 2.2 3 (1.5 1.5 5 (5.0 3.5
H Ik 0 1 (0.5) 0.4 1 (1.0 0.7
SN EN DS 0 1 (0.5) 0.4
I ES 0 0 1 (1.0 0.7
JRYLIE 35 1L OV HUE 1 (1.0 0.7 1 (0.5) 0.4 0
BiER 0 1 (0.5) 0.4 0
{RYet BAZE 1 (1.0 0.7 0 0
LB 0 1 (0.5) 0.4 0
AR LR ZE 0 1 (0.5) 0.4 0
BB L OURBEE 0 1 (0.5) 0.4 1 (1.0 0.7
JREFEARE 0 1 (0.5) 0.4 1 (1.0) 0.7
BE, hEB L OLE A OHE 0 0 1 (1.0 0.7
BT i, 0 0 1 (1.0 0.7
BE, MRS JONEMARIA R EY (ks IO 2 (2.0 1.5 0 1 (1.0 0.7
RY =7 %5
B B g 1 (1.0) 0.7 0 0
JIEAE Mides 1 (1.0 0.7 0 0
fiti O HEVE T AEY) 0 0 1 (1.0 0.7
FRPRAR AL ) 0 0 1 (1.0 0.7
M7 L7 F i AR —EHIN 0 0 1 (1.0) 0.7

N: Number of subjects experiencing at least one event, %:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been

administered within the prior 49 days.

percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

MedDRA version 23.1

Sorted in descending order by system organ class and preferred term based, respectively, on the

Percentage of subjects experiencing at least one event, E: Number of events, R:
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4: Serious adverse events by system organ class and preferred term - summary - on-treatment - safety analysis set

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) N (%) N %) R
Number of subjects 100 199 101
Patient years of exposure (PYE) 136.2 275. 141.8
Events 7 (7.00 10 10 (5.0 12 4.4 7 (6.9 7 4.9
H Ik 0 2 (1.0 2 0.7 1 (1.0) 1 0.7
REIMER A2 0 1 (0.5) 1 0.4 0
KGRV —7 0 1 (0.5) 1 0.4 0
WiPAZE 0 0 1 (1.0 1 0.7
FRYLIE 3 KL OV HUE 1 (1.0 1 2 (1.0 2 0.7 0
AVERE TR R 0 1 (0.5) 1 0.4 0
K 0 1 (0.5 1 0.4 0
frYelE BAZIE 1 (1.0 1 0 0
JHHE R P 0 2 (1.0 2 0.7 0
A IE 0 2 (1.0) 2 0.7 0
i R S L OYRE G LA b 0 1 (05 1 0.4 0
TSI P AR 0 1 (0.5) 1 0.4 0
BE, PER L UWEA THE 1 (1.0 4 1 (0.5) 1 0.4 2 (2.0 2 1.4
el 2L 0 1 (0.5) 1 0.4 0
AR iE F 1 (1.0 1 0 0
TG I i e 0 0 1 (Lo 1 07
g 1 (1.0 2 0 0
HE T 0 0 1 (1.0 1 0.7
e 1 (1.0) 1 0 0
Yl 0 1 (0.5) 1 0.4 1 (1.0 1 0.7
AL g 0 1 (0.5 1 0.4 0
LA 0 0 1 (1.0 1 0.7

N: Number of subjects experiencing at least one event, %:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class and preferred term based, respectively, on the

percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

MedDRA version 23.1

Percentage of subjects experiencing at least one event, E: Number of events, R:
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Module 2.7.6

Serious adverse events by system organ class and preferred term — summary — on—treatment — safety analysis set
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Placebo

(%)

System organ class Sema 1.7 mg Sema 2.4 mg
Preferred term N %) E R N (%)
TR 1 (1.0) 1 0.7 1 (0.5)

THVEE R 0 1 (0.5
FRELMED F 1 (1.0 1 0.7 0
BB & OURH R 0 1 (0.5)
JRAEREAE 0 1 (0.5)
SeRME, FIEMR X Ok 0 1 (0.5)
A LRI 0 1 (0.5
AR pEisE 0 0
S FLIRUI A Mo e 0 0
Mg LY o CRIEE 1 (1.0 1 0.7 0
RN /3 1 (1.0 1 0.7 0
AR L OSLEREE 1 (1.0) 1 0.7 0
T B PN B FEAE 1 (1.0 1 0.7 0
Bk, 4_‘rﬂootouﬂmﬂﬂ®zéﬁ¢% (FERBIV 2 (2.0 2 1.5 0
R —7%ET)
ﬁéﬁﬂ%ﬂiﬂaﬁ 1 (1.0 1 0.7 0
JIEAE Miyee 1 (1.0 1 0.7 0
iR 0 0

e

ee

ce
S

S

s

SO O

(=N

SO

1

[ Ne)

(1.0)

(1.0)

i
~ =

ee
SN

0.7

0.7

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been

administered within the prior 49 days. Sorted in descending order by system organ class and preferred term based, respectively,
percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

MedDRA version 23.1
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5: Adverse events leading to permanent trial product discontinuation by system organ class and preferred term - summary - on-treatment - safety analysis set

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N %) E R N %) E R
Number of subjects 100 199 101
Patient years of exposure (PYE) 136. 2 275.0 141.8
Events 3 (3.0 6 4.4 5 (2.5 9 3.3 1 (L0 1 0.7
H IS 2 (2.0 5 3.7 4 (2.0 5 1.8 0
O 1 (1.0 1 7 2 (1.0 2 0.7 0
RE AR R 0 1 (0.5) 1 0.4 0
{EF 0 1 (0.5) 1 0.4 0
N i 0 1 (0.5) 1 0.4 0
BLW 1 (1.0 1 0.7 0 0
HE R R 1 (1.0 1 0.7 0 0
g 1 (1.0) 1 0.7 0 0
JiizRaiArH 1 (1.0 1 0.7 0 0
YR & VB B 0 ( 0.5) 1 0.4 0
BRER 0 (0.5) 1 0.4 0
TR R 0 1 (0.5) 1 0.4 1 (1.0 1 0.7
SR 0 1 (0.5) 1 0.4
IR RN 0 0 1 (1.0) 1 0.7
BB LR RS 0 1 (0.5) 1 0.4 0
JREFEAE 0 1 (0.5) 1 0.4 0
AR AR A 0 1 (0.5) 1 0.4 0
R 0 1 (0.5) 1 0.4 0
Bk, B KOS OB Y (FElnk L0 1 (1o 1 07 0 0
RY—T%ETe)
A iR 1 (1.0 1 0.7 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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1: Adverse events by system organ class, high level group term and preferred term - summary - on-treatment - safety analysis set - STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N (%) E R N (%) E R
Number of subjects 91 179 89
Patient years of exposure (PYE) 125.0 247.1 124.8
Events 74 (81.3) 324 259.2 153 (85.5) 719 290.9 70 (78.7) 190 152.3
H G 58 (63.7) 127 101.6 105 (58.7) 280 113.3 25 (28.1) 33 26.5
TH L& E SN X ONBEI R & 38 (41.8) 48 38.4 70 (39.1) 106 42.9 9 (10.1) 9 7.2
{EFL 18 (19.8) 21 16.8 51 (28.5) 59 23.9 3 (3.4) 3 2.4
T 19 (20.9) 24 19.2 26 (14.5) 41 16.6 6 (6.7 6 4.8
HAE M PEE R 2 (2.2 2 1.6 5 (2.8) 5 2.0 0
T b T B e 0 1 (0.6) 1 0.4 0
P R RE A e 1 (11 1 0.8 0 0
TH L& X OYEIR 34 (37.4) 58 46.4 59 (33.0) 123 49.8 9 (10.1) 11 8.8
L 16 (17.6) 19 15.2 29 (16.2) 50 20.2 4 (4.5) 4 3.2
M i 9 (9.9 9 7.2 13 (7.3 23 9.3 2 (2.2) 2 1.6
G A e 11 (12.1) 12 9.6 11 (6.1) 15 6.1 1 (11 1 0.8
N IR 2 (2.2 4 3.2 9 (5.0 12 4.9 1 (11 1 0.8
i3 0 8 (4.5) 9 3.6 0
R 5 (5.5) 6 4.8 4 (2.2 5 2.0 2 (2.2 3 2.4
HIERER 2 (2.2 2 1.6 3 (1.7 3 1.2 0
HRfsE 1 (11 1 0.8 2 (L1 2 0.8 0
BLW 1 (1D 1 0.8 1 (0.6) 1 0.4 0
537} 0 1 (0.6) 1 0.4 0
{5 0 1 (0.6) 1 0.4 0
MR 0 1 (0.6) 1 0.4 0
T RE IR 1 (11 2 1.6 0 0
LA R AN PR 2 (2.2 2 1.6 0 0
@Fk:l’oct(}[ﬁm@ﬁw 6 (6.6) 6 4.8 14 (7.8 15 6.1 5 (5.6) 5 4.0
i ol 4 (4.4 4 3.2 11 (6.1) 12 4.9 4 (4.5) 4 3.2
g0 1 (1D 1 0.8 2 (1.1) 2 0.8 1 (1D 1 0.8
AR Bl 0 1 (0.6) 1 0.4 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Adverse events by system organ class, high level group term and preferred term — summary — on—treatment — safety
analysis set — STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E R
5% I (LD 1 0.8 0 0
LB DIREENE C 4 (4.4) 4 3.2 10 (5.6) 12 4.9 1 (1.1 1 0.8
Bl 2 (2.2 2 1.6 4 (2.2 6 2.4 0
H 2 (2.2 2 1.6 3 (L7 3 1.2 0
B E 0 3 (1.7 3 1.2 0
Ny MEE 0 0 1 (1.1 1 0.8
T I R 1 (L1 1 8 9 (5.0 9 3.6 3 (3.4) 3 2.4
N I (LD 1 0.8 4 (2.2) 4 1.6 1 (1.1 1 0.8
H% 0 2 (1.1 2 0.8 1 (11 1 0.8
sAlIREPNID 2 0 1 (0.6) 1 0.4 0
PN 0 1 (0.6) 1 0.4 0
1814 H 2% 0 1 (0.6) 1 0.4 1 (1.1 1 0.8
B Bk 3 (3.3 3 2.4 5 (2.8) 6 2.4 1 (1D 1 0.8
HR) —7 0 3 (1.7) 3 1.2 0
KGR —~ 2 (2.2 2 1.6 3 (1.7) 3 1.2 1 (1.1) 1 0.8
HEIGRY —7 1 (11D 1 0 0 0
T PO 1S LR R 2R 0 3 (1.7 3 1.2 0
TN 0 2 (1.1 2 0.8 0
O ER 0 1 (0.6) 1 0.4 0
THEP R 2 (2.2 2 1.6 1 (0.6) 1 0.4 0
IR 2 (2.2 2 1.6 1 (0.6) 1 0.4 0
VL& A TR 2 (2.2 2 1.6 1 (0.6) 1 0.4 1 (1.1) 1 0.8
PR 2 (2.2 2 1.6 1 (0.6) 1 0.4 1 (1.1) 1 0.8
HILEHMNE C 0 1 (0.6) 1 0.4 0
~8a Y — - UA R 0 1 (0.6) 1 0.4 0
HLE TR L O%RAL 0 1 (0.6) 2 0.8 1 (1.1 1 0.8
[ONCY VA=< 0 1 (0.6) 1 0.4 1 (1.1 1 0.8
U6 A+ 38R 0 1 (0.6) 1 0.4 0
JLF 3 L OEIGOREEN E C 2 (2.2 2 1.6 1 (0.6) 1 0.4 0
20T 2 (2.2 2 1.6 1 (0.6) 1 0.4 0
LB R4S R L OPAZ%E 0 0 1 (11 1 0.8
EEEES 0 0 1 (1.1) 1 0.8

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
nn9536,/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:26:49 — taesummary. sas/taesumot. txt



Module 2.7.6

Page 124 of 361

Adverse events by system organ class, high level group term and preferred term — summary — on-—treatment — safety
analysis set — STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E R
W ¢ J 2% R I (LD 1 0.8 0 0
BT R R 1 (LD 1 0.8 0 0
JRYLIE R & OV A HUE 38 (41.8) 57 45.6 73 (40.8) 141 57.1 29 (32.6) 43  34.5
SR AR 72 YL RIC X 2 JE 36 (39.6) 52 41.6 65 (36.3) 122 49.4 28 (31.5) 41  32.9
_ErREE R 21 (23.1) 30 24.0 48 (26.8) 75 30.3 15 (16.9) 21 16.8
H s 7 (7.7 8 6.4 11 (6.1) 13 5.3 1 (1.1 1 0.8
KB SR 3 (3.3) 3 2.4 6 (3.4) 9 3.6 0
S I (L 1 0.8 3 (L7 3 1.2 1 (1.1 2 1.6
NHEE 2 3 (3.3 3 2.4 2 (1.1 3 1.2 4 ( 4.5) 5 4.0
NS 0 2 (1.1) 3 1.2 1 (1.1) 1 0.8
=R I (LD 1 0.8 2 (L1 2 0.8 1 (11 1 0.8
TG 0 1 (0.6) 1 0.4 0
AMEE LB R 0 1 (0.6) 1 0.4 0
AR S 0 1 (0.6) 1 0.4 0
FHER 0 1 (0.6) 1 0.4 0
EIAES 0 1 (0.6) 1 0.4 0
BB R 1 (LD 1 0.8 1 (0.6) 1 0.4 0
JRIES 0 1 (0.6) 1 0.4 0
SR Y 1 (11 1 0.8 1 (0.6) 3 1.2 0
FERLAE 1 (L1 1 0.8 1 (0.6) 1 0.4 1 (L1 1 0.8
NS 1 (1.1 1 0.8 1 (0.6) 1 0.4 3 (3.4) 3 2.4
Eal s 0 1 (0.6) 2 0.8 0
ISR 1 (1D 1 0.8 0 0
MR R E 0 0 1 (11 2 1.6
Jmbks 1 (1.1 1 0.8 0 3 (3.4) 4 3.2
A )L AR 4 (4.4 4 3.2 13 (7.3 14 5.7 1 (1.1 1 0.8
AT W 1 (11 1 0.8 8 (4.5) 8 3.2 1 (LD 1 0.8
iR USRS 1 (11 1 0.8 3 (L7 3 1.2 0
7 A L A IR 1 (1.1 1 0.8 2 (1.1) 2 0.8 0
B~ L~ 0 1 (0.6) 1 0.4 0
frelt BRZE 1 (1D 1 0.8 0 0

N: Number of subjects experiencing at least one event, %: Percentage
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
Sorted in descending order by system organ class, high level group term and preferred term based
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

administered within the prior 49 days.

MedDRA version 23.1

of subjects experiencing at least one event, E: Number of events, R:
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Adverse events by system organ class

Module 2.7.6

high level group term and preferred term — summary — on—treatment — safety
analysis set — STEP 6 Japanese population

Page 125 of 361

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E N %) E N %) E
A g I (LD 1 0.8 3 (L7 4 1.6 1 (11 1 0.8
@ Y@mlrévywﬁ,ayé 0 1 (0.6) 1 0.4 0
P 0 1 (0.6) 2 0.8 0
LN 0 1 (0.6) 1 0.4 0
AN 3Ry B 1 (1.1) 1 0.8 0 1 (1.1 1 0.8
L RYYE 0 1 (0.6) 1 0.4 0
SETB R 0 1 (0.6) 1 0.4 0
HEH R L OV A Ak 23 (25.3) 29 23.2 40 (22.3) 48 19.4 20 (22.5) 27 21.6
E kSRR L O AMMEENE C 9 (9.9 11 8.8 21 (11.7) 22 8.9 12 (13.5) 14 11.2
T HR YR 7 (7.7 9 7.2 18 (10.1) 19 7.7 8 (9.00 10 80
B F AR R 0 1 (0.6) 1 0.4 0
bpaitg 0 1 (0.6) 1 0.4 1 (11 1 0.8
DU R 1 (1.1 1 0.8 1 (0.6) 1 0.4 2 (2.2 2 1.6
LRI 1 (1.1 1 0.8 0 0
MERiL] 0 0 1 (L1 1 0.8
A i P 14 (15.4) 15 12.0 13 (7.3) 13 5.3 9 (10.1) 12 9.6
R 8 (8.8) 8 6.4 5 (2.8) 5 2.0 5 (5.6) 7 5.6
A& & [ ¢ 2 (2.2 2 1.6 4 (2.2) 4 1.6 0
L BAHEE 2 (2.2 2 1.6 2 (L1) 2 0.8 2 (2.2 2 1.6
T 10 75 DA (B A 1 (11 1 0.8 1 (0.6) 1 0.4 0
IEFNEFTHEE 1 (1.1 1 0.8 1 (0.6) 1 0.4 1 (1.1 1 0.8
SIS 1 (1.1 1 0.8 0 0
Rt R 0 0 1 (11 2 1.6
B 5 1 (11 1 0.8 8 (4.5) 8 3.2 0
L] 1 (1.1 1 0.8 4 (2.2 4 1.6 0
LIRES 0 3 (1.7 3 1.2 0
HRAE R 0 1 (0.6) 1 0.4 0
gﬁ'%%:@;zﬁff BRHRRAH (HERIAR RS 25 1 (1D 1 0.8 2 (LD 2 0.8 1 (1.1 1 0.8
FREE AT 0 1 (0.6) 1 0.4 0
HEFIRR 2 H 1 (1D 1 0.8 1 (0.6) 1 0.4 1 (1.1 1 0.8

N: Number of subjects experiencing at least one event, %:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
high level group term and preferred term based

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

administered within the prior 49 days.

MedDRA version 23.1

Sorted in descending order by system organ class,

Percentage of subjects experiencing at least one event,

E: Number of events, R:
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Adverse events by system organ class, high level group term and preferred term — summary — on-—treatment — safety
analysis set — STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N (%) E R N (%) E R
Jik, BB X OV R E I (LD 1 0.8 2 (L1) 3 1.2 0
TR 0 1 (0.6) 2 0.8 0
273 1 (LD 1 0.8 1 (0.6) 1 0.4 0
TS R B 7 (7.7 10 8.0 28 (15.6) 38 15.4 4 (4.5) 4 3.2
HRFHEENE C 6 (6.6) 8 6.4 16 (8.9 21 8.5 2 (2.2 2 1.6
TFEhED F 3 (3.3 5 4.0 8 (4.5 10 4.0 0
ST BLRR 2 (2.2 2 1.6 2 (L1) 3 1.2 0
HLH R 0 1 (0.6) 2 0.8 0
fEH AR 0 1 (0.6) 1 0.4 0
AR LA EAR 0 1 (0.6) 1 0.4 0
R I (LD 1 0.8 1 (0.6) 1 0.4 0
IRALPED F 0 1 (0.6) 2 0.8 0
I e 0 1 (0.6 1 0.4 0
IR RPN 0 0 1 (1.1 1 0.8
iliEET S 0 0 1 (L1 1 0.8
SRR 1 (11D 1 0.8 8 (4.5) 10 4.0 2 (2.2 2 1.6
SHYR 1 (1.1 1 0.8 8 (4.5 10 4.0 2 (2.2 2 1.6
FHEB L O R 1 (1.1 1 0.8 3 (17 3 1.2 0
AR R 1 (1D 1 0.8 3 (L7 3 1.2 0
M 0 1 (0.6) 1 0.4 0
EREZC S| 0 1 (0.6) 1 0.4 0
EPW&P@EKE%I%% 0 1 (0.6) 1 0.4 0
AN E 0 1 (0.6) 1 0.4 0
“’ﬁafx[%% B a2 br<) 0 1 (0.6) 1 0.4 0
ML SRR 0 1 (0.6) 1 0.4 0
K= 2 —m F— 0 1 (0.6) 1 0.4 0
TR E R 0 1 (0.6) 1 0.4 0
BE, TR L OWE A DHE 14 (15.4) 15 12.0 23 (12.8) 24 9.7 10 (11.2) 12 9.6
HENE C 5 (5.5) 6 4.8 15 (8.4 16 6.5 7 (7.9 8 6.4
P45 2 (2.2 2 1.6 4 (2.2 4 1.6 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Adverse events by system organ class, high level group term and preferred term — summary — on—treatment — safety
analysis set — STEP 6 Japanese population

Page 127 of 361

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E
A e 2 (2.2 3 2.4 3 (L7 3 1.2 2 (2.2 2 1.6
i Bl g 0 2 (1.1) 2 0.8 0
YIME % B 0 1 (0.6) 1 0.4 2 (2.2 2 1.6
VUSRS 0 1 (0.6) 1 0.4 0
g AT 0 1 (0.6) 1 0.4 0
R 0 1 (0.6) 1 0.4 0
Rt ylied e 0 1 (0.6) 1 0.4 0
B R I 0 1 (0.6) 1 0.4 0
el 2R 0 1 (0.6) 1 0.4 0
s 0 0 2 (2.2 2 1.6
MG i A 0 0 1 (LD 1 0.8
VU I RS R 15 I (LD 1 0.8 0 0
U 0 0 1 (L1 1 0.8
Bk L OB E 5 (5.5) 5 4.0 4 (2.2 4 1.6 1 (1.1) 1 0.8
S B 0 1 (0.6) 1 0.4 0
4 A *ﬁ%ﬂf‘a 1 (11 1 0.8 1 (0.6) 1 0.4 0
Wra g4t 2 (2.2 2 1.6 1 (0.6) 1 0.4 0
ﬁﬁ*ﬁ%ﬁ 0 1 (0.6) 1 0.4 1 (11 1 0.8
PHEAAL 1 (1.1 1 0.8 0 0
B | 1 (11 1 0.8 0 0
i SIHLEN %@ﬂﬁ@i@ L AR S L OV 1 (1D 1 0.8 2 (L1 2 0.8 0
A % 5 0 1 (0.6) 1 0.4 0
s 1 (1.1 1 0.8 1 (0.6) 1 0.4 0
PR TR X DR 3 (3.3) 3 2.4 2 (L1) 2 0.8 3 (3.4 3 2.4
R 1 (11D 1 0.8 1 (0.6) 1 0.4 0
25 1 (1.1 1 0.8 1 (0.6) 1 0.4 1 (11 1 0.8
EhE 1 (1.1 1 0.8 0 2 (2.2 2 1.6
F2 G 8 L O T LGk 11 (12.1) 19 15.2 23 (12.8) 29 11.7 8 (9.00 10 80
FRBIORKE RS 8 (8.8 11 8.8 17 (9.5 19 7.7 5 (5.6) 6 4.8
1% 4 (4.4 4 3.2 4 (2.2 4 1.6 2 (2.2 2 1.6
& O FEIE 0 3 (1.7 3 1.2 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:

Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Adverse events by system organ class, high level group term and preferred term — summary — on—treatment — safety
analysis set — STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N %) E R
Fe gk Z Ve % I (LD 1 0.8 2 (L1 2 0.8 0
T 4% 0 2 (1.1) 3 1.2 0
D o R & %% 0 1 (0.6) 1 0.4 0
7 B PR 5% 0 1 (0.6) 2 0.8 0
B RS 0 1 (0.6) 1 0.4 0
RLBE 1 (LD 1 0.8 1 (0.6) 1 0.4 1 (1.1 1 0.8
Pl K % ¢ 0 1 (0.6) 1 0.4 2 (2.2 2 1.6
5 0 1 (0.6) 1 0.4 0
9 M E 1 1.1) 8 0 0
HOHNE 1 (1.1 1 0.8 0 0
NE TR R 9% 0 0 1 (1.1 1 0.8
F R 4 1 (LD 1 0.8 0 0
FE RGP Sm 1 (11 1 0.8 0 0
piR7S 1 (1.1 1 0.8 0 0
AN E e AN 4 (4.4 4 3.2 7 (3.9 7 2.8 2 (2.2 2 1.6
M MLEE 0 2 (L1 2 0.8 0
B B 2 (2.2 2 1.6 2 (1L.1) 2 0.8 0
9 1 (L1 1 0.8 1 (0.6) 1 0.4 0
& 1 (1.1 1 0.8 1 (0.6) 1 0.4 2 (2.2 2 1.6
AR 0 1 (0.6) 1 0.4 0
AbE J OV R FLoe R e R 1 1.1) 1 0.8 2 (1.1 2 0.8 0
Ep K| 1 (1.1 1 0.8 1 (0.6) 1 0.4 0
87 RO 0 1 (0.6) 1 0.4 0
& FEIE RS & OV RS 2 (2.2 3 2.4 1 (0.6) 1 0.4 2 (2.2 2 1.6
E AR 2 (2.2 3 2.4 1 (0.6) 1 0.4 2 (2.2 2 1.6
MR g, MERES L OMiEhm R 10 (11.0) 13  10.4 22 (12.3) 25 10.1 10 (11.2) 16 12.8
Sl R X OVER 6 (6.6) 7 5.6 15 (8.4 17 6.9 9 (10.1) 13 10.4
EXGEDORAE 5 (5.5) 6 4.8 11 (6.1) 13 5.3 9 (10.1) 13 10.4
1 e N SR 1 (1.1) 1 0.8 2 (1.1) 2 0.8 0
Lxo< b 0 1 (0.6) 1 0.4 0
S 0 1 (0.6) 1 0.4 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Module 2.7.6

Adverse events by system organ class, high level group term and preferred term — summary — on-—treatment — safety
analysis set — STEP 6 Japanese population

Page 129 of 361

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E
FRGEREE (YA R<) 2 (2.2 1 6 (3.4) 6 2.4 1 (1.1 2 1.6
7 UL — AR 1 (LD 1 8 5 (2.8) 5 2.0 1 (1.1 2 1.6
£ HH i 0 1 (0.6) 1 0.4 0
18 TEB M A% I (LD 1 0.8 0 0
REEE A ERL) 3 (3.3) 3 2.4 1 (0.6) 1 0.4 1 (1D 1 0.8
st 1 (L1 1 0.8 1 (0.6) 1 0.4 0
UAgs 2 (2.2 2 1.6 0 1 (LD 1 0.8
MR aRRPEENE C I (LD 1 0.8 1 (0.6) 1 0.4 0
ISP R i 0 1 (0.6) 1 0.4 0
AT 1 (1.1 1 0.8 0 0
R LUk E 5 (5.5) 5 4.0 20 (11.2) 21 8.5 7 (7.9 10 8.0
BB L ORA RS 18 B 4 (4.4 4 3.2 12 (6.7 12 4.9 0
EEX S B 4 (4.4 4 3.2 12 (6.7 12 4.9 0
7Y B LU IV AREEE 1 (1.1 1 0.8 3 (1.7 3 1.2 4 (4.5) 5 4.0
%‘W@ﬁrﬁvffh 0 2 (1.1 2 0.8 3 (3.4) 3 2.4
1 (LD 1 0.8 1 (0.6) 1 0.4 1 (1.1 2 1.6
*FF{JWQT = (PR EE ) 0 2 (1.1 3 1.2 3 (3.4 4 3.2
ﬂ#&ﬁ%fﬁ 0 1 (0.6) 2 0.8 1 (1.1) 1 0.8
BE IR 0 1 (0.6) 1 0.4 1 (11 1 0.8
T AR 0 0 1 (1.1 2 1.6
ERERRw 0 1 (0.6) 1 0.4 1 (1.1 1 0.8
NEE B e 0 1 (0.6) 1 0.4 1 (1.1) 1 0.8
RHEENE C 0 1 (0.6) 1 0.4 0
&I VT F= /mr 0 1 (0.6) 1 0.4 0
BIRE B LUK T o R 0 1 (0.6) 1 0.4 0
JilZFN 0 1 (0.6) 1 0.4 0
R pia 5 (5.5) 6 4.8 15 (8.4) 16 6.5 5 (5.6) 6 4.8
%ﬂﬂ% ARAE BRSO - o0 H i 36 & OVl & [ 2 (2.2 3 2.4 5 (2.8 5 2.0 2 (2.2 2 1.6
P IR I3 A BShE 1 (1D 2 1.6 3 (LD 3 1.2 2 (2.2 2 1.6

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:

Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Adverse events by system organ class, high level group term and preferred term — summary — on-treatment — safety
analysis set — STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N %) E R
AN H . 0 1 (0.6) 1 4 0
ARz ) 0 1 (0.6) 1 0.4 0
HENGE 1 (1.1 1 0.8 0 0
ARAGST S L, TLE T L O 0 3 (L7 3 1.2 1 (11 1 0.8
P 0 3 (L7 3 1.2 1 (11 1 0.8
AL EE 0 3 (17) 3 1.2 0
TR 0 1 (0.6) 1 0.4 0
I T 0 1 (0.6) 1 0.4 0
BEE) 0 1 (0.6) 1 0.4 0
ARFBIEEGE, BRI FS L OVRIE 1 (1.1) 1 0.8 2 (1.1 2 0.8 0
T LV —PERERL 1 (LD 1 0.8 1 (0.6) 1 0.4 0
AR 8 0 1 (0.6) 1 0.4 0
IR IS L, LA L OEMENE C 2 (2.2 2 1.6 1 (0.6) 1 0.4 1 (1D 1 0.8
] <N 1 (1.1 1 0.8 1 (0.6) 1 0.4 0
B BERRAEE 1 (1.1 1 0.8 0 0
S FLIF e Sl 0 0 1 (1.1 1 0.8
AREB s L O FEENE C 0 1 (0.6) 1 0.4 1 (LD 1 038
AR AR FLEE HH . 0 1 (0.6) 1 0.4 0
At ML . 0 0 1 (1.1) 1 0.8
SIS L OVE IR ESE 0 1 (0.6) 1 0.4 1 (1D 1 0.8
TR B 0 1 (0.6) 1 0.4 0
B A s £ fek N B 0 0 1 (1.1 1 0.8
R AR AR A 13 (14.3) 16 12.8 15 (84 19 7.7 7 (7.9 9 7.2
BEERMANE C 4 (4.4) 4 3.2 5 (2.8) 6 2.4 1 (1.1 1 0.8
7 L7 F o h AR F—E8m 4 (4.4 4 3.2 5 (2.8) 6 2.4 1 (11 1 0.8
HLERE 5 (5.5) 5 4.0 4 (2.2 5 2.0 0
U S—E 3 (3.3) 3 2.4 4 (2.2 4 1.6 0
7 IS5 —EHIhN 1 (11 1 0.8 1 (0.6) 1 0.4 0
G5 A By 1k 1 (1.1 1 0.8 0 0
DIMERIRE (BERREZERL) 2 (2.2 2 1.6 3 (1.7 3 1.2 0
AR 0 3 (L7 1.2 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Adverse events by system organ class, high level group term and preferred term — summary — on—treatment — safety
analysis set — STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N %) E R
1 (1.1 1 0.8 0 0
Q 1 (LD 1 0.8 0 0
JFFREE ++ﬁﬁ 0 2 (1.1) 2 0.8 4 (4.5 4 3.2
51/\7%/@7\:/ FILUART =T —PHY 0 1 (0.6 1 0.4 0
i
et diE b5 0 1 (0.6) 1 0.4 2 (2.2 2 1.6
TI=UT ) NI AT =T =N 0 0 1 (1.1 1 0.8
ey e o #hn 0 0 1 (1.1 1 0.8
MiEFRRE (i REL2 5 1 (LD 2 1.6 1 (0.6) 1 4 0
~NF T 0 R 0 1 (0.6) 1 0.4 0
U o SEREIR D 1 (1.1 1 0.8 0 0
i BRE N I (LD 1 0.8 0 0
EIARRZEB L O E R OIRBIZRI 4 5 31E 1 (11 1 0.8 1 (0.6) 1 0.4 0
Mﬁﬁd‘ 1 (1.1 1 0.8 1 (0.6) 1 0.4 0
LYWRAE (AR VE R A A Tr) 0 1 (0.6) 1 0.4 0
mq: FRODR AR A L b 0 1 (0.6) 1 0.4 0
REE A 0 0 1 (1.1 1 0
m sV 7y & Y REEMN 0 0 1 (1.1) 1 8
Koy, EME R L O A 1 (1.1) 1 0.8 0 0
7 ) 7 A 1 (11D 1 0.8 0 0
R, REFR X QIR AT AT 0 0 2 (2.2 2 1.6
7Y a~ES o e 0 0 1 (1.1) 1 0.8
. R BN 0 0 1 (1.1 1 0.8
EABLOMLFHIRENE C 1 (1.1 1 0.8 0 1 (1.1 1 0.8
C — &R [Hgn 1 (1.1 1 0.8 0 1 (1.1 1 0.8
M - EHFEER L OGN O RE 3 (3.3 5 4.0 13 (7.3 31 12.5 2 (2.2 2 1.6
L HEENEC 2 (2.2 4 3.2 8 (4.5) 14 5.7 1 (11D 1
[E3=YRs 1 (LD 1 0.8 5 (2.8) 8 3.2 0
HLow K 0 2 (1.1 2 0.8 0
Y6 0 1 (0.6) 1 0.4 0
i 0 1 (0.6) 1 0.4 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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Adverse events by system organ class, high level group term and preferred term — summary — on-—treatment — safety
analysis set — STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E R
RN 0 1 (06 1 0.4 0
A MR 0 1 (0.6) 1 0.4 0
Rt 0 0 1 (LD 1 0.8
TE I (LD 3 2.4 0 0
P 55T S 0 4 (2.2 15 6.1 0
ENTALEE 0 2 (1.1) 13 5.3 0
TSRO S R 2% 0 1 (0.6 1 0.4 0
VEF AL AR 0 1 (0.6) 1 0.4 0
PRI S I (LD 1 0.8 2 (L1 2 0.8 1 (1.1 1 0.8
FEEL 1 (LD 1 0.8 2 (1.1 2 0.8 1 (1.1 1 0.8
JiiiR g = 2 (2.2 2 1.6 10 (5.6) 10 4.0 4 (4.5) 4 3.2
MER T, JEFFRAMEREER IR g v o 0 4 (2.2 4 1.6 0
N AR I 0 2 (1.1) 2 0.8 0
% 1+ 0 2 (1.1) 2 0.8 0
R I o A e 1 (11 1 0.8 4 (2.2) 4 1.6 3 (3.4) 3 2.4
e I 1 (1D 1 0.8 4 (2.2 4 1.6 3 (3.4) 3 2.4
BhRi{b, Pesg, mfEkEER L OMESE 0 2 (1.1) 2 0.8 1 (1.1) 1 0.8
B IR LAE 0 2 (1.1) 2 0.8 1 (1.1) 1 0.8
FERIER L ONARIE 1 (L1 1 0.8 0 0
VU A e R of A2 i 1 (LD 1 0.8 0 0
AR L O E 2 (2.2 2 1.6 7 (3.9 8 3.2 0
AR L O i s 0 3 (1.7 3 1.2 0
A R R EEE 0 2 (1.1 2 0.8 0
HLAIA % 0 1 (0.6) 1 0.4 0
ASZERRE S (eI K OVRIE &2 BR <) 1 (1.1 1 0.8 1 (0.6) 1 0.4 0
BEAERTNZBRIEAE 1 (1D 1 0.8 1 (0.6) 1 0.4 0
B RGP K ORIE 0 1 (0.6) 2 0.8 0
BISLRS 0 1 (0.6) 2 0.8 0
AR 0 1 (0.6) 1 0.4 0
HAEAKAL 0 1 (0.6) 1 0.4 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Adverse events by system organ class, high level group term and preferred term — summary — on-—treatment — safety
analysis set — STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E R
PR BEELAE SR 0 1 (0.6) 1 0.4 0
R HE AR 0 1 (0.6) 1 0.4 0
TEL R X OUATRIRE R 1 (1.1 1 0.8 0 0
ER=gastill 1 (1D 1 0.8 0 0
JHNHE R F 2 (2.2 2 1.6 5 (2.8) 5 2.0 1 (1.1 1 0.8
JIEL S i 1 (LD 1 0.8 3 (1.7 3 1.2 0
REFiE 0 2 (1.1) 2 0.8 0
JHERY —7 0 1 (0.6) 1 0.4 0
I IHFEE 1 (1.1) 1 0.8 0 0
JF3 K O HEIE R EE 1 (1.1 1 0.8 2 (1.1 2 0.8 1 (1.1 1 0.8
SR RE R 0 1 (0.6) 1 0.4 0
iE=30 0 1 (0.6) 1 0.4 0
T L o — U T B 0 0 1 (1.1 1 0.8
il 1 (1.1 1 0.8 0 0
FEpE 3 (3.3) 3 2.4 5 (2.8) 5 2.0 1 (11 1 0.8
HIEE I i 2 (2.2 2 1.6 3 (1.7 3 1.2 0
RIRSE 2 (2.2 2 1.6 3 (1.7 3 1.2 0
SEENE C 0 1 (0.6) 1 0.4 1 (11 1 0.8
17 Bl P 0 1 (0.6) 1 0.4 0
KIMET 0 0 1 (1.1 1 0.8
5 SR EE 0 1 (0.6) 1 0.4 0
Vel 0 1 (0.6) 0.4 0
kR E (A 5Te) 1 1.1) 1 0.8 0 0
T s P 1 (1.1 1 0.8 0 0
BB X YRS 4 (4.4) 4 3.2 4 (2.2 4 1.6 5 (5.6) 7 5.6
RAIE 3 (3.3 3 2.4 2 (1.1) 2 0.8 3 (3.4 5 4.0
JRAETEAE 1 (1.1) 1 0.8 2 (1.1 2 0.8 2 (2.2 4 3.2
PR A 2 (2.2 2 1.6 0 1 (1.1 1 0.8
BrEE (BIEZRR) 0 1 (0.6) 1 0.4 1 (11 1 0.8

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Adverse events by system organ class, high level group term and preferred term — summary — on-—treatment — safety
analysis set — STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E R
B3 0 1 (0.6) 1 0.4 1 (11 1 0.8
SR RIS X OYER: 0 1 (0.6) 1 0.4 0
e PR R R A 0 1 (0.6) 1 0.4 0
BHE 1 (11 1 0.8 0 1 (1D 1 0.8
EMER 78— I (LD 1 0.8 0 0
PRI P B E 0 0 1 (1.1 1 0.8
BB LUk mEE 3 (3.3 3 2.4 3 (L7 3 1.2 1 (11 1 0.8
R 0 2 (1.1 2 0.8 0
TR M 0 1 (0.6) 1 0.4 0
SR 0 1 (0.6) 1 0.4 0
PEH I L OV 8 it 3 (3.3) 3 2.4 1 (0.6) 1 0.4 1 (11 1 0.8
EIL R GRS 2 (2.2 2 1.6 1 (0.6) 1 0.4 1 (11 1 0.8
g 1 (1.1 1 0.8 0 0
I 1 (1D 1 0.8 3 (L7 3 1.2 2 (2.2 2 1.6
SR 0 2 (L1 2 0.8 2 (2.2 2 1.6
DS 0 1 (0.6) 1 0.4 0
SENR 0 1 (0.6) 1 0.4 0
D EANED 0 0 1 (11 1 0.8
T%HJR 0 0 1 (11D 1 0.8
T B R Bes 0 1 (0.6) 1 0.4 0
ak mﬂ?ﬁ% 0 1 (0.6) 1 0 0
DfEE, #iEs L OYEIRNE C 1 (11 1 0.8 0 0
EolES 1 (1D 1 0.8 0 0
Mg KOV v RREE 2 (2.2 2 1.6 2 (1.1) 2 0.8 0
FEvE M PER I & BB 1 (11 1 0.8 2 (L1 2 0.8 0
SRR Z MR I 1 (L1 1 0.8 2 (11 2 0.8 0
ReLE, Y R X ONHIREN R R R E 1 (1.1) 1 0.8 0 0
U8 g 1 (1.1 1 0.8 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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Adverse events by system organ class, high level group term and preferred term — summary — on-—treatment — safety
analysis set — STEP 6 Japanese population

System organ class

High level group term Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E R
JeRME, FEMER X O a kR E 0 2 (1.1 2 0.8 0
%frat«mmhai 0 1 (0.6) 1 0.4 0
A ER 0 1 (0.6) 1 0.4 0
SEBE i)ﬁaf”k;mﬁﬁ FARR 0 1 (o0.6) 1 0.4 0
0 1 (0.6 1 0.4 0
BUE, BB X OSEHIAHOBAEY (FERBL W 1 (1.1 1 0.8 2 (1.1 2 0.8 1 (11 1 0.8
R —F%aEte)
(ﬁﬂ:%%@&ﬁ#ﬁi% 0 1 (0.6) 1 0.4 0
H*“ BN FLEERS N 0 1 (0.6) 1 0.4 0
R T B et 0 1 (0.6) 1 0.4 0
TE R AR 0 1 (0.6) 1 0.4 0
& rikotouiﬂﬂﬂﬂ@ﬂ? JERBEY 1 (L1 1 0.8 0 0
JIRAE s 1 (1.1 1 0.8 0 0
%rﬁ‘o;mifmﬂﬂ@mﬂ RB L ONERR T A 0 0 1 (L1 1 0.8
fiti > EENE A 0 0 1 (11D 1 0.8
SRR L O EHLE 0 1 (0.6) 1 0.4 0
TH LB TR T 0 1 (0.6) 1 0.4 0
KGRV — 79Ik 0 1 (0.6) 1 0.4 0
PR %‘“ﬁ 0 1 (0.6) 1 0.4 0
R TR 0 1 (0.6) 1 0.4 0
Eﬁbkﬁ}w%ﬁéﬁ JiE 0 1 (0.6) 1 0.4 0
S RREE 2 (2.2 2 1.6 1 (0.6) 1 0.4 1 (1.1 1 0.8
F UL 2 (2.2 2 1.6 1 (0.6) 1 0.4 1 (L1 1 0.8
EHIMET L L X — 1 (11 1 0.8 1 (0.6) 1 0.4 1 (11D 1 0.8
BT L LF— 1 (1.1 1 0.8 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
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2: Adverse events possibly or probably related to trial product by system organ class and preferred term - summary - on-treatment - safety analysis set - STEP 6
Japanese population

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N (%) E R
Number of subjects 91 179 89
Patient years of exposure (PYE) 125.0 247. 1 124. 8
Events 61 (67.0) 121 96.8 95 (53.1) 295 119.4 18 (20.2) 27 21.6
H Ik 55 (60.4) 94 75.2 85 (47.5) 206 83.4 13 (14.6) 17 13.6
{E 17 (18.7) 19 15.2 47 (26.3) 52 21.0 2 (2.2 2 1.6
L, 13 (14.3) 14 11.2 25 (14.0) 46 18.6 4 (4.5) 4 3.2
T 16 (17.6) 18 14.4 20 (11.2) 32 12.9 5 (5.6) 5 4.0
MEER AR 9 (9.9 10 8.0 11 (6.1) 15 6.1 1 (1.1) 1 0.8
NI 7 (7.7 7 5.6 11 (6.1) 19 7.7 1 (11 1 0.8
PG 2 (2.2 4 3.2 6 (3.4) 7 2.8 0
B A E MR B 1 (1.1 1 0.8 5 (2.8) 5 2.0 0
H e 2 (2.2 2 1.6 4 (2.2 6 2.4 0
Bl 2 (2.2 2 1.6 3 (L7 3 1.2 0
i3 0 3 (1.7 3 1.2 0
R 5 (5.5) 5 4.0 3 (1.7 4 1.6 2 (2.2 3 2.4
H7 0 2 (1.1) 2 0.8 0
ER(NES 2 (2.2 2 1 2 (L1 2 0.8 0
BLW 1 (1D 1 0.8 1 (0.6) 1 0.4 0
P AMEER 0 1 (0.6) 1 0.4 0
[ONCW.V i it <=1 7573 0 1 (0.6) 1 0.4 0
BRU—7 0 1 (0.6) 1 0.4 0
SAIREIN 0 1 (0.6) 1 0.4 0
537 0 1 (0.6) 1 0.4 0
TN 0 1 (0.6) 1 0.4 0
T 0 1 (0.6) 1 0.4 0
T L B 0 1 (0.6) 1 0.4 0
[EEER T 0 1 (0.6) 1 0.4 0
T RE R 1 (1.1 2 1.6 0 0
R GE (A 1 (1D 1 0.8 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one
event.
MedDRA version 23.1
nn9536,/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:26:51 — taesummary. sas/taesumrelot. txt



Module 2.7.6
Page 137 of 361

Adverse events possibly or probably related to trial product by system organ class and preferred term — summary —
on—treatment — safety analysis set — STEP 6 Japanese population

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N (%) E R N (%) E R
B IRE R I (LD 1 0.8 0 0
DA I 2 (2.2 2 1.6 0 0
IS 1 (LD 1 0.8 0 0
NPAZE 0 0 1 (1.1 1 0.8
R fsE I (LD 1 0.8 0 0
ST 1 (LD 1 0.8 0 0
Feditds kO 4 ( 4.4) 4 3.2 14 (7.8 15 6.1 0
BAHER 4 (4.4 4 3.2 12 (6.7 12 4.9 0
2 A PR 97 0 1 (0.6) 2 0.8 0
W PR 9P 0 1 (0.6) 1 0.4 0
—i% - EHREER OGN OIREE 2 (2.2 2 1.6 10 (5.6) 28 11.3 1 (11 1 0.8
B e 1 (1D 1 0.8 5 (2.8) 8 3.2 0
L 0 2 (1.1) 2 0.8 0
TG ERAL AL BE 0 2 (1.1) 13 5.3 0
[mp7a) 0 1 (0.6) 1 0.4 0
TR R 2% 0 1 (o0.6) 1 0.4 0
TSRO AT 0 1 (0.6) 1 0.4 0
FEEL 1 (1.1 1 0.8 1 (0.6) 1 0.4 0
%t 0 1 (0.6) 1 0.4 0
725 0 0 1 (11D 1 0.8
T R B 3 (3.3 3 2.4 9 (5.0 9 3.6 0
FRERMED F 1 (11D 1 0.8 3 (L7 3 1.2 0
Z 7 FFH3E 0 1 (0.6) 1 0.4 0
AR PR 0 1 (0.6) 1 0.4 0
i3 1 (1.1 1 0.8 1 (0.6) 1 0.4 0
SHYF 1 (1D 1 0.8 1 (0.6) 1 0.4 0
B R 0 1 (0.6) 1 0.4 0
N SRR 0 1 (0.6) 1 0.4 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one
event.
MedDRA version 23.1
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Adverse events possibly or probably related to trial product by system organ class and preferred term — summary —
on—treatment — safety analysis set — STEP 6 Japanese population

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R N %) E R
R AR AR A 5 (5.5) 5 4.0 8 (4.5) 11 4.5 3 (3.4 3 2.4
U X—EHN 3 (3.3 3 2.4 4 (2.2 4 1.6 0
TANRTGXUERT I ) N T AT =T —BHN 0 1 (0.6) 1 0.4 0
77— 0 1 (0.6) 1 0.4 0
~NE ST e 0 1 (0.6) 1 0.4 0
I AR X 0 1 (0.6 1 0.4 0
M7 L7 F i ARFF—BHn 0 1 (0.6) 1 0.4 0
1 A FOIR IR 7S LV E s 0 1 (0.6) 1 0.4 0
R I (LD 1 0.8 1 (0.6) 1 0.4 0
TI=rT ) N URT =T —EHN 0 0 I (L 1 0.8
VAUR=S0N o/ = el )1 0 0 1 (1.1) 1 0.8
eV L e 0 0 1 (LD 1 0.8
{55 1 Bt I (LD 1 0.8 0 0
KRB X O FHlfgEE 3 (3.3 5 4.0 6 (3.4) 6 2.4 1 (11D 1 0.8
Wi EAE 2 (2.2 2 1.6 2 (1.1) 2 0.8 0
& 9 FERE 0 1 (0.6) 1 0.4 0
LB 0 1 (0.6) 1 0.4 1 (LD 1 0.8
% 1 (1.1 1 0.8 1 (0.6) 1 0.4 0
$95 0 1 (0.6) 1 0.4 0
F RGP SR 1 (11 1 0.8 0 0
E AR 1 (LD 1 0.8 0 0
JERYE S & OVE A B 2 (2.2 2 1.6 3 (1.7 3 1.2 0
ELEES 2 (2.2 2 1.6 3 (L7 3 1.2 0
JHHE R P 1 (1.1 1 0.8 3 (1.7 3 1.2 0
JE¥&pna 0 2 (1.1) 2 0.8 0
JFRERE B 0 1 (0.6) 1 0.4 0
N Rk AE S 1 (1D 1 0.8 0 0
1 0 3 (1.7 3 1.2 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one
event.
MedDRA version 23.1
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Adverse events possibly or probably related to trial product by system organ class and preferred term — summary —
on—treatment — safety analysis set — STEP 6 Japanese population

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N (%) E R N (%) E R
TS 0 2 (1.1 2 0.8
JEE ST PEAR I 0 1 (0.6) 1 0.4 0
Tt 1 (LD 1 0.8 3 (L7 3 1.2 1 (11D 1 0.8
oor 0 1 (0.6) 1 0.4 0
B 0 1 (0.6) 1 0.4 0
AHRE 0 1 (0.6) 1 0.4 0
wjﬂfw 0 0 1 (LD 1 0.8
J0 s 1 (1D 1 0.8 0 0
B AS R IS I OE B kL Rk b 0 2 (1.1 2 0.8 0
T E AN R 0 1 (0.6) 1 0.4 0
RER 0 1 (0.6) 1 0.4 0
/uﬂﬁﬁi 0 2 (1.1 2 0.8 1 (11D 1 0.8
FSULRIN LU 0 1 (0.6) 1 0.4 0
UElR 0 1 (0.6) 1 0.4 0
LA HHED 0 0 1 (1D 1 0.8
AR P 1 (1.1) 1 0.8 1 (0.6) 1 0.4 1 (1.1 2 1.6
HaNELE Hid 0 1 (0.6) 1 0.4 0
T BERHEE 1 (LD 1 0.8 0 0
BE IR A NAE 0 0 1 (1.1 1 0.8
H N 0 0 1 (1.1) 1 0.8
H@zﬂ%i()‘ﬁ’%ﬁmﬁﬁi 0 1 (0.6) 1 0.4 0
wm 0 1 (0.6) 1 0.4 0
EX}J;UFW = 1 (LD 1 0.8 1 (0.6) 1 0.4 1 (LD 1 0.8
A 0 1 (0.6) 1 0.4 0
*%);?mrﬁ% 0 0 1 (1.1 1 0.8
JREETEA 1 (1.1 1 0.8 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one
event.
MedDRA version 23.1
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Adverse events possibly or probably related to trial product by system organ class and preferred term — summary —
on—treatment — safety analysis set — STEP 6 Japanese population

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N %) E R N %) E R
P AR 0 1 (0.6) 1 0.4 0
R i RE TS 0 1 (0.6) 1 0.4 0
Hi LUK E 1 (LD 1 0.8 0 0
[RIHEPED F 1 (1D 1 0.8 0 0
BE, PRk L OES OHE 1 (1.1) 1 0.8 0 0
4 FH I ER 1 (LD 1 0.8 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time-point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one
event.
MedDRA version 23.1
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3: Severe adverse events by system organ class and preferred term - summary - on-treatment - safety analysis set - STEP 6 Japanese population

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N %) E R N %) E R
Number of subjects 91 179 89
Patient years of exposure (PYE) 125.0 247.1 124. 8
Events 2 (2.2 2 1.6 3 (1.7 4 1.6 4 (4.5 4 3.2
H Ik 0 1 (0.6) 1 0.4 1 (1D 1 0.8
SN EN DS 0 1 (0.6) 1 0.4
W 0 0 1 (1.1 1 0.8
JRYSIE R K OV E HUE I (LD 1 0.8 1 (0.6) 1 0.4 0
B e 0 1 (0.6) 1 0.4 0
{RYet BAZE 1 (1.1 1 0.8 0 0
LB 0 1 (0.6) 1 0.4 0
AR LR ZE 0 1 (0.6) 1 0.4 0
BB L OURBEE 0 1 (0.6) 1 0.4 1 (1.1) 1 0.8
JREFEARE 0 1 (0.6) 1 0.4 1 (1.1 1 0.8
B, FER L OWEA HE 0 0 1 (11D 1 0.8
MRS i i 0 0 1 (LD 1 0.8
BAE, MRS X UGEMARA OB AEY (s X ) 1 (1D 1 0.8 0 1 (1D 1 0.8
WY =T & 51r)
JIRAE R 1 (11 1 0.8 0 0
fiti > FEVEHT AW 0 0 1 (11D 1 0.8

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:26:52 — taesummary. sas/taesumsevot. txt
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4: Serious adverse events by system organ class and preferred term - summary - on-treatment - safety analysis set - STEP 6 Japanese population

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N %) E R N %) E R
Number of subjects 91 179 89
Patient years of exposure (PYE) 125.0 247. 1 124. 8
Events 4 (4.4 4 3.2 9 (5.0 11 4.5 7 (7.9 7 5.6
H Ik 0 2 (1.1 2 0.8 1 (11 1 0.8
REIMER A2 0 1 (0.6) 1 0.4 0
KGRV —7 0 1 (0.6) 1 0.4 0
WiPAZE 0 0 1 (1.1 1 0.8
JRYSIE R K Ok UE 1 (1D 1 0.8 2 (L.1) 2 0.8 0
RAVERE TR 0 1 (0.6) 1 0.4 0
BaER 0 1 (0.6) 1 0.4 0
frYelE BAZIE 1 (LD 1 0.8 0 0
JHHE R P 2 (1.1 2 0.8 0
A IE 2 (1.1) 2 0.8 0
BE, PR L UWEA THE 0 1 (0.6) 1 0.4 2 (2.2 2 1.6
Jersd 0 1 (0.6) 1 0.4 0
MRS i i 0 0 1 (1.1) 1 0.8
BB BT 0 0 1 (11 1 0.8
Y- 1 0 1 (0.6) 1 0.4 1 (1D 1 0.8
e DA ZE 0 1 (0.6) 1 0.4 0
LA D 0 0 I (LD 1 0.8
A R PR 1 (1.1 1 0.8 1 (0.6) 1 0.4 0
FIREREGRE 0 1 (o0.6) 1 0.4 0
FEED F 1 (LD 1 0.8 0 0
Bk L OUREEREE 0 1 (0.6) 1 0.4 1 (1.1) 1 0.8

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:26:54 — taesummary. sas/taesumsaeot. txt
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System organ class Sema 1.7 mg Sema 2.4 mg Placebo

Preferred term N (%) E R N (%) E R N %) E R

PR FEAIE 0 1 (0.6) 0.4 1 (11 1 0.8
FeRME, FIEVER L O GPERE 0 1 (0.6) 0.4 0

A v VR 0 1 (0.6) 0.4 0
AR e 0 0 1 (LD 1 0.8

S FLIRUI Mo e 0 0 1 (11 1 0.8
MR LY o REE I (LD 0.8 0 0

U RS I (LD 0.8 0 0
BUE, BB X OREHIAHOBAEY (FERBL O 1 (LD 0.8 0 1 (11 1 0.8
RN —THETe)

JIEAE Ribiee 1 (1D 0.8 0 0

i FEMEHT A 0 0 1 (1.1 1 0.8

N: Number of subjects experiencing at least one event, %:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time-point is considered as on—treatment if any dose of trial product has been

administered within the prior 49 days. Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

MedDRA version 23.1

Percentage of subjects experiencing at least one event, E: Number of events, R:

nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:26:54 — taesummary. sas/taesumsaeot. txt
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5: Adverse events leading to permanent trial product discontinuation by system organ class and preferred term - summary - on-treatment - safety analysis set -
STEP 6 Japanese population

System organ class Sema 1.7 mg Sema 2.4 mg Placebo
Preferred term N %) E R N %) E R N (%) E R
Number of subjects 91 179 89
Patient years of exposure (PYE) 125.0 247.1 124. 8
Events 2 (2.2 2 1.6 5 (2.8 9 3.6 1 (1D 1 0.8
H I 1 (L1 1 0.8 4 (2.2 5 2.0 0
B 1 (1D 1 0.8 2 (1.1 2 0.8 0
AR TN 0 1 (0.6) 1 0.4 0
A 0 1 (0.6) 1 0.4 0
Nt 0 1 (0.6) 1 0.4 0
JERYSIE XS &L OV B 0 1 (0.6) 1 0.4 0
BRER 0 1 0.6) 1 0 0
SR 0 1 (0.6) 1 0.4 1 (1.1 1 0.8
Y 0 1 (0.6) 1 0.4 0
R 0 0 1 (1.1 1 0.8
B L OURK R E 0 1 (0.6) 1 0.4 0
JREFEAE 0 1 (0.6) 1 0.4 0
i R R A 0 1 (0.6) 1 0.4 0
R 0 1 (0.6) 1 0.4 0
Bk, Bl X OGEARORAEY (FERBs L) 1 (1.1 1 0.8 0 0
R —7F%&tr)
A iR 1 (1D 1 0.8 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one event, E: Number of events, R:
Event rate per 100 years, NEC: Not elsewhere classified, PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as on—treatment if any dose of trial product has been
administered within the prior 49 days. Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 23.1
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:26:55 — taesummary. sas/taesumdiscot. txt
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2.7.6.11 NN9536-4373
276111 ERRHAREIE

BERIKEEDR

Novo All¢, DK-2880 Bagsvaerd, Denmark.

Novo Nordisk A/S, Clinical Reporting Anchor and Disclosure (1452);
email address: clinicaltrials@novonordisk.com

BUH
B FIESHE~ 7 vF K 2.4 mg

BRES
T~ 7 F K, NNCO0113-0217

ERXER ID : NN9536-4373

clinicaltrials.gov identifier: UTN -UI1111-1200-8053

NCT03548935 IND number — IND 126,360

Paediatric status: EudraCT number —2017-003436-36
EMEA-001441-PIP03-17-M01 Japanese registration number — JapicCTI-183991
BERDERE -

WA AR PR E At L Lice~ 70 F R 24 mg il 1 Bl 5 ORh 5 & OV 4k
WREE IR E BT 5t~ 7T FOMRORRE 2854 5 ii&arse (STEP 1)

BREXERA

AR T 129 OIRBR IR | 4 DIBREEER 254 Uz, LUT OIRBREEEA AN B S
WMEEONE MR L, BLT L5 ARG E~OBEATEL AT DEA (signatory investigator) |
(R ST,

BEREREE

AFBRIZLLT D 16 » [ED 129 ffigk CEi SNz (A7 V) —=1 7 Efifis B RE O EIEAE O 71
FE Rt fite 5% 20

TIEBTF 2 (5/5) . ~UVX— (5/5) . TAHVT (5/5) . hFE (7). Tr~—2r /1) . T+«
VIR QR 7R (7). KA (13/13) . A F (13/13) . BA (5/5) . AF o

(33) . AT R W) . a7 EH (8/8) . BB (1/1) . E (10/10) | KE (40/40)

AR (5IAXHE)
Kushner et al. Semaglutide 2.4 mg for the treatment of obesity: Key elements of the STEP trials 1 to 5. Obesity
(Silver Spring). 2020;28(6):1050-61.

SBRERHEARY - BENDIIT—X:
BHMAH : 20184E 6 H 4 H % 3atd

BTH (FEZE) 202043 4300
WTH (EHE) 202044 H 19 B

Cut-off date :

ABERFRBRAE gk L TV AR RIL. 2020455 A 11 HRS (i~ 27 v F FHEKICET 25— 2 KX
HEHET — # R AT —Z) KON20204E7 A 1 BRE ik~ 27 vF RHIKRICET 55— 2 R OEE
WENRET —#) DR T —Z _XR—Z2ICBWTHIHARE Ch T T7 —F 2k LT\ 5,

WMESERB
2020428 J 17 H

FHBROBFIE R R ORI :

ARBUL, REEEZ A E Lt~ 2 F N 24mg OF 3atiBiR 7125 20— L LTEMS N,
IR E USRS 2% & LT, oo ) — &R U7 e R O fRIG Bh B OISk 5 5 A e i &
LCOE~ /T K24 mgill 1| B PGS K 2 (READ O /MR L RME T 7R LIl 5 2
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LERAME Lz, BBRICEEETAM OO FIEL Efi+ 5802, T CTOWEBRE I L TR Y 27 L
N7 4y MTOWTHAZITV, HBRE 2 5 [FE 2 s uto BEBRE 1 X A E OER R BRI HE, TRER
WHEE DOARRR O W % 5% 1 -,

B :

E =10

ARSI R E 25 & LT, Ar U —Z IR L7 BFE L O RIEE) O3 5 MBRE &
LTOESYZNTF R 24mgill | [ TG OEREIZHT L0827 78R & kT 5,

BRI B

PLFOIEBIZOWT, @RE IR E 2 xR e LT, hu ) —%HlR LR FELOFIREEEOHE
I D ihRtiEE LToOR~ 7 vF R 24mgifl | [A7Z FHREGOMRE2 77 R LT 5 :

o DIMERVAZ 777 H—

FEEREOT w7 N 71 25Ff (COA)

BT

KREICEEST L Z20MO7 7 7 2 —

W ARE TR T A k5 e LT, ha U —ZflR L7 BHE L OFIRIEB) & O %3 2 #iBhE
B LToe~ 70T R 24mgilll 1 B F#HEGORZEMELOEFMEEZ 7 78R LT 5,
Estimand

HHNTHE L2 2 0D estimand (B 7 #1 estimand K& OMBUAR estimand) (Z2W T, ARIMEICEES 2=
RARA > FZ2FHlT 5, 235D estimand (X, B~ 27 /L F K 2.4 mg DR TG OEERGEIZONT, 29
D ETe HmE D BB B Z G 2 7O ICHE LT,

T % estimand (5% /5 #1 estimand)

F % estimand 1L, T X TOMEEBETN D (1T SNTHERF ITBN T, IRE~DT N7 7 0 2 R OMoFiE
ﬁ%ﬁ(%%ﬁﬁ%ﬂiﬁﬁﬂﬂim)@%# Bbod, 1n ) —2%2HIRLEEELOFAEE RO
R DMBRIE L LTOR~ AT ROT T RRITHT D 68 Wtk DIRFKNR OV % E#T 5,

B K estimand ({8 estimand)

BV estimand 1%, X COMIEZLEI D F1F SNIHERFT 1BV T, oPUIEm AR (R EE BRI
AR BT 52 &< BB SN IRBREIM 28 U CTIEEAESEI D T S inE etk L7245
GO, Y —EHR LIRS E FERIEB RO T 2MBREL LT 7T ROT T ERIC
X9 % 68 WL DI ROV 2 E w5,

RERAE

AREBRIL, Ziisk ., ERRLFERBRCTH Y, 68 MM O EHMIM (MEAFIVA T, “EHEMR, 28, 7
TR K ONRBRIEDOER G- 217070\ 52 HH OIER I TR S vz, ARl CIEEEHIEIC
VTR L. ERMIFICRAT L 7o 9kBE o s M 2R O s RO W TIIRIE RS FH A ER T 5,
FEWIR T, AR IR 1,950 BlA ., e Y —Z R Ltﬁ%&vﬁrﬁwﬁbg@%bﬂ Zxbd
LS L COB 1 [|E FEREOE~ 7 LF F24mg LT T BROWTRMNICT 2 1 OHRTHESE
BT, BMFCIRBREZ R G T2 L, BBEEDOY X2 %%ixﬁf’“ét&b AR D e 4]
\Z 16 EMO AWM 2%, #RHETH D 24mg A 1) (CBET LI ETHEZEE L, H
SRR < S2 M (BEBMEHD 68 B oK G T ET) | MEEHETHD 24mg Dl 1 BIEE
ZikRE L7z, PUAHIENRBREDO D + v v a T U MEICERSTD K9 tv&“/v% RO DR = %
ZRE LT, BRMTHMIO 7O OFEHFAEREE QR T) (3E5% T 7TEZRICHRE LT,

STERUBIT SN -HERE L
1,950 BINEAELEI D AHT END L HICEHE SNz, 2,303 B0 A7 U —=0 7 %5F, 1,961 )N EAE
LEIVMTEN, BEEZZT -, WBRED 943% 03 EBrEET L (1) .

&1 BEREDRR—F X TOHEKRE
Sema 2.4 mg Placebo Total
N (%) N (%) N (%)
Screened 2303
Screening failures 305
Withdrawn before randomisation 37
Randomised 1306 ( 100) 655 ( 100) 1961 ( 100)

Randomised in violation of incl., excl. and/or 17 ( 1.3) 9 (1.4 26 ( 1.3)
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randomisation criteria
Exposed 1306 ( 100) 655 ( 100) 1961 ( 100)
Analysis sets
Full analysis set 1306 ( 100) 655 ( 100) 1961 ( 100)
Safety analysis set 1306 ( 100) 655 ( 100) 1961 ( 100)

Treatment completion

On-treatment at week 68 (treatment completers) 1083 (82.9) 508 (77.6) 1591 (81.1)
After at least one temporary interruption 119 ( 9.1) 58 ( 8.9) 177 ( 9.0)
Attended end-of-treatment visit without permanent 1080 (82.7) 506 (77.3) 1586 (80.9)

discontinuation of trial product

Trial product permanently discontinued 223 (17.1) 147 (22.4) 370 (18.9)
Primary reason for permanent discontinuation of
trial product
Adverse event 91 ( 7.0) 21 ( 3.2) 112 ( 5.7)
Protocol violation 3 (0.2 5 (0.8 8 ( 0.4)
Randomised in violation of incl., excl. and/or 2 (0.2 2 (0.3 4 (0.2)
randomisation criteria
Intention of becoming pregnant 0 1 (0.2) 1 (<0.1)
Other 1 (<0.1) 2 ( 0.3) 3 (0.2)
Pregnancy 7 ( 0.5) 3 ( 0.5) 10 ( 0.5)
Lack of efficacy 1 (<0.1) 16 ( 2.4) 17 ( 0.9)
At the discretion of the investigator 4 ( 0.3) 1 (0.2 5 ( 0.3)
Safety concern as judged by the investigator 15 (1.1) 0 15 ( 0.8)
Withdrawal of consent 9 ( 0.7) 10 ( 1.5) 19 ( 1.0)
Lost to follow-up 26 (2.0) 25 ( 3.8) 51 ( 2.6)
Other 67 ( 5.1) 66 (10.1) 133 ( 6.8)
Attended end-of-treatment visit after permanent 16l (12.3) 95 (14.5) 256 (13.1)
discontinuation of trial product
Trial completion
Attended end-of-trial visit (trial completers) 1240 (94.9) 609 (93.0) 1849 (94.3)
Attended end-of-trial visit and end-of-treatment 1072 (82.1) 506 (77.3) 1578 (80.5)
visit without permanent discontinuation of trial
product
Withdrawn from trial 66 ( 5.1) 46 ( 7.0) 112 ( 5.7)
Primary reason for trial withdrawal
Withdrawal by subject 26 ( 2.0) 17 ( 2.6) 43 (1 2.2)
Lost to follow-up 39 ( 3.0) 28 ( 4.3) 67 ( 3.4)
Death 1 (<0.1) 1 (0.2) 2 (0.1)
Withdrawn from trial before week 68 43 ( 3.3) 35 ( 5.3) 78 ( 4.0)
Withdrawn from trial without prior permanent 3 (0.2) 4 ( 0.6) 7 ( 0.4)

discontinuation of trial product

N: Number of subjects, %: Percentages are based on randomised subjects.

A time-point is considered as on-treatment if any dose of trial product has been administered
within the prior 14 days. Permanent discontinuation is when a subject stopped taking trial product
and did not resume treatment and is therefore not considered as 'on-treatment' at end of treatment
period (week 68). Temporary interruption is when a subject missed at least 2 consecutive doses of
trial product and resumed treatment before end of treatment period (week 68). Only reasons for
permanent discontinuation of trial product or trial withdrawal actually recorded for at least one
subject are presented.

THROEEGHANEE

FAEIREE .

o PERUAREE, n o FEEUSRR T 18 |

o (AEEFE (BMD 728 30.0kg/m?Ll b, T 27.0 kg/m? LL B> 1 DL EO BRI BIE S 2 A 0HE

(BROA A D) 20T 288 - miluE, IEERFE, BAZEMEREIR REME R, SO 30 M A SRR B

o KHELVOZOOEFEELZRATHLHEUNEB TE R E 1 R AT 24535 (5E
HEOHREIZFESL)

FHBRNAEE

o AU V—=U W07 ) a~EZaby (HbAle) 2 6.5% (48 mmol/mol) LA E (Fr il EHERE D fk
RICHESL) OHERE
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o RZU—=VZ7Hi90 HLWIZ 5kg (111bs) BOEKELEENN H - - #5HRHT EEEROTLEOA AR
O WEBRE A HOWEICESL)

EEAEIYMHITEE .

o TRTOBRILEIZHE Y L, B OO DA EEIC LY LW iRED > b, LLTORES
BN AHT AT RTINS T D YEERE D I % ARFER O HEAE 2 H 0 T &6 &35,

o AV V==V U LEEAEIVMTECOMICEEAEIC LA LEL oA LIz, 7277
L. 2 HETCORRLAITFTFEIND,

o IE{EZAEIY £} Patient Health Questionnaire-9 (PHQ-9) ™ A =X 7 A3 15 Rl DR E

o AJ V== T NOLEMEZEIY AT E TORIZ B BAT R D32 RS

o AU U—= U BEEEAEID AT £ TOMIZ C-SSRS D 4 A% 5 BUICH Y+ % A SEBO R
SR

T ARTOENELE| ) AT EREZW - L W RWEEBRE XA 7 U — =0 R ERG & 729,

ZEIRNFXIERIGAIFEE (DEXA) ISk 5Tl #EiEd AR EMEREBEICOABERAI N 5 EME

AT T EE

DEXA %7 7 /L —7 Ok e L LT, LLTF OMAEAE 0N REHERZ A L7z,

o DEXA H7RBROMIELEI D ATTANS, BERAKRENN—X T A O DEXA A¥ ¥ O WE % it
i, TOMEZFTAATRE S MWL T D,

o AV —=ZW® BMI A 40.0 kg/m? LL T OHeBRE

RERE, AERVEREARZE, Oy FES

w7 K (@i — K NNC0113-0217) 1, B~ Z/0F R 1.0 mg/mL Xi¥ 3.0 mg/mL (&2 U T
BER) NI I 72 PDS290 ~URIEALE BmL) & — Kb L7=7 L7 o0 RELRIE LTt e, &
~ 7 NF ROARIE, EEBEID T 16BN Tl 52 & & Lz, 16 RZICHBFHIETHD
24mgi#H 1 [FIZRET S FE T, 4T L1205, 1.0, 1.7 XN 2.4 mg/il~ L U7z, #HEFFH&E 24 mg
DEMED 2 ORERE L, 1 BEBEROCAETHD 1.7mgill | B ZHk+ 2 2 LN T,

v F ROy FESROAHHIRIZUTO LB ThoT

1.0 mg/mL (0.25 mg X T 0.5 mg i 1 % 5-(2ff ) : HP50620 (202044 J] 18 H)

3.0mg/mL (1.0 mg, 1.7 mg %' 2.4 mgid 1 [ 5IZfEH) : HP50623 (20204-9 A 13 H) . HP53043
(2020410 A 5 H)

BEHRM -
68 1 ]

HEE, AERUVEREAZE. Oy +FES

77 ARIE, PDS290 XA AR B mL) ICHE S NRETIRt SN, B~ AT KT T RO
BEHX, BT REFERRICER L., B~V F F7 788 (0.25mg, 0.5mg, 1.0mg, 1.7 mg &
W24 mgif 1 [ GIZMEH) omy MR OEZIMIRIZ, HP50657 (2020 4F 10 H 30 H) . HP51152
(2020410 A 30 H) . HP53677 (202146 H 6 H) Th o7z,

SRmEEE - Hott
T5AR)V—TVRRA Vb
o R—2T A (0i) 1D 68WE TOREEE (%)
o GBMITRN—AT Ay (0H) 25 5%LL EORERD 2 #ER L-irE 1Ty, 0 z)
BEMNEHF)—I O FRA b
o O8BICLLFAFEMR LI-ERE 1TV, Winz)
o N—=ZFAr (0i) 75 10%LL EOKRERD
o N—=ZTAr (0i) M5 15%LL EOIKRERD
o U X NAME. IHEHIME, FiEED 2 27 [Short Form-36 (SF-36) 1T L 0 ZFffi] KN
Physical function domain score (531 H) [Quality of Life-Lite Clinical Trials Version (IWQoL-Lite-CT)
IZE V) 1 OR—2F A2 (0#) 2D 68 FE THE(
EEDOEEMEH O FY—T U RRA Vb - (KE (kg) . BMI, HbAlc, ZERGRFIMAAL, 2208 RE i 4
A A o WEESIME, BB, CRISHS 237 (CRP) . T A3 ) =4 ARMALRFIHIWE-1
(PAI-1) &M, AIEAMEL 7 F U2 B/IK, L F . SF-36 A7, IWQoL-Lite-CT A =27, K OB {KHLAL
(DEXA |2 X B3l : DEXA V7 7 —T%5%%5%) O_X—2F7 4 (0#) 75 68 FE TOE, 725
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NZHBHERED A 27 (SF-36) DL AR X —HHE O physical function domain score (5 HHH)
(IWQoL-Lite-CT) D L AR & —FEHE% 68 MHIZERL L 7o kB

SRmEEE . ket

HEMDHENEHA T —TIVERRAUE: RX—2F 42 (0#) 725 75l E CORBRERE TR
EHSG (TEAE) ORBUBLOEELRAEFZORIUEL, Ikbtk, 7I7—8, V=B EROI L
=y D=7 14 (0i) 5 68 MFETHOEAL

MEtFix -

BHEAEHOBE

AR OPHRE I L OF I L DME L, B2 cE D X HCER L, 794~ —x2
RARA L P ROBREE T o2 ) —2 0 RARA  MZET 28~ 70 F R 24mg D7 72 RITHT HE
Bt E I, EFZEE L-REFIEE AW, ZOREFIETIE., AEKEEZTXT5%E L, Fal
HELTEIEFZ ATy RARA  NERE L, BIOT Y RARA S OB E DI A E
(p M <5%) ToHoT=HAITDH, RO RRA > FOREICHEAT, EIELE 0 1T ENI-HERE O
20%2MRBREEEE B2 B IE L, 25 OERE D 60%23 68 WO FHI D 72D DKBEEIT O EARET D
&L RHE SN RBRE 2K 1,950 5 (B 1 BB~ ZLF R 24mgBED 1,300 5, 7T 2 REED 650 1) T
X, BERETFIED § SO RiRA ¥ FOEKTORIS (Fxr RRA > bOBEHORE) 1% 99%
BTHoTz, WHRERITIEICESMEICIVEHRHINTEY . 2RI E N2 &0 BERE DB Y
F U A OmFIITO R o T,

T R EH

LT Offfrct Mz ER LT

o  EKRDOEMNTRLEMIZIZ, intention-to-treat (ITT) DJRANIHEWVEIESSEN D 17 S 72T X TOHER

FrEEDT,
o ZEMMNTRBRENIIT, BAELEID TS, BT LR EEEDRL LS L EZT - BRE
EEDT,

o DEXAﬁ@jﬁﬂ%%czbi\ %ﬁ®ﬁ¥*ﬁﬂ%§%@ ﬁ “B\ NR— AT A ‘/H%@: DEXA A% ¥ ‘/%%U\
RBPOEBRAEMRIC LY DEXA A X v U OMERTFR R EHM sy TEAICEENS T

NTOWRE 2 EZ T,
e R OFEMT R SR ST VBT 6 RAE M b BRAF S IUTC R T W o 72
R

HIME R VBB D=0, 2 >OBERWM A2 E&H LT
o In-trial BIZEHIM : MAEARIV AT A OIRBRERERERE E REDOa L 27 N b o7 H £ T
L7-Wif & B, In-trial BLEHIFIZCL T OFMICEH Lz,
o HEhME - BUHIE K ONEIE )7 #t estimand
o M- RO E TOHBNEVAREND H 55
e On-treatment Bl Z2HAM : {RERIE DO P 52 bk G- £ TOMRIC 2 T 7 @M O F% A %2
MMATZHIM A G | IR 5 0 — R a9 Rk Giifee LT 2 [ 303 7 Rl 288 2 5 B O K517
Nho MM EER) 2R L E EE,
On-treatment BLEZZHAM] (+2 M) 1ZLLTF OFEmIZMHEH Lz,
o Auht — BHIMME K OMR AR estimand
o T&EVE-LEX, BARRA, BFARET K OWRHE
On-treatment B{ZZ WM (+7 W) 1ZLLFOFEAMICHEM Lz,
o REM-FAHEFGROA RV MNHEZBERICIVHESINLIZA X2 b
I RRA Y b RUHEHRYT
MAE = FARA >~ b
T4~ = KA b
F 3 estimand & fRETT DT TlE, KEOZLLE (%) %, BT onBEEZEEDR, X—RAT7 A
OEE (kg) ZIEE LT HHENE QLW HT) THIT L., 5S%L AR X —Dxz 2 RARA K
DFEFTET VX, BT DN BREEEEDR, X—RA T4 ORE (kg #HEELTIRIAT ¢
v mEFEE Lz, B ZVF R 24mg D7 7 RICKT HE-ERE L. 2D 2 DOMHTET M2
SEEHE LTz, 68 HOFIAFIEERT R THOT—Z M T, 68EOKRBMEAEMTE L, fise LIz Eicik>
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T RRA U MR LI, 77 A4~V —x2 2 RARA b OFHE estimand 2 FT 2BRI2IE, ZLEAMT
% (McEvoy ([Z L WS =Fk) 2MH Lz, /-, BESH T, KEORIEMD 2 WEI F ok
EIIMOREN, B~ 7 VF R 24mg & 77 ERDOMORHLOHEEEIZ & D X 5 ICEET D00 % Mgt
L7z [jump to reference 2 Hffi5E, Sacks (2 L 5 Hi—#li5E. tipping-point 25 B A SEMEAT X I#k 0 IR LfIIEC
% HIREET N (MMRM) ZH]) . 5%L AR X —OfFHT Tk, RESHE LT, 68 DMIENK
MTHoT-WBEE ) VAR A= LT~ u VAT ¢ v 7 ARG i L7z,

REOZEE (%) (X7 D EIKAEY estimand I, A ZIMEICKTT 5 MMRM & FHIVCRE L7z, A ZPEIC kT
95 MMRM T, BREOEIE (%) ([ZOWT, FEMPT LR CEEDRLOEELZFD, T 6T
NRTIZDOWTRFEN T AN RS & LT L7z, E2R 28R FE OJEMITMZL TWD EE L, [F—
BB OWEMITKE L, EREEIL S BATY 2 W e, 5% AR > 2 —I2xd 5 BRI estimand 13, A
BINEEEE LTETVICHWZ E&2BRE BMHICRT 2 MMRM & [F CE7 V% VW CREli L 7=,
68 FDRENKBETH - - HERE 2O TIL, ZFNENOHERE DIKEZ MMRM 5 THIL, & DfE
ZHWTS%L AR Z—=THENE D IS EIT>T-, OS5 ZE, Bl T SN iE8 %2 e 5 &
L, XR=2AT7 A4 DIKE (kg) #HEBELT IOV RAT ¢ v 7 BEUFET V& HOTENT LT,
Bt o F ) —x v RARA b

EF estimand ZHET AT TlI, TR TORKREE D XY — 2 RARA > MTOWT, REEZED
TV RRA LV MCEZXHZIZET, 794~ =22 RRA v MZAW sk E R CFEE Aviz, 3
AT ALV FOKHET VL, 7I9A4~ V=2 RRA 2 N THLHEREEILR (%) LIEBEDHE
ENRE R OB LB LIS E LT, XR—2A 54 L OERELE, fEDOT RBRA L FOR—ZF
A VBICEXRZ -, KEOVAR X —ICBT 5= RARA v NOWEHET VX, 794~ —=2 K
KA R THD S%L AR A —DETIVERBEOETEHRELOEEEEZ G0 AT v 7 EFE L
7o FEHANCEET IR X ) —x 0 RIRA v MBI D EIRAY estimand ORECiL, 774
< —x v RARA > bOIEIZFER LA RMECE 35 MMRM &R CET V& AW THIT LT,

e a AR E 7 15 M OGN

189 J7 8t estimand (2% D MRGEAY = > R A b OFHIClEL, BEENRBREFIEEZHWS Z &gk, =
FUEAT OO 2% B A A L 7,

eI F Y —x o RiRA v b

BRI, BRIMORH RS o) —x2 2 RRA VM iE4 estimand ([Z DWW CRET L7-, B A KL L A
RO —=ICEHT L FRA LV ME, #nENTI7A~ IV — 2 RRA L P THLIEREOENE (%) &
W 5% L AR & — L [AED 515 TN LT,

RO R XV —x2 > RRA > hTh HARMEIZ OV T, ARk CH 72 MMRM % A
WCHEHT L7-, TEAE, EERAERESL, 7I7—8, U RX—EBROI LY h=FT_T, tibfit &
FRHWTERH L=,

WEREER
T RCOBEMELE| Y (1T SNTWERE OWBRE Y L OR— 2 T A VRG] TR BT TH
o7z (2,

x2 BBREERRUAN—X 4 VT
Sema 2.4 mg Placebo Total
N (%) N (%) N (%)
Number of subjects 1306 655 1961
Age (years)
N 1306 ( 100) 655 ( 100) 1961 ( 100)
18-<65 1198 (91.7) 607 (92.7) 1805 (92.0)
65-<75 99 ( 7.6) 46 ( 7.0) 145 ( 7.4)
75-<85 8 ( 0.6) 2 (0.3) 10 ( 0.5)
>=85 1 (<0.1) 0 1 (<0.1)
Sex
N 1306 ( 100) 655 ( 100) 1961 ( 100)
Female 955 (73.1) 498 (76.0) 1453 (74.1)
Male 351 (26.9) 157 (24.0) 508 (25.9)
Country of residence
N 1306 ( 100) 655 ( 100) 1961 ( 100)
Argentina 39 ( 3.0) 26 ( 4.0) 65 ( 3.3)
Belgium 39 ( 3.0) 21 ( 3.2) 60 ( 3.1)
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Bulgaria
Canada

Germany
Denmark
Finland

France

United Kingdom
India

Japan

Mexico

Poland

Russian Federation
Taiwan

United States

Ethnic origin
N
Not Hispanic or Latino
Hispanic or Latino
Not Applicable
Unknown

Race
N
White
Asian
Black or African American
Not Applicable
Other
American Indian or Alaska Native
Native Hawaiian or Other Pacific Islander

BMI (kg/m"2)
N
<30
30-<35
35-<40
>=40

Smoking habits
N
Never smoked
Previous smoker
Current smoker

32
39
70
34
38

135
82
67
47
42
73
26

505

1306
1118
150
38

1306
973
181

72
38
25
17

1306
81
436
406
383

1306
828
318
160

—

ONUTWWUONDNDNDUWN
w

(100)
(6.2)
(33.4)
(31.1)
(29.3)

( 100)
(63.4)
(24.3)
(12.3)

13
24
30
16
22
17
83
35
33
23
18
27

258

655
551
86
17

655
499
80
39
17

10

655

207
208
204

655
409
178

68

—
O BNWOOONDNDWN S WN
~J

6.0)

2

1.2)
1.5)
0.3)

(100)
(5.5)
(31.6)
(31.8)
(31.1)

( 100)
(62.4)
(27.2)
(10.4)

45
63
100
50
60
55
218
117
100
70
60
100
35
763

1961
1669
236
55

1961
1472
261
111
55
33
27

1961
117
643
614
587

1961
1237
496
228

.3)
.2)

—

O DWW FENWNOWN
o

w

(100)
(85.1)
(12.0)

(<0.1)

( 100)
(63.1)
(25.3)
(11.6)

o

N: Number of subjects, %: Percentages are based on number of subjects,

Ethnic origin
recorded as 'Not Applicable' for France. The last available and eligible observation
to the randomisation visit was selected for summary.

and race are
at or prior

BUMEDHER -

ARBRCIE, BARE XIS EERE 2SR E LT, hr Y —%{[R L -EHE kK OHKGE &0 %t
HEEREL LCOB~ I AT F24mgill 1 AR50 77 wR & il U= 1R Z M LT-, 6% T7
# estimand (intention-to-treat D JFH) X estimand TH V. {BERFE DK G2 B HIE L7 E 9 M
Ebod ., T XTOEELE Y (1T SN HERE BT 2o RRIEEDO GO RE %2 Gt~ 7 LT
K24 mg DGR (FT7BREDEK) ZMkL TW5, {K4H estimand (on-treatment O JFHI) 1%, fill
OFUERIRE OB Z PR L7 BT, 1RO G %% T Hti) 72356 OIRFEIREZ KM L T\ 5, FREER

2B ZVEE )T £t estimand (2 £E-S\V V7=,

UFICRT T I~ — 0 RiRA v MR OWEFE D oAV —= 0 RARA o b (X=X T4 5 68
BET) 12OV T, FRAELLIEFZEE L-WERETFIRICELY . 778 RicktdsE8~7 T K

2.4 mg OEEMEDREE S L7z

1. KEOE(E (%)

5%LL E ORI DR

10%LA EORE R O #ERL
15%LA EORE R O #ERL
7= A NEHEDOZE

S B 1 = D 28 A b
HAMRED 2 27 (SF-36) DAL

I

IWQOL-Lite-CT ® physical function score D281k,
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WA BET LT RRA R EEBICUTITRT,

*®E

KREICBEET L= RARA 2V FORREEIITRL, fma Ul FICENT 5,

68 EDAREFEILE (%) RUS%ULDEEFHVDER - TSAI V-T2V FKRA Tk

o RN—=ATA UMb 68 HE TOREL(E (%) K68 I 5%LL EOIRE R 2 @ak L 72 iR DF
AICBELT, 77 8RICHT D~ 7F R 2.4 mg DEBMENSHGE Sz,

o FHANIHUE LIZBESHTIC L D, s mAHT s,

KEICHET L ZOMDESMETY FRA > b - BRIMRUVHEENEH L F) -T2V FRA U+

NR—=Z T A5 68 FE CORBICEET DHINEDOE D LX) —2 2 RRA V FOFERL, 778R

EHELCTE~Y I LT R24mg TREFTH -T2,

o HANIHELZEIT TU — (10%LL LR 15%LL EORERD) 2R L7 BRE OFEIZ o0V T,
TR RICHT DB ZVT R 2.4 mg OB REES L7z,

o T ANAME (F¥) OB ONT, 7T vRIIHT HE~ 7T R 2.4 mg ODEEYERKRGEES
776

o KE (V¥ kg) OWLEIX, 77 R LLELTE~Y VT R 24mgECRE o7,

o BMI (V) OET&EIL, 7T RS L T~ VT F24mgBETRENST,

o KEOEIE-FHLT, KEFGO A A~—H—THIVLTF U ROARELV 7 F o2/, 7
TR LT~V T R24mgE TSN LB OB ER LT,

*x3 REICEET DI FRA Y FOBR—RRKOBHTRER

Sema 2.4 mg Placebo
Number of subjects 1306 655
Baseline body weight (kg) - mean (SD) [1] 105.4 (22.1) 105.2 (21.5)

BODY WEIGHT (%) — PRIMARY ENDPOINT

Treatment policy estimand [2]

Change from baseline (%) to week 68 -14.85 -2.41

Sema 2.4 mg - Placebo, ETD (%-points), [95% CI], p-value -12.44 [-13.37;-11.51] <0.0001
Hypothetical estimand [2]

Change from baseline (%) to week 68 -16.86 -2.44

Sema 2.4 mg - Placebo, ETD (%-points), [95% CI], p-value -14.42 [-15.29;-13.55] <0.0001

BODY WEIGHT REDUCTION 25% — PRIMARY ENDPOINT

Proportion of subjects (%) [1] 86.4 31.5
Treatment policy estimand [2]
Odds at week 68 5.03 0.45
Sema 2.4 mg - Placebo Odds ratio, [95% CI],p-value 11.22 [8.88;14.19] <0.0001
Proportion of subjects (%) [1] 92.4 33.1
Hypothetical estimand [2]
Odds at week 68 14.43 0.39
Sema 2.4 mg - Placebo Odds ratio, [95% CI],p-value 37.03 [28.02;48.95] <0.0001

SECONDARY ENDPOINTS - TREATMENT POLICY ESTIMAND

BODY WEIGHT REDUCTION 210% - CONFIRMATORY SECONDARY ENDPOINT

Proportion of subjects (%) [1] 69.1 12.0
Odds at week 68 [2] 1.95 0.13
Sema 2.4 mg - Placebo Odds ratio, [95% CI],p-value 14.68 [11.08;19.44] <0.0001

BODY WEIGHT REDUCTION 215% - CONFIRMATORY SECONDARY ENDPOINT

Proportion of subjects (%) [1] 50.5 4.9
Odds at week 68 [2] 0.92 0.05
Sema 2.4 mg - Placebo 0Odds ratio, [95% CI],p-value 19.26 [12.89;28.76] <0.0001

WAIST CIRCUMFERENCE - CONFIRMATORY SECONDARY ENDPOINT

Baseline (cm) - mean [SD] [1] 114.6 (14.8) 114.8 (14.4)
Change from baseline to week 68 (cm) [2] -13.54 -4.13
Sema 2.4 mg - Placebo, ETD (cm), [95% CI], p-value -9.42 [-10.30;-8.53] <0.0001

Body weight (kg) - supportive secondary endpoint




Module 2.7.6
Page 153 of 361

Baseline (kg) - mean [SD] [1] 105.4 (22.1) 105.2 (21.5)
Change from baseline to week 68 (kg) [2] -15.33 -2.61
Sema 2.4 mg - Placebo, ETD (kg), [95% CI], p-value -12.71 [-13.68;-11.74] <0.0001
BMI (mg/m2) - supportive secondary endpoint
Baseline (kg/m2) - mean [SD] [1] 37.8 (6.7) 38.0 (6.5)
Change from baseline to week 68 (kg/m2) [2] -5.54 -0.92
Sema 2.4 mg - Placebo, ETD (kg/m2),[95% CI], p-value -4.61 [-4.96;-4.27] <0.0001
Leptin (ng/mL) - supportive secondary endpoint
Baseline (ng/mL) - geometric mean [SD] [1] 32.25 (83.4) 33.52(87.4)
Ratio to baseline [2] 0.54 0.88
Sema 2.4 mg - Placebo, ratio, [95% CI], p-value 0.61 [0.57;0.65] <0.0001
Soluble leptin (ng/mL) - supportive secondary endpoint
Baseline (ng/mL) - geometric mean [SD] [1] 18.53 (26.3) 18.58(26.3)
Ratio to baseline [2] 1.06 1.03
Sema 2.4 mg - Placebo, ratio, [95% CI], p-value 1.03 [1.01;1.06] 0.0041
[1] observed values; [2] estimated values; CI: confidence interval; BMI: body mass index; ETD:

estimated treatment difference, sema: semaglutide; SD: standard deviation

SRtk (HTJHER) -HMEMtEHA FU—TI R4+

HIRHER (7B OREER 4 IR, fma Ul TICERNT 5,

o VTHOGEMMTY PR 2 b [RIENR (kg KO%) . BRIEHEE (kg RO%) & QWIS &
(kg % O'%) 1 12OV TH, R"R—=2T7 A5 68 E TOXEN, 7T vREELE KL T~ LT
R24mgHECRAFTH T,

o LI NTF R24mgBETIX, RX—RAT A 05 68 F TITRWD BN TARERDILE S IR EOWAD
EBRAEN AR ORI L0 bR E <. M E L,

x4 SR (FIHER) -HMEMtEh T —IT U FRA Y bO#ER - JAEAE estimand
Sema 2.4 mg Placebo

Number of subjects 95 45

Baseline body weight (kg) - mean (SD) [1] 98.3 (15.9) 98.7 (12.1)

SUPPORTIVE SECONDARY ENDPOINTS

Total body fat (kg)

Baseline (kg) - mean (SD) [1] 42.1 (10.1) 43.3 (9.2)
Change from baseline (%) to week 68 [2] -8.36 -1.37
Sema 2.4 mg - Placebo, ETD (%-points), [95% CI], p-value -6.99 [-9.79;-4.19] <.0001

Total body fat (%)

Baseline (%) - mean (SD) [1] 43.4 (7.5) 44 .6 (8.1)
Change from baseline (%) to week 68 [2] -3.48 -0.19
Sema 2.4 mg - Placebo, ETD (%-points), [95% CI], p-value -3.29 [-4.94;-1.65] <.0001

Lean body mass (kg)

Baseline (kg) - mean (SD) [1] 52.4 (11.6) 51.5 (10.8)
Change from baseline (%) to week 68 [2] -5.26 -1.83
Sema 2.4 mg - Placebo, ETD (%-points), [95% CI], p-value -3.43 [-4.74;-2.13] <.0001

Lean body mass (%)

Baseline (%) — mean (SD) [1] 53.9 (7.4) 52.7 (7.7)
Change from baseline (%) to week 68 [2] 3.04 0.09
Sema 2.4 mg - Placebo, ETD (%-points), [95% CI], p-value 2.94 [1.40;4.49] 0.0002

Visceral fat mass (kg)

Baseline (kg) - mean (SD) [1] 1.3 (0.6) 1.5 (0.7)
Change from baseline (%) to week 68 [2] -0.36 -0.10
Sema 2.4 mg - Placebo, ETD (%-points), [95% CI], p-value -0.27 [-0.39;-0.15] <.0001

Visceral fat mass (%)

Baseline (%) — mean (SD) [1] 33.8 (9.9) 36.3 (12.3)
Change from baseline (%) to week 68 [2] -1.99 -0.01
Sema 2.4 mg - Placebo, ETD (%-points), [95% CI], p-value -1.98 [-3.69;-0.27] 0.0233

[1] observed values; [2] estimated values; CI: confidence interval; ETD: estimated treatment
difference, sema: semaglutide; SD: standard deviation
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DIERVRI I7 93— - RBRIMRUVHEREMNEA T ) —TV FRA 2 b

DIMERY A7 77 7 B —DfERER SITR L, fma L FICERT 5,

o RN—ZXT A Unb 68ME TONMMIME CFY) OIETIZOWT, IR THE~v 7 LF
2.4 mg OHENMEDSRRE S L7z,

o BV I NFR24mgDOFHIZEY, R—=RAT A4 05 68 E TIEHMENE T LZ, ZORTE
X7 7R L T~ VT R 24mgBECRENS T,

o TRTOEWEHTE T A —4 FOLE R ) A7 #5534 ~—J— (CRP }; O} PAI-1i%
PE) OR—=Z2F 4005 68 E TORET, VYT vRBEL KL T~/ AT K 24mg B TR T
HoT,

=5 DMERYRYICEET S 7793 — -RIAVRUVHEENEH A ) —IZ U RKRA 2 LD
#ER - AEAE estimand

Sema 2.4 mg Placebo

BLOOD PRESSURE

SYSTOLIC BLOOD PRESSURE (mmHg) — CONFIRMATORY SECONDARY ENDPOINT

Baseline - mean [SD] [1] 126 (14) 127 (14)
Change from baseline to week 68 [2] -6.16 -1.006
Sema 2.4 mg - Placebo, ETD, [95% CI], p-value -5.10 [-6.34;-3.87] <.0001
Diastolic blood pressure (mmHg) - supportive secondary endpoint
Baseline - mean [SD] [1] 80 (10) 80 (10)
Change from baseline to week 68 [2] -2.83 -0.42
Sema 2.4 mg - Placebo, ETD, [95% CI], p-value -2.41 [-3.25;-1.57] <.0001

FASTING LIPIDS - SUPPORTIVE SECONDARY ENDPOINTS

Total cholesterol (mmol/L)

Baseline - geometric mean [CV] [1] 4.91 (20.5) 4.98 (19.4)
Ratio to baseline at week 68 [2] 0.97 1.00
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.97 [0.95;0.98] <.0001

Total cholesterol (mg/dL)

Baseline - geometric mean [CV] [1] 189.6 (20.5) 192.1 (19.4)
Ratio to baseline at week 68 [2] 0.97 1.00
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.97 [0.95;0.98] <.0001

HDL cholesterol (mmol/L)

Baseline - geometric mean [CV] [1] 1.3 (25.0) 1.3 (25.0)
Ratio to baseline at week 68 [2] 1.05 1.01
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 1.04 [1.02;1.05] <.0001

HDL cholesterol (mg/dL)

Baseline - geometric mean [CV] [1] 49.4 (25.6) 49.5 (25.0)
Ratio to baseline at week 68 [2] 1.05 1.01
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 1.04 [1.02;1.05] <.0001

ILDL cholesterol (mmol/L)

Baseline - geometric mean [CV] [1] 2.9 (31.6) 2.9 (29.8)
Ratio to baseline at week 68 [2] 0.97 1.01
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.96 [0.94;0.98] 0.0011

LDL cholesterol (mg/dL)

Baseline - geometric mean [CV] [1] 110.29 (31.6) 112.46 (29.8)
Ratio to baseline at week 68 [2] 0.97 1.01
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.96 [0.94;0.98] 0.0011

VLDL cholesterol (mmol/L)

Baseline - geometric mean [CV] [1] 0.64 (45.8) 0.64 (46.5)
Ratio to baseline at week 68 [2] 0.78 0.93
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.84 [0.81;0.87] <.0001

VLDL cholesterol (mg/dL)

Baseline - geometric mean [CV] [1] 24.5 (45.8) 24.9 (46.5)
Ratio to baseline at week 68 [2] 0.78 0.93
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.84 [0.81;0.87] <.0001

Free fatty acids (mmol/L)
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Baseline - geometric mean [CV] [1] 0.44 (57.9) 0.45 (53.8)
Ratio to baseline at week 68 [2] 0.83 0.93
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.89 [0.83;0.94] 0.0001

Free fatty acids (mg/dL)

Baseline - geometric mean [CV] [1] 12.33 (57.9) 12.72 (53.8)
Ratio to baseline at week 68 [2] 0.83 0.93
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.89 [0.83;0.94] 0.0001

Triglycerides (mmol/L)

Baseline - geometric mean [CV] [1] 1.42 (47.4) 1.44 (49.0)
Ratio to baseline at week 68 [2] 0.78 0.93
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.84 [0.81;0.87] <.0001

Triglycerides (mg/dL)

Baseline - geometric mean [CV] [1] 126.21 (47.4) 127.94 (49.0)
Ratio to baseline at week 68 [2] 0.78 0.93
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.84 [0.81;0.87] <.0001

CARDIOCASCULAR RISK-RELATED BIOMARKERS - SUPPORTIVE SECONDARY ENDPOINTS

CRP (mg/L)
Baseline - geometric mean [CV] [1] 3.87 (151.1) 3.87 (135.5)
Ratio to baseline at week 68 [2] 0.47 0.85
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.56 [0.51;0.061] <.0001

PAI-1 (AU/mL)

Baseline - geometric mean [CV] [1] 15.71 (79.3) 15.84 (76.2)
Ratio to baseline at week 68 [2] 1.17 1.56

Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.75 [0.71;0.79] <.0001
[1] observed values; [2] estimated values; CI: confidence interval; CV: coefficient of variation;

ETD: estimated treatment difference, sema: semaglutide; SD: standard deviation

BREREIT 0 k5 LEHE - BB UVHEM AV F)—TIV FRA D b

BB S PROCIE, IR RBEL B L T~ 7T R24mg BETHENRD L (F6 LW

£7) .

o (EEEREHOANE O K OV EIREEEKRORETH % SF-36v2 Tid, HERBMAHOY~Y —2 a7 K&
OREHRIEH O~V —2a7 | b WNITRXTO RAAL L 2aTZoNT, 77 vREEL L
TE~ZAF R 24mgBECTHENRD b,

o  SF36DHEEEED AT DR—2F A U5 68 E TOELIZONT, T RICHT DB~
JVF R 2.4 mg OEBIEDREES LT,

o SF36 DHIRERED AT N 43K A > FLLE ER L7iE 0BG, 77 8RBk L T~
TNVF R24mgETEN- T,

o E{RRERE K OV ERA S AORSRR IS T D IR E AL OB A FHI T 5 IWQOL-Lite-CT TiX, X THOHE
HAAATROEFHATTIZONT, 77 REELEEEL T~ 7T R 24mg B CHENBO LI
7o

e IWQOL-Lite-CT @ Physical function domain score DX—Z Z A )5 68 E TOELIZDOWNT, 7T
TRIZKHT D~ 7 VF R 2.4 mg OEIESRGES -,

e IWQOL-Lite-CT ® Physical function domain score 7% 20 "1 > h A b EF L7-#aE 0B &1X, 7 7&
REEL L T~ AT R 24mgBECTED -T2,

=6 SF-36 TV FRA > b —RIIMRUVERHWEAVF)—I O RKRA Y FOER
- ;A& 5 #t estimand

Sema 2.4 mg Placebo

SF-36 PHYSICAL FUNCTIONING — CONFIRMATORY SECONDARY ENDPOINT

Baseline - mean [SD] [1] 51.0 (6.9) 50.8 (7.9)
Change from baseline to week 68 [2] 2.21 0.41
Sema 2.4 mg - Placebo, ETD, [95% CI], p-value 1.80 [1.18;2.42] <.0001

SUPPORTIVE SECONDARY ENDPOINTS

SF-36 Physical functioning >4.3 points
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Odds at week 68
SF-36 Role-Physical
Baseline - mean [SD] [1]
Sema 2.4 mg - Placebo, ETD,

SF-36 Bodily Pain
Baseline - mean [SD] [1]

Sema 2.4 mg - Placebo, ETD,

SF-36 General Health
Baseline - mean [SD] [1]

Sema 2.4 mg - Placebo, ETD,

SF-36 Vitality
Baseline - mean [SD] [1]

Sema 2.4 mg - Placebo, ETD,

SF-36 Social Functioning
Baseline - mean [SD] [1]

Sema 2.4 mg - Placebo, ETD,

SF-36 Role-Emotional
Baseline - mean ([SD] [1]

Sema 2.4 mg - Placebo, ETD,

SF-36 Mental Health
Baseline - mean [SD] [1]

Sema 2.4 mg - Placebo, ETD,

Baseline - mean [SD] [1]
Sema 2.4 mg - Placebo, ETD,

SF-36 Mental component summary
Baseline - mean [SD] [1]

Sema 2.4 mg - Placebo, ETD,

Proportion of subjects (%) [1]

Sema 2.4 mg - Placebo 0Odds ratio, [95% CI],p-value

Change from baseline to week 68

Change from baseline to week 68

Change from baseline to week 68

Change from baseline to week 68

Change from baseline to week 68

Change from baseline to week 68

Change from baseline to week 68

SF-36 Physical component summary

Change from baseline to week 68

Change from baseline to week 68

26.6

1.06

54.1 (5.
-0.21

53.4 (5.
-1.02

55.0 (5.
-0.86

55.4 (5.
-1.48

17.1

0.15
[1.53;2.91]
51.8 (7.1)
-0.33
[0.73;2.04]
52.6 (8.4)
-1.17
[0.84;2.45]
53.6 (7.8)
-0.39
[1.46;2.86]
55.5 (7.7)
-1.31
[1.14;2.68]
53.9 (5.7)
-1.54
[0.63;2.02]
53.2 (5.7)
-1.69
[-0.12;1.47]
55.1 (5.8)
-2.00
[0.40;1.88]
51.1 (7.9)
0.35
[1.31;2.61]
55.5 (5.9)
-2.40
[0.10;1.73]

difference, sema: semaglutide;

[1] observed values; [2] estimated values;
standard deviation

confidence interval;

estimated treatment

IWQOL-Lite-CT Psychosocial

x7 IWQOL-Lite-CT T FRA > b - BREIMRVHEEMELO O Z ) —IT 2 KRS 2 FOFER
- JAE A &t estimand
Sema 2.4 mg Placebo
IWQOL-LITE-CT PHYSICAL FUNCTION - CONFIRMATORY SECONDARY ENDPOINT
Baseline - mean [SD] [1] 65.4 (24. 64.0 (24.4)
Change from baseline to week 68 14.67 5.25
Sema 2.4 mg - Placebo, ETD, [7.50;11.35]
SUPPORTIVE SECONDARY ENDPOINTS
IWQOL-Lite-CT Physical functioning >20 points
Proportion of subjects (%) [1] 39.6 25.6
Odds at week 68 0.60 0.24
Sema 2.4 mg - Placebo Odds ratio, [95% CI],p-value [1.90;3.18]
IWQOL-Lite-CT Physical
Baseline - mean [SD] [1] 64.5 (23. 64.0 (23.1)
Change from baseline to week 68 13.68 4.54
Sema 2.4 mg - Placebo, ETD, [7.31;10.96]
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Baseline - mean [SD] [1] 63.1 (23.0) 62.9 (22.7)
Change from baseline to week 68 [2] 16.94 6.44
Sema 2.4 mg - Placebo, ETD, [95% CI], p-value 10.50 [8.81;12.19] <.0001
IWQOL-Lite-CT Total
Baseline - mean [SD] [1] 63.6 (21.2) 63.3 (20.9)
Change from baseline to week 68 [2] 15.80 5.78
Sema 2.4 mg - Placebo, ETD, [95% CI], p-value 10.02 [8.42;11.62] <.0001

[1] observed values; [2] estimated values; CI: confidence interval; ETD: estimated treatment
difference; sema: semaglutide; SD: standard deviation

ERH -HEMNtEH AV —I U FRA b

FEREBHIEEST 2= AR A bOFERE K 812~ T, FEREH (HbAle, FPG K OZEERFMIEF A A Y
ANZEVFHIE) ORN—=ZF A b 68 ETOEIZHONWT, T EARFLHEL TR LF R

2.4 mgﬁ%f&%ﬁ)wu&b [\Ohﬁ_o

&8 ERH -HRNEHLUF)—I Y FRA Y FORER - BB FHE estimand
Sema 2.4 mg Placebo
HbAlc (%)
Baseline - Mean [SD] [1] 5.7 (0.3) 5.7 (0.3)
Change from baseline to week 68 [2] -0.45 -0.15
Sema 2.4 mg - Placebo, ETD, [95% CI], p-value -0.29 [-0.32;-0.26] <.0001
HbAlc (mmol/mol)
Baseline - Mean [SD] [1] 38.9 (3.4) 39.0 (3.6)
Change from baseline to week 68 [2] -4.89 -1.69
Sema 2.4 mg - Placebo, ETD, [95% CI], p-value -3.20 [-3.53;-2.87] <.0001
FPG (mmol/L)
Baseline - Mean [SD] [1] 5.3 (0.06) 5.3 (0.6)
Change from baseline to week 68 [2] -0.46 -0.03
Sema 2.4 mg - Placebo, ETD, [95% CI], p-value -0.44 [-0.50;-0.37] <.0001
FPG (mg/dL)
Baseline - Mean [SD] [1] 95.4 (10.7) 94.7 (10.5)
Change from baseline to week 68 [2] -8.35 -0.48
Sema 2.4 mg - Placebo, ETD, [95% CI], p-value -7.87 [-9.04;-6.70] <.0001
Fasting serum insulin (pmol/L)
Baseline - Mean [CV] [1] 92.8 (58.6) 92.5 (61.2)
Change from baseline to week 68 [2] 0.74 0.93
Sema 2.4 mg - Placebo, treatment ratio, [95% CI], p-value 0.79 [0.74;0.83] <.0001
[1] observed values; [2] estimated values; CI: confidence interval; CV: coefficient of variation;
ETD: estimated treatment difference, sema: semaglutide; SD: standard deviation
ZTE2HOHEER -

‘ﬁﬁ@x TAET R At S & U TN L ARER TIid. ha U —ZHIR L2 B O TS S & o BN
R DL LT~ 0T R24mg 2 1 El&ff L7c EOREMIIRIGFTh oz, w7 L
F R 24mg ODREMEKROEFET a7 7 A ML, TV h I RERT T R0 5 KEEHFE (GLP-1 RA) T

THRENLG T 77 ANM—HTDHHLDOTH-T-,

ﬁﬂ%%wuﬂﬁﬁ (£9) :
HEREREZRILUIZWEREOEIARIL, B~ VT R24mghtl 77 2 RBETREEE (89.7% vs

86.4%) T o7z, WL &7V ORBUFEIT B~ 70 F REECHXIIZE < (566.1 14,100
AN+ vs398.01 7100 A\ « ) . TDOEIFITFICEGEEOAEFRICILD LD TH T,

o HEENAERZREZRILLIMBREOREGIT., 7T BAREE (64%) LKL TE~ /LT K24 mghf
(9.8%) THE<L ., TOEITIUTOMEBKSFICHFHINIAEFEFRICLD LD TH -T2« HGEE
[E72FEARGE (PT) : WML OMENR] | REYYERS L OSAESE (3722 PT : BEKR) | HFIRERRESE
(FE72 PT : BBASE) o

o AEFZICIVIBHIROEKE ZBWICHIE LIEREOBGIL, 77 R 31%) LHiL T~
INF R24mgRETEL (7.0%) . TOEITEICHBEEOFEFRIZEIDI LD TH- T,
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o FEEHEO 1 FIARBMIM PITET L, SERITLIERE (B~ 7 AF F24mglf) KOEMREE (7
ZEREE) Thole, HEICESTLAFRRERILIERE OBIGIE, £~/ LF F24mgliET
0.1%A, 77 EAREET02% Th -7z,

o MIRGHIHI L AEFEFROKRBIIBEEUIFEETH Y HBE ORIEDSHERR Sz,

BIGEEDODH EFR LR LI-HREOEISIL. 7T vR it (47.9%K& T 89.1 44,7100 A « 4F) LLbEEL
TE~7 VT K 24mght (742%K% TN 252.6 144100 A\ « 45) TEd-o7z

o ZTOZEIE, B, T, MR, ERK MK Ok & e O MR UIEH A REIZ L2 b O Th o7z,

o HBMEOAEEZLOKM/MIIIEE T, BEITEETHY, HHRHEORIES MR I,

o HEEEOAEEZNPHEOL I LL-DOIT, BEHKE 20HHE THY . ZORITWAICTEE L,

ZOMOER T RELEEEIRORERNSG, UTOZ LRI,
o UTIRTHEEENBOONIZWBREDOEIRIT., 77 v RBEL B L T~ LF R 24mgBETRE
nole
o MHFERHHIETE (2.6% vs 1.2%) : ZDOZEIFMEARE (PT) ICXLD5HDTH-727 (1.8% vs 0.6%)
T~ 7T FRECIHAIEDOADHE [BMEFER (02%) . IHFER (0.3%) . 2AMEHgE%R (03%) 72
El BE ST ERE OFIE 1K o T2,
o UTIRTHEERNPBD ODNIZHREOEIAIT, 778 RBEL KL T~/ AT K 2.4 mg B CTIK
nole
o D E B E (8 2% vs 11.5%) . FFIROBEES (2.4% vs 3.1%) . EFHBALEOE (5.0% vs
6.7%) &U**ffﬁﬂ = (9.5% vs 12.7%)
o LT ;/T*a“ﬁ$$%7b>w&b%hﬂ)ﬁ%ﬁ%@ﬂ/\ X, B~ F R24mght L 77 AR L O TE
ntu&)%ﬂfcﬁi)l’)fL :
o TRTOHEY (7.1%vs 1.5%) . BMEHAEY (1.1%vs 1.1%) . SPEBEAE (0.2% vs 0.3%) |
B B RE B D A FHF R (0 6% vs 0.8%) . T LILFX—IE (7.4% vs 8.2%) | Fhile i EFR
(0.5% vs 0.8%) . #FEFE (1.1% vs 0.8%) . WE G (0.8% vs 0.8%) | 72 b NIHEWELH K&
O (0% vs 0.2%)
o JRBRIEZ I LIoRIREL DRV OFEFRIIRD bR 5T,

x9 FEER CFEIRNESREMEHEZED)

Sema 2.4 mg Placebo

N (%) E R N (%) E R
Number of subjects 1306 655
Patient years of exposure (PYE) 1706.1 829.6
Patient years of observation (PYO) 1856.4 918.5
Adverse events (OT) 1171 (89.7) 9658 566.1 566 (86.4) 3302 398.0
Serious events (OT) 128 ( 9.8) 164 9.6 42 ( 6.4) 53 6.4
Fatal events (IT) 1 (0.1) 1 0.1 1 (0.2) 3 0.3
Severity
Severe (OT) 143 (10.9) 242 14.2 44 ( 6.7) 68 8.2
Moderate (OT) 723 (55.4) 2612 153.1 311 (47.5) 863 104.0
Mild (OT) 1079 (82.6) 6804 398.8 507 (77.4) 2371 285.8

Relationship to trial product

Probable (OT) 571 (43.7) 2148 125.9 147 (22.4) 330 39.8

Possible (OT) 726 (55.6) 2700 158.3 223 (34.0) 555 66.9
Unlikely (OT) 1032 (79.0) 4780 280.2 536 (81.8) 2409 290.4
Missing (OT) 24 (1.8) 30 1.8 7 (1.1) 8 1.0
Permanent treatment discontinuation (OT) 92 ( 7.0) 123 7.2 20 ( 3.1) 23 2.8
Adverse events of special interest

Gastrointestinal disorders (OT) 969 (74.2) 4309 252.6 314 (47.9) 739 89.1

Gallbladder-related disorders (OT) 34 ( 2.6) 42 2.5 8 (1.2) 8 1.0

Acute pancreatitis (OT)# 3 (0.2) 3 0.2 0

Cardiovascular disorders (IT) 107 ( 8.2) 134 7.2 75 (11.5) 96 10.5

All neoplasms (IT) 93 ( 7.1) 112 6.0 49 ( 7.5) 56 6.1
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Malignant neoplasms (IT) 14 (1.1) 14 0.8 7 (1.1) 7 0.8
Hepatic events (OT) 31 ( 2.4) 37 2.2 20 ( 3.1) 24 2.9
Acute renal failure (OT) 3 (0.2) 4 0.2 2 (0.3) 2 0.2
Hypoglycaemia (OT) 8 ( 0.0) 15 0.9 5 ( 0.8) 7 0.8
Injection site reactions (OT) 65 ( 5.0) 99 5.8 44 ( 6.7) 82 9.9
Allergic reactions (OT) 96 ( 7.4) 108 6.3 54 ( 8.2) 63 7.6
Psychiatric disorders (OT) 124 ( 9.5) 160 9.4 83 (12.7) 113 13.6
Rare events (OT) 7 ( 0.5) 7 0.4 5 ( 0.8) 6 0.7
Medication errors (OT) 15 (1.1) 15 0.9 5 ( 0.8) 6 0.7
Overdose (OT) 11 ( 0.8) 11 0.6 5 (0.8) 6 0.7
Abuse or misuse (OT) 0 1 (0.2) 1 0.1
Suspected transmission of infectious agent (IT) 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years. PYO: The duration of the
in-trial period in years. PYE: The duration of the on-treatment period in years. OT: On-treatment.
IT: In-trial. #Event adjudication committee confirmed acute pancreatitis.

E& PRt E 15 B 0 51
o EVINATFR24mgDEGIZLD, VR—BEKRTIT—ERT T EAREEE L TML, 68

DIEDR—RAT A NZXTHIE, LFO LB Thotz

Ui—E 141 (41%H0) vs0.97 (3%HA)

77—t 114 (14%H0) vs 1.03 (3%HEAN)

U R—=BREOT 27 —BORMMRED SN0 KRG OKRIO 20 @M THY . FDH%ide<
AKE & A EBEIMN B B o Tz,

o EBwZNTF RUSND GLP-1 ZFEEHFETH, 7 I T7—BERI XR—EBOENBALND Z &I
E<MBNTODR, ZOWFIIAATH S, o, KRBROEENS LMD LT, V—
RO/ ATT 7 =B, 2 M TIIERORBLY 2 7 OTRIRF LITEZ bR -
776

o NV R=UOBERTRO LN 0T, 68 HDIEDR—AT A ANZKT DL, B VTR
24mgBET0.99 (1%JA) 1Tkt L, 77 8AREETO0.95 (5%HD) TH-oiz,

ZOMOEERRE B OFHIi 51X, ZEMEORKITIRO Lo T,

NABZNLVYA Y

o BEVINTFR24mg DEEIZLD | PRSI LT, X=X T A D 68 E TOELEDHEE
EIX, B2V F R 24mgBET3.524/00xt L. 77 BARBET-0.74 1/ TH Y . (A estimand |2
FED S HEZEOHEEMIX 426 11/57 (95%(EHEX ] : 3.38~5.1541/%7) Th o7z,

A .
Ao -

AR I, BEREXIEWERE 2, e ) —Z6lR L7z B F & O RIEEh &O NI 33 5 fih# ik
ELTOEYZ AT R24mg XUTX7 72RO 68 B GIZHELIZEI O HIT72L 2 A, LT ORGm 5
bz,
o  KEBEDRIIHOWT, T ERICKTEE~ZILF K 2.4 mg OEBMENIRGES L [-14.85% vs -
2.41% ; REZEDOHEEE : -12.44% (95%IEFEIXM 1 -13.37%~-11.51%) 1 . £7=. 5% k. 10%2L E
B OV 15%LL EORERD & ik Lo gE oFlE . v X MNEBHE, DUFEHIMAE, SF-36 O & {AHRE
DA77 KON IWQOL-Lite-CT @ Physical function domain score (Z 2\ T &, 7' Z®RNIZHTHE~
T R 2.4 mg OEVENRGES Lz,
o NEE. FEMFH. SF-36 XN IWQOL-Lite-CT @ _EFLLIAD RA A 2 a7 | 72 b NTLLE R Y A7
(RS D31 A~ —T— (CRP KN PAI-LIEME) 126, T ARBELHEK L TR~ LTF R
2.4 mg BECUENT O biL,
o VI NTF R 24mgll XAHERERDITHED IR EOBIIRIBIMAE ORI L0 K& < HRH
RN SE Lz [RIEMTE (%) . W& (%) . BREEWIRE (%) 1 .
o VI NTF R24mg DEREMEIIRIFTHY , ZOREEKOEFMET v 7 7 A WL GLP-1 ZHEKAE
DR 7 F AT T 7 A NVE—HTHHDTHoT,

KEBRIL, ~VUFES (20134) . GCPIZBET D ICH A R7 4> (2016 4) K TUN21 CFR 312.120
Z ST L CE i S i,
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276112 FHEER (25H) IHT 6%

373 REEOFEFESR (28EH) ICBHTLIRER—V XV IRT,
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1: Adverse events by system organ class, high level group term and preferred term - summary - on-
treatment - safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N %) E R N %) E R
Number of subjects 1306 655
Patient years of exposure (PYE) 1706. 1 829. 6
Events 1171 (89.7) 9658 566. 1 566 (86.4) 3302 398.0
H IR E 969 (74.2) 4309 252.6 314 (47.9) 739  89.1
(ﬁ{b' SRS & OYER 824 (63.1) 2714 159.1 201 (30.7) 395 47.6
L 577 (44.2) 1068  62.6 114 (17.4) 146 17.6
Nt 324 (24.8) 636 37.3 43 (6.6) 52 6.3
HERER 135 (10.3) 179 10.5 23 (3.5 30 3.6
1531 130 (10.0) 175 10.3 36 (5.5 41 4.9
g 125 (9.6) 176  10.3 35 (5.3 37 4.5
BLW 112 (8.6) 139 8.1 3 (0.5) 3 0.4
ﬁ*BH Al 9 (7.4) 135 7.9 31 (4.7 42 5.1
5 65 (5.0 84 4.9 21 (3.2) 22 2.7
H’E*KT R 56 (4.3) 79 4.6 9 (1.4) 9 1.1
THE IR 12 (0.9 12 0.7 4 (0.6) 4 0.5
TH bR 3 (0.2 4 0.2 0
DA 3 (0.2 3 0.2 0
HEERL 3 (0.2 4 0.2 0
A 3 (0.2) 4 0.2 5 (0.8 5 0.6
LyF s 2 (0.2 2 0.1 0
ElCEE 2 (0.2 2 0.1 1 (0.2) 1 0.1
MR 2 (0.2) 3 0.2 1 (0.2) 1 0.1
PNER 2 (0.2) 2 0.1 2 (0.3 2 0.2
I R 2 (0.2 2 0.1 0
Lo 1 (<0.1) 1 0.1 0
e e T 1 (<0.1) 1 0.1 0
g 1 (<0.1) 1 0.1 0
AIE 1 (<0.1) 1 0.1 0
JIE 5B I TR 1 (<0.1) 1 0.1 0
L E SN X ORI & 626 (47.9) 1271 74.5 166 (25.3) 239 28.8
T 412 (31.5) 766  44.9 104 (15.9) 138 16.6
{5 306 (23.4) 390 22.9 62 (9.5) 73 8.8
B AE MR 82 (6.3 92 5.4 20 (3.1) 21 2.5
R R RE A e 6 (0.5) 7 0.4 1 (0.2) 2 0.2
BN 5 (0.4) 5 0.3 3 (0.5) 3 0.4
HHEH A4 2 (0.2 2 0.1 1 (0.2 1 0.1
B[R 2 (0.2 2 0.1 0
T L TR Bt 1 (<0.1) 1 0.1 0
T L T B 1 (Ko.1) 1 0.1 0
ﬁﬁ?ﬁ A 1 (K0o.1) 1 0.1 0
BE(E [ 1 (K0.1) 1 0.1 0
Rk 1 (<0.1) 1 0.1 1 (0.2 1 0.1
fEE 2 1 (Ko.1) 1 0.1 0
5@ AR 1 (K0o.1) 1 0.1 0
TEA LA A IE TP H 71 (5.4) 94 5.5 12 (1.8 13 1.6
EES 50 (3.8 67 3.9 6 (0.9 7 0.8
PN 7 (0.5) 9 0.5 1 (0.2 1 0.1
W E 2% 4 (0.3) 4 0.2 1 (0.2 1 0.1
HI5 D RKAE 2 (0.2 2 0.1 0
+ 2 (0.2) 2 0.1 0
/N 2 (0.2) 2 0.1 0
BIER 2 (0.2 2 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
nn9536,/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:22:26 — taesummary. sas/taesumot. txt
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System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E
[EIER=PS 2 (0.2 2 0.1 2 (0.3 2 0.2
7a— 1 (<0.1) 1 0.1 0
SR N 1 (<0.1) 1 0.1 0
T BRERE S G 1 (K0.1) 1 0.1 0
T PEERTEAE 2% 1 (K0.1) 1 0.1 0
JIEME NG B 0 1 (0.2) 1 0.1
MR EE J¢ 0 1 (0.2 1 0.1
THLE DIREENE C 48 (3.7 67 3.9 12 (1.8) 16 1.9
Bl 20 (1.5) 37 2.2 3 (0.5) 5 0.6
gk 18 (1.4) 18 1.1 4 (0.6) 6 0.7
H I 5 (0.4) 7 0.4 4 (0.6) 4 0.5
PR 2 (0.2 2 0.1 1 (0.2) 1 0.1
Nl ME 1 (<0.1) 1 0.1 0
EE LIS 1 (Ko.1) 1 0.1 0
PEREE H M 1 (o.1) 1 0.1 0
VAL A TR 28 (2.1) 30 1.8 5 (0.8) 5 0.6
£33 26 (2.0 27 1.6 3 (0.5) 3 0.4
M VER 1 (Ko.1) 1 0.1 1 (0.2) 1 0.1
FEH I 1 (Ko.1) 2 0.1 1 (0.2) 1 0.1
RS KOV A ke 27 (2.1) 32 1.9 29 (4.4) 32 3.9
EEn) 17 (1.3) 20 1.2 17 (2.6) 18 2.2
i ol 4 (0.3) 5 0.3 10 (1.5) 10 1.2
O 1 (<0.1) 1 0.1 0
5 JE IS 1 (0. 1) 1 0.1 0
P H I 1 (<0.1) 1 0.1 0
By P i 1 (K0.1) 1 0.1 0
T Y 1 (Ko.1) 1 0.1 0
FERRYL It A 2% 1 (0. 1) 1 0.1 1 (0.2 1 0.1
NE) 1 (K0.1) 1 0.1 0
g O ER 0 1 (0.2 1 0.1
o B e 0 1 (0.2 1 0.1
AR 0D AE 0 1 (0.2) 1 0.1
W14 R 27 (2.1) 27 1.6 8 (1.2) 9 1.1
N R 25 (1.9 25 1.5 7 (L1 8 1.0
VEE % [t A I (o.1) 1 0.1 0
W IR S I 0. 1 0.1 0
W7 AR AR K 0 1 (0.2 1 0.1
HILEHMNE C 15 (1.1) 16 0.9 6 (0.9 7 0.8
I A 7 (0.5) 7 0.4 3 (0.5 4 0.5
= Tsstiin 7 (0.5) 7 0.4 1 (0.2 1 0.1
TERYEALE H i 1 (K0.1) 1 0.1 0
i 1. 1 (<0.1) 1 0.1 0
AL 0 1 (0.2 1 0.1
AR H i 0 1 (0.2) 1 0.1
RAPE ALY 0 (0.8 10 0.6 5 (0.8) 5 0.6
j(ﬂﬁ‘]‘) A 9 (0.7 9 0.5 4 (0.6) 4 0.5
AR —7 1 (<0.1) 1 0.1 1 (0.2 1 0.1
MR~V =T 8 L O Do JEEERRE 9 (0.7 10 0.6 4 (0.6) 4 0.5
L A~L=T 7 (0.5) 8 0.5 1 (0.2 1 0.1
fEER~ =T 1 (<0.1) 1 0.1 1 (0.2 1 0.1
A~ =T 1 (<0.1) 1 0.1 2 (0.3) 2 0.2
12 PR AL 72 8 (0.6) 9 0.5 6 (0.9 6 0.7
M EER 2 (0.2) 2 0.1 0
775'&? 1 (<0.1) 1 0.1 0
O DR 1 (<0.1) 1 0.1 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event,

on—treatment if any dose of trial product has been administered within the prior 49 days.
descending order by system organ class, high level group term and preferred term based,

%:

Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as

Sorted in

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

MedDRA version 22.1

nn9536/nn9536-summary/ jp_meddra_20210604_er

04JUN2021:05:22:26 — taesummary. sas/taesumot. txt
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System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E
[ PIEIETE RK 1 (0. 1) 1 0.1 2 (0.3) 2 0.2
D’E‘ﬁ% 1 (€0.1) 1 0.1 2 (0.3 2 0.2
Mg E 1 (Ko.1) 1 0.1 0
TN 1 (<0.1) 1 0.1 0
] 1 (K0.1) 1 0.1 0
Wy L TS 0 1 (0.2) 1 0.1
JREE=21S3-:Y 7 (0.5) 7 0.4 5 (0.8) 5 0.6
A 7 (0.5) 7 0.4 5 (0.8 5 0.6
HIF%;U JBOWRENE C 7 (0.5) 9 0.5 0
L 3 (0.2 3 0.2 0
JL P& PR 2 (0.2) 3 0.2 0
[ENE 1 (<0.1) 1 0.1 0
N9 2 FENE 1 (<0.1) 1 0.1 0
T P T A Ak 1 (<0.1) 1 0.1 0
(ﬁ(tmiﬁakivﬁ& 5 (0.4) 5 0.3 1 (0.2) 1 0.1
B 1 (<0.1) 1 0.1 1 (0.2) 1 0.1
F RIS 1 (K0.1) 1 0.1 0
LTRSS 1 (Ko.1) 1 0.1 0
RIERE 1 (K0.1) 1 0.1 0
INVEZD 1 (0. 1) 1 0.1 0
V(L ESAE s JONPAZE 3 (0.2 3 0.2 2 (0.3) 2 0.2
A4 LA 1 (<0.1) 1 0.1 1 (0.2 1 0.1
RIE A 1 (K0.1) 1 0.1 0
115 D fb iR 1 (K0.1) 1 0.1 0
L ES 0 1 (0.2) 1 0.1
W’\L TUARE 2 (0.2) 2 0.1 0
SRR 2 (0.2) 2 0.1 0
WU AR 1 (<0.1) 1 0.1 0
vV T v IHH 1 (<0.1) 1 0.1 0
TR 1 (<0.1) 1 0.1 0
I 1 (Ko.1) 1 0.1 0
Hﬁﬂ%k K UL G R 1 (0. 1) 1 0.1 0
8 1 (K0.1) 1 0.1 0
ﬁ%i’érkivﬁiﬂm 714 (54.7) 1615  94.7 372 (56.8) 802 96.7
FERAS B 72 RN & D IRYGRE 626 (47.9) 1247 73.1 314 (47.9) 610 73.5
BTN 281 (21.5) 480 28.1 133 (20.3) 216 26.0
OB 114 (87 158 9.3 80 (12.2) 116 14.0
B 85 (6.5) 104 6.1 30 (4.6) 38 4.6
| e g% 71 (5.4) 84 4.9 36 (5.5 40 4.8
PRI IR 68 (5.2) 8 4.9 28 (4.3) 34 4.1
R 47 (3.6) 52 3.0 25 (3.8 28 3.4
= 19 (1.5) 25 1.5 9 (1.4 14 1.7
ARz 19 (1.5 21 1.2 3 (0.5) 3 0.4
MERGE A 4 (L1 14 0.8 4 (0.6) 5 0.6
LIRS 13 (1.0) 13 0.8 9 (1.4 9 1.1
Jatkg 12 (0.9 15 0.9 10 (1.5 12 1.4
VLR g 1 (0.8 12 0.7 8 (1.2 9 1.1
Y 11 (0.8 12 0.7 5 (0.8) 5 0.6
Jili g% 11 (0.8 14 0.8 8 (1.2 8 1.0
i 11 (0.8 13 0.8 0
ARGE Y 9 (0.7 10 0.6 12 (1.8 16 1.9
Hkge 9 (0.7 11 0.6 3 (0.5) 3 0.4
R 8 (0.6) 8 0.5 8 (1.2 9 1.1
AN 7 (0.5) 7 0.4 3 (0.5 3 0.4

N: Number of subjects experiencing at least one event, %:
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as

on—treatment if any dose of trial product has been administered within the prior 49 days.
descending order by system organ class, high level group term and preferred term based,

Percentage of subjects experiencing at

Sorted in

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
EPH* 6 (0.5) 6 0.4 2 (0.3 2 0.2
EE,_‘ 5 (0.4) 5 0.3 0
G 5 (0.4) 5 0.3 0
?%{I:%‘zi’%i’t 5 (0.4) 7 0.4 3 (0.5) 3 0.4
Eﬂk 5 (0.4) 5 0.3 1 (0.2) 1 0.1
ak 5 (0.4) 5 0.3 1 (0.2) 1 0.1
ﬂlFﬁﬁHEﬁé 3 (0.2 3 0.2 1 (0.2 2 0.2
B 1A 4% 3 (0.2 3 0.2 0
Bk 3 (0.2 3 0.2 0
B RER 3 (0.2 3 0.2 0
LANE 3 (0.2) 3 0.2 0
FERLNE 3 (0.2 3 0.2 1 (0.2) 1 0.1
FE T R TS 3 (0.2 3 0.2 2 (0.3) 2 0.2
B R S g% 3 (0.2) 3 0.2 1 (0.2) 1 0.1
IR 3 (0.2) 3 0.2 3 (0.5 3 0.4
HI g% 2 (0.2 2 0.1 0
S H 5 2 (0.2 2 0.1 0
S 2 (0.2) 2 0.1 0
TR T IR 2 (0.2) 2 0.1 1 (0.2 2 0.2
PR JRy PR e 2 (0.2) 2 0.1 2 (0.3 2 0.2
A S 2 (0.2 2 0.1 0
m@éﬁll,m 2 (0.2) 2 0.1 0
5 2 (0.2 2 0.1 1 (0.2 1 0.1
Hﬁﬂﬂi% 2 (0.2 2 0.1 0
Jigs %% 2 (0.2 2 0.1 0
£9 1 (<0.1) 1 0.1 0
A VRS 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
[ P o T e e 1 (0. 1) 1 0.1 0
b 1 (K0.1) 1 0.1 0
IS M 1 (<0.1) 1 0.1 0
R Bt 2 1 (Ko.1) 1 0.1 0
B R 1 (0. 1) 1 0.1 1 (0.2) 1 0.1
R 1 (<0.1) 1 0.1 2 (0.3 2 0.2
I g 1 (<0.1) 1 0.1 0
1 Rk e 1 (0. 1) 1 0.1 0
BRER 1 (Ko.1) 1 0.1 0
BT 1 (K0.1) 1 0.1 0
VU R s 1 (K0.1) 1 0.1 0
BRI TS 1 (Ko.1) 1 0.1 0
HFRRR 1 (Ko.1) 1 0.1 0
L NS 1 (Ko.1) 1 0.1 0
ZEFLIME TR SE 1 (Ko.1) 1 0.1 0
FUNA RS 1 (0. 1) 1 0.1 0
PN IR 1 (Ko.1) 1 0.1 0
115 T P 5 1 (K0.1) 2 0.1 0
JINEEES 1 (0.1) 1 0.1 1 (0.2 1 0.1
JTUR Y 1 (Ko.1) 1 0.1 0
FLIRAE 1 (K0o.1) 1 0.1 0
[ieqiRhEh 758 1 (K0.1) 1 0.1 0
& Y 1 (<0.1) 1 0.1 1 (0.2 1 0.1
HE S A 1 (<0.1) 1 0.1 0
IS 1 (0. 1) 1 0.1 0
g R 1 (K0.1) 1 0.1 0
IIBLR 1 (Ko.1) 1 0.1 0
B ET R 1 (K0.1) 1 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
VLo 0 1 (0.2 1 0.1
ElRE 0 1 (0.2 1 0.1
za’imréféélﬁnﬁé 0 1 (0.2) 1 0.1
TR R R 0 1 (0.2) 1 0.1
KB R 0 1 (0.2) 1 0.1
Ak H 0 1 (0.2) 1 0.1
T FR BRI PR BRLAE 0 1 (0.2 1 0.1
R Y 0 2 (0.3) 2 0.2
TEER 0 1 (0.2) 1 0.1
BIE R Y 0 1 (0.2) 1 0.1
“R 0 1 (0.2 1 0.1
WumJErE s> = v 7 0 1 (0.2) 1 0.1
TEVEIEES 0 1 (0.2) 1 0.1
kB PR 0 1 (0.2 1 0.1
7 A L R JEYE 194 (14.9) 248 14.5 103 (15.7) 136 16.4
ST W 89 (6.8 112 6.6 63 (9.6) 79 9.5
7 A L AP G5 42 (3.2) 4 2.6 14 (2.1) 15 1.8
7 A L A JR Yy 14 (1.1) 20 1.2 8 (1.2 8 1.0
Hts 12 (0.9 13 0.8 1 (17 11 1.3
7 A L AMHEIEAL S G 8 (0.6) 9 0.5 1 (0.2) 1 0.1
rymmr;ﬂﬂﬁrzgg 7 (0.5) 7 0.4 4 (0.6) 5 0.6
7 A I A H Yy 5 (0.4) 5 0.3 1 (0.2 1 0.1
VA= ryxr/uxré'ﬁ'ﬂ iR 5 (0.4) 6 0.4 0
[~ L~ 2 4 (0.3) 5 0.3 1 (0.2 1 0.1
iﬁﬁ/\/w\x 4 (0.3) 4 0.2 2 (0.3) 2 0.2
'7/1’/1/x PR BE 2 3 (0.2 3 0.2 1 (0.2 1 0.1
Ak 3 (0.2 3 0.2 2 (0.3) 2 0.2
A L AN B R 2 (0.2 2 0.1 1 (0.2) 1 0.1
AILR AT A L R 2 (0.2 2 0.1 1 (0.2 1 0.1
T2 1 (<0.1) 1 0.1 0
RS U A VALY 1 (<0.1) 1 0.1 0
7 A wwyw»xr&%’ﬁ“ﬁé 1 (<0.1) 1 0.1 0
A )L APERI B eSS 1 (<0.1) 1 0.1 1 (0.2 1 0.1
+A Mﬁmﬁ%zvxzﬁ@% 1 (<0.1) 1 0.1 0
NG A VTN AL AR 1 (<0.1) 1 0.1 0
(B3I RN IOR S 1 (Ko.1) 1 0.1 0
CIJEE ™7 A L R Y 1 (<0.1) 1 0.1 0
KiE 1 (€0.1) 1 0.1 0
FIIAZET 7S 1 (Ko.1) 1 0.1 0
{B% P RS AE 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
FLEAME 7 A L ARG 1 (<0.1) 1 0.1 0
& B RUT S 1 (€0.1) 1 0.1 0
7 A IV APERE R 0 2 (0.3) 2 0.2
7 A )L APERE S 0 1 (0.2 1 0.1
r74’/w< ft‘é"ﬁ}]%* 0 1 (0.2 1 0.1
A A% 0 1 (0.2 1 0.1
FE O 0 1 (0.2 1 0.1
B Y LE 57 (4.4) 63 3.7 27 (4.1) 31 3.7
Lo R B PENEERZE 11 (0.8 11 0.6 6 (0.9 6 0.7
i A% 9 (0.7) 9 0.5 7 (1.1) 8 1.0
VAV E A 6 (0.5) 6 0.4 2 (0.3) 2 0.2
B E R 6 (0.5) 6 0.4 2 (0.3) 2 0.2
A MEREIE 5 (0.4) 8 0.5 2 (0.3) 2 0.2
) 3 (0.2 4 0.2 1 (0.2 1 0.1
7R BRI R 3 (0.2 3 0.2 2 (0.3) 2 0.2

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
A 3 (0.2 3 0.2 0
AU g Z—EEE 2 (0.2 2 0.1 1 (0.2 1 0.1
YIVE R TIE 1 (<0.1) 1 0.1 0
T A LIF 1 (<0.1) 1 0.1 0
,%FH- PENAERZE 1 (<0.1) 1 0.1 0
%Hﬂ%‘@%[ﬁﬁ fE 2% 1 (K0.1) 1 0.1 0
AT rW“ 1 (Ko.1) 1 0.1 0
éﬂﬂﬁkﬁ 1 (<0.1) 1 0.1 0
AT b IJ%JV”< 1 (<0.1) 1 0.1 0
A TE R 1 (K0.1) 1 0.1 0
T 7 A 1 (<0.1) 1 0.1 1 (0.2 1 0.1
=7 1 (0. 1) 1 0.1 0
B I 0.1 1 0.1 0
7 R o BRI 0 1 (0.2 1 0.1
~Y any x—EHiEE 0 1 (0.2 1 o1
U AT Y TIE 0 1 (0.2) 1 0.1
L oD ER B IR I I e 0 1 (0.2) 1 0.1
R | R 0 1 (0.2 1 0.1
AR PR 0 1 (0.2 1 0.1
ERA R YE 45 (3.4) 53 3.1 22 (3.4) 24 2.9
S L R R Y 11 (0.8 13 0.8 2 (0.3) 2 0.2
B R 10 (0.8 11 0.6 5 (0.8) 5 0.6
JE TR R 6 (0.5) 6 0.4 1 (0.2) 1 0.1
ShPaEIE A v Y ZE 5 (0.4) 8 0.5 3 (0.5) 3 0.4
TR e 2 (0.2) 2 0.1 1 (0.2) 1 0.1
JEL i 2 (0.2) 2 0.1 5 (0.8) 6 0.7
& o H 2 (0.2) 2 0.1 1 (0.2) 1 0.1
R AR B RE 2 (0.2 2 0.1 0
G L A 2 (0.2 2 0.1 1 (0.2) 1 0.1
H KRG 1 (Ko.1) 1 0.1 2 (0.3 0
T 1 (Ko.1) 1 0.1 0
TN B2 Jig R AR TR 1 (K0.1) 1 0.1 0
SH 1 (<0.1) 1 0.1 0
PRk 1 (0. 1) 1 0.1 0
afesh v P 2%E 0 1 (0.2 1 0.1
B ESN 0 1 (0.2) 1 0.1
SR YR E 2 (0.2 0.1 1 (0.2 1 0.1
rU =S RE 2 (0.2 2 0.1 0
LY TTXAE 0 1 (0.2 1 0.1
75 VT RYE 1 (<0.1) 1 0.1 0
VA VT,LWL 1 (K0.1) 1 0.1 0
PR E ) Al 1 (€0.1) 1 0.1 0
2= ZIER 1 (K0.1) 1 0.1 0
R 391 (29.9) 758 44.4 141 (21.5) 222 26.8
SR 229 (17.5) 451 26.4 89 (13.6) 118 14.2
SR 198 (15.2) 387 22.7 80 (12.2) 104 12.5
J SR 32 (2.5 52 3.0 9 (1.4 11 1.3
Bl S e RAZ1E O SER 5 (0.4) 5 .3 1 (0.2 1 0.1
BXRRVEERR 4 (0.3) 4 0.2 1 (0.2 1 0.1
k% £ 5 R 2 (0.2 2 0.1 1 (0.2 1 0.1
T BEAPRETR 1 (K0o.1) 1 0.1 0
R FHIEENE C 181 (13.9) 248 14.5 47 (7.2) 68 8.2
FERED F 98 (7.5) 130 7.6 23 (3.5) 35 4.2
R N 18 (1.4 24 1.4 4 (0.6) 11 1.3

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
TR 13 (1.00 17 1.0 5 (0.8) 5 0.6
JA 11 (0.8 11 0.6 2 (0.3) 2 0.2
R B 9 (0.7 11 0.6 1 (0.2) 1 0.1
T HILRR 7 (0.5) 7 0.4 2 (0.3) 2 0.2
fEIR 7 (0.5) 9 0.5 1 (0.2) 1 0.1
REHR 7 (0.5) 7 0.4 3 (0.5) 3 0.4
FRREIE 5 (0.4 5 0.3 2 (03 2 0.2
1T B 4 (0.3) 6 0.4 0
AL E 3 (0.2 302 0
FLIRIE 2 (0.2) 2 0.1 0
ﬁ%ﬁafﬁu@hﬁm 2 (0.2 2 0.1 0
2R 2 (0.2 2 0.1 0
2 (0.2 2 0.1 0
1 (<0.1) 1 0.1 0
1 (<0.1) 1 0.1 0
1 (<0.1) 2 0.1 2 (0.3) 2 0.2
1 (<0.1) 1 0.1 1 (0.2 1 0.1
1 (<0.1) 1 0.1 0
BT 1 (Ko.1) 1 0.1 0
FRRR AR R EL IR 9 5 [BHRME O F 0 1 (0. 1) 1 0.1 0
Jr& L 1 (<0.1) 1 0.1 2 (0.3 2 0.2
UAEES 1 (0. 1) 1 0.1 0
IR RIEEN 0 1 (0.2 1 0.1
FHF K OMiRAR [ 20 (1.5 22 1.3 14 (2.1) 14 1.7
A B AR 4 (L1 16 0.9 8 (1.2) 8 1.0
FHNOIE AR 2 (0.2 2 0.1 4 (0.6) 4 0.5
iﬂn@fﬁ?fxml‘an 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
%%Eﬁfxmhm 1 (0. 1) 1 0.1 0
wmpmwxm 1 (<0.1) 1 0.1 1 (0.2) 1 0.1
N asSE] 1 (<0.1) 1 0.1 0
=2 —1 /F— 12 (0.9 13 0.8 8 (1.2) 9 1.1
FAREIE R 4 (0.3) 5 0.3 3 (0.5) 3 0.4
KM= 22— RF— 4 (0.3) 4 0.2 2 (0.3) 2 0.2
ffﬁfﬂﬁPinﬁ 3 (0.2 3 0.2 2 (0.3 2 0.2
AP 2 —naXF— 1 (<0.1) 1 0.1 0
ﬁa*ﬂafxﬁ 0 1 (0.2 1 0.1
Hika*ﬁafxlﬁiﬁ 0 1 (0.2) 1 0.1
EHEE (=% V=X LEET) 6 (0.5) 6 0.4 2 (0.3 3 0.4
T)Eaﬁ-jz 5 (0.4) 5 0.3 2 (0.3 3 0.4
AT ?)E%% 1 (0. 1) 1 0.1 0
FERAHIRERE 5 (0.4) 5 0.3 3 (0.5 4 0.5
FOIERE 5'—:, 2 (0.2) 2 0.1 0
T IV oA = —RERHE 1 (<0.1) 1 0.1 0
1%_\ 1 (Ko.1) 1 0.1 0
BkEE 1 (Ko.1) 1 0.1 3 (0.5) 4 0.5
Hﬂ;ﬁ&ﬁ“* (R %2 ETe) 4 (0.3) 4 0.2 1 (0.2 1 0.1
MEAR DE KT 4 (0.3 4 0.2 1 (0.2 1 0.1
“’%EF{* g G EbR<) 4 (0.3) 4 0.2 0
JHEMEL 2 (0.2) 2 0.1 0
“’fftidfx e 1 (Ko.1) 1 0.1 0
EETR 1 (Ko.1) 1 0.1 0
AR AR 2 g e 1 (0. 1) 1 0.1 1 (0.2 1 0.1
R K%ﬂ 1 (K0.1) 1 0.1 1 (0.2 1 0.1
AR AT R 1 (<0.1) 1 0.1 0
%ﬁﬁﬂf*ﬁ%ﬁ)ﬁ 1 (Ko.1) 1 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
qﬂflﬁ’ﬁ’f"yﬁm" [ 1 (0. 1) 1 0.1 1 (0.2 1 0.1
1 (K0.1) 1 0.1 0
r'?ﬁn iEu’EEEP 0 1 (0.2 1 0.1
SN LTS X OVKERAE 1 (<0.1) 2 0.1 0
PR PETR S N T LHEAE 1 (K0.1) 2 0.1 0
LA 0 1 (0.2) 1 0.1
5 PEREALIE 0 1 (0.2 1 0.1
AR (WA %) 0 2 (0.3 2 0.2
DRIMHEFEAE 0 1 (0.2) 1 0.1
oy FAE 0 1 (0.2) 1 0.1
B RS RIS K OYE S kg p 338 (25.9) 558 32.7 186 (28.4) 304 36.6
kRl O A EENE C 187 (14.3) 244 14.3 99 (15.1) 132 15.9
W HR IR 107 (8.2) 121 7.1 54 (8.2) 56 6.8
VU R grg 44 (3.4) 48 2.8 24 (3.7) 28 3.4
B k&R 31 (2.4) 31 1.8 16 (2.4 18 2.2
I 19 (1.5 21 1.2 9 (1.4) 9 1.1
B R TR 8 (0.6) 8 0.5 5 (0.8) 5 0.6
95 A L 4 (0.3) 4 0.2 1 (0.2 1 0.1
1ﬁl Hﬁ* I 3 (0.2 3 0.2 0
SE NS 3 (0.2 3 0.2 6 (0.9 7 0.8
i e Mg 2 (0.2) 2 0.1 0
T 27 A N7 P 1 (Ko.1) 1 0.1 0
B R AR PR 1 (K0.1) 2 0.1 0
Rl 0 3 (0.5) 3 0.4
FH T 0 1 (0.2) 1 0.1
DU R fepe 0 1 (0.2) 2 0.2
FAEE TR 0 2 (0.3) 2 0.2
ke 133 (10.2) 169 9.9 75 (11.5) 94 1L.3
RA SR 81 (6.2 92 5.4 43 (6.6) 47 5.7
R B EE 23 (1.8) 28 1.6 18 (2.7 20 2.4
EIEEHERE 12 (0.9 13 0.8 0
B&EM 8 (0.6) 8 0.5 6 (0.9 6 0.7
RA i 7 (0.5) 7 0.4 4 (0.6) 4 0.5
Fﬁlbﬁaﬁﬂﬁﬁﬁﬂﬁﬁi 6 (0.5) 6 0.4 5 (0.8 5 0
B&Efﬁﬁ [E 3 (0.2 3 0.2 0
HEH 3 (0.2 4 0.2 0
*EF?E%EW{%# 2 (0.2) 3 0.2 0
EEEEEDS 1 (0.1) 1 0.1 1 (0.2 2 0.2
RAfipEE 1 (Ko.1) 2 0.1 1 (0.2 0.1
FHER 1 (K0.1) 1 0.1 0
FHEE R 1 (Ko.1) 1 0.1 0
B v~ 0 1 (0.2 1 0.1
BAF Al B T 0 2 (0.3) 2 0.2
BRI 0 1 (0.2) 1 0.1
&ﬁﬁﬁ%ﬁ%ﬁedwb 0 1 (0.2 1 0.1
Hjmlrﬁéaanf“ 0 1 (0.2 1 0.1
FHE B P 0 1 (0.2) 1 0.1
E2S i) iﬁgﬁl‘lk 0 1 (0.2) 1 0.1
B RACAE 0 1 (0.2 1 o1
%Kﬁ% 58 (4.4) 64 3.8 23 (3.5 29 3.5
777 PRI JE 23 (1.8) 26 1.5 8 (1.2 13 1.6
HIRER 19 (1.5) 19 1.1 10 (1.5 11 1.3
HIVRT 5 (0.4) 6 0.4 1 (0.2 1 0.1
HRAE R 4 (0.3) 4 0.2 3 (0.5) 3 0.4

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
A ML S v T 2 (0.2 2 0.1 0
7 ER R 1 (<0.1) 1 0.1 0
AR LIE 1 (Ko.1) 1 0.1 0
i b 1 (K0.1) 1 0.1 0
17 PRI 55 1 (K0.1) 1 0.1 0
A A 1 (K0.1) 1 0.1 0
R 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
il 1 (<0.1) 1 0.1 0
Jik, BB X ONRE R E 25 (1.9 27 1.6 13 (2.0 15 1.8
[ 13 (1.0) 14 0.8 9 (1.4) 11 1.3
DL IGE 7S 3 (0.2 3 0.2 0
Mﬁé%x 3 (0.2 3 0.2 1 (0.2) 1 0.1
e i 2 (0.2 2 0.1 0
&‘éﬂ* B RS RE R 4 1 (Ko.1) 1 0.1 0
B RIE 1 (Ko.1) 1 0.1 1 (0.2) 1 0.1
ST 1 (0. 1) 1 0.1 2 (0.3 2 0.2
T 1 (<0.1) 1 0.1 0
JREAS R J 1 (<0.1) 1 0.1 0
%)ﬁ%—éioctou/\%ﬂ%%fﬂ/ (ME AR b 2 57 19 (1.5 24 1.4 11 (1.7 13 1.6
HEFIRZE H 8 (0.6) 8 0.5 4 (0.6) 5 0.6
HERIAZE MEAE 5 (0.4) 7 0.4 2 (0.3 2 0.2
T2 %E 3 (0.2) 3 0.2 0
BB AR IRANE 1 (0. 1) 1 0.1 0
A2 E 1 (<0.1) 1 0.1 0
NI 1 (Ko.1) 1 0.1 0
R IRAE 1 (K0.1) 1 0.1 1 (0.2 1 0.1
FHES =D JE I o) 1 0.1 0
HETEI AR IR AL 1 0.1 1 0.1 0
FIHAABIE 0 1 (0.2 1 0.1
LT 0 3 (0.5) 3 0.4
 HERIGER A SR T A 0 1 (0.2) 1 0.1
IR L OVER 6 (12 16 0.9 5 (0.8) 5 0.6
TRE R 10 (0.8 10 0.6 3 (0.5) 3 0.4
Tk 5ENE 5 (0.4) 5 0.3 1 (0.2 1 0.1
TR 1 (K0.1) 1 0.1 0
{‘%{ﬁzﬁ*b 0 1 (0.2) 1 0.1
= e RMERER LOEITE2 L) 11 (0.8 12 0.7 14 (2.1) 14 1.7
ﬁﬁ/)\m 3 (0.2 3 0.2 2 (0.3 2 0.2
SEIR 2 (0.2) 2 0.1 2 (0.3) 2 0.2
H\B 1 (<0.1) 1 0.1 3 (0.5 3 0.4
BT 1 (Ko.1) 1 0.1 0
BHLERE 1 (<0.1) 1 0.1 3 (0.5 3 0.4
B EENE 1 (Ko.1) 2 0.1 0
W E R 1 (K0.1) 1 0.1 2 (0.3) 2 0.2
SRR 1 (<0.1) 1 0.1 1 (0.2 1 0.1
=g 0 1 (0.2 1 0.1
’f‘*/\n’*ﬂ’r‘é’k E ERMEELHRL) 2 (0.2) 0.1 2 (0.3 2 0.2
S LU R 1 (K0.1) 1 0.1 0
A ) 1 (<0.1) 1 01 0
e2HET ) F~ h—FT A 0 1 (0.2 1 0.1
B MR E 0 1 (0.2) 1 0.1
—f% - EEEER L OGN ORE 291 (22.3) 465 27.3 131 (20.0) 222 26.8
LHEENEC 225 (17.2) 324 19.0 86 (13.1) 113 13.6

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
eI 104 (8.0) 120 7.0 28 (4.3 29 3.5
A7) E 35 (2.7 53 3.1 11 (17 12 1.4
LA 26 (2.0) 26 1.5 2 (0.3) 2 0.2
FETR . 21 (1.6) 23 1.3 7 (L1 7 0.8
A VTV R R 17 (1.3 18 1.1 13 (2.0 13 1.6
[ 16 (1.2) 19 1.1 4 (0.6) 5 0.6
Jap A ek 9 (0.7 9 0.5 2 (0.3) 3 0.4
B 7 (0.5) 7 0.4 2 (0.3) 2 0.2
FE LMt N 7 (0.5) 7 0.4 4 (0.6) 4 0.5
ZEHg 6 (0.5) 6 0.4 3 (0.5) 3 0.4
A VETE 4 (0.3) 4 0.2 8 (1.2) 8 1.0
a5 3 (0.2 3 0.2 7 (L) 7 0.8
[mR2) 3 (0.2 3 0.2 1 (0.2 1 0.1
V=T 2 (0.2 2 0.1 0
H ik 2 (0.2) 2 0.1 0
B R 2 (0.2 2 0.1 0
HERR 2 (0.2) 2 0.1 2 (0.3) 2 0.2
EE 2 (0.2) 2 0.1 1 (0.2 1 0.1
I A s 2 (0.2) 2 0.1 1 (0.2) 1 0.1
AR RERR 2 (0.2) 2 0.1 5 (0.8) 5 0.6
7% 2 (0.2) 2 0.1 1 (0.2) 1 0.1
RIE 1 (<0.1) 2 0.1 1 (0.2 1 0.1
IR TEFE N 1 (Ko.1) 1 0.1 0
DNLE 1 (€0.1) 1 0.1 0
7 IRk 1 (<0.1) 2 0.1 0
AE RSN 1 (<0.1) 1 0.1 1 (0.2) 1 0.1
TE 1 (Ko.1) 1 0.1 0
ENGES 1 (<0.1) 1 0.1 0
TR 1 (K0.1) 1 0.1 0
1R 2R LA HE 0 1 (0.2) 1 0.1
AT R 0 1 (0.2) 1 0.1
E:walucAl 0 1 (0.2) 1 0.1
RER 0 1 (0.2) 1 0.1
I 0 1 (0.2) 1 0.1
B GO E 65 (5.0 99 538 4 (6.7) 8 9.9
VEIFHAL PN H ifn 28 (2.1) 31 1.8 26 (4.0) 34 4.1
e S pitivaz S 19 (1.5) 24 1.4 16 (2.4 21 2.5
TESTERALZ 5 PRI 9 (0.7 9 0.5 1 (0.2 1 0.1
e Sphaniy 4 (0.3) 4 0.2 3 (0.5 3 0.4
VESTHL A 3 (0.2 8 0.5 4 (0.6) 12 1.4
VST EARLEE 3 (0.2 3 0.2 2 (0.3) 2 0.2
SRR S 3 (0.2 3 0.2 1 (0.2 1 0.1
TSN AT 2 (0.2) 4 0.2 0
VRS HA 1 2 (0.2) 2 0.1 1 (0.2 1 0.1
VES BN R S H 2 (0.2 2 0.1 2 (0.3 2
30 FH R i A 2 (0.2) 2 0.1 0
I35 ZE AT PN L 1. 1 (Ko.1) 1 0.1 0
1fn A% 2R N FE 9 1 (K0.1) 1 0.1 0
VST AR RS 1 (K0.1) 1 0.1 0
TS AR 1 (Ko.1) 1 0.1 1 (0.2 2 0.2
ST =S 1 (Ko.1) 2 0.1 0
TEAEBAL IS S H 1 (K0.1) 1 0.1 0
ZE i A 0 1 (0.2) 2 0.2
3t JF A PN HH af. 0 1 (0.2 1 0.1
RIE 27 (2.1) 33 1.9 17 (2.6) 21 2.5

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
FER 27 (2.1) 33 1.9 17 (2.6) 21 2.5
HEEENE C 5 (0.4) 5 0.3 5 (0.8) 5 0.6
%H 3 (0.2) 3 0.2 1 (0.2) 1 0.1
AN 2 (0.2 2 0.1 1 (0.2) 1 0.1
B 0 1 (0.2) 1 0.1
STk 0 1 (0.2) 1 0.1
HEHHL%&E 0 1 (0.2) 1 0.1
[ RS (B L 7= B OFE 2 (0.2 2 0.1 1 (0.2) 1 0.1
l:%?f%%{éﬁﬁ EH 1 (<0.1) 1 0.1 1 (0.2 1 0.1
& A7 M%E 1 (0.1) 1 0.1 0
TRIRHZ R4S L ORI GEEE R <) 2 (0.2) 2 0.1 0
Al B A 2 (0.2 2 0.1 0
REHR L Ok RE 199 (15.2) 267 15.6 83 (12.7) 108 13.0
ﬁﬁﬂ\ivacto%@ SRS 141 (10.8) 172  10.1 28 (4.3) 36 4.3
BAREGE 124 (9.5) 139 8.1 22 (3.4) 26 3.1
EWEE 8 (0.6) 8 0.5 2 (0.3) 2 0.2
BiDkey 7 (0.5) 8 0.5 2 (0.3) 4 0.5
BROLIE 6 (0.5) 7 0.4 2 (0.3 2 0.2
LUl 4 (0.3) 6 0.4 0
(ﬁﬂﬁ,_\kﬂu 3 (0.2 3 0.2 2 (0.3 2 0.2
SRl 1 (Ko.1) 1 0.1 0
v 3 B E 22 (1.7) 28 1.6 10 (1.5 12 1.4
a2 DRE 17 (1.3 17 1.0 8 (1.2 8 1.0
EXIB12RKRZS 6 (0.5) 6 0.4 0
TERRZ 2 (0.2 2 0.1 2 (0.3) 2 0.2
X I UARZ 1 (<0.1) 1 0.1 0
EXIVB2RZ 1 (<0.1) 1 0.1 0
vx IV BREKRE 1 (<0.1) 1 0.1 2 (0.3) 2 0.2
RER b 20 (1.5) 21 1.2 20 (3.1) 21 2.5
NEE B e 10 (0.8 10 0.6 9 (1.4 10 1.2
B3 L AT a— Ve 5 (0.4) 5 0.3 6 (0.9 6 0.7
ERUZURY FE 3 (0.2 3 0.2 1 (0.2 1 0.1
L ATV UIRAEE 1 (0. 1) 2 0.1 0
Fs—.?ﬂ‘amlﬁ 1 (0.1) 1 0.1 4 (0.6) 4 0.5
PECHIREE (BRI 2 &) 10 (0.8 17 1.0 21 (3.2 25 3.0
{5 #ﬁ 7 (0.5) 13 0.8 5 (0.8) 7 0.8
2 TUHE SR I3 1 (€0.1) 1 0.1 6 (0.9 7 0.8
At AR 1 (Ko.1) 2 0.1 0
R B bt 1 (K0.1) 1 0.1 4 (0.6) 4 0.5
A A Y AR 0 1 (0.2 1 0.1
ZeEs TR 7 R o RN R 0 3 (0.5 3 0.4
e I 0 2 (0.3 2 0.2
BEIR I 0 1 (0.2) 1 0.1
EIRE R LUK NT v A RE 9 (0.7 12 0.7 6 (0.9 6 0.7
&V v AIfSE 3 (0.2 5 0.3 2 (0.3) 2 0.2
EH Y T AE 2 (0.2) 2 0.1 0
(S WRYFN kit 2 (0.2 2 0.1 0
ZHIE 1 (0. 1) 1 0.1 1 (0.2 1 0.1
Mk 1 (0.1) 1 0.1 2 (0.3 0.2
ﬂ‘*ﬂ’ﬂﬁ% &} 1 (<0.1) 1 0.1 0
IR 0 1 (0.2) 1 0.1
f%iootm%zgéﬁmﬁf 5 (0.4) 5 0.3 4 (0.6) 4 0.5
BRRZ 5 (0.4) 5 0.3 4 (0.6) 4 0.5
TV rBLOE Y I D AHEE 4 (0.3) 5 0.3 4 (0.6) 4 0.5

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
I JEL 4 (0.3) 5 0.3 3 (0.5 3 0.4
5 DR IS 0 1 (0.2 1 0.1
B AR MHERE AR 3 (0.2 3 0.2 0
77 N — AR 1 (<0.1) 1 0.1 0
BT 1 (<0.1) 101 0
FLAL L A HE 1 (Ko.1) 1 0.1 0
RFFEENE C 2 (0.2 2 0.1 0
= U =T IgE 2 (0.2 2 0.1 0
IE‘ VAV /i SSAVINN SRR DIV i} 1 (K0.1) 1 0.1 0
i
K~ 7" %0 AMIE 1 (€0.1) 1 0.1 0
BEHBLOT I/ BAHEENE C 1 (K0.1) 0.1 0
7 V7 2 v E 1 (K0.1) 1 0 0
GE, PHEB L OLESOHE 188 (14.4) 264 15.5 121 (18.5) 176 21.2
HIENE C 126 (9.6) 168 9.8 96 (14.7) 130 15.7
N e 21 (1.6) 24 1.4 19 (2.9 20 2.4
e 19 (1.5) 19 1.1 12 (1.8 19 2.3
AIEfE 17 (1.3 18 1.1 15 (2.3 15 1.8
AL 15 (1.1) 19 1.1 5 (2.3 19 2.3
i e Bhims 9 (0.7 9 0.5 7 (L1) 7 0.8
r"rg“zdm 9 (0.7 9 0.5 8 (1.2) 9 1.1
15 6 (0.5) 6 0.4 4 (0.6) 4 0.5
E’ﬁ&%ﬁ%ﬂiu% 6 (0.5) 6 0.4 2 (0.3) 2 0.2
i AT 5 (0.4) 5 0.3 3 (0.5) 3 0.4
& AR 5 (0.4) 8 0.5 3 (0.5) 3 0.4
JER 4 (0.3) 4 0.2 5 (0.8) 5 0.6
IR 4 (0.3) 4 0.2 2 (0.3) 2 0.2
EEi TS 4 (0.3) 4 0.2 1 (0.2) 1 0.1
IS 3 (0.2) 3 0.2 2 (0.3 2 0.2
AR imF b 3 (0.2 3 0.2 0
B 3 (0.2 3 0.2 1 (0.2) 1 0.1
**Biﬁ{’g 3 (0.2 3 0.2 1 (0.2) 1 0.1
gl 2 (0.2 2 0.1 2 (0.3 2 0.2
EislE 2 (0.2 2 0.1 0
IMEAL R E R 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
W‘Efﬁﬁr 1 (K0.1) 1 0.1 0
AR D EUE; 1 (K0.1) 1 0.1 0
RN 54 1 (<0.1) 1 0.1 0
AR s (5 1 (Ko.1) 1 0.1 0
IR R 5 1 (Ko.1) 1 0.1 0
R 1 (<0.1) 1 0.1 1 (0.2 1 0.1
AR R RS 1 (<0.1) 101 0
kit 1 (Ko.1) 1 0.1 0
AT 1 A 1 (K0.1) 1 0.1 0
FHAAE 1 (K0.1) 1 0.1 0
B 1 (<0.1) 1 0.1 2 (0.3 2 0.2
$$ﬁiﬁ{zﬁ 1 (K0o.1) 1 0.1 0
B 1 (K0.1) 1 0.1 1 (0.2 1 0.1
;*akir%ﬂ%ﬁmﬁ'%% 1 (K0.1) 1 0.1 0
JitE 15 1 (<0.1) 1 0.1 0
R 1 (K0.1) 1 0.1 0
o P 155 0 2 (0.3) 2 0.2
HRAME 0 1 (0.2 1 0.1
Jiopaisistes 0 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class
summary — on—treatment — safety analysis set

high level group term and preferred term -

Page 173 of 361

System organ class
High level group term
Preferred term
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N: Number of subjects experiencing at least one event,

: Percentage of subjects experiencing at

least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,

PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days.
descending order by system organ class, high level group term and preferred term based,

Sorted in

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.

MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
SOE E B 1 (Ko.1) 1 0.1 0
R ¥ KOV TfH kb 188 (14.4) 249 14.6 75 (11.5) 96 11.6
FRHR L OB By 105 (8.0) 129 7.6 52 (7.9 65 7.8
W5 26 (2.0) 30 1.8 17 (2.6) 23 2.8
9 FEIE 17 (1.3) 18 1.1 6 (0.9 6 0.7
T2 13 (10) 13 0.8 4 (0.6) 4 0.5
2 Je 7 4g 8 (0.6) 8 0.5 3 (0.5) 3 0.4
B2 T Yy 6 (0.5 12 0.7 2 (0.3) 2 0.2
BEALRZ JE 5 (0.4) 7 0.4 4 (0.6) 4 0.5
&R 4 (0.3) 4 0.2 1 (0.2 1 0.1
5 FEME B 3 (0.2 3 0.2 0
LA 3 (0.2 30.2 0
HLBE 3 (0.2) 3 0.2 4 (0.6) 4 0.5
BA=ES 3 (0.2) 3 0.2 2 (0.3) 2 0.2
e 3 (0.2 30.2 1 (0.2) 1 0.1
a2 3 (0.2 30.2 1 (0.2) 1 0.1
T LIV — PR R 2 (0.2) 2 0.1 0
iR/2) 2 (0.2) 2 0.1 5 (0.8) 5 0.6
F g 2 (0.2 30.2 1 (0.2) 1 1
HRIE TR 2 (02 2 01 0
IO S 1 (Ko.1) 1 0.1 0
7 b E— PRk 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
PR ORI 1 (0. 1) 1 0.1 0
% 1 (<0.1) 1 0.1 0
11 PR 52 i 7% 1 (K0.1) 1 0.1 0
5 1 (<0.1) 1 0.1 0
BEIR LBIRE 5 1 (<0.1) 1 0.1 0
F G LR 1 (K0.1) 1 0.1 0
a-pNs) 1 (Ko.1) 1 0.1 2 (0.3 2 0.2
FEIB 1 (<0.1) 1 0.1 0
S B S 0 1 (0.2) 1 0.1
HLBEME R 5 0 1 (0.2) 1 0.1
BLIR R 0 1 (0.2 1 0.1
FZ & I 0 1 (0.2 1 0.1
DI 0 1 (0.2 1 0.1
A IR AN 82 (6.3 92 5.4 19 (2.9 21 2.5
o 9 53 (4.1) 55 3.2 5 (0.8) 5 0.6
ZITIE 8 (0.6) 8 0.5 8 (1.2) 8 1.0
B 4 (0.3) 4 0.2 2 (0.3) 2 0.2
B EAE 3 (0.2 4 0.2 1 (0.2 1 0.1
mit 3 (0.2 3 0.2 0
A 3 (0.2 3 0.2 1 (0.2 2 0.2
Tz 2 (0.2 2 0.1 0
TR 2 (0.2 2 0.1 0
W 2 (0.2 3 0.2 2 (0.3 2 0.2
BRI 2 (0.2 2 0.1 0
OVE AMEBEE 1 (<0.1) 1 0.1 0
BT 1 (K0.1) 1 0.1 1 (0.2 1 0.1
2 EIE 1 (Ko.1) 1 0.1 0
JTUR D HiE 1 (<0.1) 1 0.1 0
JIVE AR 1 (0. 1) 1 0.1 0
PAE) 1 (K0.1) 1 0.1 0
MAE RS & OVERRS 13 (1.0 13 0.8 6 (0.9 6 0.7
ZERE 12 (0.9 12 0.7 5 (0.8) 5 0.6

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
EAL 1 (Ko.1) 1 0.1 0
I A5 VN 0 1 (0.2 1 0.1
IS L O & R tERE 7 (0.5) 9 0.5 0
SRR A AT 3 (0.2 4 0.2 0
ik 2 (0.2 2 0.1 0
ERERR A LIE 1 (Ko.1) 2 0.1 0
F &R S 1 (Ko.1) 1 0.1 0
AU MR 3 (0.2 3 0.2 0
FEYNBE 2 (0.2 2 0.1 0
F & FmE 1 (K0.1) 1 0.1 0
BYEREHEY 2 (0.2) 2 0.1 1 (0.2 1 0.1
2 Je S 2 (0.2 2 0.1 1 (0.2) 1 o1
T 1A L 1 (K0.1) 1 0.1 1 (0.2) 1 0.1
ﬁﬂﬁﬂjﬁu 1 (€0.1) 1 0.1 1 (0.2 1 0.1
FER L O FH#FEENE C 0 2 (0.3) 2 0.2
AE AL BE 0 1 (0.2) 1 0.1
i gi=e 0 1 (0.2 1 0.1
MR g, RERES X OMithmERE & 173 (13.2) 225 13.2 104 (15.9) 134 16.2
ERLEL (TS SPRONTRIN 75 (5.7 81 4.7 33 (5.00 37 4.5
I JPENH SR 48 (3.7) 53 3.1 23 (3.5) 26 3.1
SR 6 (0.5) 6 0.4 1 (0.2 1 0.1
ERE D RIE 5 (0.4) 6 0.4 4 (0.6) 4 0.5
Loo< Y 3 (0.2 3 0.2 0
R RGEIE RS 3 (0.2 3 0.2 0
7B 2 (0.2 2 0.1 1 (0.2 1 0.1
T b 2 (0.2 2 0.1 0
bW 1 (<0.1) 1 0.1 0
FE PRI 1 (<0.1) 1 0.1 0
HIH?-’T 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
JEENF A PR 1 (Ko.1) 1 0.1 0
Jﬁﬂ 2] 1 (0. 1) 1 0.1 1 (0.2 1 0.1
Je R R 1 (K0.1) 1 0.1 2 (0.3) 2 0.2
Lzuﬁo =il 0 1 (0.2 1 0.1
TR S AREENE C 61 (4.7 70 4.1 51 (7.8) 56 6.8
Ik 40 (3.1) 45 2.6 33 (5.0 3 4.2
I K] i 8 (0.6) 8 0.5 8 (1.2) 8 1.0
TR P JHE IR S 6 (0.5) 6 0.4 4 (0.6) 4 0.5
%ﬂf@%ﬂﬁk 3 (0.2) 3 0.2 2 (0.3) 2 0.2
I i 2 (0.2) 2 0.1 4 (0.6) 4 0.5
jﬂ’ﬁ P IR % IR i 2 (0.2 2 0.1 1 (0.2 1 0.1
W& ifn. 2 (0.2 2 0.1 0
BIDELAES) 1 (<0.1) 1 0.1 0
SOE 9 o IfiL 1 (K0.1) 1 0.1 0
TR R4 0 1 (0.2) 1 0.1
iliREE 0 1 (0.2 1 0.1
FRGEREE (YA R 51 (3.9 53 3.1 18 (2.7 21 2.5
B EE 5 o I 13 (1.0) 13 0.8 5 (0.8) 7 0.8
T LV —PEE S 11 (0.8 11 0.6 6 (0.9 7 0.8
s P 11 (0.8 11 0.6 6 (0.9 6 0.7
£ HH i 7 (0.5) 7 0.4 0
I 2 (0.2 2 0.1 0
SRR 2 (0.2 2 0.1 0
il e 53 s % 2 (0.2 2 0.1 0
JatkAER 2 (0.2 2 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo

Preferred term N (%) E R N %) E R

FHARY —7 1 (<0.1) 1 0.1 0

STz f 1 (Ko.1) 1 0.1 0

il = e % i 1 (Ko.1) 1 0.1 0

S A 0 1 (0.2) 1 0.1
KBRS A ERRL) 4 (L1 14 0.8 13 (2.0 16 1.9

i JE, 11 (0.8 11 0.6 9 (1.4 11 1.3

24 PAZEME i £R 2 (0.2 2 0.1 2 (0.3) 2 0.2

i S 1 (0. 1) 1 0.1 1 (0.2) 1 0.1

T LXK 0 1 (0.2) 2 0.2
TRIEREE (PAZR X OREY2R<) 3 (0.2 3 0.2 1 (0.2 1 0.1

IS 2 (0.2) 2 0.1 1 (0.2 1 0.1

ST BRHERE 1 (K0.1) 1 0.1 0
o g 2 (0.2) 2 0.1 1 (0.2) 1 0.1

Mgk 2 (0.2 2 0.1 0

Mg 0 1 (0.2) 1 0.1
i 8 P 2 (0.2 2 0.1 2 (0.3) 2 0.2

fitiZERE 2 (0.2 2 0.1 2 (0.3 2 0.2

gl 124 (9.5) 160 9.4 83 (12.7) 113 13.6

REEER L ORLEIR 46 (3.5) 48 2.8 31 (4.7 32 3.9

Rz 32 (2.5 33 1.9 20 (3.1) 20 2.4

A ML A 8 (0.6) 8 0.5 6 (0.9 6 0.7

IN= o 7 FEAE 3 (0.2) 3 0.2 2 (0.3 2 0.2

A N LA 1 (<0.1) 1 0.1 0

DEIIME S A b L AREE 1 (<0.1) 1 0.1 0

ARt 1 (<0.1) 1 0.1 1 (0.2 1 0.1

PR 2R JE(GERE 1 (Ko.1) 1 0.1 0

Tk 0 2 (0.3) 2 0.2

PR EAR LR E 0 1 (0.2) 1 0.1
R i 5 40 (3.1) 42 2.5 29 (4.4) 33 4.0

AHRE 28 (2.1) 29 1.7 18 (2.7) 19 2.3

MR i 55 6 (0.5) 6 0.4 7 (L1) 8 1.0

WA ARIRE 3 (0.2 4 0.2 1 (0.2) 1 0.1

EE 1 (0. 1) 1 0.1 2 (0.3 3 0.4

LAy 1 (<0.1) 1 0.1 0

HO R IRE 1 (€0.1) 1 0.1 1 (0.2 1 0.1

AR RERE 5 0 1 (0.2) 1 0.1
95 MRSy REE 33 (2.5 39 2.3 27 (4.1) 29 3.5

3 ¥ 15 (1.1) 17 1.0 14 (2.1 15 1.8

52Ky 14 (1.1) 15 0.9 9 (1.4 9 1.1

NBReL ] 3 (0.2 3 0.2 0

PR K 2 (0.2) 2 0.1 0

TR RS 1 (Ko.1) 1 0.1 0

w<SLe 1 (€0.1) 1 0.1 1 (0.2 1 0.1

Rt o ke 0 3 (0.5) 3 0.4

5 ORER 0 1 (0.2 1 0.1
SOEENEC 9 (0.7 9 0.5 3 (0.5) 3 0.4

Syt 4 (0.3) 4 0.2 2 (0.3 2 0.2

AT PR E 2 (0.2 2 0.1 0

MRS 2 (0.2 2 0.1 0

Ky EhEE 1 (0.1) 1 0.1 1 (0.2 1 0.1
AZBLOBEEBITEHNEC 4 (0.3) 4 0.2 3 (0.5) 5 0.6

H RS 4 (0.3) 4 0.2 2 (0.3) 4 0.5

AR X 0 1 (0.2 1 0.1
HIROIEEIMEOLEL 4 (0.3) 4 0.2 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
%%%%@ﬁ 3 (0.2 3 0.2 0
F 1 (0.1) 1 0.1 0
‘réﬁic.:vaiorél‘l~‘r$ri 4 (0.3) 4 0.2 1 (0.2 1 0.1
U KGR 3 (0.2 3 0.2 1 (0.2 1 0.1
Ve R—JLiE 1 (<0.1) 1 0.1 0
WGkEE (R A5 Te) 3 (0.2) 3 0.2 4 (0.6) 4 0.5
8 i B 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
AR R 1 (K0.1) 1 0.1 0
WD ORGy A AT O WIS REE 1 (K0.1) 1 0.1 3 (0.5 3 0.4
FRANR LR REE 2 (0.2) 3 0.2 1 (0.2 1 0.1
T % 1 (Ko.1) 2 0.1 0
e NGB e 1 (K0.1) 1 0.1 1 (0.2) 1 0.1
KR L OYTENCENL D EIRN E C 1 (<0.1) 1 0.1 2 (0.3 2 0.2
I 2% 1 (€0.1) 1 0.1 0
FEFRIE IR 0 2 (0.3) 2 0.2
e GEiLeE) 1 (Ko.1) 2 0.1 1 (0.2) 1 0.1
ENEL 1 (<0.1) 2 0.1 1 (0.2
rawuﬁa r&t%% 1 (<0.1) 1 0.1 0
RHPE 1 (<0.1) 1 0.1 0
E{ﬁ%%ﬁ%;tﬁ%&i@i 0 1 (0.2) 1 0.1
HRHAMERE 0 1 (0.2) 1 0.1
T EFEENE C 0 1 (0.2) 1 0.1
TV a— U K B IEE 0 1 (0.2 1 0.1
AR R LOSLEEE 9 (7.4 122 7.2 32 (4.9 39 7
ARJE R O il EE 45 (3.4) 53 3.1 7 (1.1) 10 1.2
HLALA 7% 14 (11 14 0.8 0
ARm% 10 (0.8 12 0.7 3 (0.5) 3 0.4
A R EEE 7 (0.5) 8 0.5 1 (0.2 3 0.4
TIE%EHjml 7 (0.5) 7 0.4 1 (0.2 1 0.1
X 5 (0.4) 5 0.3 0
ir%%ﬁbr/\ PR~ 1 3 (0.2 3 0.2 0
1 (<0.1) 1 0.1 1 (0.2 1 0.1
ﬂfxﬁuﬂﬂi 1 (0. 1) 1 0.1 0
A RRIE AT 1 (<0.1) 1 0.1 1 (0.2 1 0.1
I 7 % 1 (€0.1) 1 0.1 0
H i 0 1 (0.2) 1 01
HERE 17 (1.3 20 1.2 7 (1.1 8 1.0
L E 8 (0.6) 8 0.5 1 (0.2 2 0.2
L 550 4 (0.3) 4 0.2 1 (0.2 1 0.1
HE 2 R P EFLIRR R 2 (0.2) 2 0.1 2 (0.3 2 0.2
B 2 (0.2) 2 0.1 0
IR 2 (0.2 2 0.1 1 (0.2 1 0.1
FLIEm 1 (<0.1) 1 0.1 0
LB RIE 1 (K0.1) 1 0.1 0
AL i g 0 1 (0.2 1 0.1
FLEARAE L 0 1 (0.2 1 0.1
T RS X OUATI RS 11 (0.8 11 0.6 2 (0.3) 2 0.2
B gantil 3 (0.2) 3 0.2 1 (0.2 1 0.1
FERY—7 2 (0.2) 2 0.1 0
1 NIBE 2 (0.2 2 0.1 1 (0.2 1 0.1
MRITE 2 (0.2 2 0.1 0
FE AR 1 (K0.1) 1 0.1 0
e 1 (<0.1) 1 0.1 0
ShpEREREE (YR XL ORIEZFRL) 9 (0.7 9 0.5 5 (0.8 5 0.6

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
i H 1f. 6 (0.5) 6 0.4 2 (0.3) 2 0.2
AN TR 1 (K0.1) 1 0.1 1 (0.2) 1 0
M’* (e 1 (Ko.1) 1 0.1 0
A B AN R 1 (K0.1) 1 0.1 0
SRR 5 FEAE 0 1 (0.2 1 0.1
&R Y —7 0 1 (0.2) 1 0.1
AR B LA R 9 (0.7 9 0.5 4 (0.6) 5 0.6
SN =S 4 (0.3) 4 0.2 2 (0.3) 2 0.2
PARCHE LR 4 (0.3) 4 0.2 1 (0.2) 1 0.1
PRREA% H i 1 (Ko.1) 1 0.1 1 (0.2 2 0.2
PNHLE K OWNE 9 (0.7 9 0.5 3 (0.5) 3 0.4
O HLEE 7 (0.5) 7 0.4 2 (0.3) 2 0.2
2B faPEIREL 1 (<0.1) 1 0.1 1 (0.2 1 0.1
e 1 (<0.1) 1 0.1 0
ERHARRIEENE C 3 (0.2) 3 0.2 1 (0.2 1 0.1
ﬁﬂ%%ﬁ 2 (0.2 2 0.1 0
g %Ef“ 1 (<0.1) 1 0.1 0
LE SRR 0 1 (0.2 1 0.1
FE kRS (RGBS L ORIEZERL) 2 (0.2) 2 0.1 1 (0.2 1 0.1
T FHR R SRR 1 (0. 1) 1 0.1 0
T = FHAR B BEE 1 (K0.1) 1 0.1 0
FEBEHOLA 0 1 (0.2 1 0.1
PEgRESS & OVEERERE & 2 (0.2) 2 0.1 1 (0.2 1 0.1
A2 TR 1 (0. 1) 1 0.1 0
o) S N 1 (<0.1) 1 0.1 1 (0.2 1 0.1
F%iactwi;%ﬂzt 2 (0.2) 2 0.1 1 (0.2) 1 0.1
5 1 (Ko.1) 1 0.1 0
’ﬁ%%ﬁ 1 (K0.1) 1 0.1 0
L s 0 1 (0.2) 1 0.1
tcréif%%ﬁa%:vaiv%ﬁ 1 (Ko.1) 1 0.1 0
T B ORIE 1 (<0.1) 1 0.1 0
AZARRE S (Y K ORIEZBR<) 1 (0. 1) 1 0.1 1 (0.2) 1 0.1
BEAERTNBRIEAAE 1 (<0.1) 1 0.1 1 (0.2 1 0.1
fagel L OpaEREE (B LORIEZERL) 0 1 (0.2 1 0.1
(X35 0 1 (0.2 1 0.1
R R 93 (7.1) 118 6.9 49 (7.5) 67 8.1
JFRHEE SRR A 16 (1.2) 17 1.0 11 (1.7 15 1.8
y—TNAHEINRNT U RT =T — PR 7 (0.5) 7 0.4 3 (0.5) 3 0.4
JmESR 5 6 (0.5) 6 0.4 2 (0.3) 2 0.2
7*;7;<z\7ﬂ?‘/E§7£ ) RNTURT =T —PHY 1 (<0.1) 1 0.1 4 (0.6) 4 0.5
i
TIS=UT I NG RT =T —EHIN 1 (K0.1) 1 0.1 3 (0.5) 3 0.4
NI AT IF—E LR 1 (<0.1) 1 0.1 1 (0.2 1 0.1
ey e 8 1 (<0.1) 1 0.1 2 (0.3) 2 0.2
M LB 13 (1.0) 15 0.9 2 (0.3 2 0.2
U R —P N 11 (0.8 11 0.6 2 (0.3 2 0.2
727 —E N 2 (0.2 2 0.1 0
BN pH 1 (<0.1) 1 0.1 0
T S B 1 (Ko.1) 1 0.1 0
EABIMEFHIRAENE C 13 (1.0) 13 0.8 5 (0.8) 5 0.6
C— Jimriﬁatﬂwu 13 (1.0 13 0.8 5 (0.8) 5 0.6
D E SRR (BERMREZERL) 10 (0.8 12 0.7 7 (LD 7 0.8
QR S F% 2 (0.2) 2 0.1 0
CFaEHE N 2 (0.2 2 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term —
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
JiiINEEE AV 1 (<0.1) 1 0.1 0
[ﬁl)ij:% 1 (<0.1) 1 0.1 6 (0.9 6 0.7
i EAS T 1 (<0.1) 1 0.1 0
1 (<0.1) 1 0.1 0
1 (<0.1) 1 0.1 0
T X T s 1 (Ko.1) 1 0.1 0
‘L\%L]T&sz'baaﬁ’ b 1 (Ko.1) 1 0.1 0
ISiEESYGS 1 (<0.1) 1 0.1 0
/uf':“lﬁ': T¥ 0 1 (0.2 1
== 9 (0.7 16 0.9 4 (0.6) 5 0.6
mttij NE F 5 (0.4) 5 0.3 0
oL AT o — LN 4 (0.3) 4 0.2 1 (0.2) 1 0.1
IKELEE U AR AN 3 (0.2 3 0.2 2 (0.3) 2 0.2
AEE M 2 (0.2) 2 0.1 1 (0.2) 1 0.1
me ~Y 70 & Y REEM 1 (<0.1) 1 0.1 1 (0.2 1 0.1
tﬂm@ ) ANE AN 1 (0. 1) 1 0.1 0
IYIMREE (MR VT IR &S Tr) 8 (0.6) 10 0.6 3 (0.5) 3 0.4
[ﬁl‘inJ/I//}\ AN 4 (0.3) 4 0.2 1 (0.2) 1 0.1
1 A FR AR A L 8D 3 (0.2) 3 0.2 1 (0.2 1 0.1
YA v N 1 (<0.1) 1 0.1 0
1 HR AR AR LV o B 1 (<0.1) 1 0.1 0
WEBfEY A v % > B 1 (0. 1) 1 0.1 0
1 A BRI A L BN 0 1 (0.2 1 0.1
BRI B L O E R OIRBIZRI 4 53 1E 7 (0.5) 7 0.4 3 (0.5 4 0.5
RE D 3 (0.2 3 0.2 0
REHEM 2 (0.2) 2 0.1 2 (0.3) 2 0.2
RF A AR e AT w7 AW 1 (<0.1) 1 0.1 0
12\ &x e Dl 1 (K0.1) 1 0.1 0
RIE 5 0 1 (0.2) 2 0.2
FEFRAENE C 6 (0.5) 6 0.4 8 (1.2) 8 1.0
M7 L7 F ok AR —BHN 5 (0.4) 5 0.3 7 (1D 7 0.8
PSR U FE RN 1 (K0.1) 1 0.1 0
M7 YRR T 7 2—EHN 0 1 (0.2 1 0.1
BRI RIRA R X YRR A 4 (0.3) 4 0.2 3 (0.5) 3 0.4
Mz L7 =80 2 (0.2) 2 0.1 0
f\ﬂfﬁiﬁeﬁﬁﬁm» 1 (Ko.1) 1 0.1 2 (0.3 2 0.2
JRH A I ER 1 (K0.1) 1 0.1 0
JP I 0 1 (0.2 1 0.1
AR T K OUIEF IR A 4 (0.3) 4 0.2 0
H I VIRA&ERE 2 (0.2 2 0.1 0
b NELEEE D A L ARG 1 (K0.1) 1 0.1 0
~Y any x—paEhk 1 (€0.1) 1 0.1 0
MRFHRAE (MR % &) 3 (0.2 3 0.2 2 (0.3) 5 0.6
A = B %) 2 (0.2) 2 0.1 1 (0.2 1 0.1
IR 7 B A S 1 (K0.1) 1 0.1 0
~~< ~7 U RN 0 1 (0.2 1 0.1
Y A=25% l 0 1 (0.2 1 0.1
AR EREHE N 0 1 (0.2) 1 0.1
AR LER S AW 0 0 1 (0.2) 1 0.1
A, ﬁ@k;@ffﬁ'&%ﬂ%ﬁk%é’ﬁﬁﬁNF C 2 (0.2 2 0.1 1 (0.2 1 0.1
x 7.?&%% 1 (<0.1) 1 0.1 0
Wff%ﬁ*ﬁﬁ 0 1 (0.2 0.1
PR G Y= e ) e 2 (0.2 2 0.1 1 (0.2 1 0.1
TS Rr B HUEE AN 2 (0.2 2 0.1 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class

high level group term and preferred term -

summary — on—treatment — safety analysis set

Page 180 of 361

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N %) E N %) E
Koy, BEAFEE L O E MR 2 (0.2 2 0.1 3 (0.5 3 0.4
A U o L8 1 (<0.1) 1 0.1 0
LA B L 7 A 1 (<0.1) 1 0.1 0
Mg~ = U F b 0 1 (0.2) 1 0.1
M-~ U o A8 0 1 (0.2) 1 0.1
ifi. A kR 0 1 (0.2) 1 0.1
AR LOHERAE (RVE A ZERLS) 2 (0.2) 2 0.1 0
FLEAER 2 (0.2) 2 0.1 0
R, REFOR L OMET AR 2 (0.2 2 0.1 4 (0.6) 4 0.5
A7 R o g 1 (€0.1) 1 0.1 2 (0.3 2 0.2
1 9 PR BEEE AN 1 (<0.1) 1 0.1 0
7Y a~E s a e 0 1 (0.2) 1 0.1
v % 3 v Db 0 1 (0.2) 1 0.1
B FSRE KOG R A (R A R < 1 (<0.1) 1 0.1 0
B s A I .n 1 01 0
@5’5‘7‘&’3:}8;0“7 UL ¥ —iR s 0 1 (0.2) 1 0.1
HUZHUARG 0 1 (0.2 1 0.1
I8 i 90 (6.9) 97 5.7 45 (6.9) 50 6.0
o I A o B 42 (3.2) 42 2.5 28 (4.3) 32 3.9
e I 40 (3.1) 40 2.3 27 (4.1) 31 3.7
B If R U 1 (Ko.1) 1 0.1 0
AHEME = L ESE 1 (<0.1) 1 0.1 0
miEs ) —¥ 0 1 (0.2) 1 0.1
MERT, IEFEROMERERSI N a v 19 (1.5 21 1.2 2 (0.3) 2 0.2
LHINES 10 (0.8 11 0.6 2 (0.3 2 0.2
ST PEAR I 8 (0.6) 9 0.5 0
5 B R Mt 1 (K0.1) 1 0.1 0
MEFENEC 9 (0.7 10 0.6 4 (0.6) 4 0.5
1ETH 8 (0.6) 8 0.5 3 (0.5) 3 0.4
AL 2 (0.2) 2 0.1 1 (0.2) 1 0.1
ERAEAL, 39’5’13\ MR s L OMESE 7 (0.5) 7 0.4 4 (0.6) 4 0.5
A AR 3 (0.2) 3 0.2 1 (0.2 1 0.1
BRI 2 (0.2) 2 0.1 0
KENIRAEALIE 1 (<0.1) 1 0.1 0
ENIRATE A LAE 1 (€0.1) 1 0.1 0
LA ) —Big 0 3 (0.5 3 0.4
m%‘r%ml o 6 (0.5) 6 0.4 4 (0.6) 4 0.5
6 (0.5) 6 0.4 4 (0.6) 4 0.5
H%W“ 6 (0.5) 6 0.4 0
iR 6 (0.5) 6 0.4 0
%ffﬂ“imtomlffﬂ“ 3 (0.2 3 0.2 3 (0.5 3 0.4
AR E 2 (0.2) 2 0.1 1 (0.2 1 0.1
rfrﬁ% PEFRIRAE 1 (K0.1) 1 0.1 0
VRERER AR AR AE 0 1 (0.2 1 0.1
%&“&mffﬁ‘rﬁ%ﬂm% 0 1 (0.2 1 o1
I e K OVRE 2 (0.2 2 0.1 0
FRRZE 1 (K0.1) 1 0.1 0
R % 1 (Ko.1) 1 0.1 0
VLo 0 1 (0.2 1 0.1
RPN ) 0 1 (0.2 1 0.1
Sl 54 (4.1 62 3.6 33 (5.0 44 5.3
REERR 32 (2.5 38 2.2 17 (2.6) 21 2.5

N: Number of subjects experiencing at least one event, %:

Percentage of subjects experiencing at

least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as

on—treatment if any dose of trial product has been administered within the prior 49 days.
descending order by system organ class, high level group term and preferred term based

Sorted in

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E
D EANE 6 (0.5) 9 0.5 3 (0.5 4 0.5
FEREET Oy 5 (0.4) 5 0.3 4 (0.6) 4 0.5
SRR 5 (0.4) 5 0.3 5 (0.8 5 0.6
EH7 ey 2 (0.2 2 0.1 0
DS PSR 2 (0.2 2 0.1 0
AR R 2 (0.2) 2 0.1 0
FHEENR 2 (0.2) 2 0.1 2 (0.3) 2 0.2
T oy o 1 (K0.1) 1 0.1 2 (0.3 2 0.2
A AR 1 (<0.1) 1 0.1 0
AR 1 (€0.1) 1 0.1 3 (0.5 3 0.4
=R SR 1 (<0.1) 1 0.1 0
D ENfREREE 1 (K0.1) 1 0.1 0
Do 1 (<0.1) 1 0.1 0
L LN 1 (<0.1) 1 0.1 0
LR BEAR 1 (<0.1) 1 0.1 0
B EREETa s 1 (K0.1) 1 0.1 0
MR R 1 (<0.1) 1 0.1 1 (0.2) 1 0.1
eV A= 1 (Ko.1) 1 0.1 0
DR #E LOYEIRNE C 12 (0.9 12 0.7 8 (1.2 10 1.2
Ele 0 (0.8 10 0.6 6 (0.9 8 1.0
TR =g = 2 (0.2 2 0.1 1 (0.2) 1 0.1
B IR D R 0 1 (0.2) 1 0.1
fEEJHJW = 7 (0.5) 7 0.4 7 (1L1) 8 1.0
AL 2 (0.2) 2 0.1 1 (0.2) 1 0.1
Pt 2 (0.2) 2 0.1 4 (0.6) 4 0.5
LN IRSRAS 1 (Ko.1) 1 0.1 0
f@@JHJTEWI:J“ 1 (Ko.1) 1 0.1 0
TE R CME 1 (<0.1) 1 0.1 0
‘T@JHM’%% 0 1 (0.2) 1 0.1
M7 0 2 (0.3 2 0.2
DS B 2 (0.2) 2 0.1 1 (0.2 2 0.2
KBRS E(LIE 1 (0. 1) 1 0.1 0
kéﬁ%#ﬁ'ﬂﬁéf 1 (K0.1) 1 0.1 0
=S A 0 1 (0.2 1 0.1
fEHE #F%QT}J“ 0 1 (0.2 1 0.1
DR 1 (Ko.1) 1 0.1 3 (0.5 3 0.4
JEEAEK 1 (€0.1) 1 0.1 0
MIER 0 1 (0.2 1 0.1
TN /S 0 1 (0.2 1 0.1
W fipha 0 1 (0.2) 1 0.1
DB E 1 (Ko.1) 1 0.1 0
DFE5EN 1 (Ko.1) 1 0.1 0
TN 1 (Ko.1) 1 0.1 0
AL R 1 (€0.1) 1 0.1 0
BtE, BB LOSEMAA oS EY (Bl IO 46 (3.5 52 3.0 25 (3.8 27 3.3
R —7 a1t
RAYER A 10 (0.8 14 0.8 6 (09 6 07
AZ ) YA MEREE 7 (0.5) 8 0.5 2 (0.3) 2 0.2
/A==, V4 2 (0.2) 2 0.1 1 (0.2 1 0.1
NalRPEALE 2 (0.2) 2 0.1 1 (0.2 1 0.1
HLH R BEEE 1 (<0.1) 1 0.1 0
BZF%LFEHE 1 (K0.1) 1 0.1 1 (0.2 0.1
(ERRIEP 3 0 1 (0.2) 1 0.1
B iéﬁﬁmﬂé#&% 6 (0.5) 6 0.4 4 (0.6) 4 0.5
N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in

descending order by system organ class, high level group term and preferred term based,

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
%aw‘%ﬁ%ﬂi 5 (0.4) 5 0.3 4 (0.6) 4 0.5
T e 1 (Ko.1) 1 0.1 0
=Y Hak B%ﬂ%%kzéﬁ*r% 5 (0.4) 5 0.3 2 (0.3) 2 0.2
4 (0.3) 4 0.2 2 (0.3 2 0.2
ﬂé(‘“ﬂ JiE - ] 1 (<0.1) 01 0
;‘E«fﬁiﬁitﬁﬁ%ﬁ%%@?&)ﬁ%ﬁfh% (FLEEEE T 4 (0.3 4 0.2 3 (0.5 3 0.4
BN A 2 (0.2 2 0.1 1 (0.2) 1 0.1
&{Fw AL 1 (<0.1) 1 0.1 0
FLIE 1 (0. 1) 1 0.1 0
#LH%L&W /NHENE 0 1 (0.2) 1 0.1
**m@“ 0 1 (0.2) 1 0.1
BMER L OGEM A O B & T A4 4 (0.3) 4 0.2 3 (0.5) 3 0.4
A 3 (0.2) 3 0.2 1 (0.2) 1 0.1
FEM LA I 1 (<0.1) 1 0.1 0
FE G DY) 0 1 (0.2 1 0.1
&Wﬁ P L i 0 1 (0.2 1
Hibas @E P 3 (0.2 3 0.2 0
KN M 3 (0.2) 3 0.2 0
i%kioaifﬂiTEH@%@ﬂﬁjbJ:U*B{LTEDEH?E 2 (0.2 2 0.1 0
HED 1 (Ko.1) 1 0.1 0
RRas s 1 (0.1 1 0.1 0
EPEAFRRE R FT AW 2 (0.2) 2 0.1 0
JFPNR 1 R 2 (0.2 2 0.1 0
BN wH ) 2 (0.2) 2 0.1 0
EF'M;%@E P A 1 (Ko.1) 1 0.1 0
RN Y 1 (€0.1) 1 0.1 0
ri;t%%fré% (FLuZEETe) 2 (0.2) 2 0.1 2 (0.3) 2 0.2
om0 RIEH AW 2 (0.2) 2 0.1 2 (0.3) 2 0.2
Z OE L OB AR O BB 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
R e 1 (K0.1) 1 0.1 0
EVERRAE 0 1 (0.2 1 0.1
FEMEIS OGN B O JHFRRTE SR8 A4 1 (<0.1) 1 0.1 0
I Y 1 (<0.1) 1 0.1 0
FEMEIS KOG Tﬂﬂwﬁ PEAE SR SRR BT A 1 (Ko.1) 1 0.1 0
RS 0 M 1 (K0.1) 1 0.1 0
B L OREMR B O W{LE HED 1 (€0.1) 1 0.1 0
(ME%F?E&}E% 1 (<0.1) 1 o1 0
FEMEIS X OGEAR B 0 B AR SRR R T A 1 (Ko.1) 1 0.1 0
nuﬁ}%f“ 1 (K0.1) 1 0.1 0
RIS K OFEAR A D NSy WBT A1) 1 (Ko.1) 1 0.1 0
éLJEﬁF!W: Jhges 1 (Ko.1) 1 0.1 0
B ioﬁifﬂw B O sk BT 2E 4 1 (Ko.1) 1 0.1 0
" W P g A 1 (K0.1) 1 0.1 0
BB RETED 1 (Ko.1) 1 0.1 0
B 1fn. 8 il 1 (Ko.1) 1 0.1 0
FEMEIS L OGEM A B OSSR BT AN E C 0 1 (0.2) 1 0.1
PR B2 T N 0 1 (02 1 01
TIEE L ORFHIAS B O B IR R 4 0 1 (02 1 o1
PR A 0 1 (0.2 o1
IRER T E 4 0 1 (0.2) 1 0.1
AR A ofn 45 e 0 1 (0.2 1 0.1
SR AN 0 1 (0.2 1 0.1
T TaTA UME 0 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
SR 0 1 (0.2) 1 0.1
A7 U —Hie F I 0 1 (0.2) 1 0.1
EIEBIRE R ED 0 1 (0.2) 1 0.1
B I8 s N e 0 1 (0.2) 1 0.1
i L OukigheEs 45 (3.4) 56 3.3 24 (3.7) 29 3.5
NEF L OV 8 ikt s 22 (1.7) 26 1.5 18 (2.7) 22 2.7
@iﬁﬁ&biw 17 (1.3 17 1.0 12 (1.8 13 1.6
3 (0.2 4 0.2 2 (0.3) 3 0.4
Jﬁu PEEIHAPE D F 3 (0.2 4 0.2 3 (0.5 4 0.5
A = — LI 1 (K0.1) 1 0.1 0
FWEE 0 1 (0.2) 2 0.2
HEENE C 5 (L1 16 0.9 2 (0.3) 2 0.2
Ii 12 (0.9 13 0.8 2 (0.3 2 0.2
H AR Pk 2 (0.2) 2 0.1 0
HPA 1 (<0.1) 1 0.1 0
PEREE (CRMREZR) 6 (0.5) 7 0.4 2 (0.3) 2 0.2
HAEpnekaE 4 (0.3) 5 0.3 1 (0.2) 1 0.1
HigkEsE 2 (0.2 2 0.1 0
e 0 1 (0.2) 1 0.1
T R B 4 (0.3) 4 0.2 2 (0.3 2 0.2
SR M 2 (0.2 2 0.1 0
WERT 1 (<0.1) 1 0.1 0
ZERE I HETRE 1 (K0.1) 1 0.1 0
RTRIERe 0 1 (0.2) 1 0.1
R 0 1 (0.2 1 0.1
SLEREE (e RMEREEZERL) 3 (0.2 3 0.2 1 (0.2 1 0.1
HiitesE 3 (0.2 3 0.2 0
Bismwias 0 1 (0.2) 1 0.1
H?BE R 44 (3.4 56 3.3 13 (200 14 1.7
[ 31 (2.4) 38 2.2 5 (0.8) 5 0.6
HEEJE 23 (1.8) 24 1.4 4 (0.6) 4 0.5
B EE 273 4 (0.3) 4 0.2 0
JIHZE % 4 (0.3 4 0.2 1 (0.2 1 0.1
JIH 5% e 3 (0.2 3 0.2 0
2L ZE I8 2 (0.2 2 0.1 0
fIHIE S % %% y? 1 (Ko.1) 1 0.1 0
B X OFARIE R 13 (1.0) 16 0.9 9 (1.4) 9 1.1
LELVLiR 6 (0.5) 6 0.4 7 (LD 7 0.8
JFEREFL 2 (0.2 2 0.1 0
H?%Ha 2 (0.2 2 0.1 1 (0.2 1 0.1
R 1 (Ko.1) 1 0.1 0
b7 AT 2 IE 1 (Ko.1) 3 0.2 0
PR 2E R ME R 1 (<0.1) 1 0.1 0
FET IV = — VPG P R R 1 (Ko.1) 1 0.1 0
PR IR AR 0 1 (0.2 1 0.1
JIHAE S e 2 (0.2) 0. 0
JIEREg o) 1 (K0.1) 1 0. 0
JIERER (I 1 (Ko.1) 1 0. 0
AR PR 44 (3.4) 58 3.4 24 (3.7 31 3.7
TR P 14 (1.1) 17 1.0 4 (0.6) 4 0.5
T 6 (0.5) 6 0.4 1 (0.2 1 0.1
plig 3 (0.2 3 0.2 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo

Preferred term N (%) E R N %) E R

R 3 (0.2 4 0.2 0

SEARE 1 (Ko.1) 1 0.1 0

foales 1 (Ko.1) 1 0.1 1 (0.2 1 0.1

ENGES 1 (K0.1) 1 0.1 0

HLAR 1 (K0.1) 1 0.1 0

POBERS & 0 1 (0.2) 1 0.1
ARG, IR dS K OVRIE 8 (0.6) 10 0.6 7 (1.1 10 1.2

IRE 5 FEE 2 (0.2 2 0.1 1 (0.2 1 0.1

T UL — RS 1 (<0.1) 1 0.1 1 (0.2 1 0.1

~ A R — AREEREAR 4 1 (Ko.1) 1 0.1 0

IBoT LL¥— 1 (<0.1) 1 0.1 0

ARG 1 (<0.1) 1 0.1 0

AR 72 1L 1 (<0.1) 1 0.1 0

R A 2 1 (<0.1) 1 0.1 0

AR A A 1 (<0.1) 1 0.1 0

AN 1 (K0.1) 1 0.1 0

ISR 0 1 (0.2) 1 0.1

IR D4 SE 0 1 (0.2 2 0.2

ﬁlﬂﬂﬁﬂ‘i%ﬁ( 0 1 (0.2) 1 0.1

R g 0 1 (0.2) 1 0.1

AR g %lef 0 1 (0.2 1 0.1

ﬁ%ﬂ%ﬁﬁu 0 1 (0.2 1 0.1

T A % 0 1 (0.2 1 0.1
REEENE C 8 (0.6) 8 0.5 6 (0.9 6 0.7

KIA4 74 4 (0.3) 4 0.2 4 (0.6) 4 0.5

R g i 5 2 (0.2) 2 0.1 0

IR 1 (Ko.1) 1 0.1 1 (0.2 1 0.1

TSN 1 (K0.1) 1 0.1 0

AR FR AR J% 0 1 (0.2) 0.1
ﬁfiﬁuﬁ*ﬁ*%l_gﬂﬁ\ A L O 7 (0.5) 8 0.5 3 (0.5) 4 0.5

6 (0.5) 7 0.4 1 (0.2 2 0.2

EEHEW%JE 1 (K0.1) 1 0.1 0

R4 0 1 (0.2 1 0.1

B 0 1 (0.2 1 0.1
f%V\JL;taotUﬁHEFJ“ 4 (0.3 4 0.2 1 (0.2 2 0.2

TP 4 (0.3) 4 0.2 1 (0.2 2 0.2
IR IS L, LA K OEMENE C 3 (0.2 4 0.2 2 (0.3 2 0.2

B 3 (0.2 4 0.2 0

il TR 0 2 (0.3 2 0.2
IR H I LM EENE C 3 (0.2) 3 0.2 1 (0.2 1 1

R i PR AP AR AE 2 (0.2) 0.1 0

HEE,@ME 1 (<0.1) 1 0.1 0

fi e 0 1 (0.2 1 0.1
B, Hm%ﬂ%%;vﬁ%ﬁ:@wm;omﬁﬁa 2 (0.2 2 0.1 1 (0.2 1 0.1

A REE 2 (0.2 2 0.1 0

AR L 0 1 (0.2 1 0.1
IREREEAIRIEEN E C 1 (<0.1) 1 0.1 0

ARG 77 1 (K0.1) 1 0.1 0
ﬁEffdeRHb e 1 (<0.1) 1 0.1 1 (0.2 1 0.1

AR i e gt 1 (0.1) 1 0.1 1 (0.2 1 0.1
BB L ORK R E 41 (3.1) 51 3.0 22 (3.4) 24 2.9
W%+1%M%k;@fi% 26 (2.0) 29 1.7 8 (1.2 9 1.1

BEIR IR 9 (0.7 11 0.6 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Module 2.7.6

Adverse events by system organ class
summary — on—treatment — safety analysis set

high level group term and preferred term -

Page 185 of 361

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E
iz 3 (0.2 3 0.2 1 (0.2 1 0.1
B i 2 (0.2 2 0.1 0
AR 2 (0.2 2 0.1 0
SR 2 (0.2) 2 0.1 1 (0.2 1 0.1
JI 1 IR A 2 (0.2) 2 0.1 0
Bl 1 (Ko.1) 2 0.1 0
JREYE 1 (<0.1) 1 0.1 1 (0.2) 1 0.1
PR E 1 (K0.1) 1 0.1 1 (0.2 1 0.1
PR SR 1 (<0.1) 1 0.1 0
AR [HBEIR 1 (€0.1) 1 0.1 2 (0.3 2 0.2
o un 1 (Ko.1) 1 0.1 0
PR 0 1 (0.2) 1 0.1
JRIRAE 0 1 (0.2) 1 0.1
REH 0 1 (0.2 1 0.1
JRAE 11 (0.8 12 0.7 6 (0.9 6 0.7
B A E 8 (0.6) 8 0.5 6 (0.9 6 0.7
J?kﬁ%ﬁﬁ 3 (0.2 3 0.2 0
SR TREANE 1 (Ko.1) 1 0.1 0
bR (Exf“%:ﬁ/%o 7 (0.5) 9 0.5 7 (1.1) 8 1.0
SRR 3 (0.2 3 0.2 1 (0.2 1 0.1
B g 2 (0.2) 2 0.1 4 (0.6) 4 0.5
B LR AE 1 (<0.1) 1 0.1 0
B REkEE 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
KB IE 1 (<0.1) 1 0.1 0
124 B s 1 (K0.1) 1 0.1 1 (0.2 1 0.1
B I P R 0 1 (0.2) 1 0.1
FEE R K OMEMEREEE S (Ra 2 bR<) 1 (<0.1) 1 0.1 0
FER YRS 1 (K0.1) 1 0.1 0
PR (FE%:F?O 0 1 (0.2 1 0.1
FERYL M R B 0 1 (0.2 1 0.1
MiEER LY o CREEE 3B (2.7 31 2.2 16 (2.4 21 2.5
éEz@ﬁuﬁ%m&”ﬂ'%ﬁ%mﬁu 24 (1.8 25 1.5 10 (1.5 11 1.3
19 (1.5) 20 1.2 9 (1.4) 10 1.2
fﬁ%ﬁzé&ﬁm 2 (0.2) 2 0.1 0
B I 1 (Ko.1) 1 0.1 0
e MLPE I 1 (<0.1) 1 0.1 0
(R FRER 1 (Ko.1) 1 0.1 0
LI ERIBE 0 1 (0.2 1 0.1
JEige, Y o SEES K OVIAEPN KR R 7 (0.5) 7 0.4 3 (0.5) 4 0.5
U 2 REiEE 4 (0.3) 4 0.2 1 (0.2 2 0.2
NeHE L 1 (€0.1) 1 0.1 0
feLRE 1 (0.1) 1 0.1 2 (0.3 2 0.2
JI i 4 1. 1 (0. 1) 1 0.1 0
i BB 5= 3 (0.2 3 0.2 1 (0.2 1 0.1
M I R nE 2 (0.2 2 0.1 1 (0.2 1 0.1
- FR R N 1 (<0.1) 1 0.1 0
1fis AR 1 (K0o.1) 1 0.1 4 (0.6) 4 0.5
DA R e 1 (<0.1) 1 0.1 4 (0.6) 4 0.5
% L ER e 1 (<0.1) 1 0.1 1 (0.2 1 0.1
ﬁ?ﬂuﬂzﬂ%ﬂuﬁ 1 (Ko.1) 1 0.1 0
/IR I ERAE 0 1 (0.2 1 0.1
G E R 28 (2.1) 28 1.6 21 (3.2 23 2.8
7 UL — PR 27 (2.1) 27 1.6 21 (3.2 23 2.8
N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in

descending order by system organ class,

high level group term and preferred term based,

respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
EEMET LLX— 15 (1.1) 15 0.9 14 (2.1) 14 1.7
B EE 3 (0.2 3 0.2 6 (0.9 6 0.7
B 7 L L — 3 (0.2) 3 0.2 0
YT LLF— 2 (0.2 2 0.1 0
SN BUE 2 (0.2 2 0.1 1 (0.2 1 0.1
= AR EUE 1 (Ko.1) 1 0.1 0
iR BWNE T LV X— 1 (K0.1) 1 0.1 0
H=7 L)F— 0 1 (0.2) 1 0.1
HWET LLX— 0 1 (0.2) 1 0.1
TEREENE C 1 (Ko.1) 0.1 0
I SO 1 (Ko.1) 1 0.1 0
%ﬂ:lbi(}?ﬂﬂk% 18 (1.4 19 1.1 8 (1.2) 8 1.0
SRR T 6 (0.5) 6 0.4 1 (0.2) 1 0.1
B BT 2 (0.2) 2 0.1 1 (0.2) 1 0.1
P thi 2 (0.2 2 0.1 0
WRA 7T NHLA T 1 (<0.1) 1 0.1 0
Il e AR 1 (K0.1) 1 0.1 0
TRERNTHR L OWBIRIENE C 4 (0.3) 4 0.2 1 (0.2 1 0.1
AU —7 YR 2 (0.2 2 0.1 1 (0.2 1 0.1
F R 1 (<0.1) 1 0.1 0
SENRLIBR 1 (Ko.1) 1 0.1 0
FORE R L O TR T8 2 (0.2 2 0.1 0
77 aan KGR 1 (<0.1) 1 0.1 0
R R E O 1 (K0.1) 1 0.1 0
H?HE JESRIEHR T 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
IR 1 (<0.1) 1 0.1 1 (0.2 1 0.1
Eﬁﬂﬁf’ﬁﬁi 1 (0. 1) 1 0.1 0
TR T 1 (<0.1) 1 0.1 0
B L UBHEIR IR 1 (0.1 1 0.1 2 (03 2 0.2
TSN R 1 o.1) 1 0.1 0
Ji5 BE i T 0 1 (0.2 1 0.1
AN TEIFA 0 1 (0.2) 1 0.1
Fﬁm)\ﬂ/é}‘%ﬁ}z 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
N Tire 1 (<0.1) 1 0.1 0
I 0 1 (0.2) 1 0.1
TH LB TR T 1 (Ko.1) 1 0.1 2 (0.3) 2 0.2
BN XA 1 (K0.1) 1 0.1 1 (0.2 1 0.1
PERETE A%, 0 1 (0.2 1 0.1
*Efa‘fx?ﬁ\ SHEE d KL O HEI R L 1 (Ko.1) 1 0.1 0
HER iﬁm 1 (K0.1) 1 0.1 0
ﬁ*ﬂfﬂ"rﬁkf*ﬁ?& 1 (K0.1) 1 0.1 0
ENiRE R 1 (<0.1) 1 0.1 0
NGy A P 4 (L1 16 0.9 6 (0.9 7 0.8
FROR i es 2 13 (1.0) 15 0.9 6 (0.9 6 0.7
FOPR IR REAR T E 4 (0.3) 4 0.2 4 (0.6) 4 0.5
RO B RE T THESE 3 (0.2 4 0.2 0
FEAR e 3 (0.2 3 0.2 0
FROPR MR 3 (0.2 3 0.2 1 (0.2 1 0.1
GiRINE i 1 (K0.1) 1 0.1 0
SRS H R A e T HESE 0 1 (0.2) 1 0.1
EU%‘@% 1 (Ko.1) 1 0.1 0
il E%Hiizlff%% JUHESE 1 (Ko.1) 1 0.1 0
HW%%’EE Sy PEREE 0 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
M RE IR T 0 1 (0.2) 1 0.1
thEREE 6 (0.5) 6 0.4 1 (0.2 1 0.1
JIiER{A 7 2 (0.2 2 0.1 0
Eikss 2 (0.2 2 0.1 0
FRH S K OVE{EBR BTN E 2 (0.2 2 0.1 1 (0.2) 1 0.1
BZTHORA LR 2 (0.2) 2 0.1 1 (0.2 1 0.1
i f 1 (<0.1) 1 0.1 0
FRENA kLA 1 (K0.1) 1 0.1 0
HEIE A & A VI 1 (<0.1) 1 0.1 0
HEizxy 1 (Ko.1) 1 0.1 0
R, PEVRER L OVERE ke 5 (0.4) 5 0.3 0
VREE TS K OFERE 3 (0.2 3 0.2 0
H SR pE 2 (0.2) 2 0.1 0
Ve 1 (<0.1) 1 0.1 0
TEYRIEREA A DHE 2 (0.2) 2 0.1 0
iey o)) 1 (<0.1) 1 0.1 0
ST R 1 (<0.1) 1 0.1 0
FeRVE, FIEMSs L OB 4 (0.3 4 0.2 1 (02 1 0.1
Fe RVEGHTR L O E 3 (0.2 3 0.2 0
5 A & i e 2 (0.2) 2 0.1 0
DR — VE(GERE 1 (0. 1) 1 0.1 0
SERVER B RF L OHE A F kR 1 (<0.1) 1 0.1 0
Zh TR 1 (€0.1) 1 0.1 0
JeRMER G F X O T ARk 0 1 (0.2 1 0.1
FARIENE 0 1 (0.2) 1 0.1
L, o0 R R 1 (K0.1) 1 0.1 0
[ ER B9 5 R 1 (Ko.1) 1 0.1 0
[ i de 1 (K0.1) 1 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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2: Adverse events possibly or probably related to trial product by system organ class and preferred
term - summary - on-treatment - safety analysis set

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
Number of subjects 1306 655
Patient years of exposure (PYE) 1706. 1 829. 6
Events 926 (70.9) 4848 284.2 295 (45.0) 885 106.7
H 5k 872 (66.8) 3690 216.3 233 (35.6) 543 65.5
El 550 (42.1) 1017 59.6 100 (15.3) 126 15.2
T 359 (27.5) 659 38.6 82 (12.5) 112 13.5
Nt 283 (21.7) 560 32.8 33 (5.0 41 4.9
{EF 259 (19.8) 333 19.5 49 (17.5) 58 7.0
HERER 123 (9.4) 164 9.6 18 (2.7) 24 2.9
BLW 108 (8.3) 134 7.9 3 (0.5) 3 0.4
e m 106 (8.0 140 8.2 21 (3.2 22 2.7
g 103 (7.9) 147 8.6 25 (3.8 27 3.3
ﬁ*BH Al 86 (6.6) 123 7.2 27 (4.1) 37 4.5
ﬁﬁ WEER B 65 (5.0 73 4.3 6 (2.4 17 2.0
54 58 (4.4) 76 4.5 20 (3.1) 21 2.5
H’E*KT R Ja 47 (3.6) 64 3.8 8 (1.2) 8 1.0
36 (2.8 52 3.0 3 (0.5) 3 0.4
nmz 19 (1.5 19 1.1 6 (0.9 7 0.8
ﬁ%ﬁ% 18 (1.4 35 2.1 3 (0.5) 5 0.6
T RE R 9 (0.7 9 0.5 3 (0.5) 3 0.4
Eﬁf* 6 (0.5) 6 0.4 1 (0.2) 1 0.1
H ks 5 (0.4) 7 0.4 3 (0.5 3 0.4
ﬁﬁﬂrétﬂmﬂ T 4 (0.3) 4 0.2 0
U= 4 (0.3) 4 0.2 1 (0.2 1 0.1
rﬁﬂ%tljﬁu 4 (0.3) 4 0.2 0
HEE RN 4 (0.3) 4 0.2 3 (0.5 3 0.4
ek S 3 (0.2 3 0.2 0
DA R 3 (0.2) 3 0.2 0
KGR 3 (0.2 3 0.2 1 (0.2 1 0.1
HXRL 3 (0.2 4 0.2 0
A 3 (0.2) 4 0.2 5 (0.8 5 0.6
LyF T 2 (0.2 2 0.1 0
ElaE 2 (0.2 2 0.1 1 (0.2 1 0.1
HHEH A4 2 (0.2 2 0.1 1 (0.2 1 0.1
HESTER/S 2 (0.2) 2 0.1 0
7 a— 1 (<0.1) 1 0.1 0
HLH 1 (Ko.1) 1 0.1 0
BARY—7 1 (<0.1) 1 0.1 0
FEBA LA H i 1 (Ko.1) 1 0.1 0
SR 1 (<0.1) 1 0.1 0
SPERER 1 (Ko.1) 1 0.1 0
FAIREON T 1 (K0.1) 1 0.1 0
Ze T 1 (<0.1) 1 0.1 0
A PERER 1 (Ko.1) 1 0.1 0
mfﬁfélﬁﬂﬁ 1 (0. 1) 1 0.1 1 (0.2 2 0.2
AR 1 (K0.1) 1 0.1 1 (0.2) 1 0.1
TR RN E R 1 (<0.1) 1 0.1 0
L:HVAW 1 (Ko.1) 1 0.1 0
Fﬁj 1 (<0.1) 2 0.1 0
%‘ﬁﬂ% 1 (K0.1) 1 0.1 0
/J\ﬂ 1 (<0.1) 1 0.1 0
(ﬁ(bm TEE R 1 (<0.1) 1 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days.
Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema
2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events possibly or probably related to trial product by system organ class
and preferred term — summary — on—treatment — safety analysis set

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
e A =graniies 1 (Ko.1) 1 0.1 0
IE 1 (<0.1) 1 0.1 0
NI =N 1 (Ko.1) 1 0.1 0
BE(E [R50 1 (Ko.1) 1 0.1 0
I 5 L 98 1 (K0.1) 1 0.1 0
R 1 (K0.1) 1 0.1 1 (0.2) 1 0.1
[y =nvIBEl 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
AL 1 (<0.1) 1 0.1 0
I~ =T 1 (K0.1) 1 0.1 0
] 1 (<0.1) 1 0.1 0
JIL P & P e 1 (Ko.1) 2 0.1 0
IS IEN N SR 1 (<0.1) 1 0.1 0
RIEVENGIR B 0 1 (0.2) 1 0.1
O OEERGE 0 1 (0.2 1 0.1
sk 0 1 (0.2 3 0.4
FERGYL i A 2% 0 1 (0.2 1 0.1
SN 0 1 (0.2) 1 0.1
181 %% 0 1 (0.2) 1 0.1
TR I 174 (13.3) 323 18.9 42 (6.4) 171 8.6
S 8 (6.6) 185 10.8 27 (4.1) 32 3.9
FREIPED F 53 (4.1) 68 4.0 0 (1.5 19 2.3
A A 17 (1.3) 22 1.3 4 (0.6) 11 1.3
BRI bR 9 (0.7 10 0.6 1 (0.2 1 0.1
J SR 8 (0.6) 10 0.6 2 (0.3) 2 0.2
SR 4 (0.3) 6 0.4 1 (0.2 1 0.1
PRtk 3 (0.2 3 0.2 1 (0.2 1 0.1
fEH AR 2 (0.2) 3 0.2 0
IR O IRAE 2 (0.2 2 0.1 0
ER 2 (0.2 2 0.1 0
FLRE 1 (Ko.1) 1 0.1 0
4 SRR 1 (Ko.1) 1 0.1 0
Jepd 1 (0. 1) 1 0.1 0
AR 1 (<0.1) 1 0.1 0
IEAR OB KT 1 (<0.1) 1 0.1 0
IRALPED F 1 (0. 1) 1 0.1 0
N R 1 (Ko.1) 2 0.1 0
B kEE 1 (K0.1) 1 0.1 1 (0.2 2 0.2
SRR 1 (Ko.1) 1 0.1 0
HENEL 1 (<0.1) 1 0.1 0
MR B 1 (K0.1) 1 0.1 0
TREF K48 0 1 (0.2) 1 0.1
Ay FEAE 0 1 (0.2 1 0.1
—i% - EEPEER X OB G OIREE 162 (12.4) 252 14.8 60 (9.2) 104 12.5
it 56 (4.3) 64 3.8 13 (2.0 14 1.7
) 29 (2.2) 41 2.4 3 (0.5) 4 0.5
FHAHRE 26 (2.00 26 1.5 2 (0.3 2 0.2
VEIHHAL PN H afn. 23 (1.8) 26 1.5 24 (3.7 32 3.9
e s pifivarars 18 (1.4 23 1.3 15 (2.3) 20 2.4
TESTERALZ 5 SR 9 (0.7 9 0.5 1 (0.2 1 0.1
SN 6 (0.5) 7 0.4 1 (0.2 1 0.1
TR 6 (0.5) 6 0.4 0
Rtz 4 (0.3) 4 0.2 2 (0.3) 2 0.2
TSR ey 4 (0.3 4 0.2 3 (0.5 3 0.4

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days.
Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema
2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events possibly or probably related to trial product by system organ class
and preferred term — summary — on—treatment — safety analysis set
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System organ class
Preferred term
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N: Number of subjects experiencing at least one event,

: Percentage of subjects experiencing at

least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified

PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days.

Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema

2.4 mg arm experiencing at least one event.

MedDRA version 22.1
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Adverse events possibly or probably related to trial product by system organ class
and preferred term — summary — on—treatment — safety analysis set

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
A1 e TR S G 1 (Ko.1) 1 0.1 0
KB SR 1 (K0.1) 1 0.1 0
NS 1 (Ko.1) 1 0.1 0
CIRZE o7 A b A s 1 (<0.1) 1 0.1 0
WMESH I 1 (K0.1) 1 0.1 1 (0.2 1 0.1
LESIEIN 2 1 (K0.1) 1 0.1 0
BERER 1 (€0.1) 1 0.1 0
i~ % 1 (Ko.1) 1 0.1 0
FC i i i i A 1 (K0.1) 1 0.1 0
B2 T AR5 I o.1) 1 0.1 0
il e e 1 (€0.1) 1 0.1 1 (0.2) 1 0.1
NI 1 (K0.1) 1 0.1 0
GRS 1 (K0.1) 1 0.1 0
FRbk 1 (<0.1) 1 0.1 0
[EdRee 1 (0. 1) 1 0.1 0
YT RE 0 1 (0.2 1 0
=R 0 1 (0.2 2 0
FRE 3 KO TRk 62 (4.7 17 4.5 16 (2.4 19 2.3
WiEAE 27 (2.1) 28 1.6 3 (0.5) 3 0.4
5 FEIE 7 (0.5) 7 0.4 3 (0.5) 3 0.4
ZITIE 6 (0.5) 6 0.4 3 (0.5) 3 0.4
F95 4 (0.3) 7 0.4 1 (0.2 1 0.1
BHAIL BIE 3 (0.2) 4 0.2 0
& D PR B 2 (0.2 2 0.1 0
7 LLX — PR E 2 (0.2 2 0.1 0
T i 2 (0.2 2 0.1 0
F & K 2 (0.2) 7 0.4 0
tan 2 (0.2 2 0.1 0
E AR 2 (0.2) 2 0.1 2 (0.3) 2 0.2
O E ANEBLBAE 1 (<0.1) 1 0.1 0
a2 1 (<0.1) 1 0.1 1 (0.2 1 0.1
eSSV 1 (<0.1) 1 0.1 0
Fefg 9 I o.1) 1 0.1 0
FZJE AR 1 (0. 1) 1 0.1 0
F G LB 1 (<0.1) 1 0.1 0
AN 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
EENE R 1 (K0.1) 1 0.1 0
HRLBE 0 2 (0.3) 2 0.2
BT 0 1 (0.2 1 0.1
BER o if. 0 1 (0.2 1 0.1
B 0 1 (0.2) 1 0.1
R AR A 42 (3.2) 46 2.7 13 (2.0 14 1.7
U S —BHIN 10 (0.8 10 0.6 2 (0.3) 2 0.2
vy — I NEINNT AT =T — BN 4 (0.3) 4 0.2 1 (0.2 1 0.1
T L5 4 (0.3) 4 0.2 1 (0.2 1 0.1
A By b= B 4 (0.3) 4 0.2 0
E L YRR A 3 (0.2 3 0.2 0
R 3 (0.2 3 0.2 0
C — SR E M 2 (0.2) 2 0.1 0
SiEE=e: i 2 (0.2) 2 0.1 0
TANRGEUEET I ) T U AT =T —BEN 1 (<0.1) 1 0.1 1 (0.2 1 0.1
77— 1 (<0.1) 1 0.1 0
A X TR 1 (<0.1) 1 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days.
Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema
2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events possibly or probably related to trial product by system organ class
and preferred term — summary — on—treatment — safety analysis set

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
RT 4« R AT v A 1 (Ko.1) 1 0.1 0
HWNpH 1 (<0.1) 1 0.1 0
) ERT 1 (€0.1) 1 0.1 0
A5 U o NEEN 1 (<0.1) 1 0.1 0
w7 L7 =8 1 (<0.1) 1 0.1 0
7 L7 F ok 2R FF—E 1 (<0.1) 1 0.1 1 (0.2) 1 0.1
Q=R =) I P <l b 1 (<0.1) 1 0.1 1 (0.2 1 0.1
P S T B BN 1 (Ko.1) 1 0.1 0
DEEIR T I R R 1 (K0.1) 1 0.1 0
REHGIN 1 (<0.1) 1 0.1 1 (0.2 1 0.1
T S 5 N 1 (0. 1) 1 0.1 0
TI=UT ) NI AT 2T —E N 0 1 (0.2 1 0.1
FT AT I L5 0 1 (0.2) 1 0.1
i ELIR ARSI A | ) 0 1 (0.2) 1 0.1
ifn. A kIR 0 1 (0.2 1 0.1
iR B 5 0 1 (0.2 2 0.2
i 35 (2.7 43 2.5 17 (2.6) 21 2.5
AHRE 11 (0.8 11 0.6 6 (0.9 6 0.7
o oKLy 8 (0.6) 9 0.5 1 (0.2 1 0.1
R 5 (0.4) 5 0.3 0
Gyl 3 (0.2 3 0.2 2 (0.3) 2 0.2
9 OYF 2 (0.2) 2 0.1 1 (0.2 1 0.1
VB R—EGR 2 (0.2) 2 0.1 0
M AR i 2 2 (0.2) 2 0.1 2 (0.3 2 0.2
TRTH 1 (<0.1) 1 0.1 0
TR P 1 (K0.1) 1 0.1 0
H AR 1 (Ko.1) 1 0.1 2 (0.3) 3 0.4
PN 1 (0. 1) 2 0.1 0
WA RIE 1 (<0.1) 1 0.1 0
AR 1 (<0.1) 1 0.1 1 (0.2 1 0.1
MR 1 (Ko.1) 1 0.1 0
BHLEZXDORES 1 (K0.1) 1 0.1 0
Bk 0 1 (0.2) 1 0.1
FRetEan 5 DR 0 1 (0.2 1 0.1
HEEAR R 12 0 1 (0.2) 1 0.1
TR 0 1 (0.2) 1 0.1
R R 0 1 (0.2) 1 0.1
BRI I ONE Ak Rk b 22 (1.7 29 1.7 7 (1.1) 13 1.6
777 PRI 5 (0.4) 5 0.3 1 (0.2) 5 0.6
RER 4 (0.3) 4 0.2 0
VU R g 4 (0.3) 4 0.2 1 (0.2 1 0.1
RAEiR 2 (0.2 2 0.1 2 (0.3) 2 0.2
iPALESN 2 (0.2 3 0.2 0
5 5 . 2 (0.2 5 0.3 2 (03 2 02
B R e 1 (Ko.1) 1 0.1 0
B RS AR 1 (Ko.1) 1 0.1 0
B 1 (K0o.1) 1 0.1 0
AR A 1 (K0.1) 1 0.1 0
FHEDE 1 (0.1) 1 0.1 0
MR ELE 1 (<0.1) 101 0
T HE B H b 0 1 (0.2) 1 0.1
HRAE TR 0 1 (0.2) 1 0.1
AT 0 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days.
Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema
2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events possibly or probably related to trial product by system organ class
and preferred term — summary — on—treatment — safety analysis set
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System organ class
Preferred term
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N: Number of subjects experiencing at least one event
least one event, E: Number of events
PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days.

R: Event rate per 100 years,

: Percentage of subjects experiencing at
NEC: Not elsewhere classified

Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema

2.4 mg arm experiencing at least one event.

MedDRA version 22.1
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Adverse events possibly or probably related to trial product by system organ class

and preferred term — summary — on—treatment — safety analysis set
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System organ class Sema 2.4 mg Placebo
Preferred term N (%) E N (%) E R
BB X ORKREE 9 (0.7) 10 0.6 3 (0.5 3 0.4
HEIR [R5 4 (0.3) 4 0.2 0
oty i 2 (0.2) 2 0.1 0
B AE 1 (Ko.1) 1 0.1 0
Bl 1 (K0.1) 1 0.1 0
PR BE 1 (K0.1) 1 0.1 0
SRR A 1 (Ko.1) 1 0.1 0
B REkE 0 1 (0.2) 1 0.1
18 MBS 0 1 (0.2) 1 0.1
A& [EHRIR 0 1 (0.2 1 0.1
ERERE L O ERE 8 (0.6) 8 0.5 4 (0.6) 6 0.7
IR A % 4 (0.3) 4 0.2 0
At 2 (0.2) 2 0.1 1 (0.2) 1 0.1
LSRR 1 (Ko.1) 1 0.1 0
[ESustiin 1 (<0.1) 1 0.1 0
A R R 0 1 (0.2) 1 0.1
A # i 0 1 (0.2) 1 o1
FLIE N 0 1 (0.2 2 0.2
FLEARE L 0 1 (0.2 1 0.1
BB XUk mE 6 (0.5) 7 0.4 2 (0.3) 2 0.2
[P E 1 5 (0.4) 5 0.3 2 (0.3 2 0.2
Hm 1 (Ko.1) 1 0.1 0
SANTPEEHENED F 1 (K0.1) 1 0.1 0
AR pi s 5 (0.4) 6 0.4 2 (0.3) 2 0.2
FoA47A 1 (<0.1) 1 0.1 2 (0.3 2 0.2
ARG 77 1 (0. 1) 1 0.1 0
Pl ) 1 (<0.1) 1 0.1 0
R 1 (K0.1) 1 0.1 0
B 1 (Ko.1) 1 0.1 0
HLAR 1 (K0.1) 1 0.1 0
MgHR LY R EE 5 (0.4) 5 0.3 1 (0.2 2 0.2
E=qiiil 3 (0.2 3 0.2 0
I/ N 1 (<0.1) 1 0.1 0
T B ERES IIAE 1 (K0.1) 1 0.1 0
U o NEE 0 1 (0.2 2 0.2
BPE, B JOGEMARIAOEEY (ks IO 2 (0.2 2 0.1 1 (0.2 1 0.1
WY —TmEie)
(Mt@'ﬂﬂ&ﬂi% 1 (Ko.1) 1 0.1 0
AW 1 (<0.1) 1 0.1 0
;LH%LBZW/J\%I“ 0 1 (0.2) 1 0.1
RS 1 (Ko.1) 1 0.1 0
Bre&y 1 (€0.1) 1 0.1 0
A 1 (Ko.1) 1 0.1 0
FROPR R 1 (Ko.1) 1 0.1 0
Gyl R R 0 1 (0.2) 1 0.1
JEUE 0 1 (0.2) 1 0.1

N: Number of subjects experiencing at least one event, %:
R: Event rate per 100 years,

least one event, E: Number of events

PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as

on—treatment if any dose of trial product has been administered within the prior 49 days.

Percentage of subjects experiencing at
NEC: Not elsewhere classified

Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema

2.4 mg arm experiencing at least one event.

MedDRA version 22.1
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3: Severe adverse events by system organ class and preferred term - summary - on-treatment - safety
analysis set

System organ class Sema 2.4 mg Placebo
Preferred term N %) E R N (%) E R
Number of subjects 1306 655
Patient years of exposure (PYE) 1706. 1 829. 6
Events 143 (10.9) 242 14.2 44 (6.7) 68 8.2
H 5k 58 (4.4) 88 5.2 4 (0.6) 8 1.0
T 23 (1.8 26 1.5 3 (0.5 4 0.5
R 20 (1.5) 22 1.3 0
g 8 (0.6) 8 0.5 0
L 6 (0.5) 6 0.4 1 (0.2 1 0.1
2 4 (0.3) 4 0.2 0
ik 3 (0.2 3 0.2 2 (0.3 2 0.2
THE R 2 (0.2) 2 0.1 0
3En) 2 (0.2 2 0.1 0
BLW 1 (<0.1) 1 0.1 0
A LR 1 (<0.1) 1 0.1 0
S35 1 (K0.1) 1 0.1 0
S 1 (<0.1) 1 0.1 0
5377 1 (<0.1) 1 0.1 0
T BRERYE H IR 1 (K0.1) 1 0.1 0
i3 1 (K0.1) 1 0.1 0
+ —Fe TR 1 (K0.1) 1 0.1 0
UNVES 1 (0. 1) 1 0.1 0
VHbain 1 (<0.1) 1 0.1 0
HIE TR 1 (<0.1) 1 0.1 0
KR 1 (<0.1) 1 0.1 0
KIGZE L 1 (0. 1) 1 0.1 0
N5 O dihih s 1 (<0.1) 1 0.1 0
L~ =T 1 (0. 1) 1 0.1 0
iR AT 0 1 (0.2 1 0.1
JEYIE R K OV AR UE 34 (2.6) 44 2.6 12 (1.8 14 1.7
=P 10 (0.8 10 0.6 0
7 R o BRI 3 (0.2) 3 0.2 0
HIAER 3 (0.2 3 0.2 1 (0.2 1 0.1
Hkgy 2 (0.2 2 0.1 0
BLR 2 (0.2) 2 0.1 1 (0.2 1 0.1
E RUF%% 1 (<0.1) 1 0.1 0
T A MLVT A LA SR 1 (Ko.1) 1 0.1 0
A 7N W 1 (<0.1) 1 0.1 0
A L AP S 1 (<0.1) 1 0.1 0
7 A P ANE AT R 1 (Ko.1) 1 0.1 0
ARG R 1 (K0o.1) 1 0.1 0
RUE SR 1 (K0.1) 1 0.1 0
ol E LS 1 (Ko.1) 1 0.1 0
I gy 1 (Ko.1) 1 0.1 0
MESE S 1 (0. 1) 1 0.1 0
BRER 1 (K0.1) 1 0.1 0
I ESIEPN7E 1 (<0.1) 1 0.1 0
S P R 1 (<0.1) 1 0.1 0
Mg 1 (Ko.1) 1 0.1 2 (0.3 2 0.2
ALV RIS 1 (K0.1) 1 0.1 0
petsg=pi 1 (<0.1) 1 0.1 0
Hofts 1 (Ko.1) 1 0.1 0
KGR G 1 (K0.1) 1 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Severe adverse events by system organ class and preferred term — summary —
on—treatment — safety analysis set

System organ class Sema 2.4 mg Placebo

Preferred term N (%) E R N %) E R

PRI 1 (Ko.1) 1 0.1 0

=2 1 (<0.1) 1 0.1 0

il e e 1 (K0.1) 2 0.1 0

NI 1 (K0.1) 1 0.1 0

RS 1 (K0.1) 1 0.1 0

A VA &Y 0 1 (0.2) 1 0.1

A L RIS 0 1 (0.2) I 0.1

JRYLME BRI 0 1 (0.2 1 0.1

T TP BRI PR fE 0 1 (0.2) 1 0.1

B 1 0 1 (0.2 1 0.1

SGE Y 0 1 (0.2) 1 0.1

“R 0 1 (0.2 1 0.1

WUEME S 5 v 7 0 1 (0.2) 1 0.1

fiti g 0 2 (0.3 2 0.2
R 14 (1.1) 15 0.9 4 (0.6) 6 0.7

S 8 (0.6) 9 0.5 1 (0.2 1 0.1

FFEIPED F U 2 (0.2) 2 0.1 0

fEAR 1 (<0.1) 1 0.1 0

A B AR 1 (Ko.1) 1 0.1 0

RFEIE 1 (0. 1) 1 0.1 0

PN 1 (K0.1) 1 0.1 0

R I A 0 1 (0.2) 1 0.1

R 0 1 (0.2 1 0.1

J SR 0 1 (0.2) 2 0.2

JHE B AR PR 0 1 (0.2) 1 0.1
JHERESE R R 12 (0.9 16 0.9 2 (0.3) 2 0.2

R IE 9 (0.7 9 0.5 1 (0.2 1 0.1

APEgER 3 (0.2 3 0.2 0

JIEE 7S 3 (0.2 3 0.2 0

& T AT 2P —Y e 1 (<0.1) 1 0.1 0

NehRF 0 1 (0.2) 1 0.1
BE, R L O EA HE 12 (0.9 14 0.8 3 (0.5) 3 0.4

RAHEE 1 (<0.1) 1 0.1 0

R A BT 1 (Ko.1) 1 0.1 0

PGk 1 (<0.1) 1 0.1 0

VUSRS 1 (Ko.1) 1 0.1 0

LB X B 1 (Ko.1) 1 0.1 0

ALTE 1% H 1 1 (<0.1) 1 0.1 0

SEBAEEE T 1 (K0.1) 1 0.1 1 (0.2 1 0.1

WEARE 1 (K0.1) 1 0.1 0

A IR 5 1 (<0.1) 1 o1 0

FEEUE; 1 (0. 1) 1 0.1 0

WrE B 1 (K0.1) 1 0.1 0

ES=a= gl 1 (Ko.1) 1 0.1 0

Eatb i TEA 1 (<0.1) 1 0.1 0

B el 1 (K0.1) 1 0.1 0

FHEBESET 0 1 (0.2) 1 1

el 0 1 (0.2 1 0.1
BRI L OWE A MRk 9 (0.7 10 0.6 7 (L1 9 1.1

A 4 (0.3) 4 0.2 1 (0.2) 1 0.1

AT B E 2 (0.2 2 0.1 3 (0.5 3 0.4

R 1 (<0.1) 1 0.1 2 (0.3 2 0.2

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Severe adverse events by system organ class and preferred term — summary —
on—treatment — safety analysis set

System organ class Sema 2.4 mg Placebo

Preferred term N (%) E R N %) E R

i EEBR 1 (Ko.1) 1 0.1 0

JA 1B AR E A A 1 (K0.1) 1 0.1 0

HERIMZE MEAE 1 (0. 1) 1 0.1 0

kR3] 0 1 (0.2) 1 0.1

A By PR B2 E 0 1 (0.2) 1 0.1

HERIHZE H 0 1 (0.2) 1 0.1
PR ¥ & OB T AL 7 (0.5) 8 0.5 4 (0.6) 5 0.6

Z 9P 1 (<0.1) 1 0.1 0

5 FEME B 1 (<0.1) 1 0.1 0

B &% 1 (Ko.1) 1 0.1 0

ZITIE 1 (<0.1) 1 0.1 2 (0.3 2 0.2

M S 1 (<0.1) 1 0.1 1 (0.2) 1 0.1

FIB 1 (<0.1) 2 0.1 1 (0.2) 1 0.1

ETEE S 1 (0. 1) 1 0.1 0

R R E 0 1 (0.2 1 0.1
—i% - BHREER IO G OIREE 6 (0.5) 6 0.4 0

FEEL 2 (0.2) 2 0.1 0

W7 2 (0.2) 2 0.1 0

77 hE 2 (0.2 2 0.1 0
i R f A 5 (0.4) 5 0.3 0

H I Vigd&Esit 1 (Ko.1) 1 0.1 0

) /\~t‘i%bu 1 (0. 1) 1 0.1 0

HJFM+ 1 (<0.1) 1 0.1 0

=] T/J"T}»?rbmiﬁw 1 (Ko.1) 1 0.1 0

IR 1 (K0.1) 1 0.1 0

B 4 (0.3) 4 0.2 1 (0.2) 1 0.1

1ETH 1 (<0.1) 1 0.1 0

B I B U 1 (<0.1) 1 0.1 0

T BRI, 1 (0. 1) 1 0.1 0

15 1 1 (K0.1) 1 0.1 0

1in fEE 0 1 (0.2 1 0.1
B X OukkiEE 4 (0.3) 4 0.2 1 (0.2 1 0.1

[El#RtE D F U 2 (0.2) 2 0.1 0

A =T— L 1 (<0.1) 1 0.1 0

A& pReka 1 (K0.1) 1 0.1 0

TR 0 1 (0.2) 1 0.1
Rt L Ok E 4 (0.3) 6 0.4 0

L 25 /a:;.sr 1 (<0.1) 2 0.1 0

ReAEEE 1 (Ko.1) 1 0.1 0

B IHR 1 (K0.1) 1 0.1 0

ik 1 (<0.1) 1 0.1 0

&H VU U AMGE 1 (€0.1) 1 0.1 0
MiEE LD v SREEE 3 (0.2 3 0.2 3 (0.5 3 0.4

ERIRES=gilk 1 (Ko.1) 1 0.1 0

E=qiil 1 (<0.1) 1 0.1 0

Ji i 4 ifn. 1 (K0.1) 1 0.1 0

U L NEiiE 0 1 (0.2) 1 0.1

M MR E 0 1 (0.2) 1 0.1

L BRIk iE 0 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Severe adverse events by system organ class and preferred term — summary —
on—treatment — safety analysis set

Page 198 of 361

System organ class Sema 2.4 mg Placebo
Preferred term N (%) N {/

Sl 3 (0.2 3 0.2 4 (0.6) 4 0.5
,_\rifu*%)rﬁ% 1 (<0.1) 1 0.1 1 (0.2) 1 0.1
TNV S 1 (Ko.1) 1 0.1 0
L TERMIE 1 (<0.1) 1 0.1 0
DM FEZE 0 2 (0.3) 2 0.2
DMHAE 0 1 (0.2 1 0.1

gl 3 (0.2 5 0.3 4 (0.6) 5 0.6
5 DY 1 (K0.1) 1 0.1 1 (0.2 1 0.1
A RLA 1 (<0.1) 1 0.1 0
AR 1 (Ko.1) 1 0.1 1 (0.2 2 0.2
R e 1 (Ko.1) 1 0.1 0
K5O 1 (0. 1) 1 0.1 0
e 0 1 (0.2 1 0.1
AR X 0 1 (0.2 1 0.1

MR g, BERS KON 2 (0.2 2 0.1 1 (0.2) 1 0.1
ITEdS 1 (<0.1) 1 0.1 1 (0.2 1 0.1
i JE. 1 (0. 1) 1 0.1 0

BB L OSLER 2 (0.2 2 0.1 0
b RN e = ah! 1 (<0.1) 1 0.1 0
- I 1 (0. 1) 1 0.1 0

&r)& ‘_%:&imifﬁiﬂﬁ@#@% (BB LV 2 (0.2 2 0.1 2 (0.3 2 0.2

R "—‘70
B SLRgE 1 (Ko.1) 1 0.1 0
AL 1 (<0.1) 1 0.1 0
AR B 2 i e e 0 1 (0.2) 1 0.1
FLAE NHGTEMER A 0 1 (0.2) 1 0.1

NEB L ONEHLE 1 (€0.1) 1 0.1 1 (0.2 1 0.1
= DA A3 1 (0.1) 1 0.1 0
PNERCECIUN 0 1 (0.2) 1 0.1

Bk L OUREE RS 1 (<0.1) 2 0.1 1 (0.2 1 0.1
B IE 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
PR AIE 1 (K0.1) 1 0.1 0

IR, PEMERS KL OVEES OREE 1 (€0.1) 1 0.1 0
H SR E 1 (K0.1) 1 0.1 0

o SRR 1 (0.1) 1 0.1 1 (0.2 1 0.1
JEE 1 (0.1) 1 0.1 1 (0.2 1 0.1
P 0 1 (0.2) 1 0.1
T % 0 1 (0.2 1 o1

N: Number of subjects experiencing at least one event,
least one event, E: Number of events, R: Event rate per 100 years,

%:

PYE: The duration of the on—treatment period in years.

Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days.

MedDRA version 22.1

Percentage of subjects experiencing at

NEC: Not elsewhere classified

Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
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4: Serious adverse events by system organ class and preferred term - summary - on-treatment - safety
analysis set

System organ class Sema 2.4 mg Placebo
Preferred term N %) E R N %) E R
Number of subjects 1306 655
Patient years of exposure (PYE) 1706. 1 829. 6
Events 128 (9.8) 164 9.6 42 (6.4 53 6.4
JRYWIE B OV AR HUE 21 (2.1) 271 1.6 10 (1.5 12 1.4
ELEES 5 (0.4) 5 0.3 0
HIEAS 5 (0.4) 5 0.3 1 (0.2) 1 0.1
B ERER 2 (0.2 2 0.1 0
E BT 1 (<0.1) 1 0.1 0
RS A L AREYY 1 (<0.1) 1 0.1 0
T A ML A LA R 1 (K0.1) 1 0.1 0
A DA AT A A JEY, 1 (<0.1) 1 0.1 0
7 R o EREE RY 1 (<0.1) 1 0.1 0
[ i e B e R e 1 (0. 1) 1 0.1 0
SRR S g% 1 (K0.1) 1 0.1 0
PN 1 (<0.1) 1 0.1 0
ZRFLME RS 1 (<0.1) 1 0.1 0
PN 1 (0. 1) 1 0.1 0
F T AR AR 1 (<0.1) 1 0.1 0
il e 1 (Ko.1) 1 0.1 0
K 1 (<0.1) 1 0.1 0
8 PRl S e g% 1 (K0.1) 1 0.1 0
FRbk 1 (K0.1) 1 0.1 0
7 A JL A PRI 0 1 (0.2 1 0.1
F V7T X< fE 0 1 (0.2 1 0.1
7 N EREE PR L SE 0 1 (0.2) 1 0.1
AT ESNE RS 0 1 (0.2) 1 0.1
R Y 0 1 (0.2 1 0.1
B FE BRI PRSI i 0 1 (0.2 1 0.1
S 0 1 (0.2 1 0.1
PR B I 0 1 (0.2) 1 0.1
WUEMEY 3 v 7 0 1 (0.2 1 0.1
JitiZ% 0 2 (0.3) 2 0.2
B I5hEE 18 (1.4 25 1.5 0
Nt 4 (0.3) 4 0.2 0
HEH% 3 (0.2) 3 0.2 0
APk 2 (0.2) 2 0.1 0
ﬂ%x 2 (0.2 2 0.1 0
ﬁ”%LNv 7 2 (0.2) 2 0.1 0
TEL 1 (<0.1) 1 0.1 0
T RE R 1 (K0o.1) 1 0.1 0
T 1 (K0.1) 1 0.1 0
REIMAER R 1 (<0.1) 1 0.1 0
) 1 (Ko.1) 1 0.1 0
+ IR 1 (0. 1) 1 0.1 0
AN T 1 (K0.1) 1 0.1 0
MET HTTT 1 (Ko.1) 1 0.1 0
N 1 (Ko.1) 1 0.1 0
N5 D bR 1 (Ko.1) 1 0.1 0
i~ =7 1 (K0.1) 1 0.1 0
I 1 (Ko.1) 1 0.1 0
FNHGE R 17 (1.3 21 1.2 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Serious adverse events by system organ class and preferred term — summary —
on—treatment — safety analysis set

System organ class Sema 2.4 mg Placebo

Preferred term N (%) E R N %) E R

REARE 12 (0.9 12 0.7 1 (0.2 1 0.1

H5% % 4 (0.3) 4 0.2 0

APEARgE s 3 (0.2 3 0.2 0

& KT AT 2 —Y e 1 (<0.1) 1 0.1 0

k=g voray 1 (<0.1) 1 0.1 0
T EAS RIS I OE B kL Rk 11 (0.8 11 0.6 5 (0.8) 6 0.7

A BA i E 3 (0.2 3 0.2 2 (0.3 2 0.2

GRSk 1 (K0.1) 1 0.1 0

MR 1 (<0.1) 1 0.1 0

T 15 77 BB A 1 (Ko.1) 1 0.1 0

HEHI AR ZE H 1 (K0.1) 1 0.1 1 (0.2 1 0.1

FE AR ZE e 1 (K0.1) 1 0.1 0

g 1 (<0.1) 1 0.1 1 (0.2 1 0.1

WO Al e 1 (Ko.1) 1 0.1 0

LIS 1 (Ko.1) 1 0.1 0

RA PR 0 1 (0.2) 1 0.1

B R MR 0 1 (0.2) 1 0.1
BE, EES LOSEMARH oS EY (el IO 9 (0.7 9 0.5 3 (0.5) 3 0.4
RY—T%5ETr)

#L%?Wf%@hrétﬁ 2 (0.2) 2 0.1 1 (0.2) 1 0.1

- BE T A O 4 1 (Ko.1) 1 0.1 0

NERl =gk =gea o 1 (K0.1) 1 0.1 0

IR PE L 1 (<0.1) 1 0.1 0

BT R 1 (<0.1) 1 0.1 0

éL“ﬁﬁEﬁWﬁf‘ 1 (Ko.1) 1 0.1 0

VRN 1 (<0.1) 1 0.1 0

G B AR 1 (K0.1) 1 0.1 0

~7 U —Hifia A 0 1 (0.2) 1 0.1

PRI 2 e 0 1 (0.2 1 0.1
G PR L ORESOHE 8 (0.6) 13 0.8 3 (0.5 3 0.4

MaHEE BT 1 (K0.1) 1 0.1 0

AR i@ F kL 1 (<0.1) 1 0.1 0

MRS i A 1 (<0.1) 1 0.1 0

AL X % 1 (<0.1) 1 0.1 0

ALTE 1% H 1. 1 (<0.1) 1 0.1 0

S B E T 1 (Ko.1) 1 0.1 1 (0.2 1 0.1

KRBT 1 (0. 1) 2 0.1 0

e A RS 1 (K0o.1) 1 0.1 1 (0.2 1 0.1

WE BT 1 (K0.1) 1 0.1 0

B aT 1 (Ko.1) 1 0.1 0

ES=d=gil 1 (Ko.1) 1 0.1 0

e TR 1 (K0.1) 1 0.1 0

Al 0 1 (0.2) 1 0.1
PR R R 8 (0.6) 8 0.5 3 (0.5 4 0.5

PN 1 (K0o.1) 1 0.1 0

AR A 1 (<0.1) 1 0.1 1 (0.2 1 0.1

Eiﬂffmtfﬂfxné THEIR T B [alistE o F 1 (Ko.1) 1 0.1 0

1 (<0.1) 1 0.1 0

ﬁ%rLEfWF HESE 1 (<0.1) 1 0.1 0

1 (K0.1) 1 0.1 0

“’fftidfx 1 (<0.1) 1 0.1 0

el &&Jib\ 1 (€0.1) 1 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:22:34 — taesummary. sas/taesumsaeot. txt



Module 2.7.6

Page 201 of 361

Serious adverse events by system organ class and preferred term — summary —
on—treatment — safety analysis set
System organ class Sema 2.4 mg Placebo
Preferred term (%) R N %) R
R A 25 0 1 (0.2 o1
D RIPEFEAE 0 1 (0.2 o1
JHEE AR SRR 0 1 (0.2 101
DB 7 (0.5 10 0.6 7 (1.1) 7 0.8
YN I iE 2 (02 2 01 1 (0.2 o1
LA 2 (02 4 0.2 1 (0.2 o1
EEBRpR A2 1 (<0.1) 1 o1 0
IYEE Sl 1 (<0.1) 101 0
EULES 1 (<0.1) 101 0
N2 E R E 1 (<0.1) 101 0
BliE 0 1 (0.2 I 0.1
DR 0 1 (0.2 101
Y T 0 2 (03 2 0.2
DFRAE 0 1 (0.2 101
—f% - BEEER L OB G ORE 5 (0.4) 5 0.3 0
Fe Lol e 2 (0.2) 2 0.1 0
Jaed 1 (<0.1) 101 0
& =27 > NP 1 (o.1) 1 0.1 0
FEEL 1 (<0.1) 101 0
PR, MaEhds K OERmiE & 4 (0.3 4 0.2 5 (08 6 07
fili ZEARIE 2 (02 2 0.1 2 (03 2 02
b5 1 (<0.1) 101 0
RBRAE K 1 (<0.1) 101 0
T PE PR N4 0 1 (0.2) 1 o1
s ge 0 1 (0.2 101
i B 0 2 (03 2 0.2
HiI L Ok mEE 4 (0.3 4 0.2 0
[E]ERED F 3 (0.2) 3 0.2 0
A =T — U 1 (K0.1) 1 0.1 0
S ERS L O RHLE 3 (0.2 3 0.2 5 (0.8) 5 0.6
H /S 82 1 (<0.1) 1 o1 1 (0.2) 1 0.1
JHZELIRR 1 (<0.1) 101 1 (0.2 o1
HERIBR Tl 1 (K0.1) 1 o1 0
Bz BE 51 - 0 1 (0.2 101
AT HHA 0 1 (0.2 1 0.1
JIERE TRk 0 1 (0.2 101
R P 3 (02 4 0.2 0
I ML P AR AR AR AE 2 (02 2 0.1 0
AL 1 «o.1) 2 0.1 0
MRF KOV v REE 3 (0.2) 3 0.2 0
2 1fi. 2 (0.2 2 0.1 0
IR A 1 (<0.1) 101 0
AFER R L OSLERE 3 (02 3 02 1 (0.2 1 0.1
BERE R ME 7 i 1 (<0.1) 101 0
' ifn. 1 (<0.1) 101 0
PR FE 1 (K0.1) 101 0
Ehid 4z 0 1 (0.2 1 0.1
N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in

descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
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Serious adverse events by system organ class and preferred term — summary —
on—treatment — safety analysis set

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
TR E 3 (0.2 3 0.2 1 (0.2 1 0.1
AR VARG 1 (<0.1) 1 0.1 0
AR &R 1 (Ko.1) 1 0.1 0
R 1 (K0.1) 1 0.1 0
AR 0 1 (0.2 1 0.1
IR, PEMEFS K OVEEEH ok 3 (0.2 3 0 0
SRV 2 (0.2) 2 0.1 0
HLFT AR 1 (<0.1) 1 0.1 0
FRE 3 L O TRk 3 (0.2) 3 0.2 0
TFIRA 1 (Ko.1) 1 0.1 0
YRR A IR 1 (K0.1) 1 0.1 0
WETEE TS 1 (0.1) 1 0.1 0
BB L UYRM R E 2 (0.2) 2 0.1 0
B AIE 1 (<0.1) 1 0.1 0
JREETE A 1 (K0.1) 1 0.1 0
it kO slEE 2 (0.2 2 0.1 0
I 1 (0. 1) 1 0.1 0
KAV v AIfiE 1 (K0.1) 1 0.1 0
i R fR A 1 (<0.1) 1 0.1 1 (0.2 1 0.1
U S—EHIN 1 (K0.1) 1 0.1 0
PREE N 0 1 (0.2) 1 0.1
k=4 0 2 (0.3) 2 0.2
1fn fEE 0 1 (0.2 1 0.1
G IR M2 E 0 1 (0.2) 1 0.1
o Rk E 0 1 (0.2 1 0.1
JEUE 0 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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5: Adverse events leading to permanent trial product discontinuation by system organ class and
preferred term - summary - on-treatment - safety analysis set

System organ class Sema 2.4 mg Placebo
Preferred term N %) E R N %) E R
Number of subjects 1306 655
Patient years of exposure (PYE) 1706. 1 829. 6
Events 92 (7.0 123 7.2 20 (3.1) 23 2.8
H 5k 59 (4.5) 78 4.6 5 (0.8) 5 0.6
E 22 (1.7) 22 1.3 1 (0.2 1 0.1
R 15 (1.1) 15 0.9 0
T 9 (0.7 9 0.5 0
g 6 (0.5) 6 0.4 1 (0.2 1 0.1
PO 4 (0.3) 4 0.2 0
HERER 3 (0.2 3 0.2 0
BLW 2 (0.2 2 0.1 0
SN 2 (0.2) 2 0.1 0
HHEH A2 2 (0.2 2 0.1 0
9 2 (0.2 2 0.1 0
R 2 (0.2) 2 0.1 0
A WP AR 1 (Ko.1) 1 0.1 0
PERER 1 (0. 1) 1 0.1 0
rﬁﬁuﬁﬂ%ﬁé 1 (<0.1) 1 0.1 0
—RIE S 1 (K0.1) 1 0.1 0
ﬁﬁ?ﬁ 7 1 (Ko.1) 1 0.1 0
KG9 1 (0. 1) 1 0.1 1 (0.2 1 0.1
NN 1 (<0.1) 1 0.1 0
NEERAS R 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
o~ =7 1 (<0.1) 1 0.1 0
=R 2SsHiiN 0 1 (0.2) 1 0.1
R 7 (0.5) 7 0.4 3 (0.5) 4 0.5
cr 1 (<0.1) 1 0.1 1 (0.2 1 0.1
/ 7 5 AE 1 (0. 1) 1 0.1 0
1 (<0.1) 1 0.1 0
@IIJ«% 1 (<0.1) 1 0.1 0
TN P 1 (Ko.1) 1 0.1 0
NS 1 (K0.1) 1 0.1 0
5 SRSy 1 (K0.1) 1 0.1 1 (0.2 1 0.1
bl 0 1 (0.2 1 0.1
RS 0 1 (0.2 1 0.1
&J@ioi(}&?fﬂ%ﬁk 5 (0.4) 5 0.3 2 (0.3 2 0.2
EIE 2 (0.2) 2 0.1 0
%’vé% 1 (<0.1) 1 0.1 1 (0.2 1 0.1
B K& 1 (K0o.1) 1 0.1 0
HETEE S 1 (K0.1) 1 0.1 0
ZERE 0 1 (0.2 1 0.1
JRYLIE R OV A HUE 4 (0.3) 4 0.2 1 (0.2 1 0.1
ELEES 2 (0.2) 2 0.1 0
T A RV A v AP B 1 (<0.1) 1 0.1 0
BhER 1 (€0.1) 1 0.1 0
R B I 0 1 (0.2) 1 0.1
PR R PR 4 (0.3) 4 0. 1 (0.2 1 0.1
SR 1 (Ko.1) 1 0.1 0
J SRR 1 (K0.1) 1 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events leading to permanent trial product discontinuation by system organ
class and preferred term — summary — on—treatment — safety analysis set

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
BRI A 1 (Ko.1) 1 0.1 0
EE R 1 (K0.1) 1 0.1 0
R I A 0 1 (0.2 1 0.1
—i% - BHEER IO G OIREE 3 (0.2 3 0.2 0
77 hE 2 (0.2 2 0.1 0
g 1 (K0.1) 1 0.1 0
R L O SeEREE 3 (0.2 3 0.2 0
BAEER 3 (0.2 3 0.2 0
JHRESE R b 2 (0.2 2 0.1 1 (0.2 1 0.1
AR RE 2 (0.2 2 0.1 0
FF R af A4 i 0 1 (0.2) 1 0.1
AR p s 2 (0.2) 2 0.1 1 (0.2 1 0.1
R i AR AR RS 1 (0. 1) 1 0.1 0
WS I . 1 0.1 0
il - A RIRfE 0 1 (0.2 1 0.1
A RIS KOS A kR 2 (0.2 3 0.2 0
MR 1 (<0.1) 1 0.1 0
A 1 (<0.1) 1 0.1 0
HERIRRZE H 1 (K0.1) 1 0.1 0
G PR L ORESOHE 2 (0.2 4 0.2 2 (0.3 2 0.2
WSEE 1 (<0.1) 1 0.1 0
HEHHZLE S BSOS 1 (Ko.1) 1 0.1 0
J&EET 1 (0. 1) 1 0.1 0
W R 1 (K0.1) 1 0.1 0
P 0 1 (0.2 1 0.1
Al 0 1 (0.2 1 0.1
B, BB L OREAH O AEY (BB LW 2 (0.2 2 0.1 2 (0.3 2 0.2
R —T%4ETr)
I 1 (0. 1) 1 0.1 0
IRVAST 1 (K0.1) 1 0.1 0
PRESHTEWD 0 1 (0.2 o1
TESRAE S 0 1 (0.2 1 0.1
i AR AR A 2 (0.2 2 0.1 0
U S —BHI 1 (K0.1) 1 0.1 0
JFRESHE LA 1 (€0.1) 1 0.1 0
SRR KON RHLE 1 (Ko.1) 1 0.1 1 (0.2 1 0.1
CEaR Ay 1 (<0.1) 1 0.1 1 (0.2 1 0.1
Jilik=4 1 (K0.1) 1 0.1 0
ASRENME ) I T AE 1 (K0.1) 1 0.1 0
HB L Ok 1 (Ko.1) 1 0.1 0
[ElfRE D F 1 (Ko.1) 1 0.1 0
BB L ORI P 1 (Ko.1) 1 0.1 0
182 14 B gl 1 (€0.1) 1 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events leading to permanent trial product discontinuation by system organ
class and preferred term — summary — on—treatment — safety analysis set

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
MifEFR KOV R REE 0 1 (0.2 1 0.1
U 2o SHiE 0 1 (0.2 o1
WP, IS X ORENRREE 0 1 (02) 1 01
fiti ZEALE 0 1 (0.2 1 0.1
ol 0 1 (0.2 o1
DRAE 0 1 (0.2 1 0.1

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on-treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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1: Adverse events by system organ class, high level group term and preferred term - summary - on-
treatment - safety analysis set - STEP 1 Japanese population

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
Number of subjects 67 33
Patient years of exposure (PYE) 93.5 45.3
Events 59 (88.1) 256 273.8 30 (90.9) 96 211.8
H IR E 35 (52.2) 93 99.5 17 (51.5) 26 57.4
(ﬁ{b' SRS & OYER 22 (32.8) 50 53.5 5 (15.2) 8 17.6
L 13 (19.4) 19 20.3 2 (6.1) 2 4.4
Nt 7 (10.4) 14 15.0 1 (3.0 1 2.2
B A R 5 (7.5) 7 1.5 0
NG 3 (4.5) 3 3.2 1 (3.0) 1 2.2
HIERE 2 (3.0 4 4.3 0
R AT 2 (3.0 2 2.1 0
FSEQO) 1 (1.5) 1 1.1 0
KA 0 1 (3.0) 1 2.2
(2 0 1 (3.0) 3 6.6
LB X ORI 20 (29.9) 32 34.2 7 (21.2) 8 17.6
EE 11 (16.4) 11 11.8 3 (9.1) 3 6.6
T 9 (13.4) 18 19.3 4 (12.1) 4 8.8
ﬁﬁu@i" P £, 2 (3.0 2 2.1 1 (3.0 1 2.2
T L TR B 1 (1.5) 1 1.1 0
«mtﬁ*m&r% 3 (4.5) 3 3.2 1 (3.0) 1 2.2
EES 2 (3.0 2 2.1 1 (3.0) .2
rAlIREPNI TS 1 (1.5) 1 1.1 0
DH’EV\?H*WE%Z’ I} 1 (1.5) 2 2.1 0
AR 1 (1.5) 1 1.1 0
BRSPS 1 (1.5) 1 1.1 0
3 L O A 04k R 1 (1.5 1 1.1 6 (18.2) 6 13.2
i clg 1 (1.5 1 1.1 6 (18.2) 6 13.2
HILEOIREENE C 1 (1.5) 2 2.1 1 (3.0) 1 2.2
H Gk 1 (1.5) 2 2.1 1 (3.0) 1 2.2
VL& A TR 1 (1.5) 1 1.1 0
PR 1 (1.5) 1 1.1 0
EIRA 1 (1.5) 1 1.1 0
I 1 (1.5) 1 1.1 0
B SED 1 (1.5 1 1.1 0
AR —7 1 (1.5) 1 1.1 0
THLE A2 3 L OPA%E 0 1 (3.0) 1 2.2
AL DA 0 1 (3.0) 1 2.2
HILEHMNE C 0 1 (3.0) 1 2.2
AR H 0 1 (3.0) 1 2.2
,z\/’w“kctoﬁrimr“ 35 (52.2) 66 70.6 17 (51.5) 29 64.0
TR AR 72 BRYARIT & B E 32 (47.8) 59 63.1 16 (48.5) 27 59.6
_nEEES 24 (35.8) 42  44.9 11 (33.3) 18 39.7
ELEES 6 (9.0 6 6.4 2 (6.1) 2 4.4
WHEE A 3 (4.5) 3 3.2 2 (6.1 2 4.4
AP 2 (3.0 2 2.1 0
B g% 1 (1.5 1 1.1 0
R RGE Y 1 (1.5) 2 2.1 0
E % 1 (1.5) 1 1.1 0
] S5 e ¢ 1 (1.5) 1 1.1 0
Jatk% 1 (1.5) 1 1.1 0
S B B % 0 1 (3.0) 1 2.2

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set — STEP 1 Japanese population

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
KB SR 0 1 (3.0) 2 4.4
2R 0 1 (3.0 1 2.2
JEE Rt 2% 0 1 (3.0) 1 2.2
A IVASEYE 5 (7.5) 5 5.3 2 (6.1) 2 4.4
A TN 5 (7.5) 5 5.3 2 (6.1 2 4.4
A B R YSE 2 (3.0 2 2.1 0
VY E S 1 (L.5) 1 1.1 0
FHig 1 (1.5) 1 1.1 0
TR 12 (17.9) 19  20.3 3 (9.1) 4 8.8
SHR 7 (10.4) 13 13.9 3 (9.1) 3 6.6
T 7 (10.4) 13 13.9 3 (9.1 3 6.6
HRTFHEENE C 5 (7.5) 5 5.3 0
S SR 2 (3.0 2 2.1 0
FEhE D F 2 (3.0 2 2.1 0
TR 1 (1.5) 1 1.1 0
FHiE L O R FEE 1 (1.5) 1 1.1 1 (3.0) 1 2.2
FH AR [ 1 (1.5 1 1.1 0
FHNOIE R 0 1 (3.0 1 2.2
MG g, BERIS K O b 0 (14.9) 12 12.8 5 (15.2) 5 11.0
RoE R X OYER 7 (10.4) 8 8.6 4 (12.1) 4 8.8
FXGEDORIE 5 (7.5) 6 6.4 4 (12.1) 4 8.8
I JZEMR B AS R 1 (1.5) 1 1.1 0
] 1 (1.5) 1 1.1 0
PPl R EENE C 2 (3.0 2 2.1 0
AT 1 (1.5 1 1.1 0
AN} A AT P R A I (15 1 11 0
FRGEREE (EEER) 2 (3.0 2 2.1 0
T LV F — s R 1 (1.5) 1 1.1 0
i 1 (1.5 1 1.1 0
o] 0 1 (3.0) 1 2.2
Mafgse 0 1 (3.0) 1 2.2
—i% - BEREER OGO REE 9 (13.4) 13 13.9 2 (6.1) 3 6.6
EHEENE C 6 (9.0) 8 8.6 1 (3.0) 1 2.2
[=Y3 4 (6.0) 6 6.4 0
it 1 (1.5) 1 1.1 0
W 1 (1.5) 1 1.1 0
KIHENR 0 1 (3.0) 1 2.2
RIS 2 (3.0 3 3.2 0
FEEL 2 (3.0 3 3.2 0
B GO ES 2 (3.0 2 2.1 1 (3.0) 2 4.4
e S pitiva e 1 (1.5) 1 1.1 0
VEIFHAL PN H if 1 (1.5) 1 1.1 0
IR R 0 1 (3.0) 2 4.4
KRG F O TR fkbR 9 (13.4) 9 9.6 1 (3.0) 1 2.2
FRB L OR R 5 (17.5) 5 5.3 0
a2 3 (4.5) 3 3.2 0
5 FEME R 1 (1.5) 1 1.1 0
FIB 1 (L.5) 1 1.1 0
B Rk g 2 (3.0 2 2.1 0
1T 2 (3.0 2 2.1 0
A L O & Bt pa s 1 (1.5) 1 1.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set — STEP 1 Japanese population

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
1k 1 (1.5) 1 1.1 0
MRS X OVEERS 1 (1.5) 1 1.1 1 (3.0) 1 2.2
FEINEIRIE 1 (1.5) 1 1.1 0
E AR 0 1 (3.0) 1 2.2
R R IR A 9 (13.4) 10 10.7 3 (9.1 3 6.6
JE B R R A 1 (1.5) 2 2.1 0
TI=T ) M URT =T —BHN 1 (1.5) 1 1.1 0
—7wy\wb§yx7;§~fﬁm 1 (1.5) 1 1.1 0
MM%%@E (iR % & ) 1 (1.5) 1 1.1 0
A%aut/mw 1 (L5) 1 1.1 0
FEHMAENEC 1 (1.5) 1 1.1 2 (6.1) 2 4.4
M$7v7%y$xﬁ%+~fﬁm I (L5 1 11 2 (6.1 2 4.4
@@%%@ﬁ(%%@ﬁ%%<) 1 (L5) 1 11 0
DX S TH Y TR 1 (1.5) 1 1.1 0
BRI L OWEROREICE T 531 1 (1.5) 1 1.1 0
RE D 1 (1.5) 1 1.1 0
BIREESRIRARS X OYRMBR A 1 (1.5) 1 1.1 0
M2 Lo F= 4N 1 (1.5) 1 1.1 0
EE%;U& HIMAN E C 1 (1.5) 1 1.1 0
uﬁﬁaﬁm 1 (1.5) 1 1.1 0
Mﬁﬁ( ERVE AR ST 1 (1.5) 1 1.1 0
M¢WW/F HEN 1 (1.5) 1 1.1 0
AT RE L OUMIEY: mﬁé 1 (1.5) 1 1.1 0
DY ERYVE S &é% 1 (1.5) 1 1.1 0
THLE A 0 1 (3.0 2.2
Y X—E 1 0 1 (3.0 1 2.2
BRI KOS A kR 7 (10.4) 7 7.5 9 (27.3) 10 22.1
RA gl 3 (4.5) 3 3.2 4 (12.1) 4 8.8
RA SR 3 (4.5) 3 3.2 1 (3.0 1 2.2
By v~ 0 1 (3.0) 1 2.2
AR B EE 0 2 (6.1) 2 4.4
SRR X O AMBREENE C 2 (3.0 2 2.1 5 (15.2) 5 11.0
W HRYE 2 (3.0 2 2.1 5 (15.2) 5 11.0
MBI X OVEIR B 1 (1.5) 1 1.1 0
TR SENE 1 (L.5) 1 1.1 0
Jit, BB X OME R E 1 (1.5) 1 1.1 0
ﬁ% 1 (1.5 1 1.1 0
= ERMEREER LOEITZ2 L) 0 1 (3.0) 1 2.2
: 0 1 (3.0) 1 2.2
B LUk E 7 (10.4) 8 8.6 1 (3.0) 1 2.2
BEE L O AR E 6 (9.0 6 6.4 0
ARRIBGE 6 (9.0 6 6.4 0
7)/kiot) ¥R 1 (1.5) 2 2.1 0
1 (1.5) 2 2.1 0
%ﬂﬁ = (PR A ETe) 0 1 (3.0) 1 2.2
2W%ﬁﬁ 0 1 (3.0 1 2.2
{%\Wikiom A OHE 6 (9.0 6 6.4 5 (15.2) 7 15.4
HEN 3 (4.5) 3 3.2 2 (6.1) 3 6.6
m%@%ﬂ% 1 (1.5) 1 1.1 1 (3.0 1 2.2
B mha (s 1 (1.5) 1 1.1 0
EIL7I 1 (1.5) 1 1.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
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Adverse events by system organ class, high level group term and preferred term -
summary — on—treatment — safety analysis set — STEP 1 Japanese population

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
R 0 1 (3.0) 1 2.2
A B 0 1 (3.0) 1
PR EERIC X B 2 (3.0 2 2.1 0
ENRE 1 (1.5) 1 1.1 0
Euy 1 (1.5) 1 1.1 0
BeGRmR, 2 ool iR X ORI 1 (1.5) 1 1.1 2 (6.1) 3 6.6
TEZE)IE F e 5 1 (1.5) 1 1.1 2 (6.1) 3 6.6
BB L OREEEG 0 1 (3.0 1 2.2
BT 0 1 (3.0) 1 2.2
s 2 (3.0 3 3.2 0
W%\EW%F%NEC 1 (1.5) 1 1.1 0
ARG 1 (1.5) 1 1.1 0
W%M% FIEESR 35 &L O E 1 (1.5) 2 2.1 0
T LIV —PERERL 1 (1.5) 1 1.1 0
IRE 5 FEdE 1 (1.5) 1 1.1 0
I B 2 (3.0 2 2.1 1 (3.0 1 2.2
m%@%k;o*r 1 (1.5) 1 1.1 0
RS 1 (1.5) 1 1.1 0
1 I 1 A 1 (1.5) 1 1.1 0
e I 1 (1.5 1 1.1 0
ERENEC 0 1 (3.0 1 2.2
E ) 0 1 (3.0) 1 2.2
il 2 (3.0 2 2.1 0
REEAR e 1 (1.5) 1 1.1 0
ﬁmﬁ% 1 (1.5) 1 1.1 0
M9Oﬁ%\ﬁ% 1 (1.5) 1 1.1 0
1 (1.5 1 1.1 0
JHFRALTE Yo i 1 (1.5) 1 1.1 1 (3.0) 1 2.2
H?ixkoﬁ?ﬂ SEE A 1 (1.5) .1 1 (3.0) 1 2.2
iR A 1 (1.5) 1 1.1 0
il 0 1 (3.0 1 2.2
MiEFRs L SR pEE 1 (1.5) 1 1.1 1 (3.0) 1 2.2
v PR i & B BEE 1 (1.5) 1 1.1 (3.0 1 2.2
210 1 (1.5) 1 1.1 1 (3.0) 1 2.2
BB LUK pEE 1 (1.5) 1 1.1 1 (3.0 1 2.2
Wﬁﬁi 1 (1.5) 1 1.1 0
T EERE 1 (1.5) 1 1.1 0
WE%;@%8MW&F% 0 1 (3.0) 1 2.2
Hig 0 1 (3.0) 1 2.2
Y 1 (1.5) 1 1.1 1 (3.0) 2 4.4
T%Mﬁ 1 (1.5) 1 1.1 1 (3.0) 2 4.4
DB AHED 1 (15 I L1 0
A7 a s 0 1 (3.0 1 2.2
BEERETuv s 0 1 (3.0) 1 2.2
iR B KOS ERE 1 (1.5) 1 1.1 0
ARE R O e i fEE 1 (1.5) 1 1.1 0
HLALA #% 1 (1.5) 1 1.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:24:15 — taesummary. sas/taesumot. txt
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Adverse events by system organ class, high level group term and preferred term —
summary — on—treatment — safety analysis set — STEP 1 Japanese population

System organ class

High level group term Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
o RIEE 1 (1.5) I 11 0
T LV — R R 1 (L5) 1 11 0
FHIET L F— 1 (15 1 11 0
B L ORI IEE 0 1 (3.0 2.2
PRIE R dpeds & OVER 0 (30 1 22
BIRBEIR 0 1 (3.0 2.2

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified,
PYE: The duration of the on-treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class, high level group term and preferred term based,
respectively, on the percentage of subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:24:15 — taesummary. sas/taesumot. txt



Module 2.7.6
Page 212 of 361

2: Adverse events possibly or probably related to trial product by system organ class and preferred
term - summary - on-treatment - safety analysis set - STEP 1 Japanese population

System organ class Sema 2.4 mg Placebo

Preferred term N %) E R N %) E R
Number of subjects 67 33
Patient years of exposure (PYE) 93.5 45.3
Events 35 (52.2) 85 90.9 9 (27.3) 15 33.1
H 5k 31 (46.3) 63 67.4 6 (18.2) 6 13.2

L 13 (19.4) 17 18.2 1 (3.0) 1 2.2

5K 8 (11.9) 8 8.6 2 (6.1) 2 4.4

T 5 (17.5) 9 9.6 1 (3.0) 1 2.2

PR AR Je 5 (17.5) 6 6.4 0

R 4 (6.0) 8 8.6 0

H A B 2 (3.0 2 2.1 1 (3.0) 2.2

VLR B 2 (3.0 4 4.3 0

R AT 2 (3.0 2 2.1 0

B 1 (1.5) 1 1.1 0

HRY—7 1 (1.5) 1 1.1 0

H Ik 1 (1.5) 2 2.1 0

REIERGR 1 (1.5) 1 1.1 0

VH L S a7 1 (1.5) 1 1.1 0

NG 1 (1.5) 1 1.1 0

R 0 1 (3.0 1 2.2
—i% - BEEER OB G OIREE 5 (7.5) 5 5.3 2 (6.1) 3 6.6

ey 1 (1.5) 1 1.1 0

TSN R A 1 (1.5) 1 1.1 0

TESTERAL PN H 1 1 (1.5) 1 1.1 0

T 1 (1.5) 1 1.1 0

77 hE 1 (1.5) 1 1.1 0

IR T 0 1 (3.0) 2 4.4

ARAH AR 0 1 (3.0) 1 2.2
AR L Ok bmE 5 (7.5) 5 5.3 0

BRIBGE 5 (17.5) 5 5.3 0

il AR AR A 4 (6.0) 4 4.3 1 (3.0 1 2.2

C — BUSIER ARSI 1 (1.5) 1 1.1 0

MBIy b = B 1 (1.5) 1 1.1 0

7 v7F= 8 1 (1.5) 1 1.1 0

R 1 (1.5) 1 1.1 0

Y S—B 0 1 (3.0 1 2.2
PR R R 3 (4.5) 3 3.2 1 (3.0) 1 2.2

FEED 2 (3.0 2 2.1

SHYF (1.5) 1 1.1 1 (3.0 1 2.2
JEYLIE 36 & OVEFAE U 1 (1.5 1 1.1 1 (3.0 1 2.2

ELEES 1 (1.5) 1 1.1 1 (3.0) 1 2.2
AR FE 1 (1.5) 1 1.1 0

MRS 57 1 (1.5) 1 1.1 0
IR SSENOVINIAEN ¢ 1 (1.5) 1 1.1 0

E=qiiil 1 (1.5 1 1.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days.
Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema
2.4 mg arm experiencing at least one event.
MedDRA version 22.1
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:24:16 — taesummary. sas/taesumrelot. txt
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Adverse events possibly or probably related to trial product by system organ class
and preferred term — summary — on—treatment — safety analysis set — STEP 1 Japanese
population

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
B 1 (1.5) 1 1.1 0
EUlIS7 1 (1.5) 1 1.1 0
AR R LOILEEE 1 (1.5) 1 1.1 0
IR A R 1 (1.5) 1 1.1 0
JHFRELTE R b 0 1 (3.0) 1 2.2
NehlF 0 1 (3.0) 1 2.2
BB L ORI REE 0 L (30 1 22
R R 0 1 (3.0 1 2.2
R F KO FRERRRE 0 1 (3.0 1 2.2
EAi R 0 1 (3.0 1 2.2

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on-treatment period in years.
Adverse events with onset date during on—treatment period. A time-point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days.
Relationship to trial product is based on assessment by investigator. Sorted in descending order by
system organ class and preferred term based, respectively, on the percentage of subjects in the Sema
2.4 mg arm experiencing at least one event.
MedDRA version 22.1
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:24:16 — taesummary. sas/taesumrelot. txt
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3: Severe adverse events by system organ class and preferred term - summary - on-treatment - safety
analysis set - STEP 1 Japanese population

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
Number of subjects 67 33
Patient years of exposure (PYE) 93.5 45.3
Events 0 1 (3.0 1 2.2
JERYREFS K OV AR HUE 0 1 (3.0 2.2
RS GHESIIES 0 1 (3.0 2.2

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
nn9536,/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:24:18 — taesummary. sas/taesumsevot. txt
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4: Serious adverse events by system organ class and preferred term - summary - on-treatment - safety
analysis set - STEP 1 Japanese population

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N (%) E R
Number of subjects 67 33
Patient years of exposure (PYE) 93.5 45.3
Events 2 (3.0 2 2.1 2 (6.1 2 4.4
H kT 1 (15 1 11 0
A IIREIN TS 1 (1.5) 111 0
JEYLRER & OVF AR BUE 1 (15 I 11 1 (3.0 2.2
il S PR 5% 1 (15 I L1 0
RS SIS 0 1 (3.0 2.2
FEDE e, Mazhds K OEhmiE & 0 1 (3.0 1 2.2
Jrafs g 0 1 (3.0 1 22

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on—treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:24:19 — taesummary. sas/taesumsaeot. txt
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5: Adverse events leading to permanent trial product discontinuation by system organ class and
preferred term - summary - on-treatment - safety analysis set - STEP 1 Japanese population

System organ class Sema 2.4 mg Placebo
Preferred term N (%) E R N %) E R
Number of subjects 67 33
Patient years of exposure (PYE) 93.5 45.3
Events 2 (3.0 2 2.1 1 (3.0 1 22
H kT 1 (15 1 11 0
A IIREIN TS 1 (1.5) 111 0
Rt Lot I (L5 1 11 0
BARIOR 1 (15) 1 11 0
BefE 3 L OB TR 0 I (30 1 22
=S 0 1 (3.0) 1 2.2

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
least one event, E: Number of events, R: Event rate per 100 years, NEC: Not elsewhere classified
PYE: The duration of the on-treatment period in years.
Adverse events with onset date during on—treatment period. A time—point is considered as
on—treatment if any dose of trial product has been administered within the prior 49 days. Sorted in
descending order by system organ class and preferred term based, respectively, on the percentage of
subjects in the Sema 2.4 mg arm experiencing at least one event.
MedDRA version 22.1
nn9536/nn9536—summary/ jp_meddra_20210604_er
04JUN2021:05:24:20 — taesummary. sas/taesumdiscot. txt
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2.7.6.12  NN9536-4374
276121 ERRHAREIE

BERIKEEDR

Novo All¢, DK-2880 Bagsvaerd, Denmark.

Novo Nordisk A/S, Clinical Reporting Anchor and Disclosure (1452);
email address: clinicaltrials@novonordisk.com

LI
BETIENHE~ZVF K 24mg

RS -
t~7/VF R, NNC0113-0217

SRAER ID : NN9536-4374

clinicaltrials.gov identifier: UTN -UI1111-1200-8148

NCT03552757 IND number — 126360

Paediatric status: EudraCT number —2017-003414-10
EMEA-001441-PTP03-17-M01 Japanese registration number — JapicCTI-183992

RERDIZRE -
2 RUBERRIR 2 A 2B E U B R E 25 & Lk~ 7L F K 24 mg il 1 B35 O %R K OV ek
2 FUHE RIS 2 A4 DR EE T E ICB T 58~ 7 VTF RO EORRE 2 s+ 2 HEmse

(STEP 2)

BERETERMS

AFRERTIE 149 OIRBR ERifax 1245 1 4 OIEBRE TEEM 2154 Lo, BUT OIRBRETEA D IRBRR SRS
ZEONELMHER L, BALTD NEBRBREREE~DELELEEL AT HEA (signatory investigator) | (T
i,

REREM R -

AREBRIILLT D 12 5 [H O 149 figk CEE Sz (A7 U —=2 7 R OBEVESE Y £ 0 S e 50
o TIAVUFU SR

o W& 10 fik

o A : 9Nk

o XUy 6k

o ALK :I18fEH

o HA : 12k

o TV : 9k

o FET VUM 6Nk

o AA V8RR

o T IV HREMEH Sk
o I : 10 fEaX

o CKE : 51 MizR

ARXE (FIAXH) -
AR AR R VR R i R AT RE 70 A FSCHRIL 7200,

SREREARS RENDI7Iz—X:
BALGH : 201846 H 4 H %5 3a fH

BTH (F%E 202043 5240
¥BTH (EE 202045810
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Cut-off date :

ARGR R ICHBH L TV DA REERIL. 202045 H 20 A A (Bie~ 2 0vF RHUKRICET 55 —% K O°
IY)ENRET — &%%<£7 Z) JTN20204E 6 H 26 Al (Fik~ 27 vF FHIKICET 27— % RO
WMENET — %) DK T — X _X—AZBWTCHIHRECH 72T — X 2L TV 5D

WESERE
2020 4+ 8 4 28 H

AHBORZMNERRUER

ARBRIL, AREEHEZENE Lz~ VT R 24mg B THRGOE a7 0 /I a0 L LT3
B X Av, 2 BUBEPRIR A A T DR E U EM RS (BMI2S 27 kg/m? LA b)) Zxfgel LT, ha ) —%H
MR L 7= BFE N OF RGN EDO NI gL E LToe~ 7 VF K 24mgil | A% FEEIZXD
RERRD OFREE R WRE2ME T 7R T 5 2 2B E Lz, RBRICEET 50 500 FIEE 5K
M9 BRI, TXTOHBREICH L TREDY X7 LXRXT ¢ v MZOWTHEHAZITVY., #BRENORE
7 s uto BB 13 E OEM 72 BRI, TRBRIKIEE ORI O H 2 5217 7=,

B :

FEBHM

o 2HUBEIRIFAZE T HIMAESUIIEREHEBRE 2R L LT, e ) —EHIR LR ELROHIKIEEED
BN DML E LToOe~ 27 LF R 24mg il 1 A% FTHREOREICHT 208277 R
LT %,

o LUTOHEBIZOWT, 28 RF A2 AT DR E IIEMERE 2R L LT, el —%2HRL7E

BHEN O KEESEORINC T 2 MhEEE L ToOe~ZAF K 24mgi#ll | B FHREOHEE

TR LTS

o DIMFERIV AT 777 H—

o FRIRBYT 7 b LFHM (COA)

o Ififizs bu—v

PUFOIEBIZHOWT, 2 BIBERE 2 A3 DA E IR E 2 x4t e LT, 1n U —%HRL7~Z

BELOHERITEIEOBEIMITT A MBEEE L TCOr~ 7T K 24mg#l 1 [BE THREOHRE%

v~ F N 1.0mgi# 1 B F&R5 L g4 5 -

(NEES

DIEZR) R 77 7 X —

BEERPYT © N L5Hl (COA)

mpE= > ha—

2 BUHE PRI & A DI R E IR RS 2 x4 e LT, n ) —%HRL7IcEFLOFRIGE&D

BN AR E L LToOE~ 2 0F R 1.0mg i 1 8% THRGOMmbEF= > b o — k4 5%)

RuE2TTvREREKT D,

2 HUHE PRI & A DI A O IEm AR 2 x4 e LT, n ) —%HlR L2 F L O RIGEEO

AN X DL L LTOE~ ZLF R 24mg il 187 F#G0OLEMR OBAEE 7 7R

LT 5,

Estimand

FHHNZHRT L1z 2 DD estimand (JB9% J5 &t estimand X OMEAR estimand) (ZDWC, AMEICEE T 5

RARA > MEiHiiT 5, ZbD estimand IE, B F R 24 mg B TFEGDOIERDRIHONWT, 25D

Fe DM R B Z AT 52 72 OIHE LT,

E % estimand (V&5 # estimand)

F % estimand [T, T X TOEMERED AFT SHIZHERE BN T, IWRA~OT Fe 7 7 2 2 RO oHFUE

T G ({Ztiﬁf‘ﬁff!i%ﬂ IR ESNEFFM) ORMGICEDL LT, e U —Zf[R L 7-RS kT RGE) & DY

Izt T iR E LTOB~ 2 AF ROF I ERITHHT 5 68 ik DIGENREDOEE & &b+ 5,

Bl YR estimand ({48 estimand)
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O
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BIIVREY estimand 1%, T X COMIELEI D (11T SNT-HEBRF BT, MOPUIEREE (RES B3
BAELFAM BT 5 2 &< RIS NIRBREIN AW U CHEER B T S inE A kR L 7= 5
A0, ha ) —EHIRE LA L FIREBEOHICKTAMREEE LToOR®~ 7 LF ROT T ERIC
9% 68 W1k DIGEN ROV % E LT 5,

BERAE

ARRBRIX, ZhagkdhE, EEEIEE, BELEI AT, ZEER, ¥V FI— 3B 7T ERIEOR
BRCh v, 68 M OIGERIE 5] L O D% 7T OESFEENE (5 21Tbky) THEREh
776

2 BUBE R IR 2 A 9 2R E LB E 2, p e U — &R LR & O RIEE & OB x4 2 4
BiiE e LC, B0 F R24mg, B~ 7 A F R10mg X778 AZH 1 EERGETLH2 L& Lz,
HIBEED Y 27 28T 57~ ARBROEIICE~2Z7LF F1L0mgBETIE 8 #M, ¥~ LF K24
mg £ TlE 16 A [# o H S ik 2 581 72, H Sl imicke v <, MRHEOR 5% 681 (b«
T) Ok L7z (2.4 mgil 1 [EEEEE 52 M, 1.0 mg i 1 B 503 60 M) . HLAHIENIRBREED
v aT U MICERBEIND LS, B/ NAF ROEBHOR S 2ZE L T, BReEFMozd ok
FAREE (TR T) I GHET O 7THEITHRE LT,

A A U<, BERWHRIIARE ATRE L LT,

HER VBT SNI-HERESR
1,200 BIDNEAEAEI D FHT END L HICEHE SN, 1,595 BINRN A7 U —=0 7 %50F . 1,210 N EE
ZEID TS, 1,207 BIDNEBRIEOR 55252 1T 7, #HBRE D 96.2% 0N ka2 T L (EF1) ,

& 1: HREOAR-ITXTOHEKRE

Sema 1.0 mg Sema 2.4 mg Placebo Total
N (%) N (%) N (%) N (%)
Screened 1595
Screening failures 361
Withdrawn before randomisation 24
Randomised 403 ( 100) 404 ( 100) 403 ( 100) 1210 ( 100)
Randomised in violation of incl., 21 ( 5.2) 11 ( 2.7) 17 ( 4.2) 49 ( 4.0)
excl. and/or randomisation criteria
Exposed 402 (99.8) 403 (99.8) 402 (99.8) 1207 (99.8)
Analysis sets
Full analysis set 403 ( 100) 404 ( 100) 403 ( 100) 1210 ( 100)
Safety analysis set 402 (99.8) 403 (99.8) 402 (99.8) 1207 (99.8)
Treatment completion
On-treatment at week 68 (treatment 354 (87.8) 357 (88.4) 347 (86.1) 1058 (87.4)
completers)
After at least one temporary 27 ( 6.7) 34 ( 8.4) 28 ( 6.9) 89 ( 7.4)
interruption
Trial product permanently discontinued 49 (12.2) 47 (11.6) 56 (13.9) 152 (12.6)
Primary reason for permanent
discontinuation of trial product
Adverse event 19 ( 4.7) 26 ( 6.4) 13 ( 3.2) 58 ( 4.8)
Protocol violation 5 (1.2) 1 (0.2) 7 1.7) 13 (1.1)
Randomised in violation of 5 (1.2) 1 (0.2) 5 (1.2) 11 ( 0.9)
incl., excl. and/or
randomisation criteria
Other 0 0 2 ( 0.5) 2 (0.2)
At the discretion of the 2 ( 0.5) 0 1 (0.2 3 (0.2)
investigator
Safety concern as judged by the 1 (0.2) 1 (0.2) 0 2 (0.2)
investigator
Withdrawal of consent 5 (1.2) 2 ( 0.5) 7 (1.7) 14 ( 1.2)
Lost to follow-up 2 ( 0.5) 5 (1.2) 3 (0.7) 10 ( 0.8)
Other 15 ( 3.7) 12 ( 3.0) 25 ( 6.2) 52 ( 4.3)
Attended end-of-treatment visit 37 ( 9.2) 37 ( 9.2) 42 (10.4) 116 ( 9.6)

after permanent discontinuation of
trial product
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Trial completion
Attended end-of-trial visit (trial 390 (96.8) 391 (96.8) 383 (95.0) 1164 (96.2)
completers)
Attended end-of-trial visit and end- 354 (87.8) 356 (88.1) 344 (85.4) 1054 (87.1)
of-treatment visit without
permanent discontinuation of trial
product
Withdrawn from trial 13 ( 3.2) 13 ( 3.2) 20 ( 5.0) 46 ( 3.8)
Primary reason for trial withdrawal
Withdrawal by subject 10 ( 2.5) 5 (1.2) 12 ( 3.0) 27 ( 2.2)
Lost to follow-up 2 (0.5 7 (1.7) 7 01.7) 16 ( 1.3)
Death 1 (0.2) 1 (0.2) 1 (0.2 3 (0.2
Withdrawn from trial before week 68 12 ( 3.0) 11 ( 2.7) 15 ( 3.7) 38 ( 3.1)
Withdrawn from trial without 2 (0.5) 0 0 2 (0.2)
prior permanent discontinuation
of trial product
Initiated other anti-obesity therapies 7 (1.7) 4 (1.0) 13 (3.2)

N: Number of subjects, %: Percentages are based on randomised subjects.

A time-point is considered as on-treatment if any dose of trial product has been administered
within the prior 14 days. Permanent discontinuation is when a subject stopped taking trial product
and did not resume treatment and is therefore not considered as 'on-treatment' at end of treatment
period (week 68). Temporary interruption is when a subject missed at least 2 consecutive doses of
trial product and resumed treatment before end of treatment period (week 68). Only reasons for
permanent discontinuation of trial product or trial withdrawal actually recorded for at least one
subject are presented.

THROEIEGHANEE .

FAEIREE .

o PEBIAR, AN FREBUSIER T 18 |k

e BMI A% 27.0 kg/m? PL I

o  (KREBAOEOORFRELZHRATHHEUNICEIL TR o128 % 1 FLLEAT H5RE (R
FHEOREIZESL)

o A7 V—=27® 180 BL LR 2 BHEIRSF LW & T\ b

o UTOWTNIDIREEZZITTND :
o AHEBEROMEENELEOL, b LIEA MR, SU. SGLT2i it U # V' iz Lk 5 HiflG

S
o HBEDOTG NS TR OBEFRRIE (X MR I >, SUL SGLT2i Xt 27 U %V 2) 3FIETofE
FATE#

KR RSN TWA A MBI, U ZY 2 SGLT2i XL SU b L B AANC X A1E8IET T

e 5, ROBERFEOERFIZOWTE, A7 V—=" 7RI 90 HULEZE L T2 & (fE A

. HEROFGHEDEDNRWVEGS) ZHANOSRMLE LT,

e HbAlc 2’ 7%~10% (53~86 mmol/mol)

F BRI EE

o RJVU—=UTHI90 HEUNIZ Skg (111bs) HBOKEEB N H - 72tk (BREEOTLEOH KA
M7, wREaHFOWMEIIESL)

o HKEEREAATOWERE AT U —= U VRFOHEFRERATE I & (eGFR) 2% 30 mL/min/1.73 m? 4
Tt (SGLT2i TYREH OHERF 1X 60 mL/min/1.73 m? &) (KDIGO 2012 23 EF T 5 CKD-EP1 7 L' 7
F =X THERM Lo RERB ORERIZESL) LEET D

o IV hE— LRETHENANLE L 725 A[HEMED & 2 B R IFHEIE XX EBE 2 A3 2 RE, A
7 V== 7190 HUNIZAZ UV —=2 7 IEAE D 11 & TOMICIREHE XX RSO E#
EHETHEEEES (R 12X 0 Ehi S 72 AN X 5B T C ORISR R TR
EhTwnws o

EBEABNYMITEE .

o RV VU—=VIMNLEAELEI AT ETOMIC, RFEHGEICH 1ELLEOTRALZ Lo, 772
L. 2 HETORRBAITFTFE SN D,
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o IE{EZAE|Y £} FD Patient Health Questionnaire-9 (PHQ-9) D A =X 7 A3 15 R DR E

o A7 V—=UUDEEREI AT ETOMIZAEBAITA R RWHERE

o ARV V—=VIUInLEEAEI T ETOMICan BT ARG A —/ (C-SSRS) @ 4T 5
BNZFE YT 5 B R RRE DI W kR

b E X

o IEBRETEMMNEZEMIZBENDD EHM L TWD

e )L =175 100ng/L LA

o JERDERN

o UEHR

o MHIREZHFHELTND

o TKERWE A XUTARIKRBOIGERIE 2 WM ORBRICFEIFRFICS I L TV b

BERE, AERUIREAZE, Oy &S

<7 F R (@i =— K NNCO113-0217) (X, B~ 2Z/LF F 1.0 mg/mL, 1.34 mg/mL X/% 3.0 mg/mL

(AEITIS U TERRN) A 7 PDS290 XU BIE AL B3 mL) & —{KMbL7=7 L7 v REdFIE LT

fEftEniz, B~ 0F FORAEIE, B~ 27 0F K24 mg B CIREELEID (TR ORMO 16, &

< 7 VF R 1.0 mg B TITEMEAE O 1T % ORAIO W ENFN 4B LiCligT s & L

025 mg/WNGRRB L, B~ 70 F R24mgETIX 05, 1.0, 1.7 XU 24mg/l~LHE L, B~

F F 1.0 mg #£TIX 0.5 X 1.0 mg/l~ &) o #EBEHE (1.0 mg U 2.4 mg) (CAEMED 2 ks

. HERARIVIRWAE TR AR T 2 2 &R TE T,

B~ NATF Rowy FESROAEIREZ LLTICRT,

e 1.0mgmL (0.25mg &% 0.5mgi 1 BIFEH]) : HP50620 (202044 H 18 H)

e 134mg/mL (0.25mg. 0.5mg &K 1.0mgi#A 1 a4 5-H]) : GV40056 (202045 H 22 H) . HP50863
(2020410 A 9 H)

e 3.0mgmL (1.0mg, 1.7mg XU 24mgi# 1 E#5H) : HP50623 (202049 H 13 H) . HP53043 (
2020410 A 5 H) . HP53045 (2020412 10 H)

5 HAR -
68 1A [H

XHRE, AERUVEEAZ. Oy S

Y~ ZVF R7 TR (PDS290 'L 7 4 )b RALUAEAZR BmL) ) 1%, 24 mg B G HARA O T T+

RTHY, B~ F R7 TR (PDS290 7L 7 4 /b RUAEAZR (1.5mL) ) 1% 1.0 mg #5- A

HOTZ7eRThHolz, B~ NVTF NHBEOERMEEZHEEFT 2720, X7V I—THF A U 2RRL, T

RCOWHREITH 2 5521772, B~ AT R7TERIEROE~ I VT K7 78R 10 OHEHHE

X, BT R ERBRICEM L7,

v I NF R TEROR Y NESROEIIREZ L FICRT,

o I NFRFTEARI (025mg, 0.5mg, 1.0mg, 1.7mg K24 mgi 1 [EIFE 5D EE D7
Z+R) : HP50657 (2020 4F 10 A 30 H) . HP51152 (2020 4F 10 A 30 H) . HP53677 (2021 4F 6 A
6H)

o I NTFRFTEARN (025mg, 0.5mg KN 1.0mgi# 1 85I HWL/AID 7T 2 R)
GV40076 (202046 A 26 H) . HP50986 (2020410 H 16 H) . HP40009 (202046 A 26 H)

FHMmESE - B
T5AR)V—TVRRA Vb
o RN—ZT Ay (0H) 25 68 FE TORELILE (%)
o OREITN—ZT A (01) 7D 5%LL EDORERD 2 #ENK L -HRE (30,0 R)
BRI EH O F)—IFRAD b
o 68MICLAF &R LotiiE (1Tv k)
o RN—=2F A (0i) 25 10%LL EDERED
o N—=2RF A (0) 25 15%LL EDORERD
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o U X MEME, HbAle, WHMEHIMLE, B {AHRED 2 =7 (Short Form-36 (SF-36) 12 & 0 #Afi] &
X Physical function domain score (5 H)  [Quality of Life-Lite Clinical Trials Version (IWQOL-Lite-CT) [
L VEHE) OX—2F 142 (0#) 75 68 FE THDEAL

OB EA T YTV FRA D b

K (kg) . BMI, HbAlc (B~ AF K 1.0mgil#ll 1 B TG L&~/ N TF KT T vREDKE) | 28
NERFIAEE, ZZMERFIE T A > 2 Y >, SRRMILE, IEE, ChUsH# 7327 (CRP) |\ 7’7 A/ —74
AEVEARIR A E -1 (PAL-1) &M, SF-36 A =27} (N IWQoL-Lite for CT A 27 D_—2ZF A > (0
) 225 68 ETHOLE M, 68T, X—AT A (01) 7D 20%LL EOEERAD 1TV, W) |
HbAlc 7.0% (53 mmol/mol) Aijifi, HbAlc 6.5% (48 mmol/mol) LLF. 10%LL_EDIKREE /D 7>
HbA1c7.0%AM . 15%LL EDOREAD 7> HbAle 7.0%A0 ., S IAFEEED A 27 (SF-36) DL AR H—
F#E Physical function domain score (5 THH) (IWQoL-Lite for CT) D L AR # —FHEZ L L 7= 475k
#,

STmER e

ZEHOHRMEA T YTV RRA D b

NR—=Z2F A2 (0#) 25 758 F TORBRERE FOAEFES (TEAE) ORI, ~—2F7 142 (0
W) 6 75 HETCOEERAEFSL (SABE) OFRBFE, X—ZX T A (0) 25 758 F TOIRERIE
B 5T CREL U EK e AT A A SRR O B B4, Ik, 717 —8, V=B ROD
Ny b= DORX—=Z2F A (0#) 75 68 ETOEL,

HMETF & -

BEHELEOBE

AR OPWRE BN ONZ I L 5T, FICLet2i i cE b X9 EE£ Lz, 7I9A4~ ) —2
RARA L FROBRERE S o X ) —= 0 RARA » MCET 28~ 270 F R24mg D7 78R (Tk~
VT R 1.0mg) Sk 2 EEERE CIX. IEFZEE LCREFIEEL AW, ZOREFIETIE, A8
KUEEZTRT5%E L, FRHELEEREIEYZHWT= Y RRAV FEBREL, BT RRA LV D
MR E CHREHIICARE (pfE<5%) ThoHEIZOR, IROT 2 RKRA > NOREICHEAT, B
BRAE D 20% 0 VEREEE 5-2 BRI L, 210D OBERE D 60%75% 68 HOFEAND 7= DRFEET 5 & ARE
T 5 &, FHE S T HRERE 1,200 B (ARE 400 1) Tl BEREBRETIEORY 9 OF TOxT Y RKRA
Y hOREKRTORMT] (=2 RBRA U FNOBRETIOE) 1X94% Th o7, #REEIZTICLEMEICLY
BHENTEY, 2RMNICHBREARENZ EPLREDBMY T U AOBRFI Thino 7,

R TR R E

UUT Offr i G2 E& LT

o  ARDOEMNTRLEMIZIZ, intention-to-treat (ITT) DJRANZHEWVEIESSE D £+ S 72T X TOHER

HEEDI,
o EEMMNTRREMIZIT, BAELE Y i S, B0 on=iEE DR LY 1 RIS - giRE
i,

e R OFHTRIBEEH OHERFE D 5 6 3HIIL, 1BEBREEER G A2 T o Toic s BV R SAER D 6 Bk
N,

£z 2R
AR L ORI O 72D, 2 SOBIEMIM &2 EF& LT
o In-trial BIZEHIH] « MEAELEI V11T B2 BIgBREMER & ZEOa 27 M b ol HETOER LT
WM & EF, In-trial BIEHIFIILL T OFHIIZFEH L=,
o Az - BLHIE M ONE % F #t estimand
o wWaEM-WECRUZHE COMBNENTELEDOH D FSR
e On-treatment BIZZ W : IGBRIEOW) R G- 6 & G- £ TCOWIMIC 2 30% 7 BE O FZ A %
M TG | e G- o—Rry ki GEfe L C 2 B30T 7 B2 8 2 2 RO 50370
o T ] & ) ZBRAN L 7o I & EF. On-treatment BIZEHH (+2 M) 1XLLF OFHMIZ
EH L,
o Az - BLE M OMRAR estimand
o &M - LEX., BRRA, JARET L ORI E
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On-treatment BIZEHIM (+7 W) XL T OFAMICAEH L7z,

o REME-FAEFGROA X MNHEZBERICEIVHESINLIZA X b
I FRA Y b RUSREHRAT
BGEEA T RARA Vb
TIA <)== KiRA v b
F 2 estimand Z MR AT TlX. REOZEIE (%) Z. B0 T S 1EE & OV B 1 % [E & 2h 5
L, R=2T A DFEE (kg ZIERELTIHIHEENE o8O TR L7z, 5% AR ¥ —
DTy RBRA 2 NOFHTET VX, B0 T o ieRE L OENIR - 2B EDREE L, X=X 71 DIk
H (kg ZEEELTLIRIAT Ay 7EIGFE Lic, B~ ZVF R 24mg D7 7 ERITKT 2R
Eld, 25 2 ODHTET MCESEFEM L7z, 68 HOFAARER T X TOT —X ZHNT, 68D
KAEZMTEL, MiELiEick S & FRA v bR LT, 794~ =2 FRA U FOFEE
estimand Z ¥ Fr9 A BRI I1X. L EMATEE (McEvoy IZ & 0 s S Fik) R Lo, £, BEESHT
TIE, BV F K24mg L 77 8REDHKL N E~Y I VT K24mg &~ 7 LT K 1.0mg &L ORDIG
DO OHEEME O L ENEE MFET L 72 (jump to reference 2 FAfi5e15, Sacks (2 & D H—4fi5215, tipping-
point 2 BEAH FEMEHT I3 0 K LPIE IR D2IEAET /L (MMRM) ZEM) , 5% L AKX — DN T
L BEGHTE LT, 68 HOREN R ThHoTclipEn ) VAR Z = LTHRSTZr Y AT v
7 Bl b FE i L7z,

EREOZELHE (%) [T HREIKRA estimand (X, AZMMEIZxET 25 MMRM & FH W TR L 7=, A2 PEIC %t
95 MMRM T, BREOELE (%) [ZOWT, FEMPT LR CHEEDRLOEELZED, T 6T
RTIZDOWTRFEN T AN RIS & UTRENT Lo, B2 29RE OREM IS L TWD EE L, [F—
WeBRE ORIEMITH L, EREE LS AT 2 W 2, 5% L AR & —I12xd 5 BIRA) estimand (%, {KE
(kg) ZINEEHE L TETMICHWZ E&2FRE, AMEICKTT 2 MMRM &R CE7 V% FV CREl
L7z, 68 HOERENKHAME TH - - HEBRE 12OV TiE, TNENOERFE OIKEEZ MMRM 75 Tl L,
Z DA AW TERRE D 5% L AR X —ThHoHENE I NS EIT->T-, ZONHEE, #uffirsni-
REAKOERIE 2B ERE L, X—=2A T4 OFE (kg ZHERELTIOPRAT 4 v V7 EFET IV
Z N CHRbT L 7=,

BGEE v ) —x v RARA > b

F 5 estimand Z MR ET AN ClE, T X TORIEE D XU — 0 RFEA > MTHOWT, KEEZLRO
TV RKRA Y M@EE#Z LT, 7794~ —x2 2 RiRA v MHAWEMZEEE R CFEE2Z AW, E
AT ALV FOKHET VX, TI9A4~ V=2 RRA 2 FTHHEREELR (%) LIFEEDHE
ERNR L O B A2 G IS BT L LR, R—ZAT7 A L OKRELY, SEOT RBA Y hOR—2 5
A VMEICEEHR 2T, MEOLVARN A —(ZET 2 RS v bOFFHETVE, 794~V — 2 R
KAV R THD 5% L AR E—DET N LREBEOBREDERL OB ELZEHn AT v 7EIFE L
oo EEHMICEE T 2R E D o F ) —x2 2 RRA > MIBT 2 FIRAY estimand DA ClE, 77 A
~ U=z RRA > hOIEIZER LA 5 MMRM & [/ UE 5 0% VT L=,

S & IR E 77 15 K DM
1BHEIT 8T estimand (249" DMREERYT > RARA > b OFFAlTI, FEERYZ2MFRIRRE FIRZ VW2 Z & 12 &
V. EEMRTOZ ENE I LT,

WEMED Y =2 RARA v b

SRR, HIMEORREIE D L F Y —2 2 RAEA > M 34 estimand (2O THEHT L7, AR 0L 2
Ry F—ZT 220 FRA Y ME, ZRENT T A~ Y =22 FRA > P ThOREDOELE (%) K
V5%V AR HF— & ZIENRERD FE TR LT,

GEMEOHE ' XV —x v RiRA b Th DI OV T, AREOfENT THYV 72 MMRM % A
WTCHiENT L7=, TEAE, BEELRAERSE 7IT7—8, VR—BROTINLVY h=039 T, BbHHE
ZHWTERH L,
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BREER
TR TOEMELE D AT ST HEERE ORERE L m  ON— R T A RRII 2RI R R CTRR TH -
7= (#2) .
=2 FRELEERUAN—X T4 45K
Sema 1.0 mg Sema 2.4 mg Placebo Total
N (%) N (%) N (%) N (%)
Number of subjects 403 404 403 1210
Age (years)
N 403 ( 100) 404 ( 100) 403 ( 100) 1210 ( 100)
18-<65 320 (79.4) 316 (78.2) 317 (78.7) 953 (78.8)
65-<75 78 (19.4) 78 (19.3) 78 (19.4) 234 (19.3)
75-<85 5 (1.2) 10 ( 2.5) 8 (2.0) 23 (1 1.9)
>=85 0 0 0 0
Sex
N 403 ( 100) 404 ( 100) 403 ( 100) 1210 ( 100)
Female 203 (50.4) 223 (55.2) 190 (47.1) 616 (50.9)
Male 200 (49.06) 181 (44.8) 213 (52.9) 594 (49.1)
Country of residence
N 403 ( 100) 404 ( 100) 403 ( 100) 1210 ( 100)
United Arab Emirates 12 ( 3.0) 13 ( 3.2) 13 ( 3.2) 38 ( 3.1)
Argentina 28 ( 6.9) 17 ( 4.2) 17 ( 4.2) 62 ( 5.1)
Canada 24 ( 6.0) 18 ( 4.5) 13 ( 3.2) 55 ( 4.5)
Germany 20 ( 5.0) 31 ( 7.7) 19 (4.7) 70 ( 5.8)
Spain 21 ( 5.2) 15 ( 3.7) 20 ( 5.0) 56 ( 4.06)
United Kingdom 28 ( 6.9) 28 ( 6.9) 30 ( 7.4) 86 ( 7.1)
Greece 15 ( 3.7) 11 (2.7) 21 ( 5.2) 47 ( 3.9)
India 45 (11.2) 66 (16.3) 53 (13.2) 164 (13.6)
Japan 36 ( 8.9) 42 (10.4) 47 (11.7) 125 (10.3)
Russian Federation 37 ( 9.2) 23 (. 5.7) 36 ( 8.9) 96 ( 7.9)
United States 117 (29.0) 128 (31.7) 116 (28.8) 361 (29.8)
South Africa 20 ( 5.0) 12 ( 3.0) 18 ( 4.5) 50 ( 4.1)
Ethnic origin
N 403 ( 100) 404 ( 100) 403 ( 100) 1210 ( 100)
Not Hispanic or Latino 344 (85.4) 357 (88.4) 354 (87.8) 1055 (87.2)
Hispanic or Latino 59 (1l4.06) 47 (11.6) 49 (12.2) 155 (12.8)
Not Applicable 0 0 0 0
Race
N 403 ( 100) 404 ( 100) 403 ( 100) 1210 ( 100)
White 272 (67.5) 237 (58.7) 242 (60.0) 751 (62.1)
Asian 97 (24.1) 112 (27.7) 108 (26.8) 317 (26.2)
Black or African American 28 ( 6.9) 35 ( 8.7) 37 ( 9.2) 100 ( 8.3)
Other 6 (1.5) 16 ( 4.0) 13 ( 3.2) 35 (2.9)
American Indian or Alaska Native 0 4 (1.0) 2 (0.5 6 ( 0.5)
Native Hawaiian or Other Pacific Islander 0 0 1 (0.2) 1 (<0.1)
Not Applicable 0 0 0 0
BMI (kg/m"2)
N 403 ( 100) 404 ( 100) 403 ( 100) 1210 ( 100)
<30 66 (16.4) 68 (16.8) 77 (19.1) 211 (17.4)
30-<35 163 (40.4) 140 (34.7) 135 (33.5) 438 (36.2)
35-<40 100 (24.8) 103 (25.5) 97 (24.1) 300 (24.8)
>=40 74 (18.4) 93 (23.0) 94 (23.3) 261 (21.6)
Smoking habits
N 403 ( 100) 404 ( 100) 403 ( 100) 1210 ( 100)
Never smoked 219 (54.3) 247 (61.1) 222 (55.1) 688 (56.9)
Previous smoker 117 (29.0) 108 (26.7) 119 (29.5) 344 (28.4)
Current smoker 67 (16.6) 49 (12.1) 62 (15.4) 178 (14.7)
Renal function, eGFR (mL/min/1.73 m"2)
N 403 ( 100) 404 ( 100) 403 ( 100) 1210 ( 100)
Normal (>=90) 265 (65.8) 271 (67.1) 259 (64.3) 795 (65.7)
Mild RI (60-<90) 121 (30.0) 114 (28.2) 120 (29.8) 355 (29.3)
Moderate RI (30-<60) 17 ( 4.2) 18 ( 4.5) 24 ( 6.0) 59 ( 4.9)
Severe RI (15-<30) 0 1 (0.2) 0 1 (<0.1)
End-stage renal disease (<15) 0 0 0 0
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Diabetes duration (years)

N 403 404 402 1209

Mean (SD) 7.7 (5.9) 8.2 (6.2) 8.2 (6.2) 8.0 (6.1)

Median 6.5 6.8 6.8 6.7

P5 ; P95 0.9 ; 19.4 0.8 ; 19.7 1.0 20.5 0.9 19.7

Min ; Max 0.5 ; 34.7 0.5 ; 37.7 0.6 29.9 0.5 37.7

DRUGS USED IN DIABETES, AlOQ 387 (96.0) 387 (95.8) 382 (94.8) 1156 (95.5)

BIGUANIDES 372 (92.3) 364 (90.1) 355 (88.1) 1091 (90.2)

SULFONYLUREAS 99 (24.6) 108 (26.7) 97 (24.1) 304 (25.1)

SODIUM-GLUCOSE CO-TRANSPORTER 2 (SGLTZ2) 90 (22.3) 95 (23.5) 99 (24.0) 284 (23.5)
INHIBITORS

THIAZOLIDINEDIONES 16 ( 4.0) 19 ( 4.7) 19 ( 4.7) 54 ( 4.5)

COMBINATIONS OF ORAL BLOOD GLUCOSE 7 (1.7) 8 (2.0) 8 (2.0) 23 ( 1.9)
LOWERING DRUGS

DIPEPTIDYL PEPTIDASE 4 (DPP-4) INHIBITORS 2 (0.5) 0 1 (0.2 3 (0.2)

ALPHA GLUCOSIDASE INHIBITORS 1 (0.2) 1 (0.2) 0 2 (0.2

GLUCAGON-LIKE PEPTIDE-1 (GLP-1) ANALOGUES 1 (0.2) 0 0 1 (<0.1)

INSULINS AND ANALOGUES FOR INJECTION, 0 0 1 (0.2 1 (<0.1)
FAST-ACTING

OTHER BLOOD GLUCOSE LOWERING DRUGS, EXCL. 0 1 (0.2 0 1 (<0.1)

INSULINS

N: Number of subjects, %: Percentages are based on number of subjects. SD: Standard deviation, P5:
5th percentile, P95: 95th percentile, BMI: Body mass index, eGFR: Estimated glomerular filtration
rate. The last available and eligible observation at or prior to the randomisation visit was
selected for summary.

AUMOHER -

AR CIL, 2 BBE R 2 A T R ESUIEWH R E 2 x5 L LT, hn ) —ZHIR L -8FE RO EK
TEEVE DN T DMEIEE LTCOE~ AT R24mgi#ll 1 [BEEOT 7 RE O~ 7 LT R
1.0 mg & Eb#E U721 R 2 314l L 72, 1R )78t estimand (intention-to-treat D JLHI) 1332 estimand TH
D, BE~DOT R 7 7 2 A RO OHEETERE OBMEICBED 57, B~ 27T K 2.4 mg DIFFEHE
(F7ERKEOEY AT R 1.0mg & D) ZL Tu\b, {48 estimand (on-treatment O JiHI)

1L, MOFUERTRR OB Z PR L7z BT, IRRIEDER G 2% 1T Ht) 72356 OIRFRIRE KM L T\ b,
FRFERY 72 M XTR % 5 1 estimand 12Dz,

UTICRT T IA4~) =22 RARA » PROBGRERE D U Z ) —x 0 KRR A MZOWT, FRTHEE L
NEFy 2 @ E L72BSEBE FIEICE D . X"=ZXT7 A4 b BHETOTZERITHT 28~ 7 AT R
2.4 mg DEBMEDFRFE S L7z

1. KEOELER (%)

5%LL LR E D DR

10% 2L b DARTE R DR

15% 2L b DARTE R DR

v A hEHEOZE

EBEOEIE (%) IZETHEY T LT R24mg &~ 27 LF K 1.0mg & OO

HbAlc DAL

WS 0 i = D 254k

HikseD A 27 (SF-36) D%k

10. ITWQOL-Lite-CT @ physical function domain score D21k,

R ATl ol

fiRZ, BET LT RARA b &L BITLUTITRT,

®E

FEIZHET L = FARA U FORERER IR L, fma bl FIZENT 5,

68 HDEREAEAE (%) KO 5%LL EOEKERADOER - T T4~V —2 FHRA 2k

o RN—=RATA UMb 68 ETOREZEIE (%) KU 68T 5%LL EOKERA & ZAk L 7o ki
BHICBE LT, 7T ERICHT 22~ ZLF F 2.4 mg OEBIEDBEAES N, FRICHE L
ST LD | FEmNEMT b,

o N—=RTA UMb 68HETORELEIE (%) KO 68T 5%LL LOKEWA & 2k L 7= ki D
EAICE LT, B2 F R 1.0mg 2T 5t~ 7 /LF K 2.4 mg OEBIMESHGEES Uiz,
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I B % Z OO E T v AL o b BRI D XY — iy KA L b
REIHT DRSS D 7T 7B RICHT D28~ 7 0F RN 2.4 mg OEBMIL, LIFOKEICE#ET LA
Mot Z Y =2 RARA v MR BT b,
o 10%LL B30T 15% LA E DR ERD 3R S NIZERE OFIGIE, 77 AR LR L T~V F K
2.4 mg BECHBTHICAEICHE D 2 T2,
o VT X NMNHME (F¥) ORADEIT. 77 BRRELLEL T~ 7 0F F 2.4 mg BETHREAIICAH EIC
REMoTo,
x3 REICEETHIY FRA Y F—RIAMRVHEENEHA VT —IT U FRA 2 FOFER
Sema 1.0 mg Sema 2.4 mg Placebo
Number of subjects 403 404 403
Baseline body weight (kg) - mean (SD) [1] 99.0 (21.1) 99.9 (22.5) 100.5 (20.9)
BODY WEIGHT (%) - PRIMARY ENDPOINT
Treatment policy estimand [2]
Change from baseline (%) to week 68 -6.99 -9.64 -3.42
Sema 2.4 mg - Placebo, ETD (%-points)* -6.21 [-7.28;-5.15] <0.0001
Sema 2.4 mg - Sema 1.0 mg, ETD (%-points)* -2.65 [-3.66;-1.64] <0.0001
Hypothetical estimand [2]
Change from baseline (%) to week 68 -7.55 -10.64 -3.07
Sema 2.4 mg - Placebo, ETD (%-points)* -7.57 [-8.56;-6.58] <0.0001
Sema 2.4 mg - Sema 1.0 mg, ETD (%-points)™* -3.09 [-4.08;-2.10] <0.0001
BODY WEIGHT REDUCTION 25% — PRIMARY ENDPOINT
Treatment policy estimand [2]
Proportion of subjects (%) [1] 57.1 68.8 28.5
Odds at week 68 .28 2.08 43
Sema 2.4 mg - Placebo Odds ratio* .88 [3.58;6.64] <0.0001
Hypothetical estimand [2]
Proportion of subjects (%) [1] 59.2 73.2 27.6
Odds at week 68 .63 3.11 .36
Sema 2.4 mg - Placebo Odds ratio* .69 [6.31;11.97] <0.0001
SECONDARY ENDPOINTS - TREATMENT POLICY ESTIMAND
BODY WEIGHT REDUCTION 210% - CONFIRMATORY SECONDARY ENDPOINT
Proportion of subjects (%) [1] 28.7 45.6 8.2
Odds at week 68 [2] 0.39 0.80 0.11
Sema 2.4 mg - Placebo Odds ratio* 7.41 [4.89;11.24] <0.0001
BODY WEIGHT REDUCTION =215% - CONFIRMATORY SECONDARY ENDPOINT
Proportion of subjects (%) [1] 13.7 25.8 3.2
Odds at week 68 [2] 0.15 0.33 0.04
Sema 2.4 mg - Placebo Odds ratio* 7.65 [4.11;14.22] <0.0001
WAIST CIRCUMFERENCE - CONFIRMATORY SECONDARY ENDPOINT
Baseline (cm) - mean [SD] [1] 113.9 (14.0) 114.5 (14.3) 115.5 (13.9)
Change from baseline to week 68 (cm) [2] -6.72 -9.40 -4.52
Sema 2.4 mg - Placebo, ETD (cm)* -4.88 [-5.97;-3.79] <0.0001
BODY WEIGHT REDUCTION 210% - supportive secondary endpoint
Proportion of subjects (%) [1] 28.7 45.6 8.2
Odds at week 68 [2] .39 0.80 0.11
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Sema 2.4 mg - Sema 1.0 mg Odds ratio* 2.07 [1.53;2.80] <0.0001
BODY WEIGHT REDUCTION 215% - supportive secondary endpoint
Proportion of subjects (%) [1] 13.7 25.8 3.2
Odds at week 68 [2] 0.15 0.33 0.04
Sema 2.4 mg - Sema 1.0 mg Odds ratio* 2.17 [1.50;3.15] <0.0001
WAIST CIRCUMFERENCE - supportive secondary endpoint
Baseline (cm) - mean [SD] [1] 113.9 (14.0) 114.5 (14.3) 115.5 (13.9
Change from baseline to week 68 (cm) [2] -6.72 -9.40 -4.52
Sema 2.4 mg - Sema 1.0 mg, ETD (cm)* -2.69 [-3.72;-1.65] <0.0001
Body weight (kg) - supportive secondary endpoint
Baseline (kg) - mean [SD] [1] 99.0 (21.1) 99.9 (22.5) 100.5 (20.9
Change from baseline to week 68 (kg) [2] -6.94 -9.67 -3.54
Sema 2.4 mg - Placebo, ETD (kg)* -6.12 [-7.21;-5.04] <0.0001
Sema 2.4 mg - Sema 1.0 mg, ETD (kg)* -2.73 [-3.76;-1.70] <0.0001
BMI (mg/m2) - supportive secondary endpoint
Baseline (kg/m2) - mean [SD] [1] 35.3 (5.9) 35.9 (6.4) 35.9 (6.5
Change from baseline to week 68 (kg/m2) [2] -2.54 -3.51 -1.25
Sema 2.4 mg - Placebo, ETD (kg/m2)* -2.26 [-2.63;-1.88] <0.0001
Sema 2.4 mg - Sema 1.0 mg, ETD (kg/m2)* -0.97 [-1.33;-0.61] <0.0001
Body weight reduction 25% - supportive secondary endpoint
Proportion of subjects (%) [1] 57.1 68.8 28.5
Odds at week 68 1.28 2.08 0.43
Sema 2.4 mg - Sema 1.0 mg Odds ratio* 1.62 [1.21;2.18] 0.0012
Body weight reduction 220% - supportive secondary endpoint
Proportion of subjects (%) [1] 4.7 13.1 1.6
Odds at week 68 [2] 0.05 0.14 0.02
Sema 2.4 mg - Placebo Odds ratio* 6.84 [2.86;16.33] <0.0001
Sema 2.4 mg - Sema 1.0 mg Odds ratio* 2.83 [1.64;4.90] 0.0002
[1] observed values; [2] estimated values; *[95% CI], p-value; CI: confidence interval; BMI: body mass index;

ETD: estimated treatment difference, sema: semaglutide; SD: standard deviation

HERH - RN T T TV FRAV b

FEHENCBIET 5 RARA > FOREREE 41RT,

o HbAlc (%) DN—=RTA D 8HETOL LR (V) IZO0T, T ERISHT o~ L
7 K 2.4 mg OERPEDRRGE S Tz,

x4 RS - REIMRUVHEENEHA VU Z ) —IT 2 RRA U FOFER- JAE A E estimand
Sema 1.0 mg Sema 2.4 mg Placebo

HbAlc (%) — CONFIRMATORY SECONDARY ENDPOINT

Baseline - Mean [SD] [1] 8.1 (0.8) 8.1 (0.8) 8.1 (0.8
Change from baseline to week 68 [2] -1.45 -1.60 -0.37
Sema 2.4 mg - Placebo, ETD* -1.23 [-1.42;-1.05] <0.0001

SUPPORTIVE SECONDARY ENDPOINTS

HbAlc (%)
Baseline - Mean [SD] [1] 8.1 (0.8) 8.1 (0.8) 8.1 (0.8
Change from baseline to week 68 [2] -1.45 -1.60 -0.37
Sema 1.0 mg - Placebo, ETD* -1.08 [-1.28;-0.89] <0.0001
Sema 2.4 mg - Sema 1.0 mg, ETD* -0.15 [-0.34; 0.04] 0.1218
HbAlc <7%
Proportions of subjects (%) [1] 72.3 78.5 26.5
Odds at week 68 [2] 2.45 3.43 0.35
Sema 2.4 mg - Placebo Odds ratio* 9.77 [6.85;13.93] <0.0001
Sema 2.4 mg - Sema 1.0 mg Odds ratio* 1.40 [1.01; 1.96] 0.0466
HbAlc <6.5%
Proportions of subjects (%) [1] 60.1 67.5 15.5
Odds at week 68 [2] 1.39 1.93 0.18
Sema 2.4 mg - Placebo Odds ratio* 10.91 [7.51;15.85] <0.0001
Sema 2.4 mg - Sema 1.0 mg Odds ratio* 1.39 [1.03; 1.88] 0.0336
Weight loss 210% and HbAlc <7%
Proportions of subjects (%) [1] 27.9 44 .6 6.7
Odds at week 68 [2] 0.35 0.73 0.09
Sema 2.4 mg - Placebo Odds ratio* 8.53 [5.42;13.45] <0.0001
Sema 2.4 mg - Sema 1.0 mg Odds ratio* 2.08 [1.54; 2.81] <0.0001

Weight loss 215% and HbAlc <7%
Proportions of subjects (%) [1] 1
Odds at week 68 [2]
Sema 2.4 mg - Placebo Odds ratio*
Sema 2.4 mg - Sema 1.0 mg Odds ratio*

.0 25.7 2.9
.14 0.32 0.04
.01 [4.19;15.28] <0.0001
.30 [1.57; 3.35] <0.0001

N oo w
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FPG (mmol/L)
Baseline - Mean [SD] [1] 8.6 (2.3) 8.5 (2.3) 8.8 (2.3)
Change from baseline to week 68 [2] -1.79 -2.11 -0.08

Sema 2.4 mg - Placebo, ETD* -2.03 [-2.40;-1.67] <.0001

Sema 2.4 mg - Sema 1.0 mg, ETD* -0.32 [-0.69; 0.05] 0.0893
FPG (mg/dL)
Baseline - Mean [SD] [1] 155.7 (41.5) 152.7 (40.9) 157.9 (42.1)
Change from baseline to week 68 [2] -32.23 -37.98 -1.37

Sema 2.4 mg - Placebo, ETD* -36.61 [-43.19;-30.03] <.0001

Sema 2.4 mg - Sema 1.0 mg, ETD* -5.74 [-12.37; 0.88] 0.0893
Fasting serum insulin (pmol/L)
Baseline - Mean [CV] [1] 96.2 (61.2) 95.1 (72.4) 100.4 (71.5)
Ratio to baseline at week 68 [2] 0.93 0.88 0.94

Sema 2.4 mg - Placebo, treatment ratio* 0.94 [0.87;1.02] 0.1522

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 0.95 [0.87;1.03] 0.1977
[1] observed values; [2] estimated values; *[95% CI], p-value; CI: confidence interval; CV: coefficient of
variation; ETD: estimated treatment difference, sema: semaglutide; SD: standard deviation

DIERVRII7 V93— RN EA VT -T2V RRA b

DIMERY AT 77 7 X —DfRERSITRL, fmz Ll FICERT 5,

T AT R 24mg OFGITEY | 68 BICIFEHIMEDIE TR b, TORTEILT 7 ERE

EHHRL T~ VT R 24 mgBE CHFHICHBICRE o Tz,
DIMERVRVICEET D779 9 — -RIAMRVHEEMEH O Z)—I U RRA 2+
DHER - ;BE A & estimand

&5

Sema 1.0 mg Sema 2.4 mg Placebo

BLOOD PRESSURE
SYSTOLIC BLOOD PRESSURE (mmHg) - CONFIRMATORY SECONDARY ENDPOINT
Baseline - Mean [SD] [1] 130 (14) 130 (13) 130 (13)
Change from baseline to week 68 [2] -2.88 -3.92 -0.49

Sema 2.4 mg - Placebo, ETD* -3.43 [-5.57;-1.30] 0.0016
Systolic blood pressure (mmHg) - supportive secondary endpoint
Baseline - Mean [SD] [1] 130 (14) 130 (13) 130 (13)
Change from baseline to week 68 [2] -2.88 -3.92 -0.49

Sema 2.4 mg - Sema 1.0 mg, ETD* -1.04 [-3.33;1.24] 0.3713
Diastolic blood pressure (mmHg) - supportive secondary endpoint
Baseline - Mean [SD] [1] 80 (9) 80 (9) 80 (9)
Change from baseline to week 68 [2] -0.64 -1.55 -0.88

Sema 2.4 mg - Placebo ETD* -0.67 [-1.95;0.61] 0.3070

Sema 2.4 mg - Sema 1.0 mg ETD* -0.91 [-2.20;0.38] 0.1659
FASTING LIPIDS - SUPPORTIVE SECONDARY ENDPOINTS
Total cholesterol (mmol/L)
Baseline - geometric mean [CV] [1] 4.45 (25.0) 4.42 (23.0) 4.42 (23.3)
Ratio to baseline at week 68 [2] 0.98 0.99 0.99

Sema 2.4 mg - Placebo, treatment ratio* 0.99 [0.96;1.02] 0.544¢6

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 1.01 [0.98;1.04] 0.4654
Total cholesterol (mg/dL)
Baseline - geometric mean [CV] [1] 171.9 (25.0) 170.8 (23.0) 170.8 (23.3)
Ratio to baseline at week 68 [2] 0.98 0.99 0.99

Sema 2.4 mg - Placebo, treatment ratio* 0.99 [0.96;1.02] 0.5446

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 1.01 [0.98;1.04] 0.4654
HDL cholesterol (mmol/L)
Baseline - geometric mean [CV] [1] 1.1 (24.9) 1.2 (23.3) 1.1 (24.2)
Ratio to baseline at week 68 [2] 1.05 1.07 1.04

Sema 2.4 mg - Placebo, treatment ratio* 1.03 [1.00;1.05] 0.0246

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 1.02 [1.00;1.04] 0.0963
HDL cholesterol (mg/dL)
Baseline - geometric mean [CV] [1] 42.9 (24.9) 44,7 (23.3) 43.8 (24.2)
Ratio to baseline at week 68 [2] 1.05 1.07 1.04

Sema 2.4 mg - Placebo, treatment ratio* 1.03 [1.00;1.05] 0.0246

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 1.02 [1.00;1.04] 0.0963
LDL cholesterol (mmol/L)
Baseline - geometric mean [CV] [1] 2.3 (46.7) 2.3 (37.3) 2.3 (37.8)
Ratio to baseline at week 68 [2] 0.99 1.00 1.00

Sema 2.4 mg - Placebo, treatment ratio* 1.00 [0.96;1.05] 0.9577

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 1.01 [0.97;1.06] 0.6627
LDL cholesterol (mg/dL)
Baseline - geometric mean [CV] [1] 89.16 (46.7) 90.10 (37.3) 90.07 (37.8)
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Ratio to baseline at week 68 [2] 0.99 1.00 1.00

Sema 2.4 mg - Placebo, treatment ratio* 1.00 [0.96;1.05] 0.9577

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 1.01 [0.97;1.06] 0.6627
VLDL cholesterol (mmol/L)
Baseline - geometric mean [CV] [1] 0.84 (48.4) 0.77 (49.3) 0.80 (49.7
Ratio to baseline at week 68 [2] 0.83 0.79 0.90

Sema 2.4 mg - Placebo, treatment ratio* 0.87 [0.82;0.93] <0.0001

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 0.95 [0.89;1.00] 0.0621
VLDL cholesterol (mg/dL)
Baseline - geometric mean [CV] [1] 32.5 (48.4) 29.7 (49.3) 30.7 (49.7)
Ratio to baseline at week 68 [2] 0.83 0.79 0.90

Sema 2.4 mg - Placebo, treatment ratio* 0.87 [0.82;0.93] <0.0001

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 0.95 [0.89;1.00] 0.0621
Free fatty acids (mmol/L)
Baseline - geometric mean [CV] [1] 0.57 (45.1) 0.56 (54.7) 0.56 (55.4
Ratio to baseline at week 68 [2] 0.86 0.84 0.99

Sema 2.4 mg - Placebo, treatment ratio* 0.84 [0.78;0.91] <0.0001

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 0.97 [0.90;1.05] 0.4668
Free fatty acids (mg/dL)
Baseline - geometric mean [CV] [1] 16.06 (45.1) 15.83 (54.7) 15.88 (55.4
Ratio to baseline at week 68 [2] 0.86 0.84 0.99

Sema 2.4 mg - Placebo, treatment ratio* 0.84 [0.78;0.91] <0.0001

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 0.97 [0.90;1.05] 0.4668
Triglycerides (mmol/L)
Baseline - geometric mean [CV] [1] 1.91 (54.0) 1.74 (53.4) 1.79 (52.9)
Ratio to baseline at week 68 [2] 0.83 0.78 0.91

Sema 2.4 mg - Placebo, treatment ratio* 0.86 [0.81;0.92] <0.0001

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 0.94 [0.89;1.00] 0.0558
Triglycerides (mg/dL)
Baseline - geometric mean [CV] [1] 169.83 (54.0) 154.90 (53.4) 159.48 (52.9
Ratio to baseline at week 68 [2] 0.83 0.78 0.91

Sema 2.4 mg - Placebo, treatment ratio* 0.86 [0.81;0.92] <0.0001

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 0.94 [0.89;1.00] 0.0558
CARDIOCASCULAR RISK-RELATED BIOMARKERS - SUPPORTIVE SECONDARY ENDPOINTS
CRP (mg/dL)
Baseline - geometric mean [CV] [1] 3.36 (143.8) 3.48 (159.3) 3.36 (157.0)
Ratio to baseline at week 68 [2] 0.58 0.51 0.83

Sema 2.4 mg - Placebo, treatment ratio* 0.61 [0.54;0.70] <0.0001

Sema 2.4 mg - Sema 1.0 mg, treatment ratio* 0.88 [0.77;1.01] 0.0621
PAI-1 (AU/mL)
Baseline - geometric mean [CV] [1] 18.13 (73.6) 17.49 (76.4) 18.24 (70.1
Ratio to baseline at week 68 [2] .24 1.08 1.41

[0.71;0.82] <0.0001
.87 [0.81;0.93] <0.0001

Sema 2.4 mg - Placebo, treatment ratio*
Sema 2.4 mg - Sema 1.0 mg, treatment ratio*

o o~ ™
S
o

[1] observed values; [2] estimated values; *[95% CI], p-value; CI: confidence interval; CV: coefficient of
variation; ETD: estimated treatment difference, sema: semaglutide; SD: standard deviation

EREREIT o b A LFHE - RN EH L F)—T O RiRA Vb
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o (REERSEH DAL OE K O RIRIERIKORECTH D SF-36v2 Tld, HIRHEEED A a7 LHN, 77
TARBELEB L T~ 7T F 2.4 mg BE CHRHIICAEBICRE o7,

o WYBRE DOBEREIC T D IRNEEAL DB A FIM 9 5 IWQOL-Lite-CT TlE, IWQOL-Lite-CT ¢ Physical
function domain score @ _EF{-23, TR L L T~ T R 24 mg BE CHRFHOICAEIZRE
nolz,

%6 SF-36 TV FiRA Y b —RIAMBUHEM LAV FT)—IT 2 RRA > FOFER

- ;A& A #t estimand

Sema 1.0 mg Sema 2.4 mg Placebo

SF-36 PHYSICAL FUNCTIONING — CONFIRMATORY SECONDARY ENDPOINT

Baseline - Mean [SD] [1] 50.5 (7.7) 49.2 (8.8) 49.6 (8.3
Change from baseline to week 68 [2] 2.39 2.52 0.99
Sema 2.4 mg - Placebo, ETD* 1.52 [0.44;2.61] 0.0061

SUPPORTIVE SECONDARY ENDPOINTS

SF-36 Physical Functioning
Baseline - Mean [SD] [1] 50.5 (7.7) 49.2 (8.8) 49.6 (8.3)
Change from baseline to week 68 [2] 2.39 2.52 0.99
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Sema 2.4 mg - Sema 1.0 mg, ETD* 0.12 [-0.95;1.20] 0.8235
SF-36 Physical functioning >4.3 points
Proportions of subjects (%) [1] 23.8 29.5 18.6
Odds at week 68 [2] 0.32 0.35 0.20
Sema 2.4 mg - Placebo Odds ratio* 1.72 [1.16;2.55] 0.0071
Sema 2.4 mg - Sema 1.0 mg, Odds ratio* 1.09 [0.75;1.58] 0.6517
SF-36 Role-Physical
Baseline - Mean [SD] [1] 51.9 (6.9) 51.4 (7.5) 51.4 (6.9
Change from baseline to week 68 [2] 0.57 0.69 0.06
Sema 2.4 mg - Placebo, ETD* 0.63 [-0.52;1.77] 0.2822
Sema 2.4 mg - Sema 1.0 mg, ETD* 0.12 [-1.00;1.24] 0.8330
SF-36 Bodily Pain
Baseline - Mean [SD] [1] 52.7 (8.1) 52.4 (8.7) 52.8 (8.6
Change from baseline to week 68 [2] 0.51 0.07 -0.35
Sema 2.4 mg - Placebo, ETD* 0.42 [-0.80;1.65 0.4985
Sema 2.4 mg - Sema 1.0 mg, ETD* -0.44 [-1.60;0.72 0.4598
SF-36 General Health
Baseline - Mean [SD] [1] 51.9 (7.6) 51.2 (7.6) 51.2 (7.8
Change from baseline to week 68 [2] 1.80 2.04 0.45
Sema 2.4 mg - Placebo, ETD* 1.59 [0.53;2.65] 0.0033
Sema 2.4 mg - Sema 1.0 mg, ETD* 0.23 [-0.79;1.26] 0.6524
SF-36 Vitality
Baseline - Mean [SD] [1] 57.0 (7.3) 55.6 (7.9) 56.5 (7.9
Change from baseline to week 68 [2] 0.25 0.47 -0.63
Sema 2.4 mg - Placebo, ETD* 1.09 [-0.08;2.27] 0.0678
Sema 2.4 mg - Sema 1.0 mg, ETD* 0.21 [-0.94;1.37] 0.7191
SF-36 Social Functioning
Baseline - Mean [SD] [1] 54.1 (5.7) 53.7 (5.7) 54.1 (5.4
Change from baseline to week 68 [2] -0.01 -0.16 -0.41
Sema 2.4 mg - Placebo, ETD* 0.25 [-0.76; 1.25] 0.6311
Sema 2.4 mg - Sema 1.0 mg, ETD* -0.15 [-1.20;0.90] 0.7787
SF-36 Role-Emotional
Baseline - Mean [SD] [1] 53.0 (6.0) 52.7 (6.5) 53.3 (5.5)
Change from baseline to week 68 [2] -0.42 -0.68 -0.58
Sema 2.4 mg - Placebo, ETD* -0.11 [-1.27;1.05] 0.8556
Sema 2.4 mg - Sema 1.0 mg, ETD* -0.27 [-1.42;0.89] 0.6494
SF-36 Mental Health
Baseline - Mean [SD] [1] 55.2 (5.9) 54.9 (6.4) 55.2 (5.7)
Change from baseline to week 68 [2] -0.93 -0.44 -1.54
Sema 2.4 mg - Placebo, ETD* 1.10 [0.02;2.18] 0.0460
Sema 2.4 mg - Sema 1.0 mg, ETD* 0.49 [-0.58;1.56] 0.3721
SF-36 Physical component summary
Baseline - Mean [SD] [1] 50.7 (7.3) 49.8 (8.2) 49.9 (8.0)
Change from baseline to week 68 [2] 2.12 2.10 0.96
Sema 2.4 mg - Placebo, ETD* 1.14 [0.08;2.21] 0.0359
Sema 2.4 mg - Sema 1.0 mg, ETD* -0.02 [-1.04;1.00] 0.9703
SF-36 Mental component summary
Baseline - Mean [SD] [1] 55.9 (6.0) 55.6 (6.1) 56.2 (5.5
Change from baseline to week 68 [2] -1.40 -1.12 -1.51
Sema 2.4 mg - Placebo, ETD* 0.38 [-0.74;1.51] 0.5035
Sema 2.4 mg - Sema 1.0 mg, ETD* 0.27 [-0.87;1.42] 0.6369
[1] observed values; [2] estimated values; *[95% CI], p-value; CI: confidence interval; CV: coefficient of

IWQOL-Lite-CT T FRA > b — REIMBRUVHRHE A F ) —IT U FRS » FORER

IWQOL-Lite-CT Physical functioning >20 points

- JafE A &t estimand
Sema 1.0 mg Sema 2.4 mg Placebo

IWQOL-LITE-CT PHYSICAL FUNCTION - CONFIRMATORY SECONDARY ENDPOINT
Baseline - Mean [SD] [1] 71.1 (22.5) 67.1 (25.2) 69.2 (24.0)
Change from baseline to week 68 [2] 8.72 10.12 5.29

Sema 2.4 mg - Placebo, ETD* 4.83 [1.79;7.86] 0.0018
SUPPORTIVE SECONDARY ENDPOINTS
IWQOL-LITE-CT Physical function
Baseline - Mean [SD] [1] 71.1 (22.5) 67.1 (25.2) 69.2 (24.0)
Change from baseline to week 68 [2] 8.72 10.12 5.29

Sema 2.4 mg - Sema 1.0 mg, ETD* 1.41 [-1.50;4.41] 0.3423
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.0 34.8 22.7
.39 0.44 0.25
.73 [1.20;2.49] 0.0030
.12 [0.80;1.56] 0.5231

Proportions of subjects (%) [1] 2
Odds at week 68 [2]

Sema 2.4 mg - Placebo Odds ratio*

Sema 2.4 mg - Sema 1.0 mg Odds ratio*

== o

IWQOL-Lite-CT Physical

Baseline - Mean [SD] [1] 70.5 (22.0) 66.4 (24.2) 69.0 (22.6
Change from baseline to week 68 [2] 7.84 9.89 5.00

Sema 2.4 mg - Placebo ETD* 4.89 [1.97;7.81] 0.0010

Sema 2.4 mg - Sema 1.0 mg, ETD* 2.05 [-0.76;4.86] 0.1529
IWQOL-Lite-CT Psychosocial
Baseline - Mean [SD] [1] 76.7  (19.7) 74.8 (21.6) 77.0 (19.8)
Change from baseline to week 68 [2] 8.28 8.98 6.04

Sema 2.4 mg - Placebo ETD* 2.93 [0.72;5.14] 0.0094

Sema 2.4 mg - Sema 1.0 mg, ETD* 0.70 [-1.53;2.92] 0.5392
IWQOL-Lite-CT Total
Baseline - Mean [SD] [1] 74.5 (18.6) 71.9 (20.9) 74.2 (19.2)
Change from baseline to week 68 [2] 7.91 9.24 5.67

Sema 2.4 mg - Placebo ETD* 3.57 [1.21;5.93] 0.0031

Sema 2.4 mg - Sema 1.0 mg, ETD* 1.33 [-1.01;3.67] 0.2644

[1] observed values; [2] estimated values; *[95% CI], p-value; CI: confidence interval; ETD: estimated treatment
difference, sema: semaglutide; SD: standard deviation
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LTCHREE L, WThOREESR S, {BBELERIC X VIRBRIE L OREREFRITR L EHES R
7

o DIMEREEFEOREFREZFKILLIERE OFIE K OHEARH& 720 OFBFEIZHB W T, RERE
IZ LD O REBIIRD b oTc, AFEFRITIEED SOC KO PT 12404 LTz, KB4y
OFEZIFREIFEETH Y | IRRELEMIC LV IEERIE - ORRERITZR L & HE I,

o RBMEBALEFILLI-HERE OBIG K OHEN R H7- 0 OBBUEIL, TRTORLGH TR -T2
(B~ 7 VF R 24mghf : 1.0%. 0.91F,100 A - £, B~ 2Z/LF R 1.O0mg#¥ : 0.5%. 0.4 {100
N AR T TR 05%, 0477100 A - ) o UFEEIRS TXTOFELN, IBBRELEMIC X
DIRERIE & OREBERIZR L EHE S, TR TOHERE TUHERN DL OEENHER I N,

o  ZTOMOERTREILEMEBICIL, FETANSEGHBOBWVIEO bR o7,

= N N [l L A o
&8 FEER CFEHIREREMELHZET)
Sema 1.0 mg Sema 2.4 mg Placebo
N (%) E R N (%) E R N (%) E R
Number of subjects 402 403 402
Patient years of exposure (PYE) 529.8 533.0 528.3
Patient years of observation (PYO) 569.1 572.8 566.6
Adverse Events (OT) 329 (81.8) 1859 350.9 353 (87.6) 2197 412.2 309 (76.9) 1388 262.7
Adverse Events (IT) 336 (83.6) 1952 343.0 354 (87.8) 2313 403.8 315 (78.4) 1450 255.9
Serious events (OT) 31 (. 7.7) 53 10.0 40 ( 9.9) 71 13.3 37 (9.2) 53 10.0
Serious events (IT) 37 (9.2) 59 10.4 41 (10.2) 79 13.8 38 ( 9.5) 61 10.8
Severe events (OT) 22 ( 5.5) 43 8.1 27 ( 6.7) 51 9.6 28 ( 7.0) 39 7.4
Severe events (IT) 24 ( 6.0) 46 8.1 27 ( 6.7) 58 10.1 28 ( 7.0) 43 7.6
Fatal events (OT) 0 1 (0.2) 1 0.2 1 (0.2) 1 0.2
Fatal events (IT) 1 (0.2) 1 0.2 1 (0.2 1 0.2 1 (0.2) 3 0.5
Probably related events (OT) 133 (33.1) 344 64.9 169 (41.9) 456 85.5 62 (15.4) 100 18.9
Possibly related events (OT) 153 (38.1) 407 76.8 182 (45.2) 534 100.2 93 (23.1) 170 32.2
Permanent treatm. discontin. (OT) 20 ( 5.0) 23 4.3 25 ( 6.2) 34 6.4 14 ( 3.5) 18 3.4
Adverse events of special interest
Gastrointestinal disorders (OT) 231 (57.5) 724 136.7 256 (63.5) 924 173.3 138 (34.3) 262 49.6
Gallbladder-related disorders (OT) 4 (1.0) 4 0.8 1 (0.2) 2 0.4 3 (0.7) 4 0.8
Acute pancreatitis (OT)# 0 1 (0.2) 3 0.5 1 (0.2) 1 0.2
Cardiovascular disorders (IT) 35 ( 8.7) 44 7.7 50 (12.4) 72 12.6 39 ( 9.7) 55 9.7
All neoplasms (IT) 29 ( 7.2) 36 6.3 21 ( 5.2) 27 4.7 28 ( 7.0) 34 6.0
Malignant neoplasms (IT) 7 (1.7) 8 1.4 5 (1.2) 6 1.0 8 (2.0) 9 1.6
Hepatic events (OT) 10 ( 2.5) 11 2.1 10 ( 2.5) 12 2.3 14 ( 3.5) 21 4.0
Acute renal failure (OT) 2 ( 0.5) 2 0.4 4 (1.0) 5 0.9 2 ( 0.5) 2 0.4
Hypoglycaemia (OT) 22 ( 5.5) 29 5.5 23 ( 5.7) 51 9.6 12 ( 3.0) 18 3.4
Injection site reactions (OT) 6 (1.5) 7 1.3 12 ( 3.0) 18 3.4 10 ( 2.5) 18 3.4
Allergic reactions (OT) 22 ( 5.5) 24 4.5 26 ( 6.5) 29 5.4 18 ( 4.5) 21 4.0
Psychiatric disorders (OT) 23 (. 5.7) 28 5.3 24 ( 6.0) 29 5.4 15 ( 3.7) 16 3.0
Rare events (OT) 4 (1.0) 4 0.8 3 (0.7) 3 0.6 2 (0.5) 2 0.4
Retinal disorders (IT) 25 ( 6.2) 30 5.3 28 ( 6.9) 36 6.3 17 ( 4.2) 19 3.4
Overdose (OT) 4 (1.0) 6 1.1 1 (0.2 1 0.2 2 (0.5) 3 0.6
Medication errors (OT) 5 (1.2) 8 1.5 2 ( 0.5) 2 0.4 2 (0.5) 3 0.6
Abuse or misuse (OT) 1 (0.2) 1 0.2 0 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at least one
event, E: Number of events, R: Event rate per 100 years. PYO: The duration of the in-trial period in years. PYE:
The duration of the on-treatment period in years. OT: On-treatment. IT: In-trial. #EAC confirmed acute
pancreatitis On-treatment adverse events have onset date during on-treatment period. A time-point is considered
as on-treatment if any dose of trial product has been administered within the prior 49 days.
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