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Wegovy® Subcutaneous Injection SD
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0.5mg, 1.0mg, 1.7mg KON 2. 4mg DIEIZHIRE L. LIFRIT 2. 4mg %38 1 (5]
FFENT 2, 72d, BEOREIIS U CHERET 5,

1. RERUVHAEICEEY 5IE

11 AFNTE 1RG5 8HTHY | Rk EGSEL T L,

1.2 BIBEEFORIUT LY ZEMEDRE DR A 138E L o
SE AR D 2 &,

1.3 Bz ENEEE, REREG ETOHMA 2 B (48 W) L
EThiuE, KOWERERCTEDICEE L, Z0®%IEH LN LDE
OIMRICHRET D 2 L, WIS ETOHM 2 A (48 B
KB CTHNLTREET, KOHLNUOEDRAICRET 5 &,
mp, B 1EHRSOEDZRE ZEET 5 LERH L5601, §ilE
BN bDe< &b 3 AR (T2 KD LA EMBZZET 5 2 &,

8. EELEKRWEFE

1 RBIE G T A SR E  EE R AT 5 2 & BRI,
MpE, M., IEES 2GR L, 3~4 » ARG L Th i EMEnNR
OOV AICIE, ARIOREERIET L L, TO% L ERN
WARER, IR, M AR RS & fead U CERE OdRIEZ + 43I lsR L,
R PR GE IR ORE R ILEREFTT 5 2 &,

L2 ARFNIFRGERAITH D | AR IR SRR R 5 ARRED
BB, BWER T, BWERARREOUEIZ DWW TR ET D
&, [16.1 ]

8.3 RMEBER OFIMAER (EM:-Z 1 5 B2 LWIERS) B3d 5
bl EaiE, FEREZRIEL, HEODCEMOBK 2215 X5
5z b, [9.1.1, 11.1.2 ]

8.4 HIGEENEHR LEGA., AEREOARELZEZE L, LEIS
U CHSMRESIC L 2 HENEEZEZET 5%, HEICHIST L2 &,

[9.1.1, 11.1.2 ]

8.5 T, WEMH O KEZRET L, BEBREFICELIBENLH LD
T, BEOREBICEETSLZ L,

8.6 AAFIFL I, HRIRBEDEFEO A EEZMR L., BFEL/ED L
NEGAETE, EMEZZ2T 5L 0RET 52 L. [15.2 3]
8.7 MHZESR, IAIESOAMEEREENRIT HBENNRH LD T,
MRS DREHIER D3 A DN T AT, MBS U TG MRAEZC
LR EEEZET L0 L, BT &,

8.8 AFIOHCHEHIZHIZ-> T, UTORICEETDHZ &,

o

(o]



B GECONTHORBE ML I L0 b, BFEE RIS
BETEL LB L LT, EMOEHEED T CE/T S

10. HEH%ERA

10.2 $EREE (BFRICEET S &)

% e e e = AL % BRI - i | BT - ST
c ETCORBOZEIRFEFEINECOVTHRELZME ST 52 &, P P e | e T
\ i SOl R 5 IHLE DRI IER | MUBERE (A 204
U STV B BRI &S LT £ 5 BT 5 - 2, S sl Pl
8.9 AANIMBERE FEHZRFT DM, A AU CONRBFETITR, A=Y LT H A Y BRI E AN R
2 FURE IR 2 A 5 BRI B AR ORI B LTI, BE DA HEVELA © %) SRR | =1 LT A B
AV MR E MR L HEON R T o2 L, AR a=/ 3y L — IR HA, ik 2
AAKAPRIEDBET, A 2 A Y 25 GLP-1 ZAIREBIIKI ) ) B T ) 2 RAA AT B LA
%, AR IR R OBEIRATIE S 7 3 R—3 A FEBL L il 8 o T o
W STl o, . e 42 Ay L. iUbDEAID
8.10 AAFIDOMHEHIZHT=» Tk, BEFITK L AR IHEER & O O xFL s WEE AT S D L,
FEZOWTHasHT 22 &, [9. 1.3, 11 1.1 2]
8. 11 (RMFHERZEZ 2 LNH 20T, MATE¥E, BB HOERS [11.1.1 B8]
CREFLCWDBFICRGT D L & IcEET 2L, [1L1L12
A 1. EEA
8. 12 %{%ﬁifﬁlﬂ%‘ﬂ Mg ]‘ D—/L@E&%L:ﬁﬁb\ ﬁﬁ%%ﬁﬂ%ﬁmﬁﬁﬁ'ﬂﬁ &@E'Jf’ﬁﬁﬁ?ﬁ‘%%bﬂé: &b‘gbé@f\ Eﬁ%—%%ﬂ“%ﬁ:’?#b\ /E’\:",ﬁ'ﬁ\
JVIBD LB DD = £ DO T, BT - L. : B DAV AT I 5 R L B 7 S AT 5 2 &,
8.13 ATt~/ AT R (BEFHMBIL) 2EHLTOLED. AY 11 gxrEHem

DAtLD CLP-1 ZRIRVERN 3 D GLP-1 Z AR 57 I =% ME
HAEHTHEAMEFHA LN L,

14 KFIE DPP-4 BEANZ TS GLP-1 AR Z A U= ks T
fERZHE LT\ 5, 2 BRI 2 AT 5 BEICBW Cligl & 0t L
T-BE O EER BRI 70 < . AR R EIFER STV,

8.15 2 MUBsRIFZ AT HHBEITHNT 1.0mg 22 HE~ I LF R

(Bl 2) R TFHRGRAIL 2 Y BRI E OfFICBT S
HEME R O I ET S hTunzen,

P&, RN, SEOZEERK, Wi, Binag e, B, Rk, 5l
i, OFEWV, R, RRREESOKMEERSS Hbid ZEnd
b, Fio, 2RBRBREICB O TA A Y VRIFI T A LR =L
7 LT AL OO ERC B E MR MBHEIR A B D b ERR N L & 5k
THIHHE S TWD,

IR MBEEEIR 23380 S NI B AT B 2 e 28T 572 L
WUIRMEAEITH Z &, 7212 L, a-Z N3y X —PIHEHR L OHE
FARRET Koz G596 L, £, BEORREIZG LT, A4
HDWIEPEH LT 2 B SR IF 3R & el i3 2 e C il Y 2 AL & 1T
52 &, [8.10, 811, 9.1.3, 10.2, 17. 1.1, 17. 1.3 &&]

(o]

9. BHENEREHEIHEBZICHIHIR

9.1 AfHE - BEEFOHDEHE 11.1.2 At (0.1%)
9.1.1 BAXOBREENHDEE WGk 5 BRI ZRI L RS . RENED b SAITIE, A

[8.3. 8.4, 11.1.2 &H]
9.1.2 EEBILMEE. EEOBHREEOHIESE
oy 2 FIRRBR N 20 < . BIBREEOERNENT 2 B8ENNH D,
1.3 BEmM#EERITEENALHIUTOEEXI(TIKE

FoB G2k L, @YRLEETTH 2 &, 2, RS h
-8E1E, HREII ThRVWI &, [8.3, 8.4, 9.1.1 ]

=]

1.2 Z0toEI1ER

* ﬂ%Tﬁ%%‘%ﬁEKﬁ%Xli@l%%ﬁEﬂ?é 5%LL 1 ~5%ATii 0.5~1% SEE B

RN ERAE, AUERRE, AHIRIZcATEER, AEEREO R Foits
ITFETIIRAE R A%

« TR L Al EE ) B ORI | AR

BT L3 — VERE &

[8.10, 11.1.1Z/] MR T V%hfrizgi/\

0.4 AREEHTHE m— v BRERS S
2 0 A DNIC SRS TRET % At CIRAROB 5.2 1S5 = &, . e
[9.5 ] TR A

9.5 T4 s
T, 3R LW D ATHENE D & B Lot IIARH 2 5 5 L7an 2 T T, T | R, i
&, N (R ST RUib LA
BRI BT, BRI RIS 35 3UT FEID A& (FKE LN 3N EN
RGO AUC HEBICI VT T > b CRI 0. 165, 7% FTH 0.1 R, E(E | F% HR
fre FATHLI~LTHE) © RIEHEE (5 b @ IREFEROM PR R
o RFEE O], B R O B O3 ASEEERIN V. v Y W
X FLIRRG . BA B S OV R ORI 0, .

v BRI, AR R OVE RS B O AR S ) A A e T
BRDHNTND, T OFT RITREOERERD 2 D DB WEE R O FESFERAL I ey
Thotz, [9.45H] AR A IG5, M,

9.6 =234 JE. I

VBRI DA 2 R OMERLR 3R O A 26 % 08 L, SR AL Rk it ___ L]

L2 katd 5 - L, {ﬂzl‘%r))&@&‘ﬁ’ﬁ it B i

o b TR ~OBIAEE SR TS, & CORNBITICH T T

T57 =4 ROt b OWATOR~OBEBIT 57— 2 1370, R ST I3

9.7 IMNR B0 PR
INRAE ARG & U T BRIRBRBRIT TN L TRy, 1 DHEERO RIS 2 D5 01 EF ORIEE TOICBE L, RESR

9.8 e » BRI LEE R B 21T b,

,‘%%@%E\E AEIZ LN ﬁ)'l,é\:iﬂi&’%—»ﬂ‘é o — T PR 2 2D OBRKRRAMOEBICERE LiERITGED bhvenol,
METFLTWAZ ENZY, [16.6.3 0] 14. Emia)ii%n‘
14.1 EFIEERIOEER

TEASR OBHRSUTIRFE N2 T & IR AR Crmli s 2
ZlEfER L CHERTSZ L,

VV-REG-514802 50



14.2 EFREROIE
14.2.1 R5E46L
BETFESNT, IEE. KRB, BREICAT 5 RPN ARIZE L,
72 < & BRIBIOENERFT LY 2~3em BET 2 &,
14.2.2 #5#8K
RN R ORI G LRn 2 &,
14.2.3 Z0fts
(1) AFNTHEEHORAITH S,
(2) ARFNFIMORAN L DREIZEY | ONDET DEENRH
Hiz, AR EMMORANZRE LT &,

~

5

15. ZOfoEE

15.2 JEEREREAER (CE D < &R
Fv b RO R (RIS 2 EMBAFEMREICRBNT, FE
RHEZ T2 HE RKEEAETO AUC HEICBWTT v b
TIEER FRAWHOORHNTEP, <~ ATH0.5%) T, IR
i C AR DR A E DA btz & OWERD D,
FOPR BRI D BETE D & 2 A M ONHURBRBERR IS S 2 38 N 4y
WNEBRE 2 BIOFIERED & 5 BE KT D, AF| D% TN
LTy, [8.6 ]

16. M
16.1 MmrigeE

M 2 PG ARA 208 1 (8], 21 WEKER NG % OEMEIE Y v 7
A NVEBRR LTz, AFNE, 8 1 [\ 0.25mg TG EZHM L. 4 BT
0.5mg, 1.0mg. 1.7mg KN 2. 4mg ~Hif L7z, EHIRFEIZIIT D AH] 1. Ong
RN, dmg B 5RO EPBNHE S T 2 — & RO AR 2 DU T IR

U REDEIIEER L 3. 125 Th o 72 1Y,
Fio, AAHNE, & b F T RR—F— (P-gp, BCRP, OATP1BI, OATPIB3,
OAT1, OAT3 TN OCT2) Zxt L CHaK LRI & 22 2IEMEA 2 /RS-
=W WEAF—Z. in vitroilR),

16.6 BHEDERZETHEE

16.6.1 BHEEEEHRERE IS ITHEYENE
B EOREDO R DHEHE (VLT F=227 U T T A (Cer) ITX
Z535) (B HARA 0. 5mg A FHG% OHEMERESL | BEREN EF 72
Wl (Cor 80mL/min #8) & MBI L7 R A LI TICRd Y GHEAT —
Z).

UEAT—4),
AUCo- 1681 Cuax - i CL/F Vo/F
FH& N (nmol - (nmol/L (h) (h) (L/h) (L)
h/L) )
5783 146.8 18 0. 042
1.Omg| 33 (20.7) (29. 1) (6-42) B (20.7) B
o dng| 29 14698 119 24 155 0. 040 9.8
(22.6) (26. 3) (3-48) (9.8) (22.6) | (23.4)

AUCo-int Crax

T HERE LEoHEE HEoHEE

[95%15 4 X[ ] [90%15 # X[ ]
WREE/IEH 0.99 0.90

(#EFE : Cer 50 #A~80mL/min) [0.85; 1.16] [0.73; 1.11]
AR/ IE R 1.07 0.79

(FPA4EHE @ Cer 30 #8~50mL/min) [0.91; 1.27] [0.64 ; 0.99]
HE/IEH 1.13 0.86

(FEJE : Cer 30mL/min LAF) [0.97 ; 1.32] [0.70 ; 1. 06]
K/ TEH 1.10 0.82

CRE) - MRENT % 088 &3 5 35 E) [0.94 ; 1.28] [0.66 ; 1.01]

BB AL IR 14 B, R 10 I, tPARAE 11 B, EE 10 Bl ARH 9 4
E - B OHEE K O 95% (S HE X R 31 90%S K L, AR, MR R OMAH CldE L 7= etk fig
Hrici-s<,

JESHRE S O WEBRE 2366 51 (H AN 408 ) % %t5: & U 7= FH4E ISy B R R
Hrofbs, BHIENIEE 25 120§ DR EE B ERE E 2 A4 D s
J O FE B RERE 75 A A 9 2 R O E IR B 0 AKINE R B D L O HEE
TR O OO%EHEXIE, 1. 04 [1.02; 1.06] %00 1.07 [1.02; 1.11] Th -
77

16.6.2 RFFgREEBWREICS T SRMBE
NP REREE ORLE D R A2 5 % (Child-Pugh scores 2353 < ) Ik
i % A 0. 5mg RN T4 G- D MBIE % | [ITFARAE S IE # 7Bt & L

AT (ZEEhER )
CL/F : BT ORZ U T T A Vo/F B OS5
) il (/M- Bk E)

1204 —o— AE#] 2.4mg (N=29)
= —B- F# 1.0mg (N=33)
Z 100
iy
i 80
= 60
.
b 40
&
= 20 4
0 1 1 1 U 1 1 1 1 1 1
0 12 24 36 48 60 72 84 120 168
B HZEEHE L)
16.2 RN
SAE N EHERS A 10 FlICAH] 0. 5mg 2 H[E & FHeG L7z & & Oy A 4
TRATEUT (1%, 8% THo72?,
IETESE DOYBRE 2366 B (AAN 408 ) Z b4 & U= REEF SR BhREMR
M OFER . ARHN % B D85-800 (M, KRB K O Eais) (c#b- L7z
L& EEHASOEEGITHRT D KBS L OB ~ O 5. TOEFREOAR
FRGEE 1 D L OHETE M S OV 90%E X ik, 0.99 [0.96; 1.01] f&Tr0.99
[0.95; 1.03] ThoTz,
16.3 2
AEIOMIER DT NT I KT D in vitrofiE ST 99 Th - 7=
9), 10)
16.4 %38t

H T~ L 72 AR H 0. bmg Z M E MBI ERE 7 Bl Hml i T 5
L7 R, ARSI T REKO X RGN MR OB D B Bl
WL REtEh D LHEE SR Y,
AHNL, CYP /oy T-REICKE U CREMR LRI L 22 5558 (CYP1A2, CYP2B6 KO
CYP3A4/5) & D NMFFLEIEA (CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6 F T} CYP3A4/5) ZIR& etz ¥ (UMEAF—4 . in
vitroikBR) .

16.5  HEitt
H T~ L 72 ARH 0. bmg Z FhE MBI ERE 7 Bl Himl i T 5
L7, oK 56 H & TOMEBE S RIZ 33 2 JR 1 K O3 o o RE Sk
1L 53, 0% K VN 18. 6% Td o7z, MELIHNEED 5 B, KRAIRE(AEDOR

VV-REG-514802 50

BRRH LI R A2 FIoRT Y GHEAT—4),

AUCo-int Chax
FhE swoni | LOMER
o0 {E I O

" ]

B/ IEH 0.95 0. 99
(% PE : Child-Pugh 4yJH A) [0.77 ; 1.16] [0.80 ; 1.23]

TP/ IEH 1. 02 1. 02
(Hp%:Ff : Child-Pugh %)% B) [0.93;1.12] [0.88 ; 1.18]

EE/ B 0.97 1.15
(EJ¥ : Child-Pugh 43 C) [0.84; 1.12] [0.89 ; 1.48]

PRERE B - IEH 18 (i, WRIE 8 B, hEHE 10 ], FE 74
TE © LEOHERE i} OF 0% AN, 4EMn, PEBI K O E Tk L7z,

16.6.3 SEEIZH T HEMENRE
FETHESE OWBR A 2366 11 (AA N 408 B) % %t & U= RHEMS ) Bhiefiz
HrooftR, 18 bl ~65 mAM OPERHNTH T2 65 bl L~T5 A &
O 75 LA R ORERF O G HORRE O AR 5 O L OHEE B O 9005 #HX

fAliX, 0.98 [0.96; 1.01]}%700.96 [0.89; 1.02] Th o7z,

16.7 EWHEEER
AFHI 1. Omg XU 2. 4mg DEFIREBIZBWNT, A FdAALI, U777
UL TVAFR T T RAANRETF U RABIEEKR T E T T =
ORI G Uiz & & ORPBEOM REUTIORT P ™ GMEAT—

),
Jidk* mg AUC "t © Coa JE ¢ o 78 ¢
3K % ci wax S ° o 25
FEL DF SR | AH A& N [90%(E XM | [90%F X IHI]" | [90%(F X [H]]
TR
. 1.03 0.90 0.50
Hhiy 500 M;ﬁ 22 010,965 1,117 | [0.8350.98] | [-0.38; 1.25]
ke
, y 1.05 0.91 2,00
S % %Bf 22 70,995 1111 | [0.85;0.98 | [1.25; 2. 75]
TR
o y 1.04 0.93 1.75
femr % %Bf 22 110,985 1,101 | [0.87;1.00] | [0.88:2.50]
1.0
TR
e 1.02 0.93 0.25
v 0.5 Mf % | 097 1.08] | [0.84;1.03] | [0.00;0.25]
e
N ' 1.02 0.62 1.75
TN AR 10 %B;‘? 26 110,93 1,121 | [0.47;0.82] | [1.00; 2. 50]
2 111 1.04 0.50
IRV A 008 @’K 3T 065115 | [0.98;1.10] | [0.00: 0.50]




27 L% Lo 0.50 JOY 111.7+26.2 111.2+27.2 112.7+29.5
VI )W A 0.15 BER | 40 i 15] Lael | 1o 99‘}1 21 | o 25] 0.75] ZE NG b (101451) (199%1) (100%1)
¥ T T e (mg/dL) P 5. 68 % -18.3+21.9 -19.3422.6 1.7+26.1
s FCOE{bE (9741) (19241) (981))
0.94 0.77 0.25
1500 | 1.0 | #e8k | 28 ; . : R 135+13 133+14 133+ 14
s # (0883 1011 ] 10.6750.88] | 1013 0.25] WAL LI o (101431) (199051) (101fi)
’ %ﬁ [1.02;1.14] | [0.82; 1.07] | [0.00;0.02] L 10 P 6 19
VE : o AL PRAAMEEIE 0. 25mg, 1. Omg OHERFM B ~I. 0. 25mg & 4 11, 0. bng & 4 5. L PRI E Nt (0141) (1994) (10141)
TR L 2. dmg OHERFH RE~1% 0. 25mg & 4 [A], 0. 5mg % 4 [3], 1. Omg % 4 [A], 1. Tmg (mmHg) P 5. 68 A -5+10 -5+10 -3+9
Z 4 G LTI R Ui, SRR VR FIIARA 1. Omg % 4 [R5 L7 3 2. 4mg ECTOEE (98451) (193%51) (100451])
% 4 ARG L7 IZEHIN L7z, NI 207.1£39.9 200. 4+35. 6 206. 2-36. 4
DEFSE - 907700, = v, Tho ARy RO Tepe-ME B ., ARy (1 2, 3.5 v aF-p N R (10147) (199f51) (101451)
A). 2Fhza by A-v R OVE W Al (Wb 1A LEL 8 B) 13RE#R S, (mg/dL) Pl 68 HEFET|  -6.0+16.1 -7.8+12.3 1.212.2

=2

- AUCo-1zn : ARV, AUCo-168 : S=B TR R=IV77) 2/, AUCo-100n = ¥ 3 %2 AUCooran 2 7 WA RBFY, AUC,- DB (%) (983i) (193f31) (10051

oan 1 TFEVIARTY A=W OVE )V ANV, AUCos : Y FEHE-N 124.897+33.53 | 120.60=31.77 | 126.96+31. 50

c. PFFHZE O Ifi Hp i B |2 S < BN E /ST X — H DO ARFIFEDE RS 63 2 AHKIOF F R D LDL ava7n—j N A (101451) (199¢41) (101431)

s (mg/dL) Behi 68 B E | 7.1+28.8 | -11.8%20.3 2.8%18.5
d. FRfEo7E (h) ORAIGERR-ARFIIEGERE) (BT TOL{LER %) (9815 (19351) (99451)

e N FEIEINZ DU T O5H{E X ] o 51.7+12.3 52.2+12.3 19.8+10.9
HDL 20 755 N (1014) (199%0) (10140)

17. BESERAE (mg/dL) P55 68 HAFE | 8.018.3 9.5+15.9 7.1+13.2
17.1 PR URSHEICET 2 TOLEE %) (98451) (193451) (10051)

35+ +
1111 75 LRHB- EERLERR BnE. EERRER (22 v || o | s | o

BRAEREZETIIRHERE. ER£RSE 111 #8588 (ng/dL) Feh 68 AIFE | —12.2250.7 | -13.6239.0 13.3%42.4

e, FRE SR E XL 2 BB IRF 24 L. 52 BML 28 27. Okg/m”* BA LT TOZEALE %) (9831) (193151) (99451)

M, FREEERE S U <X 2 BUBEIRIE & & T 2 DLL ORI B 2 fi
HEREET Y 2 A4 % UE BT 28 35. Okg/m® LAk oD I HE 401 il & kGl f
PEZEID AT 2T A 2. 4mg, AAI 1. Tmg IE 7' Z AR ZIME 1 8], 68 3
MR T Uiz (Al 2. 4mg : 199 B (AAA : 179 i) | <Al 1. Tmg : 101 i

(AARN 9260, 77 &R 101 6] (AAN :8941)), 7rds, 2 BIBERP &
FIZOWTIL, BERIFHEIEAE UL BB O ARBE S AL E & 72 D ATREME N & D
LI S h 7 BRI Sz, RBEIRM . B IIREO s v U —HIRR
KO RIGE OB % 1T L THT o7z,
1) RAEZIEA A KT A 2 2016 TEHE S 2 ABMIAE O BWIEHELATD 11 OFIE
LS, HAAR S NIERE OBISITRO LY, (1) WHEHEREE (2 BUSERTT - it
PEREILHE 702 &) « 2 BUBEIRYF 24. T%, 2 BUBEIRTLAAL 41. 6%, (2) FRETILHIE : 86. 3%,

(3) EAULIE : 74. 6%, (4) fESRERMAE - FE : 35. 2%, (5) EBINRIEH : 2.5%. (6) Mt
F€: 1.5%. (7) TV a—PEIRIATEIFAE « 44. 6%, (8) HARILH « 4T @ 2. 5%,

(9) PAZEVERRNRI SEOPULAE GERE - MG LUR IR « 10. 0%, (10) MEB)ZHE
M 10.2%, (11) AR BHE R R - 0. 2%
AANE, # 1A 0. 25mg TEREGABA L, AK L Tmg BETIL 4 M Z & 10
FER9IZ 0. 5mg, 1. Omg, 1.7mg ~, AH| 2. 4mg BETIX 4 B Z & ITEPEAIC
0.5mg, 1.0mg, 1.7mg, 2.4mg ~HiHE L 7=,
FHFEEE TH D= T A p b G 68 I TORBEE(LER O
5. 68 MRHZ 5%LL FOIRERD & Ak LI ERE OFEIAICE LT, IR
BEIZ g 2 AK 2. 4mg BEOERIME R STz (p<0.0001, TRZBH),

VR 2 G150

BIVEF L. AH 2. 4mg #E 108 5] (54.3%) . AH| 1. Tmg £ 68 4] (68.0%), 7
FRAREE20 ] (19.8%) THESHz, ERBIEM CGEHLL-EBREOH
A 5L E) 1E. AHI 2. Amg HETILOERL 24. 1%, by 15.6%, T 13. 1%, &
M 7. 5%, FAKEGE 6. 5%, ST 6. 0%, A 1. Tmg TIL TFHI 19. 0%, &
B 18. 0%, HELy 15. 0%, FEERASHLE 9. 0%, W&AL 8. 0%, MEERIAR 7. 0%, it
RE 6.0% BABGES. 0% Th o7, 77 BREETIE, R L 7-gbaE o
A %L EORWERITRD bl o Tz,

2 BUREGRI & A S 72 OB S CIHKIEE 2 B+ 2 A EFGUIME Shieh -
Too 2 BUBEIRIG 2 A9 5 B CIXE A2 UL MBEEREE  (56mg/dL Ai)
SEREMAR MBS ? 1 TG SN2, [11. 1.1 BH]]

7 2) BRI CRENSRFSE2IC L) UBMCIBE SR 4 5 fopE s (i)
73 56mg/dL A DA% fiLhE,

17.1.2 TS5 AR EEHRLEHR (ERARSE 111 18585

BMI %% 27.Okg/m” PA_LCrfuE, ARELAEIE, PHIEMEIMEIRING MR (A &
LU <IHDIAE RIEBRZ A9 5 XUE BMI 23 30. Okg/m” BA_EO#ERE 1961 4%
REGATMAE LB O AT 24T AH 2. 4mg XIF 7 TR %W 1 [, 68 MR
TG L7 (RA 2. 4mg - 1306 {51 (HAN : 67 f5i) . 7"F &4 : 6556 (HA
A 33 41)), AR, BBREIERFON 1 U —H R & S ATEB O8N
ZWITL T - 72,

ARANE, @ 1 [E 0.25mg THEHG AL, 4 HWH I L ICBEBENIC
0.5mg. 1.0mg. 1.7mg. 2.4mg ~H{E L 7=,

FEIFMIER THDHRX—ATA b EE 68 W E TOREZELE L O
5. 68 MIET 5%LL O RERD & Rk LI RE 0BIAICE LT, 7R
BECKET B ARH] 2. Amg BEOEBMEA R S L7 (p<0.0001, FEEME),

AFH 1. Tmg BE AFH 2. 4mg BE VAVA < £
(101 fil) (199 fil) (101 1)
N 86.1+11.9 86.9+16.5 90.2+15. 1
N A ORE ke) (L01#1) (199%1) (1014)
. ) 77.8+13.9 75.1£17.0 88.6+15.5
B 68 BROKE ke) (9861) (19367) (100f31)
#4568 R E TD -9.9+7.8 -13.4+8.6 -1.9%5.9
IRTEZEAL () (9843i)) (19343i)) (100451
7" TR L OREMIZE Y -7.52 -11.06 B
[95%( FE X [H]] [-9.62;-5.43] |[-12.88;-9. 24]
. - 72.4 82.9 21.0
SIL LRI A (71/98) (160/193) (21/100)
7 IR BE L OFyRT I 11.08 21.72 B
[95%( #H X[ ] [5. 53;22. 22] [11.27;41.86]

TR AR RS GEMEE) . Fla% G4 R eI

a) ZEMTEEE AV TRIE A5k, OB X v 5k

b) %5 68 WHFIZR—R T A LD BULA LD REINA % 3k L 7= & oFI &
o) ZEMTEEE AV TRIEEZ TR, 0 PAT 1 v ZEIRICE 0 5

KR 52 OMOFMER . (b, fEROIRE AT A — 2 25 55
IE B OB E FRICRT,

REICEY 2 Z OO FHEE R

AFH 2. dmg B 7T AR
(1306 1) (655 f4i))
N 105.4+22. 1 105.2+21.5
N A O ke) (1306 f51) (655 f7)
. N 89.0+22.7 101.9+22.0
$e 15 68 JEMF DK (ke) (1212 i) (577 )
5 68 WHRFE TD -15.6+10. 1 -2.8+6.5
IRTZALE () (1212 f1) (577 f3il)
7 TR BE & OBEMIE Y -12. 44 B
[95%(E HH X ] [-13.37;-11.51]
. e A 86. 4 31.5
5%UA LA FL D SR A (1047/1212) (182/577)
7R BEE DF9R I 11.22 B
[95% {5 #H X[ ] [8.88;14. 19]

. AH 1. Tng B AH 2. amg BE 7T B
L 68 i (101 ) (199 1) (101 47
. - . 41.8 60. 6 5.0
LKL B A (41/98) (117/193) (5/100)
. - ! 24.5 40.9 3.0
ISR LB Al (24/98) (79/193) (3/100)

FIE% GZ4 B/ R B
a) N—ATA Uhb 10BN EOIRERA % B/ L -5 0BG
b) R—R T A LD IBRLA EO RN Z K LIRS oBIE

il iR ONEEL ST A — 2129 2 FFAfiE H

TR GHIEIED | B GLUEIER/ FHI 120

a) ZEAMEEE O TRUMEZ ek, aBmobric L 5

b) $eh 68 WHFIZAN—A T A > SR L OIREIRD 2 308 L 12 iRE OFlIS
o) ZEMEEE MO TRUMEZ LR, B P AT 1 v 7 BRI D 5

REICBET 22 OMOFHHE E, Mgk, TR OIREF A =22 55FF
i H OffER 2 TRISTT,

(KEIZB T 2 Z OO FHIE H

— 7 2. dne FE TSR
$e'5 63308 (1306 #5) (655 )
e o A 69.1 12.0
108X LR R & (838/1212) (69/577)
. o > 50.5 49
15KEL B & (612/1212) (28/577)

AFH 1. Tmg AF 2. dmg 7GR B

(101 f1) (199 #1) (101 i)

O 6.4%1.1 6.4+1.2 6.4%1.1

HbAlc (1014) (19941 (1014i)
%) 5. 68 i -0.9+0.8 -1.0+1.0 0.0£0.8
FCOLEbE (9843i) (1933)) (100451

VV-REG-514802 50

FIEn GLY B/ LS50
a) N—ATA G 10%SL EOKREA A& ER L7 RE oFlE
b) R—RA T A Ui 15%LL EORERD A K LI giRE OFIE




g, iR OGRS T A — 224 2 FFfE E

AH 2. Amg B 75 REE
(1306 %) (655 i)
N 354y 5.7%0.3 5.740.3
HbAle (1306 #1) (655 i)
(%) el 68 iy -0.5+0.3 -0.240.3
FCOE LR (1197 #i) (563 i)
IO 95.4+10.7 91.7+10.5
22 fE LB (1291 #i) (649 i)
(mg/dL) et 68 iy -9.2410.9 -0.4%12.7
FCOE LR (1175 #i) (557 f4i))
O 12614 12714
AISLAE 39 1. (1306 i) (655 f31])
(mmHg) 15 68 i} ~T+14 -1*13
£ COEE (1210 f51) (574 f5i])
] JOY 8010 80+ 10
PEARH (1306 %) (655 1)
(mmHg) 5. 68 3l -3+9 -1%9
FCTOEE (1210 f51) (574 f5i])
N 193.4+38.7 195.8%39. 0
- N =RTAY .
ayaFe-l (1301 i) (649 1)
(mg/dL) 568 WFFE T -2.6+14.8 1.3%+15.0
DEALE (%) (1196 1) (561 i)
N 354y 115.30+33. 23 117. 14+33.33
LDL abA7n— (1300 %) (648 #i)
(mg/dL) e 68 K E T 0.0+28. 1 4.4£25.9
DEALE (%) (1192 #1) (558 #i))
N a4y 51.0£13.2 51.0%£12.7
HDL aba7n— (1300 %) (648 #i))
(mg/dL) b 68 W E T 6.6+17.2 3.0+15.5
DI (%) (1192 #i) (558 #il)
JOY 140. 99£80. 54 146. 36 +131. 68
[SEAAAN (1300 %) (649 i)
(mg/dL) b 68 W E T -17.5+32. 1 -2.8433.9
DEEALFE (%) (1194 fil) (561 {5

VMRS A1 %0

BIVEF X, AFH 2. 4mg B 926 51 (70.9%) . 77 & REE 295 B (45.0%) THE
SNz, EREIERA GEBLLI-HERE OFIS 5%LL E) 13, AFH 2. dmg BECTI
BUL 42, 1%, R 27. 5%, MEM: 21. 7%, fEEL 19. 8%, THILR R 9. 4%, BAKEGE
ERGHER 7. 9%, NEEBIR 6. 6%, ZHIF 6. 6%,
7T ARBETIRED 16, 3%, T 12. 5%, {HRL 7. 5%, W& 5. 0% CTdh -7,

(R B 2 A EES T, AH 2. dmg BET 8 (0.6%) 15 1F, 7T L REE
54 (0.8%) 7 HmA SN Y, [11. 1.1 BR]

9. 2%, < U8, 3%, M 8. 0%,

17.1.3 TS5 RAR-EEHREEHR (BRARSE 11 858

(REIZB S 2 2 DA o FHiliE H

. AH 1. Omg AH 2. dmg 75 RRE
B 68 (403 1) (404 1) (403 #)
. e 28.7 45.6 8.2
108ELE R B S © (109/380) (177/388) (31/376)
S L e S e 13.7 25.8 3.2
ISHELERERD RIS (52/380) (100/388) (12/376)
FlEn (%24 B4/ AT AT 44)
a) R—AT A UhE 10%LL EORFHA A ER L - HRE oS
b) R—=2A T A hE 15%LL EOREHA A ER L - RE OFlE
s, R ONRE ST A — 2 IZB3 2 aHiiE H
AH 1. Omg FE KA 2. Amg FE 75 REE
(403 f51) (404 f51) (403 )
O 8.1+0.8 8.1£0.8 8.120.8
HbAlc (403 f51) (404 51) (403 )
(%) B h. 68 M -1.65%1.1 -1L7+1.2 -0.3+1.3
F oL (376 f51) (381 f3il) (374 f5i])
O 155.7+41.5 152. 7%40.9 157.9+42.1
72 R i pi (395 f3il) (396 fi) (400 fil)
(mg/dL) e 5. 68 3 E -36.5+45. 1 -37.9+45.9 -2.3%53. 1
FCOE{R (367 f4i)) (375 f1) (370 f5il)
O 13014 13013 130+13
U1 (403 f3i) (404 fil) (403 f5i))
(mmHg) e 55 68 3 E -3+15 4714 0+15
FTOE{LR (379 f51) (387 ) (376 51)
N 23y 80+9 80+9 80+9
HEBR - (403 $il) (404 1) (403 f5i))
(mmHg) 55 68 R -1+9 -2+9 -1+9
£ ToOL R (379 f51) (387 51) (376 i)
Ry 177.0£42. 5 175.1£38.8 175.4£40. 8
Havaze-—p (399 #51) (402 1) (402 45
(mg/dL) He b 68 MM E -1.2+19.6 0.2*18.4 1.8+19.0
TOLEALE %) (372 f3il) (380 #3i)) (373 f51)
Ry 96. 60+ 35. 90 95.87+33.23 | 95.87+33.35
LDL 2VAFn— (399 #51) (402 ) (402 45i))
(mg/dL) He b 68 MMEE 11.2+170. 1 4.8%32.5 4.5+28.5
TOLEALE %) (372 f3il) (376 fi) (369 fil)
ey 44.2+10.9 46.0+10. 8 45.1%11. 4
HDL 2V A7 (399 #51) (402 ) (402 45i))
(mg/dL) He b 68 MMEE 7.1+18.2 8.2+17.0 5.1+£16.3
TOLEALE %) (372 f3il) (375 fi)) (369 fil)
ey 196. 74136.93 [177.67=111. 72 [181. 70+ 105. 21
SZAN4AN (399 $il) (402 f51) (402 fi))
(mg/dL) 5 68 I £ -12.3+35.6 ~14.0+40.5 1.7+57.3
TOEALE (%) (372 f51) (380 f5i) (373 151)

PN AR GRAE1)

2 RUBELR I 2 473 % BMI 75 27. Okg/m* BL D #EBRFE 1210 {5l & et G212 ME4E 2 51
O AFF 2T, ARAD 2. Amg, AF 1. Omg XIX7 7 BARZM 18], 68 MK T
e 5 U7z ORA 2.4 mg:404 51 (HAR A 42 ) | A5 1. Omg:403 1] (HA A :36
Fl) . 7T EAR403 B (AARN:ATG1) ), 7ok, FESRIFHNSIE X FHBEIE O
REENRLE L 72 5 ATHEM DS & 5 & I STz B IIBRIN S iz, SRERIE
L ERETRFEOD 1 Y —HIR & OCF RIEE ORI 2 AT LTIt o7,
AAHNZ, 1[0 0.25mg TEG-ZBME L, AAl 1. Omg BETIE 4 WM Z & ICE:
BEEIIZ 0.5mg. 1.0mg ~. AAK|l 2.4mg BETIT 4 W Z L BRI
0.5mg, 1.0mg, 1.7mg, 2.4mg ~Hif: L7z,

FEFMEH THDH =R T A U b E 68 MlIFE TOMRELE L O
5 68 MM 5% EOIRERD & L LI BRE 0B ICE LT, 7R
BRI 2 AR 2. dmg BEOERME R Sz (p<0.0001, THRZBM),

AF 1. Omg T AFH 2. Amg B 77w R
(403 f4)) (404 51)) (403 1))
e 99. 021, 1 99.9+22.5 100. 5420.9
NI/ ORER (ke) (403 f5l) (104 1) (403 51)
R . 92.3+20.7 89.6+21.0 96.8+20. 3
Fl 68 MO R (ke) (38063 (388 ) (376 )
155 68 I E TD ~7.246.6 -9.948.0 -3.3%5.5
IREZE(LE (%) (380 f4i)) (388 fi)) (376 f4i))
7 R L ORERZE ~ -6.21 -
[95% 15 #E X1 ] [-7.28;-5.15]
AFH 1. Omg BE L OFERIFE Y _ -2.65 ~
[95% 15 #E X1 ] [-3.66;-1.64]
e s 57.1 68. 8 28.5
SWAL BRI SRk s (217/380) (267/388) (107/376)
7T HE L OdyAT B 4.88 B
[95%1 e X.[H] ] [3.58; 6.64]
AF 1. Omg BEL DAy L ~ 1.62 -
[95%1 e X.[H] ] [1.21; 2.18]

SEIE RS GRGIED | BIE% G 01E/ R HEIE)

a) ZEAMTEEE O CRBEA TR, LoBoiric Lo JH

b) #1468 WIFICN— R T A L h b 5% E DR % BERL L 7o B 0BG
o) ZEMTIEEZ AV TRIEEMTESR, 2V AT 1 v 7 BRI K0 HH

KT 52 O OFFAEH B, IUER CIRE S A — 2 1CBT 53
I8 F R R TR

VV-REG-514802 50

BIVERIE. A 2. 4mg #F 257 1] (63.8%) . A 1. Omg #f 222 5 (55.2%), 7
Z R REE 129 il (32.1%) THE SN, EREIER CGEHE LI-#ERE OHF
A %L E) 1E. AH 2. Amg FETILEL 33 3%, WEM: 19. 1%, T 16. 9%, {F
B 13. 9%, BAKIGE 9. 4%, LARE 5. 7%, MEIEOMZR 5. 5%, AA 1. Omg TIX
AL 31.8%, FHT 17.9%, WEM: 12. 2%, ERE 10. 0%, RAGEGR 7. 0%, LR
B 5.5% ZZRABECTIE T 7%, Bl 6. ThTh-o7,

FERAARMAE L, AF 2. 4mg BET | fFRSE Sz, BRI fFE R E
(66mg/dL Aifi) SEMGEMEARMAE L, A<AI 2. 4mg #ET 23 f1 (5. 7%) 51 f. K
# 1. Omg #ET 22 5 (5.5%) 29 f:. 7T ARRET 12 41 (3.0%) 18 s &
=, (1101 B8]

18. M\
18.1 {EmF

AANTE N GLP-1 7w 7 ThH Y NIEME GLP-1 2MERI & T 5 GLP-1 &K
EBRIICAE G L, cAMP iR 2 300 S 5 GLP-1 S IR EEISE & L CTIEA
T3,

ARANIT VT I A L TREHC L 20 ORBIER OB 7 VT T AD
KTZ2RTEEZONTEBY ., £27 3/ BEHIZ LY DPP-4 12 X DRI
stU TP Z2R"d 2 2ok v, FERRFET %,

18.2 EE{ER

FERRIRFRER .Y 5 . AL GLP-1 AR A L C A HE B O 1E 3 AR 12 B
592 BRI C & 2 IR T R OISR ICEEAER T2 b0 & FE X b,
Eio, PR, BURR ORI 2 5 TN 36 1 D A K O 2RO 1E R
LT, WMRICHIEAT 2 TRt H 2 7,

BEBREEEMET L (T AKRDT v 8 ICAAE T2 ks Lo
Reo BRI LR U O K OB AR OB 03B btz P,

MR SR OSME AR F 1ZI T A 2. 4mg GH 1 [l 5) % 68 1
G L7fE R, 77 BRI U CARAIRE CRE OB 238D i, 1§
Wi B OB BRIRIHEE DWW L0 b K& D7 ™,

Eio, EMOSMNEABEERA ITI T, AK 2. ang (B 1 B % 20 HRHE
G LR, BEEEORFRF O 2L —FEIEN 77 £ AR LT
3K T L= Y,



19.

20.

21.

22.

23.
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Semaglutide (Genetical Recombination)

BHRSICEY SEILFER
[k : JaN]
[k : JAN]

éj\%it : CistHoo1Nis050

53

& 4113.58

S

ES

]

[

<
0.
<
0.
<
0.
<
0.
<
0.

1)
2)
3)
4)

5

N

6

=

7)

8

=

9)

10)

11
12

13

14

15
16
17
18
19

20
21
22

HiC CH,
His—u -Gly-The-Phe-Thr-Ser-Asp-Val-Ser-
o
HOC

\/WW}/\/\\/\H—GF

o
Q. NH
HNJ\\/ g
0. o
\_\/‘\0
Sar-Tyr-Leu—Gh:-Giy-Gln-Na—Ala-LﬁN‘-élem-
lle-Ala-Trp-Leu-Val-Asg-Gly-Arg-Gly

Hifk e~ F N, Bis itz e N B TR TF K-
(GLP-1) B TH Y, & FGLP-1 D T~3THFHDOT I /BRI
MRS L, 23&HDAla RV28FKH D Lys 1T, #nFh2-7 3/
2-AFNTaRUBEREN Arg IZ@EH S, 1L, 1847 X T v
TEERN 1E®D Glu RO 2HD 8T X -3, 6-TA XY A F W
THRENE ) v —%2MA LT 20 FHOD Lys IZHEELTWS,
T~ VT R, 31 HOT I BBIERIEN G2 D BT F KT

b5,

BV EDEE
BRI XN L, SRR, WEE (2~8°C) ICIRET B 2 k.

REBEMH
Y 2 P A EO b, EENCERT S L,

G

0. 25mg >
5mL X 2 A%
0. 5mg >
5mL X 2 A%
1. Omg >
5mL X 2 A%
1. Tmg >
75mL X 2 A%
2. 4mg >
75mL X 2 A

FEXH
HNEE} : Combined fertility and embryo—foetal development study
in rats (NN207361) (2018 4= 3 H 23 H7/K#%, CTD2.4.4.3)
#NEF} : Embryo-foetal development study in rabbits (NN207360)
(2018 4 3 H 23 HA&RY, CTD2.4.4.3)
#NEF} : Embryo-foetal development study in cynomolgus monkeys
(NN208486) (2018 4= 3 H 23 H7/K#, CTD2.4.4.3)

HNEFEF : Embryo-foetal and pre— and postnatal development study
in cynomolgus monkeys (NN210061) (2018 4E 3 H 23 H /&3, CTD2.4.4.3)
FENEEL © 104-week subcutaneous carcinogenicity study in rats

(NN207363) (2018 4F 3 H 23 H/&#E, CTD2.4.4.1)
FENEEL © 104-week subcutaneous carcinogenicity study in mice

(NN207362) (2018 4F 3 H 23 H7/&#, CTD2.4.4.1)
FEPERE S 1 FIEERERBR  (\N9536-4590) (20XX 4F XX A XX H7&#R, CTD
2.7.6.1)
R 1 FHEEREER (NN9535-3687) (2018 4 3 A 23 HIKE,
CTD2.7.2.3)
Marbury T.C., et al. : Clin Pharmacokinet. 2017 ; 56 (11) : 1381-90
Jensen L., et al. : Diabetes Obes Metab. 2018 ; 20 (4) :998-1005

) Jensen L., et al. : Eur J Pharm Sci ; 2017 ; 104 : 31-41

) tEWNEEL : In vitro evaluation of semaglutide as an inducer of
cytochrome P450 expression in cultured human hepatocytes.

(NN215048) (2018 4= 3 A 23 HA&GE, CTD2.7.2.1)

) &R © In vitro evaluation of semaglutide as an inhibitor of

cytochrome P450 (CYP) enzymes in cryopreserved human hepatocytes.
(NN214196) (2018 4= 3 A 23 HA&GE, CTD2.7.2.1)

) tWNEEL © In vitro evaluation of semaglutide as an inhibitor of
human P-gp, BCRP, OATP1B1, OATP1B3, OAT1, OAT3 and OCT2
transporters. (NN215026) (2018 4£ 3 H 23 H/K#, CTD2.7.2.1)

) Kapitza C., et al. :J Clin Pharmacol. 2015 ;55 (5) :497-504

) Hausner H., et al. :Clin Pharmacokinet. 2017 ; 56 (11) : 1391-401

) Blundell J., et al. : Diabetes Obes Metab. 2017 ; 19 (9) : 1242-51

) Friedrichsen M, et al.: Diabetes Obes Metab. 2021;23(3):754-62

) ALNERE S 3 AR ERARERER (W9536-4382)  (20XX 4F XX A XX H7K:E,
CTD2. 7.3, CTD2.7.4)

) Wilding JPH et al.: N Engl J Med. 2021;384:989-1002

) Davies M et al.: Lancet. 2021; 397(10278):971-84

) Gabery S., et al.: JCI insight. 2020;5(6) e133429.
https://doi. org/10. 1172/ jci. insight. 133429.
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1.8.2 &

AFND e XIIzhE) o THEROHE] KO MEA EoEE ] 1%, FEERIR & ORI RER AR
T —# > — K (Company Core Data Sheet; CCDS ; Module 1.6) | FEIHfM U A 7 & Bl &

(%) (Module 1.11) (ZHS & 7o, 2 BRI 2 2hRESUTMR & T2 TGt~ 7 LT FAl
(LLF, A E YY) #ELENTERIN TV D GLP-1 ZEEIEBSOM A EOEE 255105
E LT, INMISCEREO@mME LT, TERAERLOEBE AL SN CEOFEHEFIZ OV
Ty (w346 11 B, FAF 061155 1 5) (ZHE-7,

hte S 3shd) . THEKOHE] KON MER EoRE] ORECH-VER L, K TFHR5H
Yt~ 7 F FRFIOBEBIEDRRSE 7 0 77 JMIEEN D EERR GHEEE) %% 1.8.2-11277,

*1.82-1 THEXEHR] . TRERUVAE] XU IMEALDOZEE] OREICAW:=. KTHRE5HA
YT FREIDIERBEDCRFETO T S LIZEEN HEEKEER GHEER)

AR R R i

5 3 FERER

4373 HBR N=1961 N OV B IR B A5l B & LT, AT B~ AT 5 fBh

BEEESEE (JP:N=100) &L LCOE~ZAF K 24mg (B 1 EE FEE) OAMEL e
TR L AT D, 68 M. EIEAEIY T, CEEHRRAR

4374 35 N=1210 RO 2 B % A3 5 i IR B I R E A g L LT, ARTE e~

B ESEE (JP:N=125) | O AICHT HMBIRELE LCOE~ 2 F K 24mg G 1L TFHE) ©

HOMR O L2 E 77 AR R O~ 7 VF K 1.0mg GA 1 [AEZ FEE) &
ERETT 5, 68 M. EIEAEIV T, —HERRR

4382 N=401 BN 2 BB PRI 2 A4 5 XUTAH S AW B E ARG 24 & L
7T R (JP:N=360) |7=, AIEBE~ON AT HHBEEL LTOE~ 27 LF R 1.7mg KO
24mg GH 1B THEE) OFMER O ZE2EE T T 2R L RERGFTT5.
68F ], MAELE Y i), —EEMABR

N @ BEAEZED AT HBRE S, TP (N) (3 H AR AR 2L
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1.83 IHEXEMR] () RUZORERL
1.8.3.1 [HREXEHMR] (F)

HEL i iE
7L, mIE, JEEBEE ST 2 B RE O WS E S L, RERE - EERIEETToCh
DIRDRBELNT . LTSS TG ICR D,

e BMIA 27kg/m? LA ETH Y | 2 DL LDl I BE$ D EEREE A~ HT 5

e BMI 7 35kg/m? L I

1.8.3.2 THEEXIIHMEL (F) DFRTEIRH

AHND HEESUIE (B 1. K FRGAE~ LT NURIOIEMEDORRE 7 v 7T Mg %
A% EERE 3R Th 5 4382 7l GHIE R 5 £ 1.8.2-1 M) OB RER (A ANmiE
¥ (JASSO) FATDNEWIEZW AT A KT A4 (LT, JASSO A RT A ) NIHET D] ITHEWVERGE
L7,

JASSO A KT A > ' Cid, JEREOBZWENET TBMI 28 25 kg/m? LA LT, BLFOWT 054
UG- HE 0 D) EICERZ W LRSS SRR EZ AT 50, BEREEOSIN TR SN 5E
THEAET 260, 2) B arva—XEiERE (CT) MEICK > CHIBIENERE (VFA)

100 cm? LA - & el & 7= IR RUAE G (REREREE D B OFOF BEIX D) | &S Tnd,

FEGHERRIL, AL OEEIRIEA AR L LI AR IE~ON ARG SN D, LLRR6, B
BB DIREMD DR & MR BRERG G 2 <. ZERICKIERANEMRICIZE D 5K A
FA L AT LB RTREME D 2 DAL 5234567810112

ERR R T A KT A B EREERIZJASSO A R4 2 VCIE, IBIIE & 2B S hi-0b, fdFkEE
DYED IO ORF - il - [TERIED D 2 5 AIEEIBEOUEZ R D Z LRI TV D, ATE
PIRSERE TIIWEDIRDB L ONRNGEIT, EREEBEET D0 R L%, JASSOHTA I A
BT B HEPRE OIS HEEX, TBMI 2 25 kg/m? UL CHEIE I HERE 100 cm? LA B2y 11 O4FF
SN EFEEEZ 2 LU EATH8E] T TBMIA 35 kg/m? LA BT 11 OFFE S - ERERE %2 1
S EET LA L TnD, —J7. BMI O L BT 5 A 0HE DR OBE TSRO & DR
BALLIVTEY | BRI BET 5 A 0HE O OFE T 31E BMI 28 27 kg/m? Z 2 5 EHEINT 5 &\
A HFRD HIL TN D Z &y B I151617.18,19.202122 - MEGEERH 2 35\ N TUIEMTRIE DA A D EHENEN LY
mWEBZLHND,

HARNIZEBT 28~ 7 VT FOERMIECK T 2 A 200K ORI, FICR Y U7 3B (43823
BRo; 32 1.82-1 20 1K VFHM L7, 4382 5RBRIT A A K OEE CIHhE S v, Bk R4 X JASSO 47
A RTA L NZEDERE LB L TR UIDRICEB L TV D, 61T, 2 DO EERMEFERER

(4373 ROV 4374 5B) 12 HARABBRE NS N, 2D ORBR OB G XK E RIN D A7
ARTA L B> TREINTH Y, BIEL T 22 UINRITEEL T D 4382 SBERD K5 K
VIR BIRE R L 7o TWNVD, ZOTD, ZIHD 2R ERTIX, JASSO A K714 > NZHL T H
LT e XTI RICER LERICB T 27 7 v —T &2 FhE L. (3% 1.83-1) .
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#*1.8.3-1 HEBGREARY JASSO A RS54 VITHEDICESEM (4373 RU 4374 FHER)

BT REF JASSO A KT A NZHS <o HEM]
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BREE BETw77A0) ) OBEN RSN, £, BRERKOAENET 07 7 4 i, Bk
D GLP-1 ZFEVFEEE & Rk CTh o 7o, AINER OVZEVERGEOFERIIL, Module 2.7.3 (A2hE) K&
N Module 2.7.4 (Z&M) IZENENRRT D,

PLEXY . ARFIO Ghae 3 3zhR) () # 1831 HITIR LBV RE LT,
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FTH#GHOE~Z7LF Rid, 1.0mg £ TORAET2RBERBOREER (FE¥rvyr) & LTK
WEINTWD, JEMIEDEREEZBHE LI~ 7T ROBRGRBIIRLIBERBETHDHZ LD,
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W I O JE o — IRp R 22 R O REI M HERE S 5
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GLP-1 ZRIKEBHK L R CThH -7z, B~ F N 24 mg DIGFIREL R TCE et 7a 7y
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AME, N—=R T A OEPHEE Z B TNERMERERERIZ D)0 6380 Hiv7c (Module 2.5.4.6 &
U Module 2.5.5.7 &)
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E LTz,
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O RHERTE B REAFAT 12 L 0 FEM L 72
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LAREMER B D20, BIEA T, BUWEHZBLRE O L E
IZOWTHGEET DI &, [16.1 &)
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L CHEEDIREZ R L. AHl O 5kt
ICOEMFETT 2 0ERH D,

— 5T, MERHEITIRE & ik 3 E 8RR
BORETH Y | IR B9 2 R
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IEBICFEREOBMMATRD S,

8.2 : AANTFHGNE GLP-1 Z R IRIEEIRTH
D REIOEGHIER S ORI R T
LAREMER S D Z LD, MR E A M
BT D70 E LT,

8.3 X Ur 8.4 : > GLP-1 Z A KVEB L D
A EOEE 72 5 N CCDS (4.3: Warnings
and precautions for use) &K ONEIES Y R 7 &
PR E () ICESERELL,

8.5 : GLP-1 XA R/EEEDORIMEN & L TR
D NS TR MR 5 ik A 40 3K L3
BT 556, aBEEL o S 4 mEe
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Warnings and precautions for use) (2% & £il
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[8.10, 11.1.1 Z14]

4 HEREZAYDE

2 7 AUWWICHER &2 T IES 5 et TIHEAR OG- 2 P ik§
52 &, 95

.5 1R

i, GEHR LTV D ATRENVED & 2 I II AR 2 & 5 L7
W,

RN T, BRAZEICHY T2 XX TEIAHE

<ﬁk%%m%f@mmw&_kmf7/bfﬁ01

. YR TROLAE, AT LI~1LT6E) T, RIEE
P (F v b WEFRORD, WIEE OS], B & O
BREORAERERIMY | X BHTRBA, BKR
R OB 5 O3 AR 2 | v REIEIRE L,
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0.50%) T, HURAR CHARAER O R AMEE OBINNEERD &
nicoHERH %,

RO ARG BRI O BEAE 0 & 2 FBF K OHUIR IR BE R X 132 561
WA WAEIEHE 2 D FIRIE D & 5 B x5 . AFlD 24
PEVIHESE L TRV, [8.6 B 1R]

AHNON VFEMERBR O RICHE-SZ . CCDS
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1: Adverse events possibly or probably related to trial product by system organ class and preferred term - on-treatment - safety analysis set -
pool (STEP 1, 2 and 6)

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N %) E R N %) E R
Number of subjects 2008 1908 100
Patient years of exposure (PYE) 2650. 4 2514. 2 136.2
Events 1359 (67.7) 6453 243.5 1291 (67.7) 6202 246.7 68 (68.0) 251 184.3
H b 1260  (62.7) 4956 187.0 1199  (62.8) 4734 188.3 61  (61.0) 222 163.0
L 730 (36.4) 1340 50.6 715 (37.5) 1318 52.4 15 (15.0) 22 16.2
T 472 (23.5) 867 32.7 453 (23.7) 814 32.4 19 (19.0) 53  38.9
Mg 383 (19.1) 792 29.9 375 (19.7) 760 30.2 8 (8.0) 32 23.5
{H 381 (19.0) 469 17.7 363 (19.0) 449 17.9 18 (18.0) 20 14.7
HLRER 160 (8.0) 222 8.4 154 (8.1) 205 8.2 6 (6.0) 17 12.5
BLW 129 (6.4 177 6.7 125 (6.6) 156 6.2 4 (4.0) 21 15.4
IR 124 (6.2) 175 6.6 121 (6.3) 170 6.8 3 (3.0 5 3.7
2 124  (6.2) 164 6.2 122 (6.4) 161 6.4 2 (2.0 3 2.2
PG Rt 121 (6.0) 165 6.2 114  (6.0) 158 6.3 7 (7.0) 7 5.1
R AR R 81 (4.0 105 4.0 72 (3.8) 95 3.8 9 (9.0 10 7.3
R MR R 79 (3.9 88 3.3 78 (4.1) 87 3.5 1 (1.0 107
537 72 (3.6) 111 4.2 71 (3.7 93 3.7 1 (1.0 18 13.2
EES 48  (2.4) 65 2.5 48  (2.5) 65 2.6 0
(Sl SIHES 27 (1.3) 47 1.8 27 (1.4) 47 1.9 0
1PN RZLE 21 ( 1.0) 21 0.8 21 (1.1) 21 0.8 0
H ke 12 (0.6) 16 0.6 10 (0.5) 14 0.6 2 (2.0 2 1.5
TREE R 12 (0.6) 13 0.5 11 (0.6) 11 0.4 1 (1.0 2 1.5
FEEZ 8 (0.4 8 0.3 8 (0.4) 8 0.3 0
DB (0.3 6 0.2 4 (0.2) 4 0.2 2 (2.0 2 1.5
HtERL 6 (0.3 7 0.3 6 (0.3) 7 0.3 0
H 5 (0.2 5 0.2 3 (0.2 3 0.1 2 (2.0 2 1.5
WA R E A 5 (0.2 5 0.2 4 (0.2) 4 0.2 1 (L0 1 0.7
WML E R 4 (0.2 4 0.2 4 (0.2 4 0.2 0
AN 4 (0.2 4 0.2 4 (0.2 4 0.2 0
NEtl ) 4 (0.2 4 0.2 4 (0.2 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.
MedDRA version 23.1
nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:28:32 — taepool. sas/taesummaryotpool. txt
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Adverse events possibly or probably related to trial product by system organ class and preferred term — on—treatment —
safety analysis set — pool (STEP 1, 2 and 6)

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N (%) E R N (%) E R
1B H i 4 (0.2 4 0.2 4 (0.2 4 0.2 0
Li¢ld 4 (0.2 5 0.2 3 (0.2 4 0.2 1 (1.0 1 0.7
HEE BN 4 (0.2) 4 0.2 4 (0.2) 4 0.2 0
LRt 3 (o0.1) 3 0.1 3 (0.2 3 0.1 0
Wb T B 3 (o0.1) 3 0.1 3 (0.2 3 0.1 0
KR 3 (0.1) 3 0.1 3 (0.2 3 0.1 0
OB AMEHE % 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
LVyF s 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
T 2 (<0.1) 2 <0.1 2 (0.1 2 <0.1 0
HRU—7 2 (K0.1) 2 <0.1 2 (0.1 2 <0.1 0
B A2 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
kRS 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
SR 2 (0.1) 2 <0.1 2 (0.1) 2 <0.1 0
e ME T 2 (0.1) 2 <0.1 2 (0.1) 2 <0.1 0
IR 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
I TR 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
[ONCYV o gt t=) 23 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
VA2 1 (0.1) 1 <0.1 1 (<o.1) 1 <0.1 0
*K{ﬁﬂ:“ﬁﬂjrﬁ] 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
SR 1 (Ko.1) 1 <0.1 1 (<0.1) 1 <0.1 0
AR PR 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
QiR (ke 2ilin 1 (K0.1) 1 <0.1 1 (0.1) 1 <0.1 0
AR R 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
HN%& 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
ﬁ% BERIE: E 2% 1 (K0.1) 1 <0.1 1 (o.1) 1 <0.1 0
Juaid 1 (<0.1) 1 <o.1 1 (<0.1) 1 <0.1 0
L;Hl*Jf“ 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
FEH I 1 (Ko.1) 2 <0.1 1 (Ko.1) 2 <0.1 0
HFRRIEK 1 (0.1) 1 <0.1 0 1 (1.0 1 0.7
+ i 1 (0.1) 1 <0.1 1 (0.1) 1 <o.1 0
ANIEEE S 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
THAL A SR R 1 (Ko.1) 1 <0.1 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.
MedDRA version 23.1
nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:28:32 — taepool. sas/taesummaryotpool. txt
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Adverse events possibly or probably related to trial product by system organ class and preferred

safety analysis set — pool (STEP 1, 2 and 6)

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) (%) R N (%) E R
3BT 1 (0.1) 1 <0.1 1 (0.1 1 <0.1 0
KIGZEFL 1 (<0.1) 1 <0.1 1 (0.1) 1 <0.1 0
W 1 (<0.1) 1 <0.1 0 1 (1.0 1 0.7
e B 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
HERE [ A 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
B fE 1 (<0.1) 1 <0.1 1 (0.1 1 <0.1 0
R 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
B3 IEZ b 1 (Ko.1) 1 <0.1 1 (<0.1) 1 <0.1 0
fE A KL 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
Ve 2 1 (<0.1) 2 <0.1 1 (o.1) 2 <0.1 0
i~ =7 1 (K0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
ZIHT 1 (0.1) 1 <0.1 0 1 (1.0 1 0.7
ue TR 1 (K0.1) 1 <0.1 1 (0.1 1 <0.1 0
JIT 5 & PR 1 (K0.1) 2 <0.1 1 (o.1) 2 <0.1 0
JIT. P LR A s 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0

MR R 219 (10.9) 382 14.4 216 (11.3) 379 15.1 3 (3.0 3 2.2
R 101 (5.0) 204 7.7 100 (5.2) 203 8.1 1 (10 1 0.7
FEIED F 70 (3.5) 87 3.3 69 (3.6) 86 3.4 1 (1.0 1 0.7
R R4 22 (1.1) 31 1.2 22 (1.2 31 1.2 0
W 10 (0.5) 11 0.4 10 (0.5) 11 0.4 0
Jv SR 8 (0.4 10 0.4 8 (0.4 10 0.4 0
fEAR 4 (0.2 5 0.2 4 (0.2) 5 0.2 0
B 4 (0.2 6 0.2 4 (0.2) 6 0.2 0
b 3 (0.1 3 0.1 3 (0.2 3 0.1 0
AR 3 (0.1 3 0.1 2 (0.1 2 <0.1 1 (1.0 1 0.7
S 2 (K0.1) 2 <0.1 2 (0.1 2 <0.1 0
ESUNETANH 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
AL F 2 (<0.1) 2 <0.1 2 (0.1) 2 <0.1 0
SR AR 2 (0.1) 3 0.1 2 (0.1 3 0.1 0
HENRL T 2 (K0.1) 2 <0.1 2 (0.1) 2 <0.1 0
ML SR 2 (Ko.1) 2 <0.1 2 (0.1 2 <0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at

Event rate per 100 years, PYE: The duration of the on—treatment period in years.

least one event, 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 and preferred term based, respectively, on the
percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.

MedDRA version 23.1
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Adverse events possibly or probably related to trial product by
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50f29

system organ class and preferred term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) N (%) R N (%) E R
REHR 2 (K0.1) 2 <0.1 2 (0.1 2 <0.1 0
R ES 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
FLIRE 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
T4 SRR 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
RFERYREIR 1 (0.1) 1 <0.1 1 (o.1) 1 <0.1 0
REAR DB AKX T 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
R kRS 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
Sl 5 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
—H% - EHREER I OBEEAL O E 213 (10.6) 330 12.5 211 (11.1) 328 13.0 2 (2.0 2 1.5
I T7 75 (3.7 84 3.2 75 (3.9 84 3.3 0
) E 33 (1.6) 46 1.7 33 (L7 46 1.8 0
RS 30 (1.5) 30 1.1 30 (1.6) 30 1.2 0
TESTERAL PN H 1. 25 (1.2) 28 1.1 25 (1.3) 28 1.1 0
S EBAE TR 24 (1.2) 31 1.2 24 (1.3) 31 1.2 0
=Y 15 (0.7 19 0.7 4 (0.7 18 0.7 1 (L0 1 0.7
HEHERALZ 5 FERK 9 (0.4 9 0.3 9 (0.5 9 0.4 0
HESERALALEE 7 (0.3 18 0.7 7 (0.4) 18 0.7 0
6 (0.3) 6 0.2 5 (0.3 5 0.2 1 (L0 1 0.7
I 6 (0.3 6 0.2 6 (0.3 6 0.2 0
ZepE 4 (0.2 4 0.2 4 (0.2 4 0.2 0
SR R 4 (0.2 4 0.2 4 (0.2 4 0.2 0
SRS 4 (0.2) 4 0.2 4 (0.2) 4 0.2 0
past SRu AN 3 (0.1 7 0.3 3 (0.2 7 0.3 0
IR 2 (0.1) 2 <0.1 2 (0.1 2 <0.1 0
L& 2 (0.1) 2 0.1 2 (0.1) 2 0.1 0
FE 2 (K0.1) 2 <0.1 2 (0.1) 2 <0.1 0
M8 2 (K0.1) 2 <0.1 2 (0.1 2 <0.1 0
SR RAE 2 (K0.1) 4 0.2 2 (0.1 4 0.2 0
FESTERAL H 1 2 (0.1) 2 0.1 2 (0.1 2 <0.1 0
TEGE L o S 2 (K0.1) 2 <0.1 2 (o0.1) 2 <0.1 0
R ffe 7 b 2 (Ko.1) 2 <0.1 2 (0.1 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.

MedDRA version 23.1

nn9536/nn9536-summary/ jp_meddra_20210604_er
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system organ class and preferred term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N % E R N (%) R N (%) E R
B MIE (e 2 (0.1) 2 <0.1 2 (0.1) 2 <0.1 0
A7V YRR R 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
R A R 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
TR R 1 (<0.1) 2 <0.1 1 (<0.1) 2 <0.1 0
mF YR 1 (0.1) 1 <0.1 1 (o.1) 1 <0.1 0
TSRO A 1 (<0.1) 1 <0.1 1 (o.1) 1 <0.1 0
TR R 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
TSRO R S 2% 1 (<0.1) 1 <01 1 (o.1) 1 <01 0
TG A RS 1 (0.1) 1 <0.1 1 (o.1) 1 <0.1 0
TG 2R 1 (<0.1) 2 <0.1 1 (0.1 2 <0.1 0
Bk 1 (K0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
FECRRNE M S 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
R MV 1 (Ko.1) 1 <0.1 1 (K0.1) 1 <0.1 0

R L O EE 207 (10.3) 244 9.2 202 (10.6) 239 9.5 5 (5.0) 5 3.7
BAEER 176 (8.8 193 7.3 171 (9.0) 188 7.5 5 (5.0 5 3.7
BWYeE 5 (0.2 5 0.2 5 (0.3 5 0.2 0
R i 5 (0.2 10 0.4 5 (0.3) 10 0.4 0
B 4 (0.2) 6 0.2 4 (0.2 6 0.2 0
BAOTHE 4 (0.2 4 0.2 4 (0.2 4 0.2 0

iy 3 (0.1 3 0.1 3 (0.2 3 0.1 0
il BRI R A 3 (0.1) 3 0.1 3 (0.2 3 0.1 0
& U R —Y e 2 (Ko.1) 2 <0.1 2 (0.1 2 <0.1 0
REE B HE 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
I JR 2 (K0.1) 2 <0.1 2 (0.1 2 <0.1 0
#RRZ 2 (K0.1) 2 <0.1 2 (0.1) 2 <0.1 0
2 B PR Y% 1 (K0.1) 2 <0.1 1 (Ko.1) 2 <0.1 0
FRTY R—v % 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
v# I BEERZ 1 (0.1) 1 <0.1 1 (0.1) 1 <o.1 0
AR E 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
L AT a— LIfgE 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
BRI 1 (K0.1) 2 <0.1 1 (K0.1) 2 0.1 0

N: Number of subjects experiencing at least one event, %:
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. Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) 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

safety analysis set — pool (STEP 1, 2 and 6)

system organ class and preferred

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N % E R N (%) N (%)
ZHE 1 (0.1) 1 <0.1 1 (0.1 1 <0.1 0
ik 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
VR 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
HIBL AR THE 1 (Ko.1) 1 <0.1 1 (o.1) 1 <0.1 0

JERYSIE B X VR HUE 85 (4.2 107 4.0 83 (4.4) 105 4.2 2 (2.0) 2 1.5
BT 4 (2.2) 56 2.1 42 (2.2 54 2.1 2 (2.0 2 1.5
A TNTZ W 9 (0.4 13 0.5 9 (0.5 13 0.5 0
AL AN E R 8 (0.4 8 0.3 8 (0.4 8 0.3 0
nREEZ 4 (0.2 5 0.2 4 (0.2 5 0.2 0
b AGE R 3 (o0.1) 3 0.1 3 (0.2 3 0.1 0
TG T 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
KB 2 (<0.1) 2 <0.1 2 (0.1 2 <0.1 0
bk 2 (0.1) 2 <0.1 2 (0.1 2 <0.1 0
A L AR 1 (K0.1) 1 <0.1 1 (<0.1) 1 <o0.1 0
7 A L AP I 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
A\ oo e B T S 1 (0.1) 1 <0.1 1 (0.1) 1 <0.1 0
A 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
FHZE 7 A L A e 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
WRGHJ% 1 (Ko.1) 1 <0.1 I (Ko.1) 1 <0.1 0
FIESL NI 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
BB K 1 (0.1) 1 <0.1 1 (0.1) 1 <0.1 0
Hiffi L~ % 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
PRI FiE o T 1 (K0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
R A 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
B R 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
NS 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
Iy = 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
RE RS 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
e 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0

F2 R KO kbR E 83 (4.1 101 3.8 80 (4.2 9% 3.8 3 (3.0 5 3.7

N: Number of subjects experiencing at least one event, %:
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. Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) 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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Semaglutide Obesity nn9536-pool
Adverse Event Japanese MedDRA

Adverse events possibly or probably related to trial product by
safety analysis set — pool (STEP 1, 2 and 6)

system organ class and preferred

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N (%) N %) E R N (%) E R
Jilresha 32 (1.6) 33 1.2 30 (1.6) 31 1.2 2 (2.0 2 1.5
Z 9 FEIE 8 (0.4 8 0.3 8 (0.4 8 0.3 0
B2 8 (0.4 11 0.4 8 (0.4 11 0.4 0
ZITIE 7 (0.3 8 0.3 7 (0.4) 8 0.3 0
E- 9732 5 (0.2) 5 0.2 4 (0.2 4 0.2 1 (10 1 0.7
D PR B 4 (0.2 4 0.2 4 (0.2 4 0.2 0
A a 4 (0.2 4 0.2 4 (0.2 4 0.2 0
A2y 3 (o0.1) 3 0.1 2 (0.1) 2 <0.1 1 (L0 1 0.7
BMAIL BIE 3 (o0.1) 4 0.2 3 (0.2 4 0.2 0
T LI — MR E R 2 (K0.1) 2 <0.1 2 (0.1) 2 <0.1 0
BT 1B 2 (0.1) 7 0.3 2 (0.1) 7 0.3 0
otan 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
O FE AMERLESE 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
RLBE 1 (K0.1) 1 <0.1 1 (<o.1) 1 <0.1 0
ES=id 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
LN 1 (<0.1) 1 <01 1 (<0.1) 1 <o.1 0
7 JE i 1 (0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
F RS RS E 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
R 2, 1 (<0.1) 1 <01 1 (K0.1) 1 <o.1 0
R VTR 1 (<0.1) 1 <0.1 0 1 (1.0 1 0.7
U 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
BEME R 1 (K0.1) 1 <0.1 1 (0.1) 0.1 0

fife R AR AT 65 (3.2) 73 2.8 60 (3.1) 68 2.7 5 (5.0) 5 3.7
Y S—P N 19 (0.9 19 0.7 16 (0.8) 16 0.6 3 (3.0) 3 2.2
RE A 6 (0.3 6 0.2 5 (0.3) 5 0.2 1 (1.0 1 0.7
R B 5 (0.2) 5 0.2 5 (0.3 5 0.2 0
égﬁ“w&iwkiyx7;3»~t“ 4 (0.2 4 0.2 4 (0.2 4 0.2 0
AN
MrPAy =8 4 (0.2 4 0.2 4 (0.2 4 0.2 0
M7 L7 F o R AR —EHhn 3 (0.1 3 0.1 3 (0.2 3 0.1 0
mbE Y REAR 3 (0.1 3 0.1 3 (0.2 3 0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at

Event rate per 100 years, PYE: The duration of the on—treatment

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

period in years.

least one event, E: Number of events, R:

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 total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.

MedDRA version 23.1
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Adverse Event Japanese MedDRA

Adverse events possibly or probably related to trial product by system organ class and preferred

safety analysis set — pool (STEP 1, 2 and 6)

9 of 29

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N (%) E R N (%) N (%) E R
C — SR A 2 (€0.1) 2 <0.1 (0.1) 2 <0.1 0
TANRTXUET I ) T AT = 2 (K0.1) 2 <0.1 2 (0.1 2 <0.1 0
Z —BHIN
77— 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
MERT 2 (<0.1) 2 <0.1 2 (0.1) 2 <0.1 0
mA A Y o7 2N 2 (€0.1) 2 <0.1 2 (0.1) 2 <0.1 0
1 HER IR AR A V| R 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
S BRI I8 =D 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
DM 2 (0.1) 2 <0.1 2 (0.1) 2 <0.1 0
AT R 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
~EZ B D 1 (K0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
RT g« R AT w7 ZWD 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
HNpH 1 (0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
M7 V7= 1 (0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
g e UL e #n 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
B R RE B N 1 (K0.1) 1 <0.1 I (Ko.1) 1 <0.1 0

Cﬁ;’%a 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0

X EXNQ TR 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
AL\*IT&?&%W) 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
S EHI N 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
S 1 BS54 1 (<0.1) 1 <0.1 0 1 (1.0 1 0.7
JRERE S5 Ha N 1 (0.1) 1 <0.1 1 (o.1) 1 <0.1 0

FE P 48 (12.4) 57 2.2 46 (2.4) 55 2.2 2 (2.0) 2 1.5
ARERSE 16 (0.8) 16 0.6 15 (0.8) 15 0.6 1 (1.0 1 0.7
Mo SRSy 8 (0.4 9 0.3 8 (0.4 9 0.4 0
N 7 (0.3 7 0.3 7 (0.4) 7 0.3 0
bRel 3 (0.1) 3 0.1 3 (0.2 3 0.1 0
Sy RE 3 (0.1) 3 0.1 3 (0.2 3 0.1 0
U B R—R 2 (0.1) 2 0.1 2 (0.1 2 <0.1 0
RPN 2 (K0.1) 2 <0.1 2 (0.1 2 <0.1 0
RIS e 7 2 (Ko.1) 2 <0.1 2 (0.1 2 <0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
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. Sorted in descending order by system organ class and preferred term based, respectively, on the

percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.

MedDRA version 23.1

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 — on—treatment —
safety analysis set — pool (STEP 1, 2 and 6)

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N (%) E R N (%) E R
R 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
VA | 1 (<0.1) 2 <0.1 1 (0.1 2 <0.1 0
H R SE 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
FSET 1 (<0.1) 2 <0.1 1 (<0.1) 2 <0.1 0
B ARIRAE 1 (0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
7 B e 1 (K0.1) 1 <o.1 1 (K0.1) 1 <0.1 0
AR 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
R ARHRAE 1 (<0.1) 1 <0.1 I (Ko.1) 1 <0.1 0

D B 1 (0.1) 1 <0.1 0 1 (10 1 0.7
RN 1 (<0.1) 1 <0.1 1 (o.1) 1 <0.1 0
BEHEXDRS 1 (Ko.1) 1 <0.1 1 (0.1 <0.1 0

R SRE K OV A LA 30 (1.5) 37 1.4 30 (1.6) 37 1.5 0
R 7 (0.3 7 0.3 7 (0.4) 7 0.3 0
i) 6 (0.3) 6 0.2 6 (0.3 6 0.2 0
| 5 (0.2 5 0.2 5 (0.3) 5 0.2 0
e 4 (0.2 7 0.3 4 (0.2 7 0.3 0
B34 2 (0.1) 2 <0.1 2 (0.1 2 <0.1 0
i 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
i 2 (Ko.1) 3 0.1 2 (0.1) 3 0.1 0
5 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
5 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
ik 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0

1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
1 (Ko.1) 1 <0.1 1 (<0.1) 1 <0.1 0

GE, PEB L ONESIHE 26 (1.3) 29 1.1 25  (1.3) 28 1.1 1 (L0 1 0.7
| 4 (0.2 4 0.2 4 (0.2 4 0.2 0
I 3 (0.1) 3 0.1 3 (0.2 3 0.1 0
HEHHTPE S St 3 (0.1 3 0.1 3 (0.2 3 0.1 0
i ipisR=staen 2 (K0.1) 2 <0.1 2 (0.1) 2 <0.1 0
AR 2 (Ko.1) 2 <0.1 2 (0.1 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.
MedDRA version 23.1
nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:28:32 — taepool. sas/taesummaryotpool. txt



Semaglutide Obesity
Adverse Event

nn9536-pool
Japanese MedDRA

Adverse events possibly or probably related to trial product by
safety analysis set — pool (STEP 1, 2 and 6)

11 0f 29

system organ class and preferred term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N % E R N (%) R N (%) E R
Hets 2 (0.1) 2 <0.1 2 (0.1) 2 <0.1 0
WLiE %A OHE 2 (<0.1) 3 0.1 2 (0.1 3 0.1 0
B 5AZPE D B 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
FHERLL EO# 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
AL 2 KB B 1 (<0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
LI A% H i 1 (<0.1) 1 <0.1 1 (o.1) 1 <0.1 0
o A 1 (<0.1) 1 <0.1 0 1 (10 1 0.7
B RA 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
AEE 1 (0.1) 1 <0.1 1 (o.1) 1 <0.1 0
e B A OHE 1 (K0.1) 1 <o.1 1 (K0.1) 1 <0.1 0
B e 1 (Ko.1) 1 <0.1 1 (0.1 1 <0.1 0
JENEIE R f 24 (1.2 28 1.1 23 (1.2 27 1.1 1 (1.0 1 0.7
NE A7 i 10 (0.5) 11 0.4 10 (0.5) 11 0.4 0
ZEIRgE g% 2 (Ko.1) 2 <0.1 2 (0.1) 2 <0.1 0
RS 2 (K0.1) 2 <0.1 2 (0.1) 2 <0.1 0
12 IR 5 2 (0.1) 2 <0.1 2 (0.1 2 <0.1 0
T R N SR IE 1 (K0.1) 1 <0.1 0 1 (1.0 1 0.7
JHHERE L& 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
T g 1 (Ko.1) 1 <0.1 I (Ko.1) 1 <0.1 0
s T AT I —B e 1 (0.1) 3 0.1 1 (Ko.1) 3 0.1 0
iEVLi 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
il 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
R ER S S 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
HFER 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
FH AR i A i 1 (0.1) 1 <0.1 1 (0.1) 1 <o.1 0
MRS 19 (0.9 19 0.7 19 (1.0) 19 0.8 0
& 1+ 5 (0.2 5 0.2 5 (0.3) 5 0.2 0
SRV INER 4 (0.2 4 0.2 4 (0.2 4 0.2 0
e If 2 (K0.1) 2 <0.1 2 (0.1 2 <0.1 0
AL 2 (Ko.1) 2 <0.1 2 (0.1 2 <0.1 0

N: Number of subjects experiencing at least one event, %:

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. Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) 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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term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N (%) N (%) E R
TR RS 2 (0.1) 2 <0.1 2 (0.1) 2 <0.1 0
1ECH 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
Jiiil;E 1 (<0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
BRI 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
AfEM: I EE 1 (0.1) 1 <0.1 1 (o.1) 1 <0.1 0
Lol 16 (0.8 18 0.7 16 (0.8) 18 0.7 0
B 5 (0.2 5 0.2 5 (0.3 5 0.2 0
SR 5 (0.2 5 0.2 5 (0.3) 5 0.2 0
AR 2 (0.1) 2 <0.1 2 (0.1) 2 <0.1 0
PNk LTS 1 (K0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
=PI 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
VSR 1 (0.1) 1 <0.1 1 (0.1) 1 <0.1 0
DS 1 (0.1) 1 <o.1 1 (K0.1) 1 <0.1 0
LAl 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
LA BENR 1 (Ko.1) 1 <0.1 1 (0.1 1 <0.1 0
R R = 14 (0.7 16 0.6 13 (0.7 15 0.6 1 (1.0 1 0.7
B R I e 5 (0.2 6 0.2 5 (0.3) 6 0.2 0
TR 3 (o0.1) 3 0.1 3 (0.2 3 0.1 0
KIA4T7A4 1 (0.1) 1 <o.1 1 (0.1) 1 <0.1 0
S BRI 1 (K0.1) 1 <0.1 0 1 (1.0 1 0.7
R FI 57 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
TR 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
11 1 (0.1) 1 <0.1 1 (€0.1) 1 <0.1 0
AR ) 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
HLAR 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
Bk L ORIEK R E 12 (0.6) 13 0.5 11 (0.6) 12 0.5 1 (1.0 1 0.7
HER R 4 (0.2 4 0.2 4 (0.2 4 0.2 0
SRR 3 (o0.1) 3 0.1 3 (0.2 3 0.1 0
SRS A 2 (Ko.1) 2 <0.1 1 (Ko.1) 1 <0.1 1 (L0 1 0.7

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at

Event rate per 100 years, PYE: The duration of the on—treatment period in years.

least one event, 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 and preferred term based, respectively, on the

percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) 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 — on—treatment —
safety analysis set — pool (STEP 1, 2 and 6)

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N (%) E R N (%) E R
BRSO E 1 (0.1) 1 <0.1 1 (0.1 1 <0.1 0
LA 1 (<0.1) 1 <0.1 1 (0.1 1 <0.1 0
SR FEAIE 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
SR BLE 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
MR g, SR X Oithm iR & 11 (0.5) 11 0.4 11 (0.6 11 0.4 0
Leo< b 3 (o0.1) 3 0.1 3 (0.2 3 0.1 0
I ] i 3 (o0.1) 3 0.1 3 (0.2 3 0.1 0
Nk 1 (<0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
A PN SRR 1 (<0.1) 1 <0.1 1 (0.1 1 <0.1 0
PR ME T 2% 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
St I 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
Rl S5 - 1 1 (0.1) 1 <0.1 1 (0.1) 1 <0.1 0
R L OILEREE 9 (0.4 9 0.3 9 (0.5 9 0.4 0
AR A % 4 (0.2 4 0.2 4 (0.2) 4 0.2 0
A%l 2 (<0.1) 2 <0.1 2 (0.1) 2 <0.1 0
R 1 (0.1) 1 <0.1 1 (0.1) 1 <0.1 0
IR 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
Ji H i 1 (K0.1) 1 <0.1 1 (0.1 1 <0.1 0
Mg L R kEE 8 (0.4 8 0.3 8 (0.4 8 0.3 0
E=gi 6 (0.3) 6 0.2 6 (0.3 6 0.2 0
i SR E 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
T BAEREE e 1 (0.1) 1 <o.1 1 (<0.1) 1 <0.1 0
H KOk 8 (0.4 9 0.3 7 (0.4) 8 0.3 1 (10 1 0.7
[lERPE D F 7 (0.3 7 0.3 6 (0.3 6 0.2 1 (L0 1 0.7
H¥ 1 (<0.1) 1 <o.1 1 (<0.1) 1 <0.1 0
SANLPERERMED F U 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
oy WAk E 3 (0.1 3 0.1 3 (0.2 3 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) 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 — on—treatment —
safety analysis set — pool (STEP 1, 2 and 6)

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N (%) E R N %) E R N %) E R
FOPR IR RE TLEE 1 (0.1) 1 <0.1 1 (0.1 1 <0.1 0
FROPR M 1 (<0.1) 1 <0.1 1 (o.1) 1 <0.1 0
R R 5% i 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0

B, BB LOGEMR oFEY ( 2 (0.1) 2 <0.1 2 (0.1 2 <0.1 0

TR LR —7 25T
VAL TV MR 5 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
A 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0

R 1 (0.1) 1 <0.1 1 (0.1 1 <0.1 0
HizEy 1 (Ko.1) 1 <0.1 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.
MedDRA version 23.1
nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:28:32 — taepool. sas/taesummaryotpool. txt
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2: Adverse events possibly or probably related to trial product by system organ class and preferred term - on-treatment - safety analysis set -
pool (STEP 1, 2 and 6) Japanese population

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N (%) E R N (%) E R
Number of subjects 379 288 91
Patient yvears of exposure (PYE) 524.2 399. 2 125.0
Events 213 (56.2) 559 106.6 152 (52.8) 438 109.7 61  (67.0) 121  96.8
Bl 190  (50.1) 401 76.5 135  (46.9) 307 76.9 55 (60.4) 94 75.2
s 83  (21.9) 90 17.2 66 (22.9) 71 17.8 17 (18.7) 19 15.2
CIDYIN 56 (14.8) 83 15.8 43 (14.9) 69 17.3 13 (14.3) 14 11.2
T 43 (11.3) 61 11.6 27 (9.4) 43 10.8 16 (17.6) 18 14.4
R AR R 29 (7.7 37 1.1 20 (6.9) 27 6.8 9 (9.9 10 8.0
M - 26 (6.9 40 7.6 19 (6.6) 33 8.3 7 (7.7 7 5.6
A 12 (3.2 13 2.5 7 (2.4) 8 2.0 5 (5.5) 5 4.0
H R AR R 9 (2.4) 9 1.7 8 (2.8 8 2.0 1 (11 1 0.8
R 9 (2.4 12 2.3 7 (2.4) 8 2.0 2 (2.2 4 3.2
H E P 7 (1.8 10 1.9 5 (1.7 8 2.0 2 (2.2 2 1.6
LR 6 (1.6) 8 1.5 4 (1.4 6 1.5 2 (2.2 2 1.6
=i 5 (1.3 5 1.0 3 (1.0 3 0.8 2 (2.2 2 1.6
32 5 (1.3 5 1.0 5 (1.7 5 1.3 0
BLW 3 (0.8 3 0.6 2 (0.7 2 0.5 1 (1D 1 0.8
D AR 3 (0.8 3 0.6 1 (0.3 1 0.3 2 (2.2 2 1.
BRI —7 2 (0.5) 2 0.4 2 (0.7 2 0.5 0
GRS 2 (0.5) 2 0.4 2 (0.7 2 0.5 0
AIREINI PN 2 (0.5 2 0.4 2 (0.7 2 0.5 0
AL 2 (0.5 2 0.4 2 (0.7 2 0.5 0
OB AMEHE % 1 (0.3 1 0.2 1 (0.3 1 0.3 0
O A+ ZHE R 1 (0.3 1 0.2 1 (0.3 1 0.3 0
IR 1 (0.3 2 0.4 0 1 (11 2 1.6
BB E A 1 (0.3 1 0.2 0 1 (11 1 8
B 1 (0.3 1 0.2 1 (0.3 1 0.3 0
AN 1 (0.3 1 0.2 1 (0.3 1 0.3 0
R 1 (0.3 1 0.2 1 (0.3 1 0.3 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.
MedDRA version 23.1
nn9536/nn9536-summary/ jp_meddra_20210604_er
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Semaglutide Obesity
Adverse Event

nn9536-pool
Japanese MedDRA

Adverse events possibly or probably related to trial product by system organ class and preferred
safety analysis set — pool (STEP 1, 2 and 6) Japanese population

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N (%) E R N (%) E R N (%)
ERNTIIPN 1 (0.3 1 0.2 0 1 (L1 1 0.8
WAL TE B 1 (0.3 1 0.2 1 (0.3 1 0.3 0
B 1 (0.3 1 0.2 0 1 (L1 1 0.8
iR fsE 1 (0.3 1 0.2 0 1 (LD 1 0.8
TR 1 (0.3 1 0.2 1 (0.3 1 0.3 0
ZUAT 1 (0.3 1 0.2 0 1 (11 1 0.8
R L Ok E 27 (7.1) 29 5.5 23 (8.0 25 6.3 4 (4.4) 4 3.2
RARIBHR 25 (6.6) 26 5.0 21 (7.3 22 5.5 4 (4.4 4 3.2
2 FUE PRI 1 (0.3 2 0.4 1 (0.3 2 0.5 0
VR 1 (0.3 1 0.2 1 (0.3 1 0.3 0
—f% - RHFEER I OBGEL O E 18 (4.7 36 6.9 16 (5.6) 34 8.5 2 (2.2 2 1.6
P& 8 (2.1 11 2.1 7 (2.4) 10 2.5 1 (LD 1 0.8
FLEER 2 (0.5) 2 0.4 2 (0.7) 2 0.5 0
S EBALALEE 2 (0.5 13 2.5 2 (0.7) 13 3.3 0
2 (0.5) 2 0.4 1 (0.3 1 0.3 1 (1.1 1 0.8
% 55 2 (0.5) 2 0.4 2 (0.7 2 0.5 0
FE 1 (0.3 1 0.2 1 (0.3 1 0.3 0
S B AE RS 1 (0.3 1 0.2 1 (0.3 1 0.3 0
TESHEAL PN H 1 (0.3 1 0.2 1 (0.3 1 0.3 0
TESTEROL R S 2% 1 (0.3 1 0.2 1 (0.3 1 0.3 0
TR AR 1 (0.3 1 0.2 1 (0.3 1 0.3 0
1 J5E 1 (0.3 1 0.2 1 (0.3 1 0.3 0
AR R A 18 (4.7 21 4.0 13 (4.5) 16 4.0 5 (5.5) 5 4.0
Y X—E N 8 (2.1 8 1.5 5 (1.7 5 1.3 3 (3.3) 3 2.4
R 3 (0.8 3 0.6 2 (0.7 2 0.5 1 (LD 1 0.8
C — KSR [ 1 (0.3 1 0.2 1 (0.3 1 0.3 0
TANGEURETI ) TV AT = 1 (0.3 1 0.2 1 (0.3) 1 0.3 0
Z —F
7= 1 (0.3 1 0.2 1 (0.3 1 0.3 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
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. Sorted in descending order by system organ class and preferred term based, respectively, on the

percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.
MedDRA version 23.1

least one event, E: Number of events, R:

nn9536/nn9536-summary/ jp_meddra_20210604_er
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Adverse events possibly or probably related to trial product by system organ class and preferred term — on—treatment —
safety analysis set — pool (STEP 1, 2 and 6) Japanese population

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N (%) E R N (%) E R
~EZ v UED 1 (0.3 1 0.2 1 (0.3 1 0.3 0
MR 1 (0.3 1 0.2 1 (0.3 1 0.3 0
MR vy b= BN 1 (0.3 1 0.2 L (0.3 1 0.3 0
A7 vy =8 1 (0.3 1 0.2 L (0.3 1 0.3 0
M7 V7 F o m AR —EHEn 1 (0.3 1 0.2 1 (0.3 1 0.3 0
1 A FR AR A LV R 1 (0.3 1 0.2 1 (0.3 1 0.3 0
B8 i By 1 (0.3 1 0.2 0 1 (LD 1 0.8
PRI 16 (4.2 17 3.2 13 (4.5) 14 3.5 3 (3.3 3 2.4
TREMED F 7 (1.8 7 1.3 6 (2.1) 6 1.5 I (LD 1 0.8
SEE 4 (L1 4 0.8 3 (1.0 3 0.8 I (L1 1 0.8
RS 2 (0.5 2 0.4 L (0.3 1 0.3 1 (LD 1 0.8
VAR ES 1 (0.3 1 0.2 1 (0.3 1 0.3 0
*dex%[:‘l’]f“«lj: 1 (0.3 1 0.2 1 (0.3) 1 0.3 0
R 1 (0.3 1 0.2 1 (0.3 1 0.3 0
WL B 1 (0.3 1 0.2 1 (0.3 1 0.3 0
F2 &5 J OV kR 11 (2.9 13 2.5 8 (2.8 8 2.0 3 (3.3 5 4.0
B i 4 (L1 4 0.8 2 (0.7 2 0.5 2 (2.2 2 1.6
N2y 2 (0.5 2 0.4 1 (0.3 1 0.3 1 (11 1 0.8
E 3732 2 (0.5) 2 0.4 1 (0.3 1 0.3 1 (LD 1 0.8
Z 9 FENE 1 (0.3 1 0.2 1 (0.3 1 0.3 0
KLEE 1 (0.3 1 0.2 1 (0.3 1 0.3 0
B2 1 (0.3 1 0.2 1 (0.3 1 0.3 0
G i 1 (0.3 1 0.2 1 (0.3 1 0.3 0
B R 1 (0.3 1 0.2 0 1 (1.1 1 0.8
JEYSE 6 & OV AR thE 9 (2.4 9 7 7 (2.4) 7 1.8 2 (2.2 2 1.6
E1ES 8 (2.1 8 1.5 6 (2.1) 6 1.5 2 (2.2 2 1.6
B R e 1 (0.3 1 0.2 (0.3 1 0.3 0
JHE B R P 4 (L1 4 0.8 3 (10 3 0.8 1 (LD 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.
MedDRA version 23.1
nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:28:42 — taepool. sas/taesummaryotpool jp. txt
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Adverse events possibly or probably related to trial product by system organ class and preferred

safety analysis set — pool

, 2 and 6) Japanese population

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N (%) E N %)
N E 2 (0.5) 2 0.4 2 (0.7 2 0.5 0
IEpAD D EE -2 1 (0.3 1 0.2 0 1 (11 0.8
JHERE R & 1 (0.3 1 0.2 1 (0.3 1 0.3 0
R pi 5 4 (L1 5 1.0 3 (1.0 4 1.0 1 (L1 0.8
2 BEARAEIE 1 (0.3 1 0.2 0 1 (11 0.8
R A9 77 1 (0.3 1 0.2 L (0.3 1 0.3 0
B R I NeE 1 (0.3 2 0.4 L (0.3 2 0.5 0
ML ) 1 (0.3 1 0.2 1 (0.3 1 0.3 0
A i 4 (L1 4 0.8 4 (1.4 4 1.0 0
1JiLLj: 2 (0.5 2 0.4 2 (0.7) 2 0.5 0
JE N AR 1 1 (0.3 1 0.2 1 (0.3) 1 0.3 0
Bk 1 (0.3 1 0.2 1 (0.3 1 0.3 0
Rl 4 (L1 4 0.8 3 (1.0 3 0.8 1 (LD 0.8
bReY 1 (0.3 1 0.2 1 (0.3) 1 0.3 0
[ B 1 (0.3) 1 0.2 1 (0.3 1 0.3 0
18 i P 1 (0.3 1 0.2 0 1 (LD 0.8
ARHRAE 1 (0.3 1 0.2 1 (0.3 1 0.3 0
BRI L OREA Rk E 3 (0.8) 3 0.6 3 (1.0) 3 0.8 0
B R A T 1 (0.3 1 0.2 1 (0.3 1 0.3 0
AR 1 (0.3 1 0.2 1 (0.3 1 0.3 0
R 1 (0.3 1 0.2 1 (0.3 1 0.3 0
KB LY v/ REEE 2 (0.5) 2 0.4 2 (0.7 2 0.5 0
A ifn. 2 (0.5 2 0.4 2 (0.7 2 0.5 0
R0 g ﬂ@?ﬁki@‘f%ﬁrﬁﬁ = 2 (0.5) 2 0.4 2 (0.7 2 0.5 0
Lonl b 1 (0.3 1 0.2 1 (0.3 1 0.3 0
%%élﬁ'aﬂ';%fliﬂmk 1 (0.3 1 0.2 1 (0.3 1 0.3 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at

Event rate per 100 years,

administered within the prior 49 days.

MedDRA version 23.1

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 and preferred term based, respectively, on the
percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.

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
safety analysis set — pool (STEP 1, 2 and 6) Japanese population

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N %) E R N %)
DR 5 2 (0.5 2 0.4 2 (0.7 2 0.5 0
APk g 1 (0.3 1 0.2 1 (0.3 1 0.3 0
Bk 1 (0.3 1 0.2 1 (0.3 1 0.3 0
BB L OVR I b 2 (0.5 2 0.4 1 (0.3 1 0.3 1 (LD 0.8
IRETEAE 1 (0.3 1 0.2 1 (0.3 1 0.3 0
SRS A 1 (0.3 1 0.2 0 1 (LD 0.8
oy WAk 2 (0.5 2 0.4 2 (0.7 2 0.5 0
FROPR I RE TLEE 1 (0.3 1 0.2 1 (0.3 1 0.3 0
IR R S i 1 (0.3 1 0.2 1 (0.3 1 0.3 0
Hk X Ok 1 (0.3 1 0.2 0 1 (1.1) 0.8
IRy F 1 (0.3 1 0.2 0 1 (11D 0.8
BE e L OLESIHE 1 (0.3 1 0.2 0 (1D 0.8
L 3 S AR 1 (0.3 1 0.2 0 1 (1.1 0.8
HEHERE L OHERE 1 (0.3 1 0.2 1 (0.3 1 0.3 0
AHERIA % 1 (0.3 1 0.2 1 (0.3 1 0.3 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at
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
administered within the prior 49 days. Sorted in descending order by system organ class and preferred term based

percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.
MedDRA version 23.1

least one event, E: Number of events, R:

nn9536,/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:28:42 — taepool. sas/taesummaryotpool jp. txt
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3: Adverse events possibly or probably related to trial product by system organ class and preferred term - on-treatment - safety analysis set -
pool (STEP 1, 2 and 6) population matching to indication

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N (%) E R N %) E R
Number of subjects 1310 1210 100
Patient yvears of exposure (PYE) 1759. 4 1623. 2 136.2
Events 844  (64.4) 3746 212.9 776 (64.1) 3495 215.3 68  (68.0) 251 184.3
Bl 770 (58.8) 2877 163.5 709  (58.6) 2655 163.6 61  (61.0) 222 163.0
CIDYIN 408  (31.1 789  44.8 393 (32.5) 767 47.3 15 (15.0) 22 16.2
T 264  (20.2) 493 28.0 245 (20.2) 440 27.1 19 (19.0) 53  38.9
{5 252 (19.2) 295 16.8 234 (19.3) 275 16.9 18 (18.0) 20 14.7
M i 191 (14.6) 430 24.4 183  (15.1) 398 24.5 8 (8.0) 32 23.5
LR R 93  (7.1) 132 7.5 87 (7.2 115 7.1 6 (6.0) 17 12.5
e Rt 71 (5.4 105 6.0 64 (5.3) 98 6.0 7 (7.0) 7 5.1
BLW 68 (5.2) 98 5.6 64 (5.3) 7 4.7 4 (4.0 21 15.4
R 63 (4.8) 94 5.3 60 (5.0 89 5.5 3 (3.0 5 3.7
JiizE5 62 (4.7 81 4.6 60 (5.0) 78 4.8 2 (2.0 3 2.2
JEER AR 62 (4.7 78 4.4 53 ( 4.4) 68 4.2 9 (9.0 0 7.3
B A E MR 53 (4.0) 58 3.3 52 (4.3) 57 3.5 1 (L0 1 0.7
33 43 (3.3) 72 4.1 42 ( 3.5) 54 3.3 1 (1.0 18 13.2
H R 20 (1.5) 22 1.3 20 (1.7) 22 1.4 0
Bl 35S 17 (1.3) 27 1.5 17 (1.4) 27 1.7 0
1PN RIS 13 (1.0) 13 0.7 13 (L1 13 0.8 0
Bl 9 (0.7 12 0.7 7 (0.6) 10 0.6 2 (2.0) 2 1.5
i s 5  (0.4) 5 0.3 3 (0.2 3 0.2 2 (2.0 2 1.5
HEXEL 5 (0.4) 5 0.3 5 (0.4) 5 0.3 0
TR 4 (0.3) 5 0.3 3 (0.2 3 0.2 1 (10 2 1.5
IR E R 4 (0.3) 4 0.2 3 (0.2 3 0.2 1 (L0 1 0.7
R 4 (0.3 4 0.2 4 (0.3) 4 0.2 0
D ERAS 4 (0.3 4 0.2 2 (0.2 2 0.1 2 (2.0 2 1.5
OB AMEE % 2 (0.2 2 0.1 2 (0.2 2 0.1 0
HAR)—7 2 (0.2 2 0.1 2 (0.2 2 0.1 0
RS 2 (0.2 2 0.1 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) 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 — on—treatment —

safety analysis set — pool (STEP 1,

2 and 6) population matching to indication

System organ class
Preferred term

Sema 1.7 mg and 2.4 mg
N E R

%

Sema 2.4 mg
N

(%)
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R R TR SR T R TR T T T T T T T T T T T T TS
ININININ NN NN NN NN N IN N N N AN AN AN

(<0.

DO e e e e e e DO RO 00 DO DO DO DN DD DD

<0.

INANN NN IN NN NN NN NN NN NN AN N
COLLLLLLLLLLLLLLLLLLRLLLLLLLLLeR
PG GV G GG G G G GG PR, S G QN

O = e e O e e O e e e e = DD DD DD DO DD DO DD DD

(<0.
(<0.
(<0.

(<0.
(<o.
(<0.
(<0.
(<o0.
(<o0.
(<0.

Sema 1.7 mg
E R N (%) E R

2) 2 0.1 0
2) 2 0.1 0
2) 2 0.1 0
2) 2 0.1 0
2) 2 0.1 0
2) 2 0.1 0
1) 2 0.1 1 (L0 1 0.7
2) 2 0.1 0
2) 2 0.1 0
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <0.1 0

1 (1.0 1 0.7
1) 1 <0.1 0
1) <0.1 0
1) 1 <0.1 0

1 (10 1 0.7
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <0.1 0
1) 1 <o.1 0
1) 1 <o.1 0
1) 2 0.1 0

1

(1.0) 1 0.7

N: Number of subjects experiencing at least one event
Event rate per 100 years,

administered within the prior 49 days.

%:

Percentage of subjects experiencing at least one event, E: Number of events, R:
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 and preferred term based, respectively, on the

percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) 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

safety analysis set — pool

(STEP 1, 2 and 6) population matching to indication

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N % E R N (%) N (%) E R
w9 1 (0.1) 1 <0.1 1 (0.1 1 <0.1 0
JIT P9 T A el 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
TSR IR 133 (10.2) 222 12.6 130 (10.7) 219 13.5 3 (3.0) 3 2.2
ISP 55 (4.2) 112 6.4 54  (4.5) 111 6.8 1 (1.0 1 0.7
FRENME D F 47 (3.6) 58 3.3 46 (3.8) 57 3.5 1 (L0 1 0.7
R R4 12 (0.9 18 1.0 12 (1.0) 18 1.1 0
fEAR 4 (0.3) 5 0.3 4 (0.3) 5 0.3 0
W P 4 (0.3) 4 0.2 4 (0.3 4 0.2 0
BERCTL 2 (0.2 3 0.2 2 (0.2 3 0.2 0
P 2 (0.2 2 0.1 2 (0.2 2 0.1 0
PR 2 (0.2 2 0.1 2 (0.2 2 0.1 0
TR 2 (0.2 2 0.1 1 (0.1) 1 <0.1 1 (L0 1 0.7
JN B 2 (0.2 3 0.2 2 (0.2 3 0.2 0
N3 2 (0.2 2 0.1 2 (0.2 2 0.1 0
AR ES 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
BIEIE 1 (K0.1) 1 <0.1 1 (o.1) 1 <0.1 0
% SRR 1 (K0.1) 1 <0.1 1 (o.1) 1 <0.1 0
TR OIS 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
APRR AR RER 1 (Ko.1) 1 <0.1 I (Ko.1) 1 <0.1 0
FEROEIRT 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
IRALPED F 1 (Ko.1) 1 <0.1 1 (K0.1) 1 <0.1 0
R kEE 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
Jv 5B 1 (K0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
ML BT 1 (0.1) 1 <o.1 1 (K0.1) 1 <0.1 0
&R 1 (K0.1) 1 <o.1 1 (<0.1) 1 <0.1 0
B KOSk E 129 (9.8 149 8.5 124 (10.2) 144 8.9 5 (5.0) 5 3.7
BARIGR 115 (8.8 125 7.1 110 (9.1 120 7.4 5 (5.0) 5 3.7
i 3 (0.2 3 0.2 3 (0.2 3 0.2 0
L 3 (0.2 302 3 (0.2 302 0
& U 8— Y E 2 (0.2 2 0.1 2 (0.2 2 0.1 0

N: Number of subjects experiencing at least one event, %:
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

Percentage of subjects experiencing at

least one event, E: Number of events, R:

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 total (Sema 1.7 mg + Sema 2.4 mg) 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 — on—treatment —
safety analysis set — pool (STEP 1, 2 and 6) population matching to indication

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N (%) E R N (%) E R
NEE Bw e 2 (0.2 2 0.1 2 (0.2 2 0.1 0
R 2 (0.2 4 0.2 2 (0.2 4 0.2 0
9 2 2 (0.2 2 0.1 2 (0.2 2 0.1 0
2 BUHE PR Y% 1 (<0.1) 2 0.1 1 (<0.1) 2 0.1 0
TRTYR=UR 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
& l/xTrz—Mm;“ 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
BAL 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
Bk 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
BER P 1 (<0.1) 1 <0.1 I (<0.1) 1 <0.1 0
AR 1 (K0.1) 1 <o.1 1 (Ko.1) 1 <0.1 0
— % - RHREER OB G OREE 121 (9.2) 186 10.6 119 (9.8 184 11.3 2 (2.0 2 1.5
i 46 ( 3.5) 51 2.9 46 ( 3.8) 51 3.1 0
A7) i 20 (1.5) 24 1.4 20 (1.7) 24 1.5 0
FHEE 16 (1.2 6 0.9 16 (1.3) 16 1.0 0
e SR tivaz ST 12 (0.9 14 0.8 12 (1.0) 14 0.9 0
Gysyns 11 (0.8) 15 0.9 10  (0.8) 14 0.9 1 (1.0 1 0.7
TESHEAL PN H 7 (0.5) 8 0.5 7 (0.6) 8 0.5 0
S EBAALEE 5 (0.4) 6 0.9 5 (0.4) 16 1.0 0
Zehg 3 (0.2 3 0.2 3 (0.2 3 0.2 0
ST ERAL 1 3 (0.2 7 0.4 3 (0.2 7 0.4 0
TSR R 3 (0.2 3 0.2 3 (0.2 3 0.2 0
TSRO S 3 (0.2 3 0.2 3 (0.2 3 0.2 0
FEEN 3 (0.2 3 0.2 2 (0.2 2 0.1 1 (L0 1 0.7
P 3 (0.2 3 0.2 3 (0.2 3 0.2 0
FLH & 2 (0.2 2 0.1 2 (0.2 2 0.1 0
=) 2 (0.2 2 0.1 2 (0.2 2 0.1 0
R Z 9 FERR 2 (0.2 2 0.1 2 (0.2 2 0.1 0
A TN R R 1 (0.1) 1 <0.1 1 (0.1) 1 <o.1 0
L 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
P A R 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
YR 1 (Ko.1) 1 <0.1 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) 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 — on—treatment —

safety analysis set — pool (STEP 1, 2 and 6) population matching to indication

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N % E R N (%) E R N (%) E R
e SRE AT 1 (0.1) 1 <0.1 1 (0.1 1 <0.1 0
TSRO i 1 (<0.1) 1 <0.1 1 (o.1) 1 <0.1 0
VRS S 1 (<0.1) 1 <0.1 I (<0.1) 1 <0.1 0
SR R S 2% 1 (<0.1) 1 <01 1 (o.1) 1 <01 0
TG AR 1 (0.1) 1 <0.1 1 (o.1) 1 <0.1 0
TG ZE RS 1 (<0.1) 2 0.1 1 (0.1 2 0.1 0
Bk 1 (<0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
FECMRRNE M S 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
NG s 1 (0.1) 1 <0.1 1 (o.1) 1 <0.1 0

Fife PR A AT 46 ( 3.5) 53 3.0 41 (3.4) 48 3.0 5 (5.0) 5 3.7
Y X—E 5 (1.1 15 0.9 12 (1.0) 12 0.7 3 (3.0 3 2.2
éb—ﬁ“/u&iwh?‘/x7ii~% 4 (0.3 4 0.2 4 (0.3 4 0.2 0
A
RE A 4 (0.3) 4 0.2 3 (0.2 3 0.2 1 (L0 1 0.7
fFmEsE B 5 3 (0.2 3 0.2 3 (0.2 3 0.2 0
M Ay b= 8 3 (0.2 3 0.2 3 (0.2 3 0.2 0
C — SR A 2 (0.2 2 0.1 2 (0.2 2 0.1 0
TANRNGEUEET I ) N T AT = 2 (0.2 2 0.1 2 (0.2 2 0.1 0
Z —EHIN
72— 2 (0.2 2 0.1 2 (0.2 2 0.1 0
IR T 2 (0.2 2 0.1 2 (0.2 2 0.1 0
ML 7 U7 F o R AR —E 2 (0.2 2 0.1 2 (0.2 2 0.1 0
i H LR IR A V- 2 (0.2 2 0.1 2 (0.2 2 0.1 0
S BRUARTE I8 =5 2 (0.2 2 0.1 2 (0.2 2 0.1 0
~ES T e 1 (<0.1) 1 <o.1 1 (<0.1) 1 <0.1 0
KT 4 e R o LT v 7 AW 1 (<0.1) 1 <0.1 I (<0.1) 1 <0.1 0
HWpH 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
R ) o S 1 (K0.1) 1 <o.1 1 (<0.1) 1 <0.1 0
7 V7 F= 48 1 (<0.1) 1 <0.1 1 (<0.1) 1 <o.1 0
SR YR e I 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
REE BLw 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0

N: Number of subjects experiencing at least one event, %:
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. Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) 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 — on—treatment —
safety analysis set — pool (STEP 1, 2 and 6) population matching to indication

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N %) E R N %) E R N %) E R
DENQTER 1 (0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
oSisEx el 1 (<0.1) 1 <0.1 1 (o.1) 1 <0.1 0
B i B 1 (K0.1) 1 <0.1 0 1 (1.0 1 0.7
F2 kS KOV TRk E 45 (1 3.4) 54 3.1 42 ( 3.5) 49 3.0 3 (3.0) 5 3.7
i 6 (1.2 17 1.0 14 (1.2 15 0.9 2 (2.0 2 1.5
B2 5 (0.4) 5 0.3 5 (0.4) 5 0.3 0
ZITIE 4 (0.3) 4 0.2 4 (0.3) 4 0.2 0
E- 9732 4 (0.3) 4 0.2 3 (0.2 3 0.2 1 (10 1 0.7
Z 9 FEIE 3 (0.2 3 0.2 3 (0.2 3 0.2 0
W5 3 (0.2 3 0.2 2 (0.2 2 0.1 1 (L0 1 0.7
a3 3 (0.2 302 3 (0.2 30.2 0
5 LS 2 (0.2 2 0.1 2 (0.2 2 0.1 0
T LI — MR E R 1 (0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
HRLEE 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
ES=d 1 (K0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
7 JE 1 (0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
B 1 1 (0.1) 6 0.3 1 (o.1) 6 0.4 0
R 2, 1 (<0.1) 1 <01 1 (K0.1) 1 <o.1 0
R VTR 1 (<0.1) 1 <0.1 0 1 (1.0 1 0.7
UL 1 (Ko.1) 1 <0.1 1 (o.1) 1 <0.1 0
JYWIE 38 K OV AR HUE 44 (3.4) 51 2.9 42 ( 3.5) 49 3.0 2 (2.0 2 1.5
E)ETS 25 (1.9) 27 1.5 23 (1.9 25 1.5 2 (2.0 2 1.5
A VTN 5 (0.4 8 0.5 5 (0.4 8 0.5 0
AL AMEE RS 5 (0.4) 5 0.3 5 (0.4) 5 0.3 0
V%S 2 (0.2 2 0.1 2 (0.2 2 0.1 0
A LA Y 1 (<0.1) 1 <0.1 I (<0.1) 1 <0.1 0
A L APES A R 1 (<0.1) 1 <o.1 1 (<0.1) 1 <0.1 0
N N R 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
JEYE T 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
KB XK 1 (Ko.1) 1 <0.1 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, 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 total (Sema 1.7 mg + Sema 2.4 mg) 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
safety analysis set — pool (STEP 1, 2 and 6) population matching to indication

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N % E R N (%) N (%)
FENRIE 1 (0.1) 1 <0.1 1 (0.1 1 <0.1 0
SUGEEDS 1 (0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
BBk 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
B R R 1 (Ko.1) 1 <0.1 1 (o.1) 1 <0.1 0
Rl 28 (2.1) 30 1.7 26 (2.1) 28 1.7 2 (2.0 2 1.5
RHRIE 10 (0.8 10 0.6 9 (0.7 9 0.6 1 (L0 1 0.7
NS 4 (0.3) 4 0.2 4 (0.3) 4 0.2 0
o >R 3 (0.2 3 0.2 3 (0.2 3 0.2 0
U B F—ak 2 (0.2 2 0.1 2 (0.2 2 0.1 0
RPN 2 (0.2 2 0.1 2 (0.2 2 0.1 0
RSl 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
Ty 1 (K0.1) 1 <0.1 1 (0.1) 1 <0.1 0
[y ZAL 1 (K0.1) 2 0.1 1 (o.1) 2 0.1 0
B ARNRAE 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
Epl e 1 (<0.1) 1 <01 1 (<0.1) 1 <o.1 0
AR BRE 1 (0.1) 1 <0.1 1 o.1) 1 <0.1 0
0 i e 1 (<0.1) 1 <0.1 0 1 (1.0 1 0.7
e 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
R SRE K ONE A LA 17 (1.3) 24 1.4 17 (1.4 24 1.5 0
R 5 (0.4) 5 0.3 5 (0.4) 5 0.3 0
75 P9 4 (0.3) 4 0.2 4 (0.3) 4 0.2 0
i3 4 (0.3) 4 0.2 4 (0.3) 4 0.2 0
TR R 3 (0.2 6 0.3 3 (0.2 6 0.4 0
HIMET 2 (0.2 3 0.2 2 (0.2 3 0.2 0
0B F A T 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
5 A 1 (0.1 1 <0.1 1 (Ko.1) 1 <0.1 0
GE, PER L ONESJHE 16 (1.2 17 1.0 15 (1.2 16 1.0 1 (1.0 1 0.7
1 A 5 3 (0.2 3 0.2 3 (0.2 3 0.2 0
R 3 (0.2 3 0.2 3 (0.2 3 0.2 0

N: Number of subjects experiencing at least one event, %:

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. Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) 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

safety analysis set — pool (STEP 1, 2 and 6) population matching to indication

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N % E R N (%) N (%) E R
et 2 (0.2 2 0.1 2 (0.2 2 0.1 0
HEHHZFE S BSOS 2 (0.2 2 0.1 2 (0.2 2 0.1 0
HEBEL oS 1 (<0.1) 1 <0.1 I (<0.1) 1 <0.1 0
AR 1 (<0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
Ui R 1 (0.1) 1 <0.1 0 1 (10 1 0.7
fre SIOE 1 (<0.1) 1 <0.1 1 (0.1 1 <0.1 0
52 PE S SO 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
A BfEAL 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
B P 1 (0.1) 1 <0.1 1 (o.1) 1 <0.1 0
FFARE R R 4 (11 15 0.9 13 (L1 14 0.9 1 (L0 1 0.7
A E 5 (0.4) 5 0.3 5 (0.4) 5 0.3 0
SPENRSER 2 (0.2 2 0.1 2 (0.2 2 0.1 0
NH R E 2 (0.2 2 0.1 2 (0.2 2 0.1 0
12 A28 2% 2 (0.2 2 0.1 2 (0.2 2 0.1 0
A R P AL FEE 1 (K0.1) 1 <0.1 0 1 (L0 1 0.7
JHERE B 5 1 (K0.1) 1 <0.1 1 (0.1 1 <0.1 0
JHE S A 2T 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
FF G of A i 1 (Ko.1) 1 <0.1 1 (0.1 1 <0.1 0
135 e 13 (1.0 13 0.7 13 (1.1) 13 0.8 0
HiINES 3 (0.2 3 0.2 3 (0.2 3 0.2 0
e ST AR I 2 (0.2 2 0.1 2 (0.2 2 0.1 0
= i 2 (0.2 2 0.1 2 (0.2 2 0.1 0
1EFTH 1 (0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
1 fE 1 (<0.1) 1 <0.1 1 (<0.1) 1 <o.1 0
WAL 1 (K0.1) 1 <0.1 I (<0.1) 1 <0.1 0
EII7S 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
R REM: ) ISR 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
KR Ik 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
R pE 2 11 (0.8 12 0.7 10 (0.8 11 0.7 1 (10 1 0.7

N: Number of subjects experiencing at least one event, %:
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

Percentage of subjects experiencing at

least one event, E: Number of events, R:

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 total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.
MedDRA version 23.1

nn9536/nn9536-summary/ jp_meddra_20210604_er
04JUN2021:05:28:53 — taepool. sas/taesummaryotpool jasso. txt

27 of 29



Semaglutide Obesity nn9536-pool
Adverse Event Japanese MedDRA

Adverse events possibly or probably related to trial product by system organ class and preferred

safety analysis set — pool (STEP 1, 2 and 6) population matching to indication

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N (%) E R N (%) N (%) E R
BE PRI E 5 (0.4) 6 0.3 5 (0.4) 6 0.4 0
20 2 (0.2 2 0.1 2 (0.2 2 0.1 0
B BRI 1 (<0.1) 1 <0.1 0 1 (1.0 1 0.7
R A9 77 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
vl 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
AN ) 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
Lol 10 (0.8 12 0.7 10 (0.8) 2 0.7 0
SR 4 (0.3) 4 0.2 4 (0.3) 4 0.2 0
Ak D g 1 (<0.1) 1 <0.1 1 (0.1 1 <0.1 0
=P SMIGHE 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
E AR 1 (<0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
DS 1 (0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
DAl 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
LA MR 1 (K0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
B 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
TR AR AR 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
KR LY v/ RbEE 7 (0.5) 7 0.4 7 (0.6) 7 0.4
E=qi 6 (0.5) 6 0.3 6 (0.5) 6 0.4 0
I RRER G INSE 1 (K0.1) 1 <0.1 1 (Ko.1) 1 <0.1
MR AR, FERES K OVERR R 6 (0.5) 6 0.3 6 (0.5 6 0.4 0
Lxo< b 3 (0.2 3 0.2 3 (0.2 3 0.2 0
- IR 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
REFS PRV MG 28 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
Il B e 5 o [ 1 (o.1) 1 <0.1 1 (K0.1) 1 <0.1 0
Bk L OYREEEE 6 (0.5) 6 0.3 5 (0.4) 5 0.3 1 (1.0 1 0.7
S B 3 (0.2 3 0.2 3 (0.2 3 0.2 0
SR FEAIE 1 (K0.1) 1 <0.1 1 (K0.1) 1 <0.1 0
SR BE 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0

N: Number of subjects experiencing at least one event, %: Percentage of subjects experiencing at

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

least one event, E: Number of events, R:

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 total (Sema 1.7 mg + Sema 2.4 mg) 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

safety analysis set — pool (STEP 1,

2 and 6) population matching to indication

term — on—treatment —

System organ class Sema 1.7 mg and 2.4 mg Sema 2.4 mg Sema 1.7 mg
Preferred term N % E R N %) E N %) E
SR RS 1 (0.1) 1 <0.1 0 1 (1.0 0.7
Fis LUk E 4 (0.3) 5 0.3 3 (0.2 4 0.2 1 (L0 0.7
EILN iwiu\ 4 (0.3) 4 0.2 3 (0.2 3 0.2 1 (L0 0.7
SANLPERIERMED F 1 (Ko.1) 1 <0.1 1 (o.1) 1 <0.1 0
AR L OILERE 3 (0.2 3 0.2 3 (0.2 3 0.2 0
A #epEE 1 (<0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
FLEAT 1 (0.1) 1 <0.1 1 (<0.1) 1 <0.1 0
THIAA % 1 (0.1) 1 <0.1 1 (0.1 1 <0.1 0
aBARVA == 2 (0.2 2 0.1 2 (0.2 2 0.1 0
R 1 (K0.1) 1 <0.1 1 (o.1) 1 <0.1 0
DN DT i 1 (K0.1) 1 <0.1 1 (o.1) 1 <0.1 0
TR 1 (K0.1) 1 <0.1 I (Ko.1) 1 <0.1 0
EEY -] 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
BYE, BB XU OR LAY ( 1 (Ko.1) 1 <0.1 1 (Ko.1) 1 <0.1 0
FB LOR) —F2E5T)
i 1 (0.1) 1 <0.1 1 (o.1) 1 <0.1 0

N: Number of subjects experiencing at least one event,

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
Sorted in descending order by system organ class and preferred term based, respectively, on the
percentage of subjects in total (Sema 1.7 mg + Sema 2.4 mg) experiencing at least one event.

administered within the prior 49 days.

MedDRA version 23.1

. Percentage of subjects experiencing at least one event,
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) d—EKTE 0.25mg SD
) d—EKT:E 0.5mg SD
D Od—EKTF 1.0mg SD
D d—ERKTiE1.7mg SD
7 Id—EKTE 2.4mg SD
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191 EE&Z—MENEF (JAN)

M4 TR JAN) X, EELAHREMHBRICB O T TO X ) ICRE S, BAETEEE
B« AV REIR R AE R EEA CPR 284 7 A 14 B RAESSRAES 071455 2 75 [EIEHDO—
JRIIAFRICOWT Y ) Ik vamm s, HERT, Pk 304 6 A 4 AFHT. BEAESBEER - 4%
/b R E R E A S HERR O FEEA I LS R L,

Bk 5 27-4-B2
JAN (BAR4) B~ 7 LF R (BB TFHEERZ)
JAN (3% 4) : Semaglutide (Genetical Recombination)

Hyl CHs
Hi—H&\g—ﬁlu-Elp-ﬂw-Fhe-Th r-Ser-Asp-\ValSer-

Glu
mji#ﬂ%f“wﬁaﬂh

SO0
\/\O/\ﬁ‘
Ser-Tyr-Leu-Glu-Giy-Gln-Ala-Ala-Lys G iu-Fhe-

lle-Aks-Trp-Lew-VakArg-Gh-Arg-Gly
733 0 Cis7H291N45059

72 BEEEA

HO;C

KGR

(HAA)

v NVTF R, B NIV IR TF R (GLP-1) BERATHY, B N GLP-1 D7
~3TEREDOT I JRICHYE L, 2FHD Ala L O 28FHD Lys 1%, THEN2-T 2 /2-AF L7 msx
VRN N Arg \CEHA S, 1,18-F 7 X T A TEEMN 1ED Glu KON 2D 8-T 2 -3,6-TA KA
B2 URTHERREND Y o —% L TC20&HD Lys IZFEA L TCWA. B~ ZvF Rig, 31EOT I/
FRIR LN DI HIEMISTF N Th 5.

(F40)
Semaglutide is a recombinant human glucagon-like peptide-1 (GLP-1) analog which corresponds to amino acids 7
— 37 of human GLP-1, and Ala at position 2 and Lys at position 28 are substituted by 2-amino-2-methylpropanoic
acid and Arg, respectively, and Lys residue at position 20 is attached to 1,18-octadecanedioic acid via a linker
which consists of a Glu and two 8-amino-3,6-dioxaoctanoic acids. Semaglutide is a modified peptide consisting of

31 amino acid residues.
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7 Id—EKTE 2.4mg SD

110 BE - BIEFOEEEEEHNDT LD

JIR/JINT AR T7—<H)AEH



Module 1.10

2 of 6
B R
R
H U ettt 2
1.10.1 ¥ - BEBREOREFREBEERIOE LD (BlAT) e 3
EEREEROFE LD (EH) 6

1.102 73 - BSOS

AL



Module 1.10

3 of6

1101 SE - BEFOEEFTEEHOFT LY T

b4 - | (BAR%L) B~ AT K GEsTH#fz)
g (% 4) : Semaglutide (Genetical Recombination)
= HC CH;
Hs—u ﬁ—cuﬁty-mmm Ser-Asp-Val-Ser
Hc’*‘:\/\/\/\/\/0\/\./\./\((1_Glu
HNJVO%O/\/'L‘
k/o\/\o/\ro
W-M-WG&GM!&MLV%W
lle-Ala-Trp-Leu-ValArg-Gly-Arg-Gly
CPRR 304E 6 A 4 BAF, EASBEEIR « AT AR R G AL B O HEEE IS
< o )
ZhRE - 2 HUpE R P
RIES
ik - WE, AR, BT R B L) & UCHE 1A 0.5mg ZMERFHEE L, T
& HH 2, 72720, # 1181025mg 2> HBA8A L. 4GS L=k, # 1[0 0.5mg (&
5, Tk, BEOIRREIZIS U ClEEHEET 525, # 115 0.5mg & 4 HELL EHRS LCHRhE
RA53 728 AciE, B 1A 1.0mg £ THET 52 LN TE 5D,
BB | BISE, W5 EEI
DIEE
i R4 kv 7T R (BB FHEZ) /JAN
0> A
BRIRGY | e A Yo ¥y 7 TFiE2mg (1% (1.5mL) F, ¥~ 27 AF F (BETHEEZ) 2.0lmg &
c R A
AUy ETFHE025mg SD (115 (0.5mL) F1, B~ZVF R (GE{s L) 0.25mg
=X
e AUy ETFE05mgSD (1F (0.5mL) H, £~ 27 F K (BEETHHEZ) 0.5mg &
A
e By 7TV 1.0mgSD (11 (0.5mL) W, E~Z LT K (EE 7)) 1.0mgHE
)
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HEME O £ FE £ (mg/kg) /N FRARA
~ 7 A 39>12 32>9
7w b 39>7.5 39>5
[k
e RGN &E5 | BEE HEFE B F 72T AL
() R | (mgkg/H) | (mg/kg/ H)
~ A 2 Ay 0 39<0.03 | FEEIEM A/ LRI T, ik
0.03 AR T A —2 OBb, MFEE
0.09 DI
0.45
2.25 FOPR BRCAHB R D 3T Bk B OVEI B
TR O T Rk
~ A 13 iy 0 39<1 SEPRAEF & U 7o (R EHE I B & OF
1 BEEOBD ., MEAE RN T A
3 — X OEA, FHFEEORD LK OFS
10 U a—5 b NE R R
fEK
FORIRCHIRRE AL, il RS DL
B, CHMER, migh Ly h=
>R E DR N
7>k 2 BF 0 320.86 | FIIEM 24 L 7 AR EEEININHI o Ot
0.01 BEEOWRD ., MEAEIFER T A
0.05 — & R OVigaE & D2
0.21
0.86
7>k 13 BF 0 320.86 | FIIEM 2 L 7 AR BB HI o Ot
0.01 BEEOWRD ., MEAEFER T A
0.1 — & R OVigaE & D2
0.86
Wz 2 BT 0 39075 | FrETXEFTRR L
0.01 mg/kg
0.06 (i 2[5
0.21 5
0.75
v 13 an 0 320.1 | JRIPEMEIRE K Q@R EE D2 L
0.01 mg/kg
0.1 CE2[E | AR K& VMR A 2 B U 7= ik
1.0/0.5* 5 SERITPE 5 HIEALE

FEERE (WAER) oozl &b, HSHIRPICHEZ 1.0mgkeh 50.5mg/kg
QE2EI#E) IZ Tz,
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() | (mgkg/H) | (mg/kg/H)
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0.03 OMEEFE O, MK 0 M O
0.13 AR NT A—2 DO, R
0.6 BEORFT ~ U U LNREDOH
m. Mg EREOE (. +iEET
v —RD IR K
P 52 BF 0 320.06 | FEHIEM A2 L7IoAKE K OEEE &
0.01 mg/kg D R B O A=A b
0.06 GHE2[E] | B3 T A= DAL, RPEMRE
0.36 5 REDZEA, HasEEOE(L
DB LT v 7 BRI

I 1E F BIVER (FREMAE R 25 de) JEBLR © 85941/2,02441™ =42.4%
o BARARSIN L BIEERRESR (JFET —4%) O2MEROREFIEK
BIVEH O FE A G
L 475
T 235
M - 222
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R R 141
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1102 HE - BIERFOEEZTEEHOFT LY (XX)

b4 -
lIES

I

JIES i

IS L, mifE, JEE R EE L 2 BB RFEOWT N EA L, RERRE - EEREETT o
THHARIRPELNT, LTS T 25610 R5,
* BMI 23 27kg/m? L ECToH 0 | 2 DLl EOEICBE T SR EE A6 5
- BMI 73 35kg/m2 L) I

Ak - WE, RACIE, B /AT R @ z) & LT025mg B G EBMAL, 3 1A

& TR ERT 5, Z0%IZ4EBOMFE T, # 1[E 0.5mg. 1.0mg, 1.7mg & O\ 2.4mg DJIEIZ 1
L, DRI 24mg 208 1 B TS5, k. BEOREIDN U GHERET 5.

P %

DIFE

il JBk B~ VT K GRETHBL2) JAN

30 A

BREKST | o 7 T —E R FIE025mg SD (17 (0.5mL) 1, B~ LF F (@fsF#H#EZ) 025mg &

- orE )
o 7 I—E KT 05mg SD (14 (0.5mL) H, B~ AF R (EETHEZ) 0.5mg & H)
o 7 I—E KT 1.0mgSD (114 (0.5mL) H, E~Z7 A F R (EETHBEZ) 1.0mg & H)
eI —EEFE1LImgSD (1 (0.75mL) H, B~ L5 K GBs 7 z) 1.7mg &
)
e 7 S— R FE24mg SD (14 (0.75mL) H, B~ ZAF 8 GEETHEZ) 2.4mg &
£)

M

RIVEH] BIVER (BERRMAM IR 25 de) FBIE  135941/200861™ =67.7%

o BARADRSBIN LB INHEEERRE (R8T — %) OLEFOREFIE

I8 oo fiE 35
FE 1340
T 867
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3.2.P B
3.2.P.1 TN R O T7 3.2.P.1-1 Description and Composition of the Drug Product FEAM
32p2  HHIBAFEOERE
32P2.1 HAIES 3.2.P.2.1-1 Components of the Drug Product FFA
32P22 A 3.2P.2.2-1  |Drug Product FFA
32P23 BUETROBHIEORE 3.2.P.2.3-1 Manufacturing Process Development for Drug Product FFA
32P24 Bk O R 3.2.P.2.4-1 Container Closure System for Drug Product Bl
32P.25 WAEMFRIBEN LI [3.2P2.5-1  [Microbiological Attributes Bl
32P2.6 VEIRICMERREORGHE [32P2.6-1  [Compatibility Bl
& DA

32p3 HGE
32P3.1 HUE¥EER 3.2.P3.1-1 Manufacturers FEAT
32P32 BB 3.2.P.3.2-1 Batch Formula for Drug Product FEAT

32P33 HWWETEEOTotRX -2y [32P3.3-1 Description of Manufacturing Process and Process Controls for|  #FAff
fr— Drug Product, Catalent Belgium SA

3.2.P.3.3-2 Description of Manufacturing Process and Process Controls for| #FAll
Drug Product, Novo Nordisk A/S Bagsvaerd

3.2.p3.33 Manufacturing Process and Process Controls for the Device FEAM
Constituent of the Drug-Device Combination Product - Single
Dose Pen-injector for Semaglutide

3.2.P3.34 Non-critical Process Parameters - Drug Product A
32P34 BEETEREKOEEFBAOE [3.2P3.4-1 Controls of Critical Steps and Intermediates A
it}
32P35 FmER-ANYF—Ia/ [32P35-] Process Validation Overview and Strategy FEA
7 vt AR
3.2.P.3.5-2 Process Validation, Novo Nordisk A/S Bagsvard FEAM
3.2.P3.53 Process Validation, Catalent Belgium SA FEAM

3.2.P.3.54 Process Validation for the Drug-Device Combination Product - | #FAff
Single Dose Pen-injector for Semaglutide
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3.2.P.3.5-5 Process Justification Summary, Novo Nordisk A/S Bagsverd R
3.2.P.3.5-6 Process Justification Summary, Catalent Belgium SA FFA
32.P4  IIAIOEE
32.P4.1  BUE KR ORBRTTE 32.P4.1-1 Excipient Specification A
3242 REBRFIE (GHHFIE) YR L
32.P43 RABGIE (DHIE) O~ REE TR L
T—var
3.2.P44  HBURRUSERTED 241 BREERR L
32P45 b PIERIEOAINA BREERR L
3.2P.4.6  HTHIRIIA BREERR L
32P5  HpogH
32P.5.1 B ROWER 7L 3.2.P.5.1-1 Specification for Drug Product 0.5 mg/ml Bl
32.P5.1-2 Specification for Drug Product 1.0 mg/ml FFA
32.P5.1-3 Specification for Drug Product 2.0 mg/ml FFA
32.P5.14 Specification for Drug Product 2.27 mg/ml FFA
3.2.P.5.1-5 Specification for Drug Product 3.2 mg/ml At
32.p52 REBAE (OHHE) 3.2.P.5.2-1 Analytical Development for Drug Product A
3.2.P.5.2-2 Analytical Procedure A6037e Identity, Content and Purity of A
Semaglutide
32.P.52-3 Analytical Procedure A6037g Identity, Content and Purity of A
Semaglutide
3.2.P.5.24 Analytical Procedure A6037h Identity, Content and Purity of A
Semaglutide
3.2.P.5.2-5 Analytical Procedure A6036¢ High Molecular Weight Proteins |  #Ffiff
3.2.P.5.2-6 Analytical Procedure A3196¢ Macroscopy i
3.2.P.5.2-7 Analytical Procedure A337201b Dose Accuracy - Single Dose |  #Ffiffi
Pen-injector for Semaglutide
32.P53 REGE b)) oY [32P53-1 Validation of Analytical Procedure A6037¢, -g, -h. Identity, i

F—a v

Content and Purity of Semaglutide (0.5, 1.0 and 2.0 mg/ml)
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3.2.P.5.3-2 Validation of Analytical Procedure A6037e. Identity, Content R
and Purity of Semaglutide 2.27 and 3.2 mg/ml
32.P.533 Validation of Analytical Procedure A6036¢, High Molecular FFA
Weight Proteins - 0.5, 1.0 and 2.0 mg/ml
3.2.P.5.34 Validation of Analytical Procedure A6036¢, High Molecular FFA
Weight Proteins - 2.27 and 3.2 mg/ml
3.2.P.5.3-5 Validation of Analytical Procedure A3196¢ Macroscopy - 0.5, FFA
1.0, 2.0, 2.27 and 3.2 mg/ml
3.2.P.5.3-6 Verification of Analytical Procedure A337201b for Dose FFA
Accuracy - Single Dose Pen-injector for Semaglutide
32P54 By oo 3.2.P.5.4-1  |Batch Analyses Bl
32.P5.5 R oRE 3.2.P.5.5-1 |Biological Activity Bl
3.2.P.5.5-2 Characterisation of Impurities FFA
32P5.6 BUEKROREBRGTIEOZY M 3.2.P.5.6-1 Justification of Specification - JP Bl
3.2.P.5.6-2 Summary of Control Strategy for Drug Product FFA
3.2.P.6 HEYE i ST 3.2.P.6-1 Reference Standards or Materials A
3.2.p.7 o M OVt 5% 3.2.P.7-1 Device Description - Single Dose Pen-injector for Semaglutide | #Ffiff
3.2.P.7-2 Comparison to the Approved Ozempic Pen-Injector - Single M
Dose Pen-injector for Semaglutide
3.2.pP.7-3 Prefilled syringe 1 ml System Report for EMK0595 A
32.P.7-4 Syringe barrel 1 ml Long with Staked Needle and RNS M
Component Report for 2034041
3.2.P.7-5 Chlorobutyl Rubber Plunger, Article 2212, Grey Component i
Report for 2103206
3.2.P.7-6 Dose Accuracy Data - Single Dose Pen-injector for i
Semaglutide - JP
3.2.P.7-7 Test Report According to EN ISO 11608-1, EN ISO 11608-5 i

and JIS T 3226-1 Needle Based Injection System for Medical
Use and Test Report for Injection Time - Single Dose Pen-
injector for Semaglutide
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3.2.P.7-8 Conformity to Standards - Single Dose Pen-injector for R
Semaglutide
3.2.P.7-9 J-STED - Single Dose Pen-injector for Semaglutide FFA
32.P8  WiEME
32P8.1 HEMEDE L O KO 3.2.P.8.1-1 Stability Summary and Conclusion for Drug Product A
32.P.82 KREOLEMRBREEOIE [3.2.P.8.2-1 Post-approval Stability Protocol and Stability Commitment A
32P83 HEMT—# 3.2.P.8.3-1 Primary Stability Data for Drug Product FEAT
3.2.P.8.3-2 Stability Data for Process Validation Batches FEAT
3.2.P.8.3-3 Supportive Stability Data 2.27 mg/ml and 3.2 mg/ml FEAT
3.2.P.8.3-4 In-use Stability Data for Drug Product FEAT
3.2.P.8.3-5 Photo Stability Data for Drug Product FEAT
32.A DA
3.2.A.1 B3 e % B OVER i 3.2.A.1-1 Facility for Formulation, Filling and Inspection, Novo Nordisk | #Ffff
A/S Bagsverd
32.A.1-2 Facility for Formulation, Filling and Inspection of Semaglutide |  #Ffiff
Solution for Injection, Prefilled Syringe, Catalent Belgium SA
3.2.A.1-3 Appendix A Factory Layout, Catalent Belgium SA M
32.A.1-4 Appendix B Manufacturing Classification, Catalent Belgium M
SA
3.2.A.1-5 Appendix C Manufacturing Material Flow, Catalent Belgium M
SA
32.A.1-6 Appendix D Manufacturing Personnel Flow, Catalent Belgium |  #¥fiff
SA
32.A.1-7 Appendix E Packaging Personnel Flow, Catalent Belgium SA i
32.A.1-8 Suitability Evaluation of Process Aids in the Semaglutide i
Manufacturing Process, Novo Nordisk A/S Bagsvard
32.A.1-9 Suitability Evaluation of Process Aids in the Semaglutide i
Manufacturing Process, Catalent Belgium SA
32.A2 ARNEIE YN B O L EMEFE  [3.2.A.2-1 Adventitious Agents Safety Evaluation i
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4.2.1.1-1 Study - 321410 Neuronal activation in mouse brain following FEAT
semaglutide administration
4.2.1.1-2 Study - 321411 The access of semaglutide to the mouse brain FEAT

following peripheral administration

43 SR 4.3-1 Adams JM, Pei H, Sandoval DA, Seeley RJ, Chang RB, -
Liberles SD, et al. Liraglutide Modulates Appetite and Body
Weight Through Glucagon-Like Peptide 1 Receptor-

Expressing Glutamatergic Neurons. Diabetes. 2018;67(8):1538
48.

4.3-2 Burmeister MA, Ayala JE, Smouse H, Landivar-Rocha A, -
Brown JD, Drucker DJ, et al. The Hypothalamic Glucagon-
Like Peptide 1 Receptor Is Sufficient but Not Necessary for the
Regulation of Energy Balance and Glucose Homeostasis in
Mice. Diabetes. 2017;66(2):372-84.

4.3-3 Campos CA, Bowen AJ, Han S, Wisse BE, Palmiter RD, -
Schwartz MW. Cancer-induced anorexia and malaise are
mediated by CGRP neurons in the parabrachial nucleus. Nature
neuroscience. 2017;20(7):934-42.

4.3-4 Campos CA, Bowen AJ, Schwartz MW, Palmiter RD. -
Parabrachial CGRP Neurons Control Meal Termination. Cell
metabolism. 2016;23(5):811-20.

4.3-5 Cansell C, Denis RG, Joly-Amado A, Castel J, Luquet S. -
Arcuate AgRP neurons and the regulation of energy balance.
Frontiers in endocrinology. 2012;3:169.

4.3-6 Carter ME, Soden ME, Zweifel LS, Palmiter RD. Genetic -
identification of a neural circuit that suppresses appetite.
Nature. 2013;503(7474):111-4.

4.3-7 Deng K, Yang L, Xie J, Tang H, Wu GS, Luo HR. Whole- -
brain mapping of projection from mouse lateral septal nucleus.
Biology open. 2019;8(7).

4.3-8 Flint A, Raben A, Astrup A, Holst JJ. Glucagon-like peptide 1 -
promotes satiety and suppresses energy intake in humans. J
Clin Invest. 1998; 101:515-20

4.3-9 Gabery S, Salinas CG, Paulsen SJ, Ahnfelt-Renne J, -
Alanentalo T, Baquero AF, et al. Semaglutide lowers body
weight in rodents via distributed neural pathways. JCI insight.
2020;5(6).

4.3-10 Gutzwiller JP, Drewe J, Goke B, Schmidt H, Rohrer B, Lareida -
J, et al. Glucagon-like peptide-1 promotes satiety and reduces
food intake in patients with diabetes mellitus type 2. AmJ
Physiol. 1999;276(5):R1541-4.
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4.3-11 Hall KD, Hammond RA, Rahmandad H. Dynamic interplay -
among homeostatic, hedonic, and cognitive feedback circuits
regulating body weight.(Report). The American Journal of
Public Health. 2014;104(7):1169.

4.3-12 Harasta AE, Power JM, von Jonquieres G, Karl T, Drucker DJ, -
Housley GD, et al. Septal Glucagon-Like Peptide 1 Receptor
Expression Determines Suppression of Cocaine-Induced
Behavior. Neuropsychopharmacology : official publication of
the American College of Neuropsychopharmacology.
2015;40(8):1969-78.

4.3-13 Heath RG. Electrical Self-Stimulation of the Brain in Man. The -
American journal of psychiatry. 1963;120(6):571-7.

4.3-14 Heppner KM, Kirigiti M, Secher A, Paulsen SJ, Buckingham -
R, Pyke C, et al. Expression and distribution of glucagon-like
peptide-1 receptor mRNA, protein and binding in the male
nonhuman primate (macaca mulatta) brain. Endocr.
2015;156:255-67

4.3-15 Jensen CB, Pyke C, Rasch MG, Dahl AB, Knudsen LB, Secher -
A. Characterization of the Glucagonlike Peptide-1 Receptor in
Male Mouse Brain Using a Novel Antibody and In Situ
Hybridization. Endocrinology. 2018;159(2):665-75.

4.3-16 Kastin AJ, Akerstrom V, Pan W. Interactions of glucagon-like -
peptide-1 (GLP-1) with the blood-brain barrier. Journal of
molecular neuroscience : MN. 2002;18(1-2):7-14.

4.3-17 Kastin AJ, Akerstrom V. Entry of exendin-4 into brain is rapid -
but may be limited at high doses. International journal of
obesity and related metabolic disorders : journal of the
International Association for the Study of Obesity.
2003;27(3):313-8.

4.3-18 Kirouac GJ. Placing the paraventricular nucleus of the -
thalamus within the brain circuits that control behavior.
Neuroscience and biobehavioral reviews. 2015;56:315-29.

4.3-19 Kristensen P, Judge ME, Thim L, Ribel U, Christjansen KN, -
Waulff BS, et al. Hypothalamic CART is a new anorectic
peptide regulated by leptin. Nature. 1998;393(6680):72-6.

4.3-20 Lee JS, Lee EY, Lee HS. Hypothalamic, feeding/arousal- -
related peptidergic projections to the paraventricular thalamic
nucleus in the rat. Brain Res. 2015;1598:97-113.

4.3-21 Locke AE, Kahali B, Berndt SI, Justice AE, Pers TH, Day FR, -
et al. Genetic studies of body mass index yield new insights for
obesity biology. Nature. 2015;518(7538):197-206.

4.3-22 Luo AH, Tahsili-Fahadan P, Wise RA, Lupica CR, Aston- -
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4.3-27 Morita S, Miyata S. Different vascular permeability between -
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4.3-30 Pannacciulli N, Le DS, Salbe AD, Chen K, Reiman EM, -
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regulation in humans. Neurolmage. 2007;35(2):511-7.

4.3-31 Plamboeck A, Veedfald S, Deacon CF, Hartmann B, -
Wettergren A, Svendsen LB, et al. The effect of exogenous
GLP-1 on food intake is lost in male truncally vagotomized
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4.3-32 Reddy IA, Pino JA, Weikop P, Osses N, Serensen G, Bering T, -
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4.3-33 Richards P, Parker HE, Adriaenssens AE, Hodgson JM, Cork -
SC, Trapp S, et al. Identification and characterization of GLP-
1 receptor-expressing cells using a new transgenic mouse
model. Diabetes. 2014;63(4):1224-33.




Module 1.12

9 0of 39
A ORI % P

[ BE
4.3-34 Schwartz MW, Woods SC, Porte D, Jr., Seeley RJ, Baskin DG. -
Central nervous system control of food intake. Nature.
2000;404(6778):661-71.

4.3-35 Secher A, Jelsing J, Baquero AF, Hecksher-Sorensen J, -
Cowley MA, Dalboge LS, et al. The arcuate nucleus mediates
GLP-1 receptor agonist liraglutide-dependent weight loss. J
Clin Invest. 2014;124(10):4473-88.

4.3-36 Sheehan TP, Chambers RA, Russell DS. Regulation of affect -
by the lateral septum: implications for neuropsychiatry. Brain
Research Reviews. 2004;46(1):71-117.

4.3-37 Sisley S, Gutierrez-Aguilar R, Scott M, D'Alessio DA, -
Sandoval DA, Seeley RJ. Neuronal GLP1R mediates
liraglutide's anorectic but not glucose-lowering effect. J Clin
Invest. 2014;124(6):2456-63.

4.3-38 Soderpalm AH, Berridge KC. The hedonic impact and intake -
of food are increased by midazolam microinjection in the
parabrachial nucleus. Brain Res. 2000;877(2):288-97.

4.3-39 Sweeney P, Li C, Yang Y. Appetite suppressive role of medial -
septal glutamatergic neurons. Proc Natl Acad Sci U S A.
2017;114(52):13816-21.

4.3-40 Sweeney P, Yang Y. An excitatory ventral hippocampus to -
lateral septum circuit that suppresses feeding. Nature
communications. 2015;6:10188.

4.3-41 Sweeney P, Yang Y. An Inhibitory Septum to Lateral -
Hypothalamus Circuit That Suppresses Feeding. J Neurosci.
2016;36(44):11185-95.

4.3-42 Terrill SJ, Holt MK, Maske CB, Abrams N, Reimann F, Trapp -
S, et al. Endogenous GLP-1 in lateral septum promotes satiety
and suppresses motivation for food in mice. Physiol Behav.
2019;206:191-9.

4.3-43 Turton MD, O'Shea D, Gunn I, Beak SA, Edwards CM, -
Meeran K, et al. A role for glucagon-like peptide-1 in the
central regulation of feeding. Nature. 1996;379(6560):69-72.

4.3-44 Varin EM, Mulvihill EE, Baggio LL, Koehler JA, Cao X, -
Seeley RJ, et al. Distinct Neural Sites of GLP-1R Expression
Mediate Physiological versus Pharmacological Control of
Incretin Action. Cell reports. 2019;27(11):3371-84.e3.

4.3-45 Verdich C, Flint A, Gutzwiller JP, Nislund E, Beglinger C, -
Hellstrom PM, et al. A meta-analysis of the effect of glucagon-
like peptide-1 (7-36) amide on ad libitum energy intake in
humans. J Clin Endocrinol Metab. 2001;86(9):4382-9.




Module 1.12

I 10 of 39
TR R B
IE H i=¢ /H’ % =2 2% g /H;iﬁﬁ%
4.3-46 Woods SC, Schwartz MW, Baskin DG, Seeley RJ. Food intake -
and the regulation of body weight. Annual review of
psychology. 2000;51:255.
4.3-47 Wu Q, Boyle MP, Palmiter RD. Loss of GABAergic signaling -
by AgRP neurons to the parabrachial nucleus leads to
starvation. Cell. 2009;137(7):1225-34.
4.3-48 Wu Q, Clark MS, Palmiter RD. Deciphering a neuronal circuit -
that mediates appetite. Nature. 2012;483(7391):594-7.
4.3-49 Yeo GS, Heisler LK. Unraveling the brain regulation of -
appetite: lessons from genetics. Nat Neurosci.
2012;15(10):1343-9.




Module 1.12

I 11 of 39
5 (EVa—15)  ERRHBHEE RMIER—E
=AM HEE T
HH YR * S F—50
_ > | it
52 BRI R — Bk 52 Tabular Listing of all clinical studies - -
53 Bl PR B S o B OV B
5.3.1 AW HEF AR
5311  ASAATALFEe VT4 (BA AR L
) BRI E
53.12 R BARRER K OVE AR [5.3.1.2-1 NN9536-4590: A Trial to Demonstrate Bioequivalence AT H
" (BE) B H Between Semaglutide Formulation D with the DV3396 pen-
injector and Formulation B with the PDS290 pen-injector in
Subjects with Overweight or Obesity.
A Research Study Looking at the Comparability
(Bioequivalence) of Two Forms of Semaglutide in Two
Different Pen injectors in People with Overweight or Obesity
53.1.2-2 NN9535-4588: A trial to Demonstrate Bioequivalence between | #Fff H
Semaglutide D Formulations for the DV3396 Pen-Injector and
the Formulation for the PDS290 Semaglutide Pen-Injector
53.13 In Vitro-In MBI L
Vivo DB 2 T L 7o 5B
A
[Sl=—
5314  AEYSFOROIFENSNE (53141 CA23343: Validation of an LC-MS/MS method for the 25 i3
R & determination of semaglutide in human plasma (K3EDTA) for
the concentration range from 0.250 nmol/L to 20.0 nmol/L
53.14-=2 CA29114: NNCO0113-0000-0217: Add-on, partial validation of | &% i3
the LC-MS/MS method for the determination of semaglutide in
human plasma (EDTA) for the concentration range from 0.250
nmol/L to 20.0 nmol/L
5.3.14-3 304600: Validation of a cellular assay for the detection of in 2% 3
vitro neutralizing antibodies against semaglutide in human
serum
53.1.4-4 304601: Validation of a cellular assay for the detection of in 5% i3
vitro neutralizing antibodies against endogenous GLP-1 in
human serum
5.3.14-5 216142: Validation of a radioimmunoprecipitation (RIP) 2 3
Method for Determination of Anti-Semaglutide Antibodies in
Human Serum Samples
5.3.1.4-6 307690: Validation of an ImmunoCAP method for measuring 2% i3
antisemaglutide IgE antibodies in human serum samples -
investigating assay sensitivity
5.3.1.4-7 CA23034: Recovery determination for semaglutide and 2% i3
semaglutide N15 C13 (IS) in human plasma (K3EDTA) and
human urine by LC-MS/MS
53.14-8 207163: Validation of LOCI assay for NNC 0113-0217 in 2% pii
human plasma
5.3.1.49 209082: Validation Study Report - Long-term stability 2% pii
NNCO0113-0000-0217 Long Term Stability in Human EDTA
plasma
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5.3.1.4-10 214299: Validation of the semaglutide plasma protein binding »E 13
assay
5.3.1.4-11 AA95860: Validation of an LC-MS/MS Method for the % fig
Determination of Semaglutide (NNC 0113-0000-0217) in
Human Plasma (K3EDTA)
5.3.1.4-12 CA17145: Extended evaluation of validation parameters for 2% pi3

the determination of Semaglutide and SNAC in human plasma
and in human urine by LC-MS/MS

5.3.1.4-13 ZZAAT75: Partial validation to qualify specific automation 2% i3
steps done by pipetting robot (Hamilton STAR) in LC-MS
assays for the determination of Semaglutide in human plasma
(K3EDTA)

53.1.4-14 AA95112: Long-Term Stability of NNC 0113-0000-0217 in B 3
Human Plasma (K3EDTA) by LC-MS/MS

53.1.4-15 CA11773: Validation of an LC-MS/MS method for the B 3
determination of Semaglutide in human urine using stable
labelled IS

5.3.1.4-16 CA11388: Validation of an LC-MS/MS Method for the 2% i3

Determination of Semaglutide in Human Plasma (K3EDTA)
Using Stable Labelled IS

53.1.4-17 AA91659: Validation of an LC-MS/MS Method for the 5% i3
Determination of NNC 0113-0000-0217 in Human Plasma
(K3EDTA)

5.3.1.4-18 207194: Validation of NNC 0113-0217 antibody RIA for 5 b3

human serum

5.3.1.4-19 207300: Validation of a Cell BAsed NN9535 Neutralising 5 b3
Antibody Assay to HUman Serum Samples

5.3.1.4-20 212541: Validation of a RIP method for the semi-quantitative 5 b3
determination of anti-semaglutide antibodies in human serum
samples including specific automation steps performed by
pipetting robot

5.3.1.4-21 213540: Validation of an ImmunoCAP method for measuring BE 3
anti-semagutide IgE antibodies in human serum samples

53.1.4-22 214429: Validation Report - Anti-semaglutide neutralising 2 3
antibodies
5.3.1.4-23 214422: Validation of an endogenous GLP-1 neutralising 2 3

antibody assay in human serum

5.3.1.4-24 216098: Add-on validation of a RIP method for the 5% i
determination of anti-semaglutide antibodies in human serum
samples

5.3.1.4-25 216154: Additional validation of an endogenous GLP-1 2 3

neutralising antibody assay in human serum to assess
sensitivity
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5.3.1.4-26 214096: Validation of a modified anti-semaglutide antibody »E 13
RIA in human serum
5.3.1.4-27 208105: Validation of a radioimmunoprecipitation (RIP) 2% i3
method for detection of anti-exenatide antibodies in human
serum
5.3.1.4-28 215264: Validation of an anti-Exenatide neutralising antibody 2% i3
assay in human serum
5.3.1.4-29 209028: Validation of the NNC 0113-0000-0217 plasma 2% e
protein binding assay
5.3.1.4-30 208465: Incurred sample reproducibility of NNC 0113-0000- %% e
0217 in human EDTA plasma samples from Phase 2 trial
NN9535-1821 (study 208329)
5.3.1.4-31 209099: Incurred Sample Reproducibility of NNC 0113-0000- B i3
0217 in Human Plasma Samples from BE Trial NN9535-3679
(Bioanalysis study 209051)
5.3.1.4-32 AA98749: Bioanalytical Report nnc 0113 0000 0217 sema bio | 5% e
2298749
5.3.1.4-33 CA12337: Bioanalytical Report celerion bio cal2337 %% e
5.3.1.4-34 209507: Incurred Sample Reproducibility of NNC 0113-0000- | %% i3
0217 in Human EDTA Plasma from Phase 1 Trial NN9535-
3633 (209058)
5.3.1.4-35 321473: Validation of a Neutralising Antibody Assay for 5 b3
Determination of Anti-NNCO0113-0217 Neutralising
Antibodies in Human Serum
5.3.1.4-36 321464: Validation of an endogenous GLP-1 neutralising B 3
antibody assay in human serum
5.3.1.4-37 321593: BAEU-20-535-045- Partial validation of a cellular BE 3
assay for the detection of in vitro neutralizing antibodies
against semaglutide in human serum
5.3.1.4-38 321594: Partial validation of a cellular assay for the detection 5 b3
of in vitro neutralizing antibodies against GLP-1 in human
serum
532 b NERRUEZ A 72 )
RE B O F B i
5321 1 $EE ARG A B 53.2.1-1 208380: In vitro binding to mouse, rat, rabbit, minipig, monkey | Z%& pii
and human plasma proteins
53.2.1-2 213228: Evaluation of the in vitro protein binding of 2% pii
NNC0113-0000-0217 and NNC0090-0000-1170 to plasma
from mouse, rat, rabbit, monkey and human (and human serum
albumin)
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5322 FEOCE L ORI A EAERRBR  [5.3.2.2-1 206642: NNC 0113-0000-0217 [3H]-Tyr-NNC 0113-0000- »E 13
A 0217: Metabolism in rat, monkey and human hepatocytes, a
cross-species comparison
53.2.22 214064: In vitro metabolite profiling and species comparison 2% pi3
of [3H]Oct-NNC113-0000-0217 in hepatocyte incubations
53.2.2-3 214196: Semaglutide: In Vitro Evaluation of Semaglutide as an| %% pi3
Inhibitor of Cytochrome P450 (CYP) Enzymes in
Cryopreserved Human Hepatocytes
53.2.2-4 215026: Semaglutide: In Vitro Evaluation of Semaglutide as an| 2% i3
Inhibitor of Human P-gp, BCRP, OATP1B1, OATP1B3,
OATI, OAT3 and OCT?2 Transporters
53.2.2-5 215048: In Vitro Evaluation of Semaglutide as an Inducer of B 3
Cytochrome P450 Expression in Cultured Human Hepatocytes
5323 flob MEFSHE WA (532341 215514 Structure characterisation of metabolites of 5% e
B s semaglutide formed following in vitro incubation with human
neutral endopeptidase 24.11
53.2.322 214379: Structure Characterisation of Human Metabolites in B i3
Samples from Healthy Male Subjects in Trial NN9535-3789
B it
533 MR ERE (PK) B 5% e
=
5331 TEHEGBRA 2351 DPRE O] |5.3.3.1-1 NN9535-3616: An open-label, trial investigating the 2% i3
AR VERR R pharmacokinetics and the tolerability of NNC0113-0217 in
subjects with normal renal function and various degrees of
impaired renal function
53.3.1-2 NN9535-3651: A multi-centre, open-label, parallel-group trial 2% 3
investigating the pharmacokinetics, safety and tolerability after
a single subcutaneous injection of semaglutide in subjects with
mild, moderate or severe hepatic impairment compared to
subjects with normal hepatic function
53.3.1-3 NN9535-3634: A single-centre, parallel-group, randomised, 5% i3
double-blind, placebo-controlled, multiple-dose trial to assess
the pharmacokinetics, pharmacodynamics, and the safety and
tolerability of semaglutide in healthy male Japanese and
Caucasian subjects
5332 JBEICBI BPKROWIMAA RN ca2 P
PERBR RS
5333 PNEMEERZRE L 2PKARR LR L
WEE
5334 SRR ZRE L CPKARR LR L
WEE
5335 WE 2 L—3 = UPKRRBRHE  |5.3.3.5-1 Modelling report - Phase 2: Population PK and Exposure- - "
& Response Analysis of Trial NN9536-4153
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53.3.5-2

53.4.1-1

53.4.1-2

5.3.4.2-1

5.3.5.1-1

53.5.1-2

5.3.5.1-3

5.3.5.1-4

5.3.5.1-5

5.3.5.1-6

5.3.5.1-7

Modelling report - Phase 3a: STEP 1 (NN9536-4373), STEP 2
(NN9536-4374) and STEP 6 (NN9536-4382)

Population PK and Exposure-Response Analysis: A Meta-
Analysis of Phase 3a Data

NN9535-3652: A thorough QTc evaluation of the effect of
semaglutide on cardiac repolarisation in healthy subjects: A
randomised, double-blind, placebo-controlled, three-arm
parallel trial with a nested cross-over design for positive
control with moxifloxacin administration.

NN9535-3685: A single-centre, randomised, double-blind two-
period cross-over 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

NN9536-4455: Effect of semaglutide 2.4 mg once weekly on
gastric emptying in subjects with obesity

NN9536-4153: Investigation of safety and efficacy of once-
daily semaglutide in obese subjects without diabetes mellitus.
A 52-week, randomised, double-blind, placebo-controlled,
sixteen-armed, parallel group, multi-centre, multinational trial
with liraglutide 3.0 mg as active comparator.

NN9536-4382: Effect and safety of semaglutide once-weekly
in East Asian subjects with overweight or obesity

NN9536-4373: Effect and safety of semaglutide 2.4 mg once-
weekly in subjects with overweight or obesity.

Research study investigating how well semaglutide works in
people suffering from overweight or obesity (STEP 1)

NN9536-4374: Effect and safety of semaglutide 2.4 mg once-
weekly in subjects with overweight or obesity and type 2
diabetes.

Research study investigating how well semaglutide works in
people with type 2 diabetes suffering from overweight or
obesity (STEP 2)

NN9536-4375: Effect and safety of semaglutide 2.4 mg once-
weekly as adjunct to intensive behavioural therapy in subjects
with overweight or obesity

Research Study to Look at How Well Semaglutide is at
Lowering Weight When Taken Together With an Intensive
Lifestyle Program

NN9536-4376: Effect and safety of semaglutide 2.4 mg once-
weekly in subjects with overweight or obesity who have
reached target dose during the run-in period

Research Study Investigating How Well Semaglutide Works in
People Suffering From Overweight or Obesity

NN9536-4373-ext: Effect and safety of semaglutide 2.4 mg
once-weekly in subjects with overweight or obesity
This report covers the extension phase of the trial (STEP 1)
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5352 FEHERBREHE & RO ER R L
5353 B ORI % OFE TRRIT 5.3.5.3-1 Global Summary of Safety - Appendix 7.1 - -
Ll
53.5.322 Global Summary of Safety - Appendix 7.2 - -
5.3.5.3-3 Global Summary of Safety - Appendix 7.3 - -
53.5.3-4 Global Summary of Safety - Appendix 7.4 - -
5.3.5.3-5 Global Summary of Safety - Appendix 7.5 - -
5.3.5.3-6 Global Summary of Safety - Appendix 7.6 - -
5.3.5.3-7 Global Summary of Safety - Appendix 7.7 - -
5.3.5.3-8 Global Summary of Safety - Appendix 7.8 - -
5.3.5.39 Global Summary of Safety - Appendix 7.9 - -
5.3.5.3-10 Global Summary of Safety - Appendix 7.10 - -
5.3.5.3-11 Statistical analysis plan for Japanese clinical summaries - -
5354 Z Ofth oD BRI FRER R 53.5.4-1 NN9535-3744: SUSTAIN 6 — Long-term Outcomes 5E b3
A long-term, randomised, double-blind, placebo-controlled,
multinational, multi-centre trial to evaluate cardiovascular and
other long-term outcomes with semaglutide in subjects with
type 2 diabetes.
53.54-=2 NN9931-4296: Investigation of efficacy and safety of three 5E b3
dose levels of subcutaneous semaglutide once daily versus
placebo in subjects with non-alcoholic steatohepatitis
53.54-3 Consistency of efficacy and safety results in the Japanese - -
population and the entire population for trials 4373, 4374 and
4382
5.3.54-4 4373jp-adverse-events - -
5.3.54-5 4373jp-demographic-data - -
5.3.54-6 4373jp-efficacy-data - -
5.3.54-7 4374jp-adverse-events - -
5.3.54-8 4374jp-demographic-data - -
5.3.549 4374jp-efficacy-data - -
5.3.5.4-10 4382jp-adverse-events - -
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5.4-1

5.4-2

5.4-3

544

5.4-5

5.4-6

4382jp-demographic-data

4382jp-efficacy-data

4373-4374jp-efficacy-data-by-intrinsic-factors

4373-4374jp-safety-data-by-intrinsic-factors
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MA. Incretin-based glucose-lowering medications and the risk
of acute pancreatitis and malignancies: a meta-analysis based
on cardiovascular outcomes trials. Diabetes Obes Metab.
2020;22(4):699-704. PMID: 31750601. DOI:
10.1111/dom.13924.

Action to Control Cardiovascular Risk in Diabetes Follow-On
Eye Study G, the Action to Control Cardiovascular Risk in
Diabetes Follow-On Study G. Persistent Effects of Intensive
Glycemic Control on Retinopathy in Type 2 Diabetes in the
Action to Control Cardiovascular Risk in Diabetes (ACCORD)

Follow-On Study. Diabetes Care. 2016;39(7):1089-100. PMID:

27289122. DOI: 10.2337/dc16-0024.

Adams KF, Schatzkin A, Harris TB, Kipnis V, Mouw T,
Ballard-Barbash R, et al. Overweight, obesity, and mortality in
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