HId—ERKRT:E0 25mg SD. [=0.5mg SD.
@ 1.0mg SD. [& 1. 7mg SD. [@ 2. 4mg SD
ICEI 5 & H

AEMICEH SIN-FERICESIEFRVABRDOERRE/ KR /LT RY T7—IHAKHIC
REITSHLDOTHY ., SREBREHEEFRLUNDERBMICFRAISCEFTEFEA,

/R JINTARY T7—IHARH
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) d—EKTE 0.25mg SD
) Jd—EKT:F¥ 0.5mg SD
7 IJ—EKTF 1.0mg SD
»I—EKRTF 1.7mg SD
7 I—EKRTiF 2.4mg SD

1.5 BEXIRRODFERUVHRDOERE

JIRJILTARY TJ7—IHAEH
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B R

R—Y
H U ettt 2
H ettt a ettt ettt ettt ettt st aeaeee 3
FEH TR et 3
B R B ettt A ettt s e na s 4
1.5.1 FEL T U L OO MIE oot 5
1511 AT 4 == R OBAFE DB oo 5
L5012 B0 T T B et 6
152 BB DI oo ettt 8
1.5.2.1 B EL 1ottt ettt ettt et s et b s e a b b s bbb st 8
L5211 JEURE et s s 8
152,12 B oottt 9
1522 FEBEER oo e 10
1523 R oo 10
1.5.2.3.1  BBIRT = /X0 7 3 et 10
15232 BUHIEI RS & DB oo 11
15233  FEMHEEFE L7zERIRERBROMEME ....oooooeoeeeeeeeeeeee e 12
153 BT R 24mg OEERAINIE T oo 15
154  HEET LA 2REUIR () RO NTHELOHE (B) e 17
1.5.4.1 B R T D BB oottt sttt 17
1542 JHTEZUT DU T ot 17
1543 ZHHESUTZNTEE (B2) oot 18
1544 FTERUIE (B2) oot 18
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E=Prg

1.5.2-1

1.5.2-2

KERX

#1.5.2-1
#1522

3 0f21
R
BEZE ODTTAEEI ..ot ee e e e e s ee e e e e e s e e s e e ereen 8
AAROERHFEICBIT DMK T — 2o r— GBI OB EZEE B, 11
R
B T I T REUBDIFEI oottt e e e e e et neeeseseeeeesesas 9

AR REM L N TASSO A BT A TS ESEERM (4373 KON 4374 #RBR) ... 12
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DPP-4

GLP-1
JASSO
JP
NASH
PMDA
PK

Ph. Eur
SD

uUS
USP
VFA

4 0f21

area under the curve (Hi#R T fifH)

body mass index (A7 EFH%ED)

confidence interval ({5#HE[X )

maximum concentration (5 & I H = BE)

computerised tomography (= > & = — ¥ lif@ e
dipeptidyl peptidase 4 (X7 F VU NA_TF X —F4)
European Union (BN E &

glucagon-like peptide-1 (7 /L7 T RN TF R-1)
Japan Society for the Study of Obesity ( H AR F2)
the Japanese Pharmacopoeia ( H A3 R F7)

non-alcoholic steatohepatitis (37 /L = — VAL TSE)
Pharmaceuticals and Medical Devices Agency (JMSZTTEGE N IS EIFEHE IR A HEAE)
pharmacokinetic (E¥E)HE)

European Pharmacopoeia (FRJH I 757)

single dose (Hi[AIf# H)

United States of America (7 A U 7 &%[H)

United States Pharmacopoeia CKEZ 5 )

visceral fat area (PNHAE I mifE)

ERERERBRDRET -

JERHED T D D T G-HtE~ 27 VvF RO v 77 JMIEENLHRARIL, 7vy=2 M
5 NN9536 & 4 HiD[EA DF S (5] : NN9536-4373) IZTHRIET 5, AETIE, EKHERIL 4 oA
DEFERANT IXXXX B L RKiLT D, MOR FERERE~Y 7 VTF RORRET 77 T AORKR
Brt, 7oy =r FES L ANOEADOE S (Fl : NN9535-3744) THELT D,

BiL T 288 2k&, T~ F F24mgilll 1 AL FEE) X Tt~ 27T R 24mg) EHRiLT

éo
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151 EEREXIIEROEE
1511 AT 4 HIL=—IXRUVEHEEOZE

JESHE OENT AN R L~UIE L TEY | S DIZEINERFT T H 2345607 BITE e
X, ZOZRAREZEN, WL ORFEN2ZEC L0 R E b EERAREAORED—>
EBEZ BTN D LOT8I0 - I kR & 7R ICR B LTV D Z &AM LN TN D, bRE&T
THIEL LC, IEMAS RO TICE D ERER & 725 0IMEREBSCREDTEDO N A DHAEY 2T
EEWDDZENFF LD X5, IR, 2 BUBEIR, EINE, R SRR E, P AR e A
NEORIE . ZSTEMERIMIE . SRS, AL OJET Lo — UENR TS5 % G te TR/ BB O FE I B
5 ﬁiﬂﬁ% g: L/T J: < %D % jfbf VY é 13,14,15,16,17,18,19,20,21,22,23,24,25,26,27,28,290

HARICBWT S, IEE OEBITEL BN L TW5, EASEE L0 3H S - EREE - 5
# (20194) TiE. BRABEIED 33.0%&% OV A ZPED 22.3%25 B (BMI 25 kg/m2 LA | & EFR) & i
INTVDN, BRI R D EREREOHIMIAARTLR DO TEY . &0HE (= Fe—LRE,
LT & QMR REE A2 G Te) OBMAH X 2D & EFREITES SITHMT 5 L o@ENH 2332, A A
PR, EERICHEY B K OVE O EEMN A S0 IEEEICK T2 EREEER A R D 7201z,
FRUES (2000 4F) 3, #hEES (2006 4) ., MKES (0114F) 3, A HRES Q0154) KV
MEES (20184F) 7& | B - IEFEHEICET2ESEARBEL TCWD, RFOMITES CTiL, B
W2 23 2 TR IEEE T — % o 7 Vv —7 ) &SR L. EE OEEIR & B 5 L C Rk a
B2 THET 2GR Lz, S5, 541 B HAREESS (2021 43 A 21~22 HEM#) ofE
RESICEWT, ERERROERED 1 L LT, AEEESE L EYREOHHDOREIZONT
SRS B EMIEIRIC T B AT 4 L= — AR R, MRS T, B A AR 2
BEPRIR B )t 2 08E - (UISGETIRIC BT 2 B AR 72 « A ARIEMESR S « AARERRE Y
KORMA B Y ZARAT — A FPREREN., ERIEBTRA~D =— XN EmWN 2 &R R S N7z,

A ANER 2 3BT ORI AT A R 74 2 (BLF, JASSO A R A ) 3T i) & TIsmdE]
ZXEHIL, TIEAE] ZiEHT _REHEBLEEEL TS, BARNI, FCEA L LT BMI O
(>30 kg/m?) FEGHH T DRV H OO, BEOIE TH > THIEMICER T 2R BOAFHRITNCK &K
TREPRNERHZ N, BMI25~30 kg/m?> D HARADN Z ZEAHET 2~4 528U, ZOEH T
FIAREEA L fERIR 7R ERE L CWeZ b dE ST g 3, 72, BEDOINE CTH - TH, WIgiEHS
DERENR D D L B LA IHEA BT 5BMRH 5 2 & blE SN TR Y PIBAEN m
(VFA) 100 co? L EO#ERL, IRmICB#E T 2 4 0MHE (BiE, IRERFEER M= hr—L R
BuE&Te) 1L EFETHZEICHYTLESONLTNDS, ZnbomiziE 2. JASSO 1 K7
A T, JBEREORZWTERET [BMI 23 25 kg/m? LA BT, L FOWT IO 56 - 1) I
IRV LEET 2EFEREEEL G T 50, REFREOSHFA TR EN 256 THELET L
D, 2) = v a—ZkiEiREY (CT) KA &> T VFA 100 cm? PL_E & #ERR S 7= B IR i
(EFEFEEOGIHFOREIIM DY) | LENTND,

JETRRIL, AREXOEERIEL AR L LICAEEEEA~ONADNGRESILD, LLARBL, B
WEATHADELL TIE, ZHULERISKIERREYBISICE D 578 A A A X 2 AR K 5 rIRetEA

% 2— % j/l/ ZD 39,40,41,42,43,44,45,46,47,48,49O
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EFRAI22 T A KT A > L [FRRIC JASSO A KT 4 > Tik, IEIEE B Shi=n b, EEEEDK
BOOORE - EH) - [TEWRIEDN D RDEEEEOUGE LR L Z LIRS TV D, AEEE
BERIEIC L VUGEN RN DN WG AT, FURIENRBRIND, JASSO WA RT7 A4 2B 5
SYPIEOWBIGCHEEIL, TBMI 28 25 kg/m? DL ECHNRBAER HEAE 100 cm? B 72> 11 OFFE X7 R
sz 2 LI EAT 285481 x IBMIAS 35 kg/m?2LL EC 11 OFFE S - fdfEfEE%z 1 2Ll EAT 2
Bl & &N TWb, —F . BMIOEIIN & BT 2 A OHE OB OFE LR OEIN & OBFEA 7 5 41T
BO ., EICEET DA OHEOR KL OSETRIT BMI 2 27 kgm? 2825 LHNT 5 L @MESLTW5
T L MINSLNISASS = ) IS I BE LMW TEESRN A GEWIRRK) ORERBEHENR LD &m0
EEZLND, FRO X S, JASSO HA KT A > Tlk, EiEEUGERE CREDIREN A LN
BECEYIRIEEBET D 2 AR LTV DICH b BT, BUE B A TR T 8E 72 BRI E 15 R
=Yy F=DHBTHD, <~ R—/LE BMI 35 kg/m? LA FIC3% 2445 & 9 72 & FENEIE 0 & o
BB GRIGEE 20 D30 3 o A ZRE &3 R ERICIRE STV b, SVEHRIEIL—H O R
JE ARE BB A N R IR RE AR ST 2 b o TH Y . BARTIIEEIEMESRE ISEA SN TE -,
Bariatric Surgery } U8 Metabolic Surgery O FEifiax (25t 3 2 fgk K EC, SMVEHAERIZ & 72 2 ERT DL/
LD SA1)Y Bariatric Surgery 2 O Metabolic Surgery HEADEREZ 02 Z L bbb D, mERMIELZ AT 5
BBV TH, AMRHRIEIC X D ERERDITEVIRDBG DL, D OT OREMD 2R 2 2 L2
ABEL 72D K O IR LRGSR RE L TV D,

BEGE XIS DT ARBEICRET 226202 b, BRIZBITAT VA Y MAT 4 L=
— X% T H LWOIBREIE SR D 5T s,

ZOX S, IEMICEET D AHEICK T DR T 4 v hEA L, A0 0K IEME G
LT, HIERT VA Y FAT A AN=—ZAPFEL TV D, GLP-1 ZAMBIEEEICE L Tt %4
P77 7 A VRHSICHER SN TEY . OERERADDR, IE. IFE., tho.lmE ) 27 KO
RM2UGET 2R EDHEBDNRT 4 v FPRENTND,

1512 ©IJILFFK

v AF R (B riz) (IR, B~ ZA0F R) 13 GLP-1 A RIFERRIC S D GLP-1
TrarsTho, ToOHEITE b GLP-1 & 94%DOMREMEEZ A L T\ DY,

w7 AF IRV Z7VvF K (lke4 : €27 b=, Saxenda) & [FIERIZT > /ALEARIZ ISV T
DA, KRV A S D OISR WA Lz, D THORBROEMIIROEBY THDH 1) ¥
RTIFIONRTFH—E-4 (DPP-4) \ZxT 2 REMNEIN ESEDHT2D, XTF NEENE 8 a7 7
ZUMB 2T XA VBRI, KOO DU ET X ~E (ZOMBEICBIT ST VL
BB IED =) | 2) 260DV 2> ERRMIBEBHES L TWD y 7% I Uk & ORIZBIAKME AR —H—
U, 3) KK A BT o427 27 00 ZgEIN, AX—h—CIEhERIT L blT, TAT I A
BOEMZFE L, Mg~ 7 VT ROpRZEESE, fSRUICEZ V7 7 A2 K TS5,
DPP-4 B (Cx 4 2D m EEADE T, B~ 7 F FOREMIIHN 1 EME TIEE Sh, B~
VT REHE TR FRGICHE L2b oIz LT Y,
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B INVTF REFOMm & THEHFME LT, AL TIT 201843 H23 B By 7 KT
2mg] 23 2 BUBEIRIA A BhRe SUTE R & L CTRRB IS, D% 202043 H 12 AIC A BBy 7R TFIE
0.25mg SD, 0.5mg SD, 1.0mg SDJ M HIEEME & L CRRE I 47z,

Ty AT RiE, REICHT 2RRICIN % B R OB B 3 5 i o & DRI 2 2R b
o Linh, (REEH (REMD R OEEMER 2 ST ICB0 2 H RGO T2 HT 5, *
72 1H1EEGO GLP-1 7 a7 Thn U 7 70T Rk, BRSO HRLE CHREEHZ#EIG S L
THARBEEE LTS (k584 : Saxenda) .

T /AF K 24mg O 1EE FHS T, £/ AF K24mg) 3, (KEEF L@ L LT
202142 6 A 4 HIZKET, 20224 1 H 6 HICKMES (EU) TENRZIEGE S iz (k5e4s
Wegovy) .
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1.5.2 BFEOERE
JEIE OIS ES 2 B & Uizt~ 7 0T R TR GRA OB ORMEK %X 1.5.2-1 1277,

1.5.2-1 R DREER
&/ 20 2 20 20l 20l
ti

NN9535-
4588
Al

T

1521 @HE
15211 RE

JEEDOBIGIGZ AL Lict~ 70 F RE T RGEAOBEICHWD B~ 7 0F REHEIE, L
F ORIl (k54 A BBy 7)) IWHWA LD LF—Th 5,

o FRBUEwZPTIE2mg UKEEE S : 23000AMX00443000)

o ABUE Y TFHE025mgSD (KFEES : 30200AMX00415000)

o AEBUE Y/ TFHE05mgSD (KFEEF S : 30200AMX00416000)

o AEBUE Y/ TFHE1.0mgSD (KFEEF S : 30200AMX00417000)

v~ NVF K (BT Z) (38R (Saccharomyces cerevisiae) % FIH U= s 7-#H#L 2 DNA £

iz HnclilbgEsng,
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15212 HHl

JEGIE DSBS A HE9E LT, 24mg EFTCOHEBEO B~ VT REHWIRHZITV., BIEE T
DHEFFREITE~ AT R 24mg Th D, H513025mg L BAsA L. 4 MO T, 0.5mg, 1.0
mg, 1.7mg K OHERFHETH D 24 mg IZEN TN ET D,

MESGIED = > DY~ ZVF R T 1 7T JMIE E 55 3 B TlE, PDS290 < BIEAZRDO &
~ 7T REF (W5 B) MW, B~ 7 0F NRELZRE . ZORAOMEIZ, By 7K
TH2mg & LTARBENTZLDLER—TH D, TDK, FNCT M EDOTD, BENDIY HFNF
W= 7T REEHAOREEHRCBEALS ERNESEAAENTZ, L7 4V R ) DRk
LI HEE A UBIEARR) ROV RE (W05 D) BB ENTo, HEIEHA BT ARRZ AV
ERIFOEAFEL, KAEO 3 HE (025, 0.5 X0 1.0mg) TiX05mL, @mAED 2 HE (1.7 KW
24mg) TIX075mLTHD, Zhb SOOHEICKICT D72, 0.5, 1.0, 2.0, 227 LT 3.2 mg/mL
D 5 OOYELEDH[EE AN BRE AR O~ Z VT KR (7005 5 o0 AE&BUS oA % ki
THTETHD,

5 3R T W et~ v F R & T @ SR ORELR M ORI OBL G BB &2 2K 1.5.2-1 [TR
T, bEilfirEORK DL (WF D) 1%, FI3HRRTHW -~ 7T FEED 1.0 mg/mL KO
3.0 mg/mL OHF] (I B) ISV THREFTIESNIZbDOTH DS, BRI A AE AR CHEHT 2 H
BN OERICH L7 = 7 — VT EENRy (F1.52-1) , £2, FRkAlE LTFrEL 7Y 2
— XL THEILT N U L2250, B~ VT FREELZRE, BB CRE AL Z V7
FOFKIL, TXTOHBHRKECRLE TS 5,

= 1.5.2-1 Y JILTF FREIOERK
R34 B 3MHRBRCHV [l ERG (B AR | Bk
72847 (PDS290 | H~AYE A s &
NUBIEASREAML ) 45D
) 45 B
5B S
<~/ NF R 1.0 mg/mL 0.5 mg/mL R %
3.0 mg/mL 1.0 mg/mL
2.0 mg/mL
2.27 mg/mL
3.2 mg/mL
Il
VUAK$FEZF MY 7 A | 1.42 mg/mL 1.42 mg/mL TR 1E A
—KFn
Tuvr 7Y a— 14.0 mg/mL - L aRALA
BT U T A - 8.25 mg/mL AR kAl
Tz ) =) 5.50 mg/mL - B35 A1
M 1 i pH FREIH
VN3l VRN 1 i pH FREIH
TS K 1.00mL &35 1.00mL &3 % T F




Module 1.5
10 of 21

B 7 AF R (L D) OFE YRR L OB ORI, BRRBR AWt~ 7L F
R 1.0 mg/mL & O 3.0 mg/mL 5| (W7 B) MOBEAGROA By 7 L RS/ [REOLERET 7 7 7
ANERLIZZ END, B 7T NRAFID 24 5 A ORI O 4P R S,

Wi, EmraaRn Lo aons |y A ozenanr—22a0, wammdic s
AOF =5z B8MRHT 2 PETH S, REMRBRIIGOHHL2EET 50 [ 7 £ ket
%, BonsmEzLc, |- sovmz» H 2 ceEErsvEThs,

1.5.2.2 JEBGER

2RUBERRIR A & A AT By 7 R 2mg DGRBS E N L -t~ Z LT FOHERK
BRODEFEH 72T — 2 8 ir— V1%, AP By 7 RV 2mg DGR EE R ICERH L. %Eéﬂfu\
%, FEEGIRZE AR K OB RERBR IZBI L €. 20 D OFERGE AR FRBR AR 13 IETE O G K& O 72

ICRRET HHARARICBWTCHEHRRTH D LB 2, BINOIEERIR L SPERER &K OB 8RR X
Ehti L7207,

— 7. 2 TR PR IP OO 3 I AR I FEM U 7= FERR IR AR 2 . ARNRIE O S B [T ¢ & L
Tt~ 7 VF ROKEBAD A =X L EFEMCHG Lo, 84 Wiz 2 26000 238k % 2 505k
Ik L7z,

B\ CFEh L 7=h & BT 238 b, E~ ZvF RISHEE T & O IZ B W CRFEROME
HHPRENCB 5 2 MEEIRICEBER T2 Z LR a5, £, B~ AT RidhiE, HELE)
PR ST IR 351 2 BN - MEERER 2/ LT, MIIMRICHIERT 5, 245 0N OWE
PAEZB LT, B~ 70T RIIMOFEITHRE 2 5 155 PR EsS & ORGSR IER L, =
T AR A OVRRIRA GRS 5 LB HD,

1.5.2.3 E&IK
15231 BREKRT—2/\vF5—o

H AR DGR BIFDWEKT —2 v /r—y (X1.5.2-2) Tk, WEEXIOEEE 2R E L
7. Hﬁ)\fﬁﬂz%ﬁ%ﬁﬁ%mbt200>ll1"%itlﬂ”‘“3$ﬁ%t5ﬁ (4373 4374 30R) KO SDORT T
3HEERER (4382 FR) 72 HONT 2 DDA FRIRIFEMERER (4590 M UV NN9535-4588 5hliR) 4 R & £}
L, o 11 R REBESEERE Lz,
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11021
M 1.5.2-2 BADAZHBICETIERT—2/\vr—2  SHEERRUSEEH
BT —R Ny ir—
| |
1/ R F24HAE F3|AR
NN9536-4590 L NN953624373 (STEP 1, main trial period)
NN9535-4588 sEEH NN953624374 (STEP 2)
sEEH NN9536-4153 NN9536:4382 (STEP 6)
NN9536-4455
NN9536-4375 (STEP 3)
PRI 1=t DEIRSRER 717 7 1D NN9536-4376 (STEP 4)
118/ BRI ER
PR
QT: NN9535-3652 i
Renal/Hepatic: NN9535-3616/NN9535-3651 o703y F OBEARPEINRG
PD: NN9535-3685 i
JP PK: NN9535:3634 NN9535-3744 (SUSTAIN 6)
NN9931 4296 (NASH)

I o HARANPERE NS L7 BRII KT RO L — D i TR,

NN9931-4296 : non-alcoholic steatohepatitis (FE7 /L= —/LHERENINITA ; NASH) OBFF T v 7 F AMTBT 55 2 iR
NN9535-3744 (SUSTAIN 6) : 2 BB fRIF &2 5t G & L7-BiZ 7 0 77 MBI 2 LIMET 7 k1 L5k

JP: Japan, PK: pharmacokinetic, PD: pharmacodynamic

1.5.2.3.2 HBHIAEEDHE

JERMIEZ G & Uizt~ 7 VF RO T 07T L&t 5128720 . MSATBEE NE SRR
are o bERE (LUF, HH) »olhE 257,

[ EETPINE  EEyEdpa e R

s <o . [ ol
B . - ol B roEgssams s sy ([
Wl 25EEL. U FOMICOWTHEZ G,

- I

N I

- xess s

cnsommearggosiropscEsx . |- ..
I e i oo sk L

R N T U SANGENE LSOO INDY S A SR 0 i

w3 aec | = -
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z ool e
somgxcmz. 0=

PWowmvticoxmR L, F7,

2 C o HAE OB E (.
soi. 20 | ol ol

NP z=Lr

% i s 260, sonrr—rioms<
o _@-@ SHUHEL > I L

LK—OU\TEJJ:I%’FJ‘?;O é E \—\

Moo I - - .

77
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S O ECEEE Module 1.13 1259 5,

1.5.2.3.3 FHBEN & L I=ERRHERDEIRS

%5 3 HHERIRELER

AARNCZIT D8~ 7T FOEMIEICK T 2GR LML, FICRT 73R (43823
BR) 2K VRHE L7, 4382 BRI A A K O E CHEM S 41, BTG IT JASSO A RT A v 31T
HEOXHE L BE LTI RICEH L TN D, SHIT, 2 2O EEELFRRER (4373 LY
4374 38B8%) 12H BARAEBRE NS ENT-, 2D ORBROBRBSSTSEMTKE RINOTA KT A
BN TRESNTEY, BEL T2 UIRICAE L TV D 4382 RER O G J 0 L7247
BREEMA L o> TND, 20D, ZhbD 23R T, JASSO HA 74 U BIZHELT-BIEL T 5
HEESUTN R A B LMK T 207 I V—T i & i L= (3 1.5.2-2)

* 1522 HEBRHMFREMARKRUV JASSO A FF 4 VICEDCHMAEKH (4373 RU 4374 HER)

AR SR JASSO A R T A NZHS A HEM]

4373 3Bk | BMI 28 30 kg/m? UL k. 3UE 27 kg/m? LB e BMIN 27kgm*LL ETH Y, 2 2L LDz
2 1 2L, EoEIZ BT 52 & 0HE (RO W AE0HE* (Z09 6 120 TEIfE] X
FEZFDRV) 2HT D9%ERE EERFIE] OWT D) 287 2ERE

e BMIN3Skgm?l ETHV, TEiME] XX M5
AOHET e  TIRERFE) . (5 BREE | 2 AT D5RE

SEVEMEIR RFHEREDR ) ST DO A RIE S
4374388 | BMI 28 27 kg/m2 LA b7 2 FURE RIS 2 A4 e BMIN 27kgm*LL ETHY | 2 2L EO#IZ B

DR I BEPHEF (ZD 55 120 N2 EEERSE) )
EHT DWW
e  BMIN35kgm2ll EThbo, 2IFERME 2F
T RBRE

*JASSO A KT A NI I TV 2 JEHIE O ZW B IC MER R EIILL T L0« (1) MmEERE (2) A
’f’f;‘% E (3) EIME (4) EIRBRMIE - R (5) EEIARE ,%\ (6) MFEIE (7) FET NV a—APEISHEPERTERR (8) A#R
« AL (9) PHZEVERENRKF MEREUAE AR - DRI SEMERE (10) EohesAm (1) AEi B E R hisp
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B

1 OORT 7R (43823 0R) KO 2 DO EFRILFEEER (4373 OV 4374 508R) Tl B 220
(2R 2 A 0HE 2B 7 DR E U R A 2BV T, 68O~ 7 VT K 24mg ODF 5 X
0. EROICERO D DRERD (RERDROFEEOHEEMIZZNZI 13.19%, 14.85% K%
9.64%) MER SNT= (JEH#E I estimand) . W ORBRTYH, RERDICEAL T~ LT R
24mg O T BRI HEBESREE S AU, AR estimand 2 OSVEE DTN D b T a2 FFT D15 R
BREHITz, Flo, B 70T R 24mg lZHID 1T D icgimng oKy (~90%) 1 XERRAVICE
W% & SN TND 5%LL EORERAD &2 LTz, 4373 LN 4374 3R Tl JASSO A R A4 T
SO ERICB T 2HIMEOMEIL, 2EMOFREEFECE~Z LT F24mg 2 XFHT5H0
Tholz,

Fo. INHLOEIHRBROT =205, B~ F R24mg OEEIZE 0 | ICEET 5 A0
FETd 5 2 BFEIRIS (BERE) . |t (FE) RORRERFE BE72 7 7 A1) ORKIICE
Db HENRRD DL, JASSO A KT A4 U TIRBENTWD L 91T, REBU BEEO RIS
HTAAHEDUEIZ SN D Z EWNR ST,

Z2t

BNV TF R 24mg OZEMROBENET 07 7 A Mid, 2BERF KT 58~ 7 vF RET#
H (B 7R TE) 25 0AGRO GLP-1 AR L ERFEEETH D . FHIS 2T
TR bR T,
KOEHECTALNT-AERERIT, PRS- LOC, BEEEOFESES (B, TH., Eik
VW) THY, 7T R L T~/ LT FEETHEFRICL VIEREOFR G 2 1L L=
BRE NS oo EREEIL, OO FEZOBIUCL DL DO Th o7z, 4382 LN 4374 RBRIZ BT,
AEFEROFBURIL OCEEM K OCEIEE DOSAICONWT, &~ 7 F RORABEOHNICHE S FFED
EHRNIRED o T,

Y7 TN —T RO T = R R ORI b, B~ LT R 24mg DT a7
7 A BINREN LR HDNRNS T2 LD BEMEO MRS R % F5ET 2 2hHE X3 R
NOBREEMIIAS BTEIDDZ LIFFRETHDL EE XD,

EYFHEF R

Tl P A A AR AR A5 D) &5 3 AR BR A L= 8% (PDS290 ~= U HlvE A
g5 A7 B)  (F 1.52-1) OAEWFHIRIENZRETT 5720, 2 DOEWFHIFEFHRER (4590 LY
NN9535-4588 #llik) # 3 L7z,

TS ORERTIT, HEME A RE AL T 025 mg. 1.0 mg M T8 2.4 mg Z #5925 7= 8 o B
UKIRE (0.5mg/mL) . HEEE 20mgmL) . @iEE 32mgmL) ) IZBT 5 4EMFRIRSMEL
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
WEGOVY safely and effectively. See full prescribing information for
WEGOVY.

WEGOVY (semaglutide) injection, for subcutaneous use
Initial U.S. Approval: 2017

WARNING: RISK OF THYROID C-CELL TUMORS
See full prescribing information for complete boxed warning.

+ In rodents, semaglutide causes thyroid C-cell tumors at clinically
relevant exposures. It is unknown whether WEGOVY causes
thyroid C-cell tumors, including medullary thyroid carcinoma
(MTC), in humans as the human relevance of semaglutide-induced
rodent thyroid C=cell tumors has not been determined (5.1, 13.1).

* WEGOVY is contraindicated in patients with a personal or
family history of MTC or in patients with Multiple Endocrine
Neoplasia syndrome type 2 (MEN 2). Counsel patients regarding

the potential risk of MTC and symptoms of thyroid tumors (4, 5.1).

WEGOVY is a glucagon-like peptide-1 (GLP-1) receptor agonist
indicated as an adjunct to a reduced calorie diet and increased physical
activity for chronic weight management in adult patients with an initial
body mass index (BMI) of
e 30 kg/m’ or greater (obesity) or
e 27 kg/m? or greater (overweight) in the presence of at least
one weight-related comorbid condition (e.g., hypertension,
type 2 diabetes mellitus, or dyslipidemia). (1)

¢ WEGOVY should not be used in combination with other
semaglutide=containing products or any other GLP=1 receptor
agonist (1).

* The safety and efficacy of coadministration with other products for
weight loss have not been established (1).

¢ WEGOVY has not been studied in patients with a history of
pancreatitis (1).

sssrsesesasanen . DOSAGE AND ADMINISTRATIQON- +sssseesssaansnees: asee

* Administer WEGOVY once weekly, on the same day each week, at
any time of day, with or without meals (2.2).

¢ Inject subcutaneously in the abdomen, thigh or upper arm (2.2).

« Initiate at 0.25 mg once weekly for 4 weeks. In 4 week intervals,
increase the dose until a dose of 2.4 mg is reached (2.3).

# The maintenance dose of WEGOVY is 2.4 mg once weekly (2.3).

« In patients with type 2 diabetes, monitor blood glucose prior to
starting and during WEGOVYY treatment.

o Injection: pre-filled, single-dose pen that delivers doses of 0.25 mg,
0.5 mg, 1 mg, 1.7 mg or 2.4 mg (3).

CONTRAINDICATIONS!

e  Personal or family history of medullary thyroid carcinoma or in patients
with Multiple Endocrine Neoplasia syndrome type 2 (4, 5.1).

e  Known hypersensitivity to semaglutide or any of the excipients in
WEGOVY (4).

e Thyroid C-cell Tumors: See Boxed Warning (5.1).

e Acute Pancreatitis: Has occurred in clinical trials. Discontinue promptly if
pancreatitis is suspected. Do not restart if pancreatitis is confirmed (5.2).

e Acute Gallbladder Disease: Has occurred in clinical trials. If cholelithiasis
is suspected, gallbladder studies and clinical follow-up are indicated (5.3).

e Hypoglycemia: Concomitant use with an insulin secretagogue or insulin
may increase the risk of hypoglycemia, including severe hypoglycemia.
Reducing the dose of insulin secretagogue or insulin may be necessary.
Inform all patients of the risk of hypoglycemia and educate them on the
signs and symptoms of hypoglycemia (5.4, 7.1).

e Acute Kidney Injury: Has occurred. Monitor renal function when initiating
or escalating doses of WEGOVY in patients reporting severe adverse
gastrointestinal reactions or in those with renal impairment reporting severe
adverse gastrointestinal reactions (5.5).

e Hypersensitivity: Anaphylactic reactions and angioedema have been
reported postmarketing. Discontinue WEGOVY if suspected and promptly
seek medical advice (5.6).

e Diabetic Retinopathy Complications in Patients with Type 2 Diabetes: Has
been reported in trials with semaglutide. Patients with a history of diabetic
retinopathy should be monitored (5.7).

e Heart Rate Increase: Monitor heart rate at regular intervals (5.8).

e Suicidal Behavior and Ideation: Monitor for depression or suicidal
thoughts. Discontinue WEGOVY if symptoms develop (5.9).

ADVERSE REACTIONS
The most common adverse reactions, reported in greater than or equal to 5% of
patients treated with WEGOVYY are: nausea, diarrhea, vomiting, constipation,
abdominal pain, headache, fatigue, dyspepsia, dizziness, abdominal distension,
eructation, hypoglycemia in patients with type 2 diabetes, flatulence,
gastroenteritis, and gastroesophageal reflux disease (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact Novo Nordisk
Inc., at 1-833-934-6891 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
WEGOVY delays gastric emptying. May impact absorption of concomitantly
administered oral medications. Use with caution (7.2).

'USE IN SPECIFIC POPULATIONS

e Pregnancy: May cause fetal harm. When pregnancy is recognized,
discontinue WEGOVY (8.1).

e  Females and Males of Reproductive Potential: Discontinue WEGOVY at
least 2 months before a planned pregnancy because of the long half-life of
semaglutide (8.3).

See 17 for PATIENT COUNSELING INFORMATION and
Medication Guide.
Revised: 06/2021
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FULL PRESCRIBING INFORMATION: CONTENTS*
WARNING: RISK OF THYROID C-CELL TUMORS

1

S

INDICATIONS AND USAGE

DOSAGE AND ADMINISTRATION

2.1 Patient Selection

2.2 Important Administration Instructions

2.3 Recommended Dosage

DOSAGE FORMS AND STRENGTHS

CONTRAINDICATIONS

WARNINGS AND PRECAUTIONS

5.1 Risk of Thyroid C-Cell Tumors

5.2 Acute Pancreatitis

5.3 Acute Gallbladder Disease

5.4 Hypoglycemia

5.5 Acute Kidney Injury

5.6 Hypersensitivity

5.7 Diabetic Retinopathy Complications in Patients with
Type 2 Diabetes

5.8 Heart Rate Increase

5.9 Suicidal Behavior and Ideation

ADVERSE REACTIONS

6.1 Clinical Trials Experience

6.2 Immunogenicity

6.3 Postmarketing Experience

DRUG INTERACTIONS

7.1 Concomitant Use with an Insulin Secretagogue (e.g.,
Sulfonylurea) or Insulin

7.2 Oral Medications

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation
8.3 Females and Males of Reproductive Potential
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Renal Impairment
8.7 Hepatic Impairment
10 OVERDOSAGE

11 DESCRIPTION
12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
14.1 Weight Management Studies in Adults with Overweight or
Obesity
14.2 Effect of WEGOVY on Anthropometry and Cardiometabolic
Parameters
14.3 Cardiovascular Outcomes Trial of Semaglutide 0.5 mg and
1 mg in Patients with Type 2 Diabetes and Cardiovascular

Disease
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescribing information are not
listed.

Reference ID: 4806455



FULL PRESCRIBING INFORMATION

WARNING: RISK OF THYROID C-CELL TUMORS

e In rodents, semaglutide causes dose-dependent and treatment-duration-dependent thyroid
C-cell tumors at clinically relevant exposures. It is unknown whether WEGOVY causes
thyroid C-cell tumors, including medullary thyroid carcinoma (MTC), in humans as human
relevance of semaglutide-induced rodent thyroid C-cell tumors has not been determined /see
Warnings and Precautions (5.1) and Nonclinical Toxicology (13.1)].

e WEGOVY is contraindicated in patients with a personal or family history of MTC or in
patients with Multiple Endocrine Neoplasia syndrome type 2 (MEN 2) [see Contraindications
(4)]. Counsel patients regarding the potential risk for MTC with the use of WEGOVY and
inform them of symptoms of thyroid tumors (e.g. a mass in the neck, dysphagia, dyspnea,
persistent hoarseness). Routine monitoring of serum calcitonin or using thyroid ultrasound is
of uncertain value for early detection of MTC in patients treated with WEGOVY [see
Contraindications (4) and Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE
WEGOVY is indicated as an adjunct to a reduced calorie diet and increased physical activity for chronic weight
management in adults with an initial body mass index (BMI) of /see Dosage and Administration (2.1)]:
e 30 kg/m? or greater (obesity) or
e 27 kg/m? or greater (overweight) in the presence of at least one weight-related comorbid condition (e.g.,
hypertension, type 2 diabetes mellitus, or dyslipidemia)

Limitation of Use

e WEGOVY contains semaglutide and should not be coadministered with other semaglutide-containing
products or with any other GLP-1 receptor agonist.

e The safety and effectiveness of WEGOVY in combination with other products intended for weight loss,
including prescription drugs, over-the-counter drugs, and herbal preparations, have not been established.

e WEGOVY has not been studied in patients with a history of pancreatitis [see Warnings and Precautions

(5.2)].

2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Select patients for WEGOVY treatment as an adjunct to a reduced-calorie diet and increased physical activity
for chronic weight management based on their BMI. BMI is calculated by dividing weight (in kilograms) by
height (in meters) squared. A chart for determining BMI based on height and weight is provided in Table 1.
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Table 1. BMI Conversion Chart

Weight (Ib) | 126 | 130 | 135 | 140 | 145 | 150 | 155 ( 160 | 165 | 170 | 176 | 180 | 185 | 190 | 195 | 200 | 205 | 210 | 215 | 220 | 225
(kg) 56.8(59.1)|61.4|63.6|65.9|68.2(70.5(72.7(75.0(77.3|79.5|81.8(84.1(86.4(88.6(90.9|93.2|95.5|97.7|100.0|102.3
Height

(in) | (cm)

58 [147.3] 26 27 | 28 | 29 | 30 31 32 34 35 36 | 37 38 39 | 40 41 42 43 | 4 45 46 47
59 (149.9) 25 | 26 (127 |28 |29 | 30 | 31 32 | 33 | 34 (35 | 36 | 37 | 38 | 39 | 40 | 41 | 43 | 44 45 46
60 (152.4] 24 25 | 26 || 27 [ 28 || 29 | 30 31 32 3| M 35 | 36 | 37 38 | 39 | 40 | #1 42 43 44
61 (154.9] 24 25 26 27 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
62 |157.5] 23 | 24 | 25 | 26 | 27 |27 | 28 |/ 29 | 30 | 31 32 | 33 ( 34 | 35 | 36 | 37 | 38 | 38 | 39 40 11
63 |[160.0) 22 23 | 24 25 | 26 || 27 | 28 | 28 | 29 30 31 32 3 | M4 35 | 36 36 37 | 38 39 40
64 (162.6] 22 2 23 24 25 26 27 28 28 29 30 31 32 33 34 34 35 36 37 38 39
65 (165.1] 21 2 (23| 23 | 24 | 25 | 26 |27 (28 |[28 | 29 | 30 | &1 32 | 33 | 33 | 34 | 35 | 36 37 38
66 |167.6] 20 21 22 23 23 | 24 25 26 (27 | 27 | 28 | 29 | 30 | 31 32 | 32 3 | 4 35 36 36
67 (170.2] 20 20 21 22 23 | 24 24 25 | 26 | 27 | 27 | 28 | 29 | 30 31 31 32 33 34 35 35
68 [172.7] 19 20 21 21 2 23 24 24 25 26 27 27 28 29 30 30 31 32 33 34 34
69 |175.3] 18 19 20 21 21 22 23 24 24 25 26 27 27 28 29 30 30 3 32 33 33
70 [177. 8' 18 19 19 20 21 22 22 23 24 24 25 26 27 27 28 29 29 30 31 32 32
71 |180. 3' 17 18 19 2 | 20 | 21 2 2| 23 24 24 25 26 | 27 | 27 | 28 |[29 | 29 | 30 3 31
72 (182.9) 17 18 18 19 | 20 | 20 21 22 22 23 | 24 24 25 | 26 27 |27 |28 |29 | 29 30 31
73 |185.4) 17 17 18 19 19 20 20 21 2 22 23 24 24 25 26 26 27 28 28 29 30
74 [188.0] 16 17 17 18 19 19 20 21 21 22 23 23 24 24 25 | 26 26 | 27 | 28 28 29
75 |190. 5' 16 16 17 18 18 19 19 20 21 21 22 23 23 24 24 25 26 26 (127 28 28
76 |[193. OI 15 16 16 17 18 18 19 20 20 21 21 22 23 23 24 24 25 26 26 27 27

2.2  Important Administration Instructions

e Prior to initiation of WEGOVYY, train patients on proper injection technique. Refer to the accompanying
Instructions for Use for complete administration instructions with illustrations.

e Inspect WEGOVY visually prior to each injection. Only use if solution is clear, colorless, and contains
no particles.

e Administer WEGOVY once weekly, on the same day each week, at any time of day, with or without
meals.

¢ Administer WEGOVY subcutaneously in the abdomen, thigh, or upper arm. The time of day and the
injection site can be changed without dose adjustment.

o Ifone dose is missed and the next scheduled dose is more than 2 days away (48 hours), administer
WEGOVY as soon as possible. If one dose is missed and the next scheduled dose is less than 2 days
away (48 hours), do not administer the dose. Resume dosing on the regularly scheduled day of the week.

e Ifmore than 2 consecutive doses are missed, resume dosing as scheduled or, if needed, reinitiate
WEGOVY and follow the dose escalation schedule, which may reduce the occurrence of gastrointestinal
symptoms associated with reinitiation of treatment.

2.3  Recommended Dosage
o Initiate WEGOVY with a dose of 0.25 mg injected subcutaneously once-weekly and follow the dose

escalation schedule in Table 2 to minimize gastrointestinal adverse reactions [see Adverse Reactions

(6.1)].

Table 2. Dose Escalation Schedule

Weeks Weekly Dose

1 through 4 0.25 mg

5 through 8 0.5 mg _

9 through 12 1 mg Dose escalation
13 through 16 1.7 mg

Week 17 and onward 24 mg Maintenance dose
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e If patients do not tolerate a dose during dose escalation, consider delaying dose escalation for 4 weeks.
The maintenance dose of WEGOVY is 2.4 mg injected subcutaneously once-weekly.

e If patients do not tolerate the maintenance 2.4 mg once-weekly dose, the dose can be temporarily
decreased to 1.7 mg once-weekly, for a maximum of 4 weeks. After 4 weeks, increase WEGOVY to the
maintenance 2.4 mg once-weekly. Discontinue WEGOVY if the patient cannot tolerate the 2.4 mg dose.

¢ In patients with type 2 diabetes, monitor blood glucose prior to starting WEGOVY and during
WEGOVY treatment.

3 DOSAGE FORMS AND STRENGTHS
Injection: clear, colorless solution available in 5 pre-filled, disposable, single-dose pens:

Dose per Injection Total Strength per Total Volume
0.25 mg 0.25mg /0.5 mL

0.5 mg 0.5mg/0.5mL

1 mg 1 mg/0.5mL

1.7 mg 1.7mg/0.75 mL

2.4 mg 2.4mg/0.75 mL

4 CONTRAINDICATIONS
WEGOVY is contraindicated in the following conditions:
e A personal or family history of medullary thyroid carcinoma (MTC) or in patients with Multiple
Endocrine Neoplasia syndrome type 2 (MEN 2) [see Warnings and Precautions (5.1)].
* A prior serious hypersensitivity reaction to semaglutide or to any of the excipients in WEGOVY.
Serious hypersensitivity reactions, including anaphylaxis and angioedema, have been reported with
semaglutide [see Warnings and Precautions (5.6)].

5 WARNINGS AND PRECAUTIONS

5.1 Risk of Thyroid C-Cell Tumors

In mice and rats, semaglutide caused a dose-dependent and treatment-duration-dependent increase in the
incidence of thyroid C-cell tumors (adenomas and carcinomas) after lifetime exposure at clinically relevant
plasma exposures [see Nonclinical Toxicology (13.1)]. It is unknown whether WEGOVY causes thyroid C-cell
tumors, including medullary thyroid carcinoma (MTC), in humans, as human relevance of semaglutide-induced
rodent thyroid C-cell tumors has not been determined.

Cases of MTC in patients treated with liraglutide, another GLP-1 receptor agonist, have been reported in the
postmarketing period; the data in these reports are insufficient to establish or exclude a causal relationship
between MTC and GLP-1 receptor agonist use in humans.

WEGOVY is contraindicated in patients with a personal or family history of MTC or in patients with MEN 2.
Counsel patients regarding the potential risk for MTC with the use of WEGOVY and inform them of symptoms
of thyroid tumors (e.g. a mass in the neck, dysphagia, dyspnea, persistent hoarseness).

Routine monitoring of serum calcitonin or using thyroid ultrasound is of uncertain value for early detection of
MTC in patients treated with WEGOVY. Such monitoring may increase the risk of unnecessary procedures, due
to the low test specificity for serum calcitonin and a high background incidence of thyroid disease. Significantly
elevated serum calcitonin value may indicate MTC and patients with MTC usually have calcitonin values
greater than 50 ng/L. If serum calcitonin is measured and found to be elevated, the patient should be further
evaluated. Patients with thyroid nodules noted on physical examination or neck imaging should also be further
evaluated.

5.2 Acute Pancreatitis
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Acute pancreatitis, including fatal and non-fatal hemorrhagic or necrotizing pancreatitis, has been observed in
patients treated with GLP-1 receptor agonists, including semaglutide. Acute pancreatitis was observed in
patients treated with WEGOVY in clinical trials [see Adverse Reactions (6)]. After initiation of WEGOVY,
observe patients carefully for signs and symptoms of acute pancreatitis (including persistent severe abdominal
pain, sometimes radiating to the back, and which may or may not be accompanied by vomiting). If acute
pancreatitis is suspected, WEGOVY should promptly be discontinued and appropriate management should be
initiated. If acute pancreatitis is confirmed, WEGOVY should not be restarted.

WEGOVY has not been studied in patients with a history of pancreatitis. It is unknown if patients with a history
of pancreatitis are at higher risk for development of pancreatitis on WEGOVY.

5.3  Acute Gallbladder Disease

In WEGOVY randomized clinical trials, cholelithiasis was reported by 1.6% of WEGOVY-treated patients and
0.7% of placebo-treated patients. Cholecystitis was reported by 0.6% of WEGOVY-treated patients and 0.2% of
placebo-treated patients. Substantial or rapid weight loss can increase the risk of cholelithiasis; however, the
incidence of acute gallbladder disease was greater in WEGOVY -treated patients than in placebo-treated
patients, even after accounting for the degree of weight loss. If cholelithiasis is suspected, gallbladder studies
and appropriate clinical follow-up are indicated.

5.4  Hypoglycemia
WEGOVY lowers blood glucose and can cause hypoglycemia.

In a trial of patients with type 2 diabetes and BMI greater than or equal to 27 kg/m?, hypoglycemia (defined as a
plasma glucose less than 54 mg/dL) was reported in 6.2% of WEGOVY-treated patients versus 2.5% of
placebo-treated patients. One episode of severe hypoglycemia (requiring the assistance of another person) was
reported in one WEGOVY-treated patient versus no placebo-treated patients.

Patients with type 2 diabetes mellitus taking WEGOVY in combination with an insulin secretagogue (e.g.,
sulfonylurea) or insulin may have an increased risk of hypoglycemia, including severe hypoglycemia [see
Adverse Reactions (6.1)]. Hypoglycemia has been observed in patients treated with semaglutide at doses of 0.5
and 1 mg in combination with insulin. The addition of WEGOVY in patients treated with insulin has not been
evaluated.

Inform patients of the risk of hypoglycemia and educate them on the signs and symptoms of hypoglycemia. In
patients with type 2 diabetes, monitor blood glucose prior to starting WEGOVY and during WEGOVY
treatment. When initiating WEGOVY, consider reducing the dose of concomitantly administered insulin
secretagogue (such as sulfonylureas) or insulin to reduce the risk of hypoglycemia [see Drug Interactions (7)].

5.5  Acute Kidney Injury

There have been postmarketing reports of acute kidney injury and worsening of chronic renal failure, which
have in some cases required hemodialysis, in patients treated with semaglutide. Patients with renal impairment
may be at greater risk of acute kidney injury, but some of these events have been reported in patients without
known underlying renal disease. A majority of the reported events occurred in patients who had experienced
nausea, vomiting, or diarrhea, leading to volume depletion [see Adverse Reactions (6)].

Monitor renal function when initiating or escalating doses of WEGOVYY in patients reporting severe adverse
gastrointestinal reactions. Monitor renal function in patients with renal impairment reporting any adverse
reactions that could lead to volume depletion.

5.6  Hypersensitivity

Serious hypersensitivity reactions (e.g., anaphylaxis, angioedema) have been reported with semaglutide. If
hypersensitivity reactions occur, discontinue use of WEGOVY, treat promptly per standard of care, and monitor
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until signs and symptoms resolve. Do not use in patients with a previous hypersensitivity to semaglutide or any
of the excipients in WEGOVY [see Contraindications (4)].

Anaphylaxis and angioedema have been reported with other GLP-1 receptor agonists. Use caution in a patient
with a history of anaphylaxis or angioedema with another GLP-1 receptor agonist because it is unknown
whether such patients will be predisposed to these reactions with WEGOVY.

5.7  Diabetic Retinopathy Complications in Patients with Type 2 Diabetes
In a trial of patients with type 2 diabetes and BMI greater than or equal to 27 kg/m?, diabetic retinopathy was
reported by 4.0% of WEGOVY -treated patients and 2.7% placebo-treated patients.

In a 2-year trial with semaglutide 0.5 mg and 1 mg once-weekly injection in patients with type 2 diabetes and
high cardiovascular risk, diabetic retinopathy complications (which was a 4-component adjudicated endpoint)
occurred in patients treated with semaglutide injection (3.0%) compared to placebo (1.8%). The absolute risk
increase for diabetic retinopathy complications was larger among patients with a history of diabetic retinopathy
at baseline (semaglutide injection 8.2%, placebo 5.2%) than among patients without a known history of diabetic
retinopathy (semaglutide injection 0.7%, placebo 0.4%).

Rapid improvement in glucose control has been associated with a temporary worsening of diabetic retinopathy.
The effect of long-term glycemic control with semaglutide on diabetic retinopathy complications has not been
studied. Patients with a history of diabetic retinopathy should be monitored for progression of diabetic
retinopathy.

5.8 Heart Rate Increase

Mean increases in resting heart rate of 1 to 4 beats per minute (bpm) were observed in WEGOVY -treated
patients compared to placebo in clinical trials. More patients treated with WEGOV'Y compared with placebo
had maximum changes from baseline at any visit of 10 to 19 bpm (41% versus 34%, respectively) and 20 bpm
or more (26% versus 16%, respectively).

Monitor heart rate at regular intervals consistent with usual clinical practice. Instruct patients to inform their
healthcare providers of palpitations or feelings of a racing heartbeat while at rest during WEGOVY treatment. If
patients experience a sustained increase in resting heart rate, discontinue WEGOVY.

5.9  Suicidal Behavior and Ideation

Suicidal behavior and ideation have been reported in clinical trials with other weight management products.
Monitor patients treated with WEGOVY for the emergence or worsening of depression, suicidal thoughts or
behavior, and/or any unusual changes in mood or behavior. Discontinue WEGOVY in patients who experience
suicidal thoughts or behaviors. Avoid WEGOVY in patients with a history of suicidal attempts or active
suicidal ideation.

6 ADVERSE REACTIONS
The following serious adverse reactions are described below or elsewhere in the prescribing information:
e Risk of Thyroid C-Cell Tumors [see Warnings and Precautions (5.1)]
Acute Pancreatitis [see Warnings and Precautions (5.2)]
Acute Gallbladder Disease [see Warnings and Precautions (5.3)]
Hypoglycemia [see Warnings and Precautions (5.4)]
Acute Kidney Injury [see Warnings and Precautions (5.5)]
Hypersensitivity /see Warnings and Precautions (5.6)]
Diabetic Retinopathy Complications in Patients with Type 2 Diabetes [see Warnings and Precautions

(3.7)]

e Heart Rate Increase [see Warnings and Precautions (5.8)]
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e Suicidal Behavior and Ideation [see Warnings and Precautions (5.9)]

6.1  Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical studies of another drug and may not
reflect the rates observed in practice.

WEGOVY was evaluated for safety in 3 randomized, double-blind, placebo-controlled trials that included 2116
patients with overweight or obesity treated with WEGOVYY for up to 68 weeks and a 7 week off drug follow-up
period. Baseline characteristics included a mean age of 48 years, 71% women, 72% White, 42% with
hypertension, 19% with type 2 diabetes, 43% with dyslipidemia, 28% with a BMI greater than 40 kg/m?, and
4% with cardiovascular disease.

In clinical trials, 6.8% of patients treated with WEGOVY and 3.2% of patients treated with placebo
permanently discontinued treatment as a result of adverse reactions. The most common adverse reactions
leading to discontinuation were nausea (1.8% versus 0.2%), vomiting (1.2% versus 0%), and diarrhea (0.7%
versus 0.1%) for WEGOVY and placebo, respectively.

Adverse reactions reported in greater than or equal to 2% of WEGOVY-treated patients and more frequently
than in placebo-treated patients are shown in Table 3.

Table 3. Adverse Reactions Occurring in > 2% of WEGOVY-treated Patients and More Frequently

than with Placebo
Placebo WEGOVY
N =1261 N=2116

% %
Nausea 16 44
Diarrhea 16 30
Vomiting 6 24
Constipation 11 24
Abdominal Pain® 10 20
Headache 10 14
Fatigue® 5 11
Dyspepsia 3 9
Dizziness 4 8
Abdominal Distension 5 7
Eructation <1 7
Hypoglycemia in T2DM® 2 6
Flatulence 4 6
Gastroenteritis 4 6
Gastroesophageal Reflux Disease 3 5
Gastritis? 1 4
Gastroenteritis Viral 3 4
Hair Loss 1 3

®Includes abdominal pain, abdominal pain upper, abdominal pain lower, gastrointestinal pain, abdominal tenderness, abdominal
discomfort and epigastric discomfort

®Includes fatigue and asthenia

‘Defined as blood glucose <54 mg/dL with or without symptoms of hypoglycemia or severe hypoglycemia (requiring the
assistance of another person) in patients with type 2 diabetes not on concomitant insulin (Study 2, WEGOVY N=403, Placebo
N=402). See text below for further information regarding hypoglycemia in patients with and without type 2 diabetes. T2DM =
type 2 diabetes mellitus
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9Includes chronic gastritis, gastritis, gastritis erosive, and reflux gastritis

Acute Pancreatitis

In WEGOVY clinical trials, acute pancreatitis was confirmed by adjudication in 4 WEGOVY -treated patients
(0.2 cases per 100 patient years) versus 1 in placebo-treated patients (less than 0.1 cases per 100 patient years).
One additional case of acute pancreatitis was confirmed in a patient treated with WEGOVY in another clinical
trial.

Acute Gallbladder Disease

In WEGOVY clinical trials, cholelithiasis was reported by 1.6% of WEGOVY-treated patients and 0.7% of
placebo-treated patients. Cholecystitis was reported by 0.6% of WEGOVY -treated patients and 0.2% of
placebo-treated patients.

Hypoglycemia
Patients with Type 2 Diabetes

In a trial of patients with type 2 diabetes and BMI greater than or equal to 27 kg/m?, clinically significant
hypoglycemia (defined as a plasma glucose less than 54 mg/dL) was reported in 6.2% of WEGOVY-treated
patients versus 2.5% of placebo-treated patients. A higher rate of clinically significant hypoglycemic episodes
was reported with WEGOVY (semaglutide 2.4 mg) versus semaglutide 1 mg (10.7 vs. 7.2 episodes per 100
patient years of exposure, respectively); the rate in the placebo-treated group was 3.2 episodes per 100 patient
years of exposure. In addition, one episode of severe hypoglycemia requiring intravenous glucose was reported
in a WEGOVY -treated patient versus none in placebo-treated patients. The risk of hypoglycemia was increased
when WEGOVY was used with a sulfonylurea.

Patients without Type 2 Diabetes

Episodes of hypoglycemia have been reported with GLP-1 receptor agonists in patients without type 2 diabetes
mellitus. In WEGOVY clinical trials in patients without type 2 diabetes mellitus, there was no systematic
capturing or reporting of hypoglycemia.

Acute Kidney Injury
Acute kidney injury occurred in clinical trials in 7 patients (0.4 cases per 100 patient years) receiving

WEGOVY versus 4 patients (0.2 cases per 100 patient years of exposure) receiving placebo. Some of these
adverse reactions occurred in association with gastrointestinal adverse reactions or dehydration. In addition, 2
patients treated with WEGOVY had acute kidney injury with dehydration in other clinical trials. The risk of
renal adverse reactions with WEGOVY was increased in patients with a history of renal impairment (trials
included 65 patients with a history of moderate or severe renal impairment at baseline), and occurred more
frequently during dose titration.

Retinal Disorders in Patients with Type 2 Diabetes

In a trial of patients with type 2 diabetes and BMI greater than or equal to 27 kg/m?, retinal disorders were
reported by 6.9% of patients treated with WEGOVY (semaglutide 2.4 mg), 6.2% of patients treated with
semaglutide 1 mg, and 4.2% of patients treated with placebo. The majority of events were reported as diabetic
retinopathy (4.0%, 2.7%, and 2.7%, respectively) and non-proliferative retinopathy (0.7%, 0%, and 0%,
respectively).

Increase in Heart Rate

Mean increases in resting heart rate of 1 to 4 beats per minute (bpm) were observed with routine clinical
monitoring in WEGOVY-treated patients compared to placebo in clinical trials. In trials in which patients were
randomized prior to dose-escalation, more patients treated with WEGOVY, compared with placebo, had
maximum changes from baseline at any visit of 10 to 19 bpm (41% versus 34%, respectively) and 20 bpm or
more (26% versus 16%, respectively).
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Hypotension and Syncope
Adverse reactions related to hypotension (hypotension, orthostatic hypotension, and decreased blood pressure)

were reported in 1.3% of WEGOVY -treated patients versus 0.4% of placebo-treated patients and syncope was
reported in 0.8% of WEGOVY-treated patients versus 0.2% of placebo-treated patients. Some reactions were
related to gastrointestinal adverse reactions and volume loss associated with WEGOVY. Hypotension and
orthostatic hypotension were more frequently seen in patients on concomitant antihypertensive therapy.

Appendicitis
Appendicitis (including perforated appendicitis) occurred in 10 (0.5%) WEGOVY-treated patients and 2 (0.2%)
patients receiving placebo.

Gastrointestinal Adverse Reactions

In clinical trials, 73% of WEGOVY -treated patients and 47% of patients receiving placebo reported
gastrointestinal disorders. The most frequently reported reactions were nausea (44% vs. 16%), vomiting (25%
vs. 6%), and diarrhea (30% vs. 16%). Other common reactions that occurred at a higher incidence among
WEGOVY-treated patients included dyspepsia, abdominal pain, abdominal distension, eructation, flatulence,
gastroesophageal reflux disease, gastritis, and hemorrhoids. These reactions increased during dose escalation.

Permanent discontinuation of treatment as a result of a gastrointestinal adverse reaction occurred in 4.3% of
WEGOVY-treated patients versus 0.7% of placebo-treated patients.

Injection Site Reactions
In clinical trials, 1.4% of WEGOVY -treated patients and 1.0% of patients receiving placebo experienced

injection site reactions (including injection site pruritus, erythema, inflammation, induration, and irritation).

Laboratory Abnormalities
Patients treated with WEGOVY had a mean increase from baseline in amylase of 16% and lipase of 39%.

These changes were not observed in the placebo group. The clinical significance of elevations in lipase or
amylase with WEGOVY is unknown in the absence of other signs and symptoms of pancreatitis.

6.2 Immunogenicity

Consistent with the potentially immunogenic properties of protein and peptide pharmaceuticals, patients treated
with WEGOVY may develop anti-semaglutide antibodies. The detection of antibody formation is highly
dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody
(including neutralizing antibody) positivity in an assay may be influenced by several factors including assay
methodology, sample handling, timing of sample collection, concomitant medications, and underlying disease.
For these reasons, the incidence of antibodies to semaglutide in the studies described below cannot be directly
compared with the incidence of antibodies in other studies or to other products.

Across the clinical trials with antibody assessments, 50 (2.9%) WEGOVY -treated patients developed anti-drug
antibodies (ADAs) to the active ingredient in WEGOVY (i.e., semaglutide). Of the 50 semaglutide-treated
patients that developed semaglutide ADAs, 28 patients (1.6% of the total WEGOVY-treated study population)
developed antibodies cross-reacting with native GLP-1. The in vitro neutralizing activity of the antibodies is
uncertain at this time.

6.3 Postmarketing Experience

The following adverse reactions have been reported during post-approval use of semaglutide, the active
ingredient of WEGOVY. Because these reactions are reported voluntarily from a population of uncertain size, it
is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Gastrointestinal Disorders: acute pancreatitis and necrotizing pancreatitis, sometimes resulting in death
Hypersensitivity: anaphylaxis, angioedema, rash, urticaria
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Renal and Urinary Disorders: acute kidney injury

7 DRUG INTERACTIONS

7.1  Concomitant Use with an Insulin Secretagogue (e.g., Sulfonylurea) or Insulin

WEGOVY lowers blood glucose and can cause hypoglycemia. The risk of hypoglycemia is increased when
WEGOVY is used in combination with insulin secretagogues (e.g., sulfonylureas) or insulin. The addition of
WEGOVY in patients treated with insulin has not been evaluated.

When initiating WEGOVY, consider reducing the dose of concomitantly administered insulin secretagogue
(such as sulfonylureas) or insulin to reduce the risk of hypoglycemia [see Warnings and Precautions (5.4) and
Adverse Reactions (6.1)].

7.2 Oral Medications

WEGOVY causes a delay of gastric emptying and thereby has the potential to impact the absorption of
concomitantly administered oral medications. In clinical pharmacology trials with semaglutide 1 mg,
semaglutide did not affect the absorption of orally administered medications [see Clinical Pharmacology
(12.3)]. Nonetheless, monitor the effects of oral medications concomitantly administered with WEGOVY.

8 USE IN SPECIFIC POPULATIONS

8.1  Pregnancy

Pregnancy Exposure Registry

There will be a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
semaglutide during pregnancy. Pregnant women exposed to WEGOVY and healthcare providers are
encouraged to contact Novo Nordisk at 1-800-727-6500.

Risk Summary

Based on animal reproduction studies, there may be potential risks to the fetus from exposure to semaglutide
during pregnancy. Additionally, weight loss offers no benefit to a pregnant patient and may cause fetal harm.
When a pregnancy is recognized, advise the pregnant patient of the risk to a fetus, and discontinue WEGOVY
(see Clinical Considerations). Available pharmacovigilance data and data from clinical trials with WEGOVY
use in pregnant patients are insufficient to establish a drug-associated risk of major birth defects, miscarriage or
adverse maternal or fetal outcomes.

In pregnant rats administered semaglutide during organogenesis, embryofetal mortality, structural abnormalities
and alterations to growth occurred at maternal exposures below the maximum recommended human dose
(MRHD) based on AUC. In rabbits and cynomolgus monkeys administered semaglutide during organogenesis,
early pregnancy losses and structural abnormalities were observed at below the MRHD (rabbit) and greater than
or equal to 2-fold the MRHD (monkey). These findings coincided with a marked maternal body weight loss in
both animal species (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population are unknown.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Appropriate weight gain based on pre-pregnancy weight is currently recommended for all pregnant patients,
including those who already have overweight or obesity, because of the obligatory weight gain that occurs in
maternal tissues during pregnancy.

Data
Animal Data
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In a combined fertility and embryofetal development study in rats, subcutaneous doses of 0.01, 0.03 and 0.09
mg/kg/day (0.04-, 0.1-, and 0.4-fold the MRHD) were administered to males for 4 weeks prior to and
throughout mating and to females for 2 weeks prior to mating, and throughout organogenesis to Gestation Day
17. In parental animals, pharmacologically mediated reductions in body weight gain and food consumption
were observed at all dose levels. In the offspring, reduced growth and fetuses with visceral (heart blood vessels)
and skeletal (cranial bones, vertebra, ribs) abnormalities were observed at the human exposure.

In an embryofetal development study in pregnant rabbits, subcutaneous doses of 0.0010, 0.0025 or 0.0075
mg/kg/day (0.01-, 0.1-, and 0.9-fold the MRHD) were administered throughout organogenesis from Gestation
Day 6 to 19. Pharmacologically mediated reductions in maternal body weight gain and food consumption were
observed at all dose levels. Early pregnancy losses and increased incidences of minor visceral (kidney, liver)
and skeletal (sternebra) fetal abnormalities were observed at greater than or equal to 0.0025 mg/kg/day, at
clinically relevant exposures.

In an embryofetal development study in pregnant cynomolgus monkeys, subcutaneous doses of 0.015, 0.075,
and 0.15 mg/kg twice weekly (0.4-, 2-, and 6-fold the MRHD) were administered throughout organogenesis,
from Gestation Day 16 to 50. Pharmacologically mediated, marked initial maternal body weight loss and
reductions in body weight gain and food consumption coincided with the occurrence of sporadic abnormalities
(vertebra, sternebra, ribs) at greater than or equal to 0.075 mg/kg twice weekly (greater than or equal to 2 times
human exposure).

In a pre- and postnatal development study in pregnant cynomolgus monkeys, subcutaneous doses of 0.015,
0.075, and 0.15 mg/kg twice weekly (0.2-, 1-, and 3-fold the MRHD) were administered from Gestation Day 16
to 140. Pharmacologically mediated marked initial maternal body weight loss and reductions in body weight
gain and food consumption coincided with an increase in early pregnancy losses and led to delivery of slightly
smaller offspring at greater than or equal to 0.075 mg/kg twice weekly (greater than or equal to 1 time human
exposure).

8.2  Lactation

Risk Summary

There are no data on the presence of semaglutide or its metabolites in human milk, the effects on the breastfed
infant, or the effects on milk production. Semaglutide was present in the milk of lactating rats. When a drug is
present in animal milk, it is likely that the drug will be present in human milk (see Data). The developmental
and health benefits of breastfeeding should be considered along with the mother’s clinical need for WEGOVY
and any potential adverse effects on the breastfed infant from WEGOVY or from the underlying maternal
condition.

Data
In lactating rats, semaglutide was detected in milk at levels 3-12 fold lower than in maternal plasma.

8.3  Females and Males of Reproductive Potential
Because of the potential for fetal harm, discontinue WEGOVY in patients at least 2 months before they plan to
become pregnant to account for the long half-life of semaglutide /see Use in Specific Populations (8.1)].

84  Pediatric Use
Safety and efficacy of WEGOVY have not been established in pediatric patients.

8.5  Geriatric Use

In the WEGOVY clinical trials, 233 (8.8%) WEGOVY-treated patients were between 65 and 75 years of age
and 23 (0.9%) WEGOVY-treated patients were 75 years of age and over. No overall differences in safety or
efficacy were detected between these patients and younger patients, but greater sensitivity of some older
individuals cannot be ruled out.
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8.6  Renal Impairment

No dose adjustment of WEGOVY is recommended for patients with renal impairment. In a study in subjects
with renal impairment, including end-stage renal disease, no clinically relevant change in semaglutide
pharmacokinetics was observed /[see Clinical Pharmacology (12.3)].

8.7  Hepatic Impairment

No dose adjustment of WEGOVY is recommended for patients with hepatic impairment. In a study in subjects
with different degrees of hepatic impairment, no clinically relevant change in semaglutide pharmacokinetics
was observed /see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

Overdoses have been reported with other GLP-1 receptor agonists. Effects have included severe nausea, severe
vomiting, and severe hypoglycemia. In the event of overdose, appropriate supportive treatment should be
initiated according to the patient’s clinical signs and symptoms. A prolonged period of observation and
treatment for these symptoms may be necessary, taking into account the long half-life of WEGOVY of
approximately 1 week.

11 DESCRIPTION

WEGOVY (semaglutide) injection, for subcutaneous use, contains semaglutide, a human GLP-1 receptor
agonist (or GLP-1 analog). The peptide backbone is produced by yeast fermentation. The main protraction
mechanism of semaglutide is albumin binding, facilitated by modification of position 26 lysine with a
hydrophilic spacer and a C18 fatty di-acid. Furthermore, semaglutide is modified in position 8 to provide
stabilization against degradation by the enzyme dipeptidyl-peptidase 4 (DPP-4). A minor modification was
made in position 34 to ensure the attachment of only one fatty di-acid. The molecular formula is Ci87H291N450s9
and the molecular weight is 4113.58 g/mol.

Figure 1. Structural Formula of semaglutide
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WEGOVY is a sterile, aqueous, clear, colorless solution. Each 0.5 mL single-dose pen contains a solution of
WEGOVY containing 0.25 mg, 0.5 mg or 1 mg of semaglutide; and each 0.75 mL single-dose pen contains a
solution of WEGOVY containing 1.7 or 2.4 mg of semaglutide. Each 1 mL of WEGOVY contains the
following inactive ingredients: disodium phosphate dihydrate, 1.42 mg; sodium chloride, 8.25 mg; and water for
injection. WEGOVY has a pH of approximately 7.4. Hydrochloric acid or sodium hydroxide may be added to
adjust pH.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
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Semaglutide is a GLP-1 analogue with 94% sequence homology to human GLP-1. Semaglutide acts as a GLP-1
receptor agonist that selectively binds to and activates the GLP-1 receptor, the target for native GLP-1.

GLP-1 is a physiological regulator of appetite and caloric intake, and the GLP-1 receptor is present in several
areas of the brain involved in appetite regulation. Animal studies show that semaglutide distributed to and
activated neurons in brain regions involved in regulation of food intake.

12.2 Pharmacodynamics
Semaglutide lowers body weight through decreased calorie intake. The effects are likely mediated by affecting
appetite.

As with other GLP-1 receptor agonists, semaglutide stimulates insulin secretion and reduces glucagon secretion
in a glucose-dependent manner. These effects can lead to a reduction of blood glucose.

Cardiac electrophysiology (QTc)
The effect of semaglutide on cardiac repolarization was tested in a thorough QTc trial. Semaglutide did not
prolong QTc intervals at doses up to 1.5 mg at steady state.

12.3 Pharmacokinetics

Absorption

Absolute bioavailability of semaglutide is 89%. Maximum concentration of semaglutide is reached 1 to 3 days
post dose.

Similar exposure was achieved with subcutaneous administration of semaglutide in the abdomen, thigh, or
upper arm.

The average semaglutide steady state concentration following subcutaneous administration of WEGOVY was
approximately 75 nmol/L in patients with either obesity (BMI greater than or equal to 30 kg/m?) or overweight
(BMI greater than or equal to 27 kg/m?). The steady state exposure of WEGOVY increased proportionally with
doses up to 2.4 mg once-weekly.

Distribution

The mean volume of distribution of semaglutide following subcutaneous administration in patients with obesity
or overweight is approximately 12.5 L. Semaglutide is extensively bound to plasma albumin (greater than 99%)
which results in decreased renal clearance and protection from degradation.

Elimination

The apparent clearance of semaglutide in patients with obesity or overweight is approximately 0.05 L/h. With
an elimination half-life of approximately 1 week, semaglutide will be present in the circulation for about 5 to 7
weeks after the last dose of 2.4 mg.

Metabolism
The primary route of elimination for semaglutide is metabolism following proteolytic cleavage of the peptide
backbone and sequential beta-oxidation of the fatty acid sidechain.

Excretion
The primary excretion routes of semaglutide-related material are via the urine and feces. Approximately 3% of
the dose is excreted in the urine as intact semaglutide.

Special Populations
The effects of intrinsic factors on the pharmacokinetics of semaglutide are shown in Figure 2.
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Figure 2. Impact of intrinsic factors on semaglutide exposure
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Data are steady-state dose-normalized average semaglutide exposures relative to a reference subject profile (non-Hispanic or Latino,
white female aged 18 to less than 65 years, with a body weight of 110 kg and normal renal function, who injected in the abdomen).
Body weight categories (74 and 143 kg) represent the 5% and 95% percentiles in the dataset.

Renal Impairment

Renal impairment did not impact the exposure of semaglutide in a clinically relevant manner. The
pharmacokinetics of semaglutide were evaluated following a single dose of 0.5 mg semaglutide in a study of
patients with different degrees of renal impairment (mild, moderate, severe, or ESRD) compared with subjects
with normal renal function. The pharmacokinetics were also assessed in subjects with overweight (BMI 27-29.9
kg/m?) or obesity (BMI greater than or equal to 30 kg/m?) and mild to moderate renal impairment, based on data
from clinical trials.

Hepatic Impairment

Hepatic impairment did not impact the exposure of semaglutide. The pharmacokinetics of semaglutide were
evaluated following a single dose of 0.5 mg semaglutide in a study of patients with different degrees of hepatic
impairment (mild, moderate, severe) compared with subjects with normal hepatic function.

Drug Interactions
In vitro studies have shown very low potential for semaglutide to inhibit or induce CYP enzymes, or to inhibit
drug transporters.

The delay of gastric emptying with semaglutide may influence the absorption of concomitantly administered
oral medications [see Drug Interactions (7.2)]. The potential effect of semaglutide on the absorption of co-
administered oral medications was studied in trials at semaglutide 1 mg steady-state exposure. No clinically
relevant drug-drug interactions with semaglutide (Figure 3) were observed based on the evaluated medications.
In a separate study, no apparent effect on the rate of gastric emptying was observed with semaglutide 2.4 mg.
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Figure 3. Impact of semaglutide 1 mg on the pharmacokinetics of co-administered medications
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Relative exposure in terms of AUC and Cpax for each medication when given with semaglutide compared to without semaglutide.
Metformin and oral contraceptive drug (ethinylestradiol/levonorgestrel) were assessed at steady state. Warfarin (S-warfarin/R-
warfarin), digoxin and atorvastatin were assessed after a single dose.

Abbreviations: AUC: area under the curve, Cpax: maximum concentration, CI: confidence interval.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

In a 2-year carcinogenicity study in CD-1 mice, subcutaneous doses of 0.3, 1 and 3 mg/kg/day (2-, 8-, and 22-
fold the maximum recommended human dose [MRHD] of 2.4 mg/week, based on AUC) were administered to
the males, and 0.1, 0.3 and 1 mg/kg/day (0.6-, 2-, and 5-fold MRHD) were administered to the females.

A statistically significant increase in thyroid C-cell adenomas and a numerical increase in C-cell carcinomas
were observed in males and females at all dose levels (greater than or equal to 0.6 times human exposure).

In a 2-year carcinogenicity study in Sprague Dawley rats, subcutaneous doses of 0.0025, 0.01, 0.025 and 0.1
mg/kg/day were administered (below quantification, 0.2-, 0.4-, and 2-fold the exposure at the MRHD).

A statistically significant increase in thyroid C-cell adenomas was observed in males and females at all dose
levels, and a statistically significant increase in thyroid C-cell carcinomas was observed in males at greater than
or equal to 0.01 mg/kg/day, at clinically relevant exposures.

Human relevance of thyroid C-cell tumors in rats is unknown and could not be determined by clinical studies or
nonclinical studies [see Boxed Warning and Warnings and Precautions (5.1)]. Semaglutide was not mutagenic
or clastogenic in a standard battery of genotoxicity tests (bacterial mutagenicity [Ames] human lymphocyte
chromosome aberration, rat bone marrow micronucleus).

In a combined fertility and embryo-fetal development study in rats, subcutaneous doses of 0.01, 0.03 and 0.09
mg/kg/day (0.04-, 0.1-, and 0.4-fold the MRHD) were administered to male and female rats. Males were dosed
for 4 weeks prior to mating, and females were dosed for 2 weeks prior to mating and throughout organogenesis
until Gestation Day 17. No effects were observed on male fertility. In females, an increase in estrus cycle length
was observed at all dose levels, together with a small reduction in numbers of corpora lutea at greater than or
equal to 0.03 mg/kg/day. These effects were likely an adaptive response secondary to the pharmacological
effect of semaglutide on food consumption and body weight.

14 CLINICAL STUDIES

Overview of Clinical Studies

The safety and efficacy of WEGOVY for chronic weight management (weight loss and maintenance) in
conjunction with a reduced calorie diet and increased physical activity were studied in three 68-week,
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randomized, double-blind, placebo-controlled trials and one 68-week, randomized, double-blind, placebo
withdrawal trial. In Studies 1, 2, and 3, WEGOVY or matching placebo was escalated to 2.4 mg subcutaneous
weekly during a 16-week period followed by 52 weeks on maintenance dose. In Study 4, WEGOVY was
escalated during a 20-week run-in period, and patients who reached WEGOVY 2.4 mg after the run-in period
were randomized to either continued treatment with WEGOVY or placebo for 48 weeks.

In Studies 1, 2 and 4, all patients received instruction for a reduced calorie meal diet (approximately 500
kcal/day deficit) and increased physical activity counseling (recommended to a minimum of 150 min/week) that
began with the first dose of study medication or placebo and continued throughout the trial. In Study 3, patients
received an initial 8-week low-calorie diet (total energy intake 1000 to 1200 kcal/day) followed by 60 weeks of
a reduced calorie diet (1200-1800 kcal/day) and increased physical activity (100 mins/week with gradual
increase to 200 mins/week).

Study 1 was a 68-week trial that enrolled 1961 patients with obesity (BMI greater than or equal to 30 kg/m?) or
with overweight (BMI 27-29.9 kg/m?) and at least one weight-related comorbid condition, such as treated or
untreated dyslipidemia or hypertension; patients with type 2 diabetes mellitus were excluded. Patients were
randomized in a 2:1 ratio to either WEGOVY or placebo. At baseline, mean age was 46 years (range 18-86),
74.1% were women, 75.1% were White, 13.3% were Asian and 5.7% were Black or African American. A total
of 12.0% were Hispanic or Latino. Mean baseline body weight was 105.3 kg and mean BMI was 37.9 kg/m>.

Study 2 was a 68-week trial that enrolled 807 patients with type 2 diabetes and BMI greater than or equal to 27
kg/m?. Patients included in the trial had HbA1c 7-10% and were treated with either: diet and exercise alone or 1
to 3 oral anti-diabetic drugs (metformin, sulfonylurea, glitazone or sodium-glucose co-transporter 2 inhibitor).
Patients were randomized in a 1:1 ratio to receive either WEGOVY or placebo. At baseline, the mean age was
55 years (range 19-84), 50.9% were women, 62.1% were White, 26.2% were Asian and 8.3% were Black or
African American. A total of 12.8% were Hispanic or Latino. Mean baseline body weight was 99.8 kg and
mean BMI was 35.7 kg/m?.

Study 3 was a 68-week trial that enrolled 611 patients with obesity (BMI greater than or equal to 30 kg/m?) or
with overweight (BMI 27-29.9 kg/m?) and at least one weight-related comorbid condition such as treated or
untreated dyslipidemia or hypertension; patients with type 2 diabetes mellitus were excluded. The patients were
randomized in a 2:1 ratio to receive either WEGOVY or placebo. At baseline, the mean age was 46 years,
81.0% were women, 76.1% were White, 19.0% were Black or African American and 1.8% were Asian. A total
of 19.8% were Hispanic or Latino. Mean baseline body weight was 105.8 kg and mean BMI was 38.0 kg/m?.

Study 4 was a 68-week trial that enrolled 902 patients with obesity (BMI greater than or equal to 30 kg/m?) or
with overweight (BMI 27-29.9 kg/m?) and at least one weight-related comorbid condition such as treated or
untreated dyslipidemia or hypertension; patients with type 2 diabetes mellitus were excluded. Mean body
weight at baseline for the 902 patients was 106.8 kg and mean BMI was 38.3 kg/m?. All patients received
WEGOVY during the run-in period of 20 weeks that included 16 weeks of dose escalation. Trial product was
permanently discontinued before randomization in 99 of 902 patients (11%); the most common reason was
adverse reactions (n=48, 5.3%); 803 patients reached WEGOVY 2.4 mg and were then randomized in a 2:1
ratio to either continue on WEGOVY or receive placebo. Among the 803 randomized patients, the mean age
was 46 years, 79% were women, 83.7% were White, 13% were Black or African American, and 2.4% Asian. A
total of 7.8% were Hispanic or Latino. Mean body weight at randomization (week 20) was 96.1 kg and mean
BMI at randomization (week 20) was 34.4 kg/m?.

The proportions of patients who discontinued study drug in Studies 1, 2, and 3 was 16.0% for the WEGOVY-
treated group and 19.1% for the placebo-treated group, and 6.8% of patients treated with WEGOVY and 3.2%
of patients treated with placebo discontinued treatment due to an adverse reaction /see Adverse Reactions

(6.1)]. In Study 4, the proportions of patients who discontinued study drug were 5.8% and 11.6% for WEGOVY
and placebo, respectively.
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14.1 Weight Management Studies in Adults with Overweight or Obesity
For Studies 1, 2 and 3, the primary efficacy parameters were mean percent change in body weight and the
percentages of patients achieving greater than or equal to 5% weight loss from baseline to week 68.

After 68 weeks, treatment with WEGOVY resulted in a statistically significant reduction in body weight
compared with placebo. Greater proportions of patients treated with WEGOVY achieved 5%, 10% and 15%
weight loss than those treated with placebo as shown in Table 4.

Table4. Changes in Body Weight at Week 68 in Studies 1,2 and 3
Study 1 (Obesity or Study 2 (Type 2 diabetes Study 3 (Obesity or
overweight with with obesity or overweight) overweight with
comorbidity) comorbidity undergoing
intensive lifestyle therapy)
Intention-to-Treat® PLACEBO WEGOVY PLACEBO WEGOVY PLACEBO WEGOVY
N =655 N=1306 N =403 N =404 N =204 N =407
Body Weight
Baseline mean (kg) 105.2 105.4 100.5 99.9 103.7 106.9
% change from baseline 2.4 -14.9 -34 -9.6 -5.7 -16.0
(LSMean)
% difference from placebo -124 -6.2 -10.3
(LSMean) (95% CI) (-13.3;-11.6)" (-73;-5.2)° (-11.8;-8.7)"
% of Patients losing greater than or 31.1 83.5 30.2 67.4 47.8 84.8
equal to 5% body weight
% difference from placebo 52.4 37.2 37.0
(LSMean) (95% CI) (48.1; 56.7)° (30.7; 43.8)" (28.9; 45.2)"
% of Patients losing greater than or 12.0 66.1 10.2 445 27.1 73.0
equal to 10% body weight
% difference from placebo 54.1 343 459
(LSMean) (95% CI) (50.4; 57.9)° (28.4; 40.2)" (38.0;53.7)"
% of Patients losing greater than or 4.8 479 43 25.1 13.2 534
equal to 15% body weight
% difference from placebo 43.1 20.7 40.2
(LSMean) (95% CI) (39.8;46.3)° (15.7;25.8)° (33.1;47.3)°

LSMean = least squares mean; CI = confidence interval

*The intent-to-treat population includes all randomized patients. In Study 1, at week 68, the body weight was missing for 7.2% and
11.9% of patients randomized to WEGOVY and placebo, respectively. In Study 2, at week 68, the body weight was missing for 4.0%
and 6.7% of patients randomized to WEGOVY and placebo, respectively. In Study 3, at week 68, the body weight was missing for
8.4% and 7.4% of patients randomized to WEGOVY and placebo, respectively. Missing data were imputed from retrieved subjects of
the same randomized treatment arm (RD-MI).
*p<0.0001 (unadjusted 2-sided) for superiority.

For Study 4, the primary efficacy parameter was mean percent change in body weight from randomization

(week 20) to week 68.

From randomization (week 20) to week 68, treatment with WEGOVY resulted in a statistically significant
reduction in body weight compared with placebo (Table 5). Because patients who discontinued WEGOVY
during titration and those who did not reach the 2.4 mg weekly dose were not eligible for the randomized
treatment period, the results may not reflect the experience of patients in the general population who are first

starting WEGOVY.
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Table 5. Changes in Body Weight at Week 68 - Study 4 (Obesity or overweight with comorbidity after
20 week run-in)

WEGOVY
N =803*
Body Weight (only randomized patients)
Mean at week 0 (kg) 107.2
PLACEBO WEGOVY
N =268 N =535

Body Weight

Mean at week 20 (SD) (kg) 95.4 (22.7) 96.5 (22.5)

% change from week 20 at week 68 (LSMean) 6.9 -7.9

% difference from placebo (LSMean) (95% CI) -14.8 (-16.0; -13.5)"

LSMean = least squares mean; CI = confidence interval

2902 patients were enrolled at week 0 with a mean baseline body weight of 106.8 kg. The intent-to-treat population includes all
randomized patients. At week 68, the body weight was missing for 2.8% and 6.7% of patients randomized to WEGOVY and placebo,
respectively. Missing data were imputed from retrieved subjects of the same randomized treatment arm (RD-MI).

*p<0.001 (unadjusted 2-sided) for superiority, controlled for multiplicity.

A reduction in body weight was observed with WEGOVYY irrespective of age, sex, race, ethnicity, BMI at
baseline, body weight (kg) at baseline, and level of renal function impairment.

The cumulative frequency distributions of change in body weight are shown in Figure 4 and Figure 5 for
Studies 1 and 2. One way to interpret this figure is to select a change in body weight of interest on the
horizontal axis and note the corresponding proportions of patients (vertical axis) in each treatment group who
achieved at least that degree of weight loss. For example, note that the vertical line arising from -10% in Study
1 intersects the WEGOV'Y and placebo curves at approximately 66%, and 12%, respectively, which correspond
to the values shown in Table 4.

Figure 4. Change in body weight (%) from baseline to week 68 (Study 1)
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Observed data from in-trial period including imputed data for missing observations (RD-MI).
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Figure 5. Change in body weight (%) from baseline to week 68 (Study 2)
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Observed data from in-trial period including imputed data for missing observations (RD-MI).

The time courses of weight loss with WEGOVY and placebo from baseline through week 68 are depicted in
Figures 6 and Figure 7.

Figure 6. Change from baseline (%) in body weight (Study 1 on left and Study 2 on right)
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Figure 7. Change from baseline (%) in body weight (Study 3 on left and Study 4* on right)
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3Change from week 0 was not a primary endpoint in study 4. Dotted line indicates time of randomization. Randomized patients
(shown) do not include 99 patients that discontinued during the 20 week run-in period.

14.2 Effect of WEGOVY on Anthropometry and Cardiometabolic Parameters
Changes in waist circumference and cardiometabolic parameters with WEGOVY are shown in Table 6 for
Studies 1, 2, and 3 and in Table 7 for Study 4, respectively.

Table 6. Changes in Anthropometry and Cardiometabolic Parameters at Week 68 in Studies 1, 2 and 3

Study 1 (Obesity or Study 2 (Type 2 diabetes Study 3 (Obesity or
overweight with with obesity or overweight with
comorbidity) overweight) comorbidity undergoing
intensive lifestyle therapy)
Intention-to-Treat PLACEBO WEGOVY PLACEBO WEGOVY PLACEBO WEGOVY
N = 655 N =1306 N =403 N =404 N =204 N =407
Waist Circumference (cm)
Baseline 114.8 114.6 115.5 114.5 111.8 113.6
Changes from baseline -4.1 -13.5 -4.5 9.4 -6.3 -14.6
(LSMean')
Difference from placebo -9.4 -4.9 -8.3
(LSMean)
Systolic Blood Pressure (mmHg)
Baseline 127 126 130 130 124 124
Changes from baseline -1.1 -6.2 -0.5 -39 -1.6 -5.6
(LSMean')
Difference from placebo -5.1 34 -3.9
(LSMean)
Diastolic Blood Pressure (mmHg)?
Baseline 80 80 80 80 81 80
Changes from baseline -0.4 -2.8 -0.9 -1.6 -0.8 -3.0
(LSMean')
Difference from placebo 24 -0.7 2.2
(LSMean)
Heart Rate??
Baseline 72 72 76 75 71 71
Changes from baseline -0.7 35 -0.2 2.5 2.1 3.1
(LSMean)
Difference from placebo 4.3 2.7 1.0
(LSMean)
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Study 1 (Obesity or Study 2 (Type 2 diabetes Study 3 (Obesity or
overweight with with obesity or overweight with
comorbidity) overweight) comorbidity undergoing
intensive lifestyle therapy)
Intention-to-Treat PLACEBO WEGOVY PLACEBO WEGOVY PLACEBO WEGOVY
N =655 N = 1306 N =403 N =404 N =204 N =407
HbAlc (%)?
Baseline 5.7 5.7 8.1 8.1 5.8 5.7
Changes from baseline -0.2 -0.4 -0.4 -1.6 -0.3 -0.5
(LSMean')
Difference from placebo -0.3 -1.2 -0.2
(LSMean)
Total Cholesterol (mg/dL)**
Baseline 192.1 189.6 170.8 170.8 188.7 1854
Percent Change from 0.1 =33 =0.5 -14 2.1 -3.9
baseline (LSMean')
Relative difference from -3.3 -0.9 -5.8
placebo (LSMean)
LDL Cholesterol (mg/dL)*"
Baseline 112.5 110.3 90.1 90.1 111.8 107.7
Percent Change from 1.3 -2.5 0.1 0.5 2.6 -4.7
baseline (LSMean!)
Relative difference from -3.8 04 -7.1
placebo (LSMean)
HDL (mg/dL)**
Baseline 49.5 494 43.8 44.7 50.9 51.6
Percent Change from 1.4 52 4.1 6.9 5.0 6.5
baseline (LSMean')
Relative difference from 3.8 2.7 1.5
placebo (LSMean)
Triglycerides (mg/dL)**
Baseline 127.9 126.2 159.5 154.9 110.9 107.9
Percent Change from -7.3 219 94 22.0 -6.5 =225
baseline (LSMean')
Relative difference from -15.8 -13.9 -17.0
placebo (LSMean)

Missing data were imputed from retrieved subjects of the same randomized treatment arm (RD-MI)
!Model based estimates based on an analysis of covariance model including treatment (and stratification factors for Study 2 only) as a

factor and baseline value as a covariate

Not included in the pre-specified hierarchical testing (except HbA | for Study 2)
3Model based estimates based on a mixed model for repeated measures including treatment (and stratification factors for Study 2 only)
as a factor and baseline values as a covariate

*Baseline value is the geometric mean
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Table 7. Mean Changes in Anthropometry and Cardiometabolic Parameters in Study 4 (Obesity or
overweight with comorbidity after 20 week run=in)

PLACEBO WEGOVY
N =268 N =535
Randomization | Change from | Randomization | Change from Difference
(week 20) Randomization (week 20) Randomization | from placebo
(week 20) to (week 20) to (LSMean)
week 68 week 68
(LSMean') (LSMean')
‘Waist Circumference (cm) 104.7 3.3 105.5 -6.4 -9.7
Systolic Blood Pressure (mmHg) 121 4.4 121 0.5 -3.9
Diastolic Blood Pressure (mmHg)? 78 0.9 78 0.3 -0.5
Heart Rate?? 76 -5.3 76 =2.0 3.3
HbAlc (%)* 54 0.1 54 0.1 -0.2
Randomization % Change Randomization % Change Relative
(week 20) from (week 20) from difference from
Randomization Randomization placebo
(week 20) (week 20) (LSMean)
(LSMean') (LSMean')
Total Cholesterol (mg/dL)** 175.1 11.4 175.9 4.9 -5.8
LDL Cholesterol (mg/dL)** 109.1 7.6 108.7 1.1 -6.1
HDL Cholesterol (mg/dL)** 43.6 17.8 44.5 18.2 0.3
Triglycerides (mg/dL)** 95.3 14.8 98.1 =5.6 -17.8

Missing data were imputed from retrieved subjects of the same randomized treatment arm (RD-MI)

!Model based estimates based on an analysis of covariance model including treatment as a factor and baseline value as a covariate
INot included in the pre-specified hierarchical testing

3Model based estimates based on a mixed model for repeated measures including treatment as a factor and baseline values as a
covariate

*Baseline value is the geometric mean

14.3 Cardiovascular Outcomes Trial of Semaglutide 0.5 mg and 1 mg in Patients with Type 2 Diabetes
and Cardiovascular Disease

Semaglutide 0.5 mg and 1 mg (OZEMPIC®) are used in the treatment of type 2 diabetes mellitus in adults. The
efficacy of semaglutide at doses of 0.5 mg and 1 mg have not been established for chronic weight management.

SUSTAIN 6 was a 104-week, double-blind trial in which 3297 patients with type 2 diabetes and atherosclerotic
cardiovascular disease were randomized to semaglutide 0.5 mg once-weekly, semaglutide 1 mg once-weekly, or
placebo in addition to standard-of-care for a median study observation time of 2.1 years. In total, 2,735 (83%)
of the patients had a history of cardiovascular disease and 562 (17%) were at high risk but without known
cardiovascular disease. The mean age at baseline was 65 years, and 61% were men. Overall, 83% were White,
7% were Black or African American, and 8% were Asian. A total of 16% were identified as Hispanic or Latino.

In total, 98.0% of the patients completed the trial and the vital status was known at the end of the trial for
99.6%. The primary composite endpoint was the time from randomization to first occurrence of a major adverse
cardiovascular event (MACE): cardiovascular death, non-fatal myocardial infarction or non-fatal stroke. The
total number of primary component MACE endpoints was 254 (108 [6.6%] with semaglutide and 146 [8.9%)]
with placebo). No increased risk for MACE was observed with semaglutide 0.5 mg and 1 mg.

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
WEGOVY injection is a clear, colorless solution in a pre-filled, disposable, single-dose pen-injector with an

integrated needle in the following packaging configurations:
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Total Strength per Total Volume | Dose per Pen Carton Contents | NDC

0.25 mg/0.5 mL 1 dose of 0.25 mg 4 pens 0169-4525-14
0.5 mg/0.5 mL 1 dose of 0.5 mg 4 pens 0169-4505-14
1 mg/0.5 mL 1 dose of 1 mg 4 pens 0169-4501-14
1.7 mg/0.75 mL 1 dose of 1.7 mg 4 pens 0169-4517-14
2.4 mg/0.75 mL 1 dose of 2.4 mg 4 pens 0169-4524-14

Recommended Storage

Store the WEGOVY single-dose pen in the refrigerator from 2°C to 8°C (36°F to 46°F). If needed, prior to cap
removal, the pen can be kept from 8°C to 30°C (46°F to 86°F) up to 28 days. Do not freeze. Protect WEGOVY
from light. WEGOVY must be kept in the original carton until time of administration. Discard the WEGOVY
pen after use.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).

Risk of Thyroid C-cell Tumors

Inform patients that semaglutide causes thyroid C-cell tumors in rodents and that the human relevance of this
finding has not been determined. Counsel patients to report symptoms of thyroid tumors (e.g., a lump in the
neck, hoarseness, dysphagia, or dyspnea) to their physician [see Boxed Warning and Warnings and Precautions

(5.1)].

Acute Pancreatitis

Inform patients of the potential risk for acute pancreatitis. Instruct patients to discontinue WEGOVY promptly
and contact their physician if pancreatitis is suspected (severe abdominal pain that may radiate to the back, and
which may or may not be accompanied by vomiting) /see Warnings and Precautions (5.2)].

Acute Gallbladder Disease

Inform patients of the risk of acute gallbladder disease. Advise patients that substantial or rapid weight loss can
increase the risk of gallbladder disease, but that gallbladder disease may also occur in the absence of substantial
or rapid weight loss. Instruct patients to contact their healthcare provider for appropriate clinical follow-up if
gallbladder disease is suspected [see Warnings and Precautions (5.3)].

Hypoglycemia

Inform patients of the risk of hypoglycemia and educate patients on the signs and symptoms of hypoglycemia.
Advise patients with type 2 diabetes mellitus on glycemic lowering therapy that they may have an increased risk
of hypoglycemia when using WEGOVY and to report signs and/or symptoms of hypoglycemia to their
healthcare provider [see Warnings and Precautions (5.4)].

Dehydration and Renal Impairment

Advise patients treated with WEGOVY of the potential risk of dehydration due to gastrointestinal adverse
reactions and take precautions to avoid fluid depletion. Inform patients of the potential risk for worsening renal
function and explain the associated signs and symptoms of renal impairment, as well as the possibility of
dialysis as a medical intervention if renal failure occurs [see Warnings and Precautions (5.5)].

Hypersensitivity

Inform patients that serious hypersensitivity reactions have been reported during postmarketing use of
semaglutide, the active ingredient in WEGOVY. Advise patients on the symptoms of hypersensitivity reactions
and instruct them to stop taking WEGOVY and seek medical advice promptly if such symptoms occur /see
Warnings and Precautions (5.6)].
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Diabetic Retinopathy Complications in Patients with Type 2 Diabetes
Inform patients with type 2 diabetes to contact their physician if changes in vision are experienced during
treatment with WEGOVY [see Warnings and Precautions (5.7)].

Heart Rate Increase
Instruct patients to inform their healthcare providers of palpitations or feelings of a racing heartbeat while at rest
during WEGOVY treatment [see Warnings and Precautions (5.8)].

Suicidal Behavior and Ideation

Advise patients to report emergence or worsening of depression, suicidal thoughts or behavior, and/or any
unusual changes in mood or behavior. Inform patients that if they experience suicidal thoughts or behaviors,
they should stop taking WEGOVY [see Warnings and Precautions (5.9)].

Pregnancy

WEGOVY may cause fetal harm. Advise patients to inform their healthcare provider of a known or suspected
pregnancy. Advise patients who are exposed to WEGOVY during pregnancy to contact Novo Nordisk at 1-800-
727-6500 [see Use in Specific Populations (8.1)].

Manufactured by:
Novo Nordisk A/S
DK-2880 Bagsvaerd
Denmark

For information about WEGOVY contact:
Novo Nordisk Inc.

800 Scudders Mill Road

Plainsboro, NJ 08536

1-833-934-6891

Date of Issue: June 2021
Version: 1

WEGOVY™ is a trademark of Novo Nordisk A/S and Ozempic®is a registered trademark of Novo Nordisk A/S.
PATENT INFORMATION: http://www.novonordisk-us.com/products/product-patents.html

© 2021 Novo Nordisk
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Medication Guide
WEGOVY™ (wee-GOH-vee)
(semaglutide) injection, for subcutaneous use

Read this Medication Guide and Instructions for Use before you start using WEGOVY and each time you get a refill.
There may be new information. This information does not take the place of talking to your healthcare provider about your
medical condition or your treatment.

What is the most important information | should know about WEGOVY?
WEGOVY may cause serious side effects, including:

o Possible thyroid tumors, including cancer. Tell your healthcare provider if you get a lump or swelling in your neck,
hoarseness, trouble swallowing, or shortness of breath. These may be symptoms of thyroid cancer. In studies with
rodents, WEGOVY and medicines that work like WEGOVY caused thyroid tumors, including thyroid cancer. It is not
known if WEGOVY will cause thyroid tumors or a type of thyroid cancer called medullary thyroid carcinoma (MTC) in
people.

o Do not use WEGOVY if you or any of your family have ever had a type of thyroid cancer called medullary thyroid
carcinoma (MTC), or if you have an endocrine system condition called Multiple Endocrine Neoplasia syndrome type 2
(MEN 2).

What is WEGOVY?

WEGOVY is an injectable prescription medicine used for adults with obesity or overweight (excess weight) who also have
weight-related medical problems to help them lose weight and keep the weight off.

¢ WEGOVY should be used with a reduced calorie meal plan and increased physical activity.

o WEGOVY contains semaglutide and should not be used with other semaglutide-containing products or other GLP-1
receptor agonist medicines.

e |tis not known if WEGOVY is safe and effective when taken with other prescription, over-the-counter, or herbal weight
loss products.

¢ |tis not known if WEGOVY can be used safely in people with a history of pancreatitis.
+ Itis not known if WEGOVY is safe and effective for use in children under 18 years of age.

Do not use WEGOVY if:

« you or any of your family have ever had a type of thyroid cancer called medullary thyroid carcinoma (MTC) or if you
have an endocrine system condition called Multiple Endocrine Neoplasia syndrome type 2 (MEN 2).

¢ you have had a serious allergic reaction to semaglutide or any of the ingredients in WEGOVY. See the end of this
Medication Guide for a complete list of ingredients in WEGOVY. Symptoms of a serious allergic reaction include:

o swelling of your face, lips, tongue or throat o fainting or feeling dizzy
o problems breathing or swallowing o very rapid heartbeat
o__severe rash or itching

Before using WEGOVY, tell your healthcare provider if you have any other medical conditions, including if you:
¢ have or have had problems with your pancreas or kidneys.

e have type 2 diabetes and a history of diabetic retinopathy.

¢ have or have had depression or suicidal thoughts, or mental health issues.

e are pregnant or plan to become pregnant. WEGOVY may harm your unborn baby. You should stop using WEGOVY
2 months before you plan to become pregnant.

o Pregnancy Exposure Registry: There is a pregnancy exposure registry for women who use WEGOVY
during pregnancy. The purpose of this registry is to collect information about the health of you and your baby.
Talk to your healthcare provider about how you can take part in this registry or you may contact Novo Nordisk
at 1-800-727-6500.

are breastfeeding or plan to breastfeed. It is not known if WEGOVY passes into your breast milk. You should talk with
your healthcare provider about the best way to feed your baby while using WEGOVY.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements. WEGOVY may affect the way some medicines work and some medicines
may affect the way WEGOVY works. Tell your healthcare provider if you are taking other medicines to treat diabetes,
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including sulfonylureas or insulin. WEGOVY slows stomach emptying and can affect medicines that need to pass through
the stomach quickly.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a new
medicine.

How should | use WEGOVY?

Read the Instructions for Use that comes with WEGOVY.
Use WEGOVY exactly as your healthcare provider tells you to.
Your healthcare provider should show you how to use WEGOVY before you use it for the first time.

WEGOVY is injected under the skin (subcutaneously) of your stomach (abdomen), thigh, or upper arm. Do not inject
WEGOVY into a muscle (intramuscularly) or vein (intravenously).

Change (rotate) your injection site with each injection. Do not use the same site for each injection.

Use WEGOVY 1 time each week, on the same day each week, at any time of the day.

Start WEGOVY with 0.25 mg per week in your first month. In your second month, increase your weekly dose to 0.5
mg. In the third month, increase your weekly dose to 1 mg. In the fourth month, increase your weekly dose to 1.7 mg
and in the fifth month onwards, increase your weekly dose to the full dose of 2.4 mg. If you need to change the day of
the week, you may do so as long as your last dose of WEGOVY was given 2 or more days before.

If you miss a dose of WEGOVY and the next scheduled dose is more than 2 days away (48 hours), take the missed
dose as soon as possible. If you miss a dose of WEGOVY and the next schedule dose is less than 2 days away (48
hours), do not administer the dose. Take your next dose on the regularly scheduled day.

If you miss doses of WEGOVY for more than 2 weeks, take your next dose on the regularly scheduled day or call
your healthcare provider to talk about how to restart your treatment.

You can take WEGOVY with or without food.
If you take too much WEGOVY, you may have severe nausea, severe vomiting and severe low blood sugar. Call your

healthcare provider or go to the nearest hospital emergency room right away if you experience any of these
symptoms.

o O O O

What are the possible side effects of WEGOVY?
WEGOVY may cause serious side effects, including:

See “What is the most important information | should know about WEGOVY?”

inflammation of your pancreas (pancreatitis). Stop using WEGOVY and call your healthcare provider right away if
you have severe pain in your stomach area (abdomen) that will not go away, with or without vomiting. You may feel
the pain from your abdomen to your back.

gallbladder problems. WEGOVY may cause gallbladder problems including gallstones. Some gallbladder problems
need surgery. Call your healthcare provider if you have any of the following symptoms:

o pain in your upper stomach (abdomen) o yellowing of skin or eyes (jaundice)
o fever o clay-colored stools

increased risk of low blood sugar (hypoglycemia) in patients with type 2 diabetes, especially those who also
take medicines to treat type 2 diabetes mellitus such as sulfonylureas or insulin. Low blood sugar in patients
with type 2 diabetes who receive WEGOVY can be both a serious and common side effect. Talk to your healthcare
provider about how to recognize and treat low blood sugar. You should check your blood sugar before you start taking
WEGOVY and while you take WEGOVY. Signs and symptoms of low blood sugar may include:

dizziness or light-headedness o sweating o shakiness
blurred vision o slurred speech o weakness
anxiety o hunger o headache
irritability or mood changes o confusion or drowsiness o fast heartbeat

o feeling jittery

kidney problems (kidney failure). In people who have kidney problems, diarrhea, nausea, and vomiting may cause
a loss of fluids (dehydration) which may cause kidney problems to get worse. It is important for you to drink fluids to
help reduce your chance of dehydration.
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« serious allergic reactions. Stop using WEGOVY and get medical help right away, if you have any symptoms of a
serious allergic reaction including:
o swelling of your face, lips, tongue o severe rash or itching o very rapid heartbeat
or throat

o problems breathing or swallowing © fainting or feeling dizzy

+ change in vision in people with type 2 diabetes. Tell your healthcare provider if you have changes in vision during
treatment with WEGOVY,

¢ increased heart rate. WEGOVY can increase your heart rate while you are at rest. Your healthcare provider should
check your heart rate while you take WEGOVY. Tell your healthcare provider if you feel your heart racing or pounding
in your chest and it lasts for several minutes.

o depression or thoughts of suicide. You should pay attention to any mental changes, especially sudden changes in
your mood, behaviors, thoughts, or feelings. Call your healthcare provider right away if you have any mental changes
that are new, worse, or worry you.

The most common side effects of WEGOVY may include:

e nausea ¢ stomach (abdomen) pain e dizziness e stomach flu
e diarrhea e headache « feeling bloated e heartburn
e vomiting e ftiredness (fatigue) e belching

e constipation e upset stomach e gas

Talk to your healthcare provider about any side effect that bothers you or does not go away. These are not all the
possible side effects of WEGOVY.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of WEGOVY.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use WEGOVY for
a condition for which it was not prescribed. Do not give WEGOVY to other people, even if they have the same symptoms
that you have. It may harm them. You can ask your pharmacist or healthcare provider for information about WEGOVY
that is written for health professionals.

What are the ingredients in WEGOVY?
Active Ingredient: semaglutide
Inactive Ingredients: disodium phosphate dihydrate, sodium chloride, and water for injection

Manufactured by: Novo Nordisk A/S, DK-2880 Bagsvaerd, Denmark
WEGOVY™ s a trademark of Novo Nordisk A/S.

PATENT Information: http://novonordisk-us.com/products/product-patents.html
© 2021 Novo Nordisk

For more information, go to startWegovy.com or call 1-833-Wegovy-1.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Issued: 06/2021
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Instructions for Use

WEGOVY™

(semaglutide) injection

WEGOQVY comes in five strengths:

0.25mg/0.5mL 0.5mg/0.5mL Tmg/0.5mL 1.7mg/075mL § 24mg/0.75mL

Before you use your WEGOVY pen for the first time, talk to your healthcare
provider or your caregiver about how to prepare and inject WEGOVY correctly.

Pull out to get started

<« [TIIT]

Important information

Read this Instructions for Use before you start using WEGOVY. This information does not replace talking to
your healthcare provider about your medical condition or treatment.

- Your WEGOVY pen is for 1 time use only. The WEGOVY pen is for subcutaneous (under the skin) use only.

- The dose of WEGOVY is already set on your pen.

- The needle is covered by the needle cover and the needle will not be seen.

- Do not remove the pen cap until you are ready to inject.

- Do not touch or push on the needle cover. You could get a needle stick injury.

- Your WEGOVY injection will begin when the needle cover is pressed against your skin.

- Do not remove the pen from your skin before the yellow bar in the pen window has stopped moving. If the needle
is removed earlier, you may not get your full dose of WEGOVY.

- If the yellow bar does not start moving or stops during the injection, contact your healthcare provider or Novo
Nordisk at startWegovy.com or call Novo Nordisk Inc. at 1-833-934-6891.

- The needle cover will lock when the pen is removed from your skin. You cannot stop the injection and restart it
later.

- People who are blind or have vision problems should not use the WEGOVY pen without help from a person
trained to use the WEGOVY pen.
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How do | store WEGOVY?

- Store the WEGOVY pen in the refrigerator between 2°C to 8°C (36°F to 46°F).

- If needed, before removing the pen cap, WEGOVY can be stored from 8°C to 30°C (46°F to 86°F) in the original
carton for up to 28 days.

- Keep WEGOVY in the original carton to protect it from light.

- Do not freeze.

- Throw away the pen if WEGOVY has been frozen, has been exposed to light or temperatures above 30°C (86°F),
or has been out of the refrigerator for 28 days or longer.

Keep WEGOVY and all medicines out of the reach of children.

WEGOVY pen parts

Before use After use

Expiration date
(on the back)
Check that
WEGOVY has not
expired.

Always check you
have the medicine
and dose that your
healthcare provider
prescribed. Either:

025mg/ 05 mL,
Pen window
Check that
WEGOVY is clear
and colorless. Air
bubbles are normal.

Pen window
Check that
the yellow bar
has stopped
moving to

They do not affect make sure you
your dose. received your
Needle cover full dose.
Needle is hidden Needle cover
inside. locks after use.
Pen cap

Remove it just
before you are
ready to inject.
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How to use your WEGOVY pen Do not use your WEGOVY pen without receiving
training from your healthcare provider. Make sure
that you or your caregiver know how to give an
injection with the pen before you start your treatment.

Read and follow the instructions so that you use your WEGOVY pen correctly:

Preparation

Step 1. Prepare for your injection.

e Supplies you will need to give your WEGOVY injection:
o WEGOVY pen
o 1 alcohol swab or soap and water
o 1 gauze pad or cotton ball
o 1 sharps disposable container for used WEGOVY pens

Wash your hands.
Check your WEGOVY pen.
Do not use your WEGOVY pen if:
o The pen appears to have been used or any part of the pen appears broken, for example if it has been
dropped.
o The WEGOVY medicine is not clear and colorless through the pen window.
o The expiration date (EXP) has passed.
Contact Novo Nordisk at 1-833-934-6891 if your WEGOVY pen fails any of these checks.

Step 2. Choose your injection site.

* Your healthcare provider can help you choose the injection site that is best for you
e You may inject into your upper legs (front of the thighs) or lower stomach (keep 2 inches away from your
belly button).
* Another person may give the injection in the upper arm.
* Do not inject into an area where the skin is tender, bruised, red, or hard. Avoid injecting into areas with scars or
stretch marks.
* You may inject in the same body area each week, but make sure it is not in the same spot each time,

Clean the injection site with an alcohol swab or soap and water. Do not touch the injection site after cleaning.

O

Upper arms

Stomach 9
Upper legs

Injection
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Step 3. Remove pen cap.

« Pull the pen cap straight off your pen.

-

Step 4. Inject WEGOVY.

« Push the pen firmly against your skin until the yellow bar has stopped moving.
If the yellow bar does not start moving, press the pen more firmly against your skin.

* You will hear 2 clicks during the injection.
o Click 1: the injection has started.
o Click 2: the injection is ongoing.
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starts.

Z

Click2
S
’ Keep holding for a few
seconds until yellow bar
stops moving.

Ydlow bar has

stopped moving.
The injection is
complete.

Lift the pen slowdy.

T—

Throw away pen

Step 5. Throw away (dispose of) pen,

Safely dispose of the WEGOVY pen right away after each use. See “How do I throw away (dispose of) WEGOVY

pens?”

* What if blood appears after injection?

If blood appears at the injection site, press the site lightly with a gauze pad or cotton ball.

How do | throw away (dispose of) WEGOVY pens?

Put the used WEGOVY pen in an FDA-cleared sharps disposal container
right away after use. Do not throw away (dispose of) the pen in your
household trash.

If you do not have an FDA-cleared sharps disposal container, you may use a
household container that is:

* made of a heavy-duty plastic,

+ able to be closed with a tight-fitting, puncture-resistant lid, without sharps

being able to come out,

- upright and stable during use,

- leak-resistant, and

- properly labeled to warn of hazardous waste inside the container.

When your sharps disposal container is almost full, you will need to follow
your community guidelines for the right way to dispose of your sharps
disposal container. There may be state or local laws about how you should
throw away used needles and syringes. For more information about safe

o

Protect your pen

How do | care for my
pen?

* Do not drop your pen or knock it
against hard surfaces.

- Do not expose your pen to any
liquids.

- If you think that your pen may be
damaged, do not try to fix it. Use
a new one.

- Keep the pen cap on until you
are ready to inject. Your pen will
no longer be sterile if you store
an unused pen without the cap,
if you pull the pen cap off and
put it on again, or if the pen cap
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sharps disposal, and for specific sharps disposal in the state that you live in, is missing. This could lead to an
go to the FDA’s website at http://www.fda.gov/safesharpsdisposal. infection.

- Do not reuse the pen.
* Do not recycle the pen or sharps disposal container, or throw them into If you have any questions
household trash. ‘. about WEGOVY, go to
startWegovy.com or call
Important: Keep your WEGOVY pen, sharps disposal container and all Novo Nordisk Inc. at 1-833-
medicines out of the reach of children. Wegovy-1

Manufactured by:

Novo Nordisk A/S

Novo Allé

DK-2880 Bagsvaerd, Denmark

For information about WEGOVY, go to
startWegovy.com or contact:

Novo Nordisk Inc.

800 Scudders Mill Road

Plainsboro, NJ 08536
1-833-Wegovy-1

Issued: 06/2021

Version: 1

WEGOVY™ s a trademark of Novo Nordisk A/S.
PATENT Information: http://novonordisk-us.com/products/product-patents.html
© 2021 Novo Nordisk

This Instructions for Use has been approved by the U.S. Food and Drug Administration.

..

novo nordisk
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Wegovy 0.25 mg solution for injection in pre-filled pen

Wegovy 0.5 mg solution for injection in pre-filled pen

Wegovy 1 mg solution for injection in pre-filled pen

Wegovy 1.7 mg solution for injection in pre-filled pen

Wegovy 2.4 mg solution for injection in pre-filled pen

Wegovy 0.25 mg FlexTouch solution for injection in pre-filled pen
Wegovy 0.5 mg FlexTouch solution for injection in pre-filled pen
Wegovy 1 mg FlexTouch solution for injection in pre-filled pen
Wegovy 1.7 mg FlexTouch solution for injection in pre-filled pen
Wegovy 2.4 mg FlexTouch solution for injection in pre-filled pen

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Pre-filled pen, single-dose

Wegovy 0.25 mg solution for injection
Each single-dose pre-filled pen contains 0.25 mg semaglutide* in 0.5 mL solution. One mL of solution
contains 0.5 mg of semaglutide*.

Wegovy 0.5 mg solution for injection
Each single-dose pre-filled pen contains 0.5 mg semaglutide* in 0.5 mL solution. One mL of solution
contains 1 mg of semaglutide*.

Wegovy 1 mg solution for injection
Each single-dose pre-filled pen contains 1 mg semaglutide* in 0.5 mL solution. One mL of solution
contains 2 mg of semaglutide™.

Wegovy 1.7 mg solution for injection
Each single-dose pre-filled pen contains 1.7 mg semaglutide® in 0.75 mL solution. One mL of solution
contains 2.27 mg of semaglutide™*.

Wegovy 2.4 mg solution for injection
Each single-dose pre-filled pen contains 2.4 mg semaglutide* in 0.75 mL solution. One mL of solution
contains 3.2 mg of semaglutide*.

Pre-filled pen, FlexTouch

Wegovy 0.25 mg FlexTouch solution for injection
Each pre-filled pen contains 1 mg semaglutide* in 1.5 mL solution. One mL of solution contains
0.68 mg semaglutide*. One pre-filled pen contains 4 doses of 0.25 mg.

Wegovy 0.5 mg FlexTouch solution for injection
Each pre-filled pen contains 2 mg semaglutide* in 1.5 mL solution. One mL of solution contains
1.34 mg semaglutide*. One pre-filled pen contains 4 doses of 0.5 mg.

Wegovy 1 mg FlexTouch solution for injection
Each pre-filled pen contains 4 mg semaglutide* in 3 mL solution. One mL of solution contains
1.34 mg semaglutide*. One pre-filled pen contains 4 doses of 1 mg.




Wegovy 1.7 mg FlexTouch solution for injection
Each pre-filled pen contains 6.8 mg semaglutide* in 3 mL solution. One mL of solution contains
2.27 mg semaglutide*. One pre-filled pen contains 4 doses of 1.7 mg.

Wegovy 2.4 mg FlexTouch solution for injection
Each pre-filled pen contains 9.6 mg semaglutide* in 3 mL solution. One mL of solution contains
3.2 mg semaglutide*. One pre-filled pen contains 4 doses of 2.4 mg.

*human glucagon-like peptide-1 (GLP-1) analogue produced in Saccharomyces cerevisiae cells by
recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection (injection)
Clear and colourless isotonic solution; pH=7.4.

4, CLINICAL PARTICULARS
4.1  Therapeutic indications

Wegovy is indicated as an adjunct to a reduced-calorie diet and increased physical activity for weight

management, including weight loss and weight maintenance, in adults with an initial Body Mass Index

(BMI) of

. >30 kg/m? (obesity), or

. >27 kg/m? to <30 kg/m? (overweight) in the presence of at least one weight-related comorbidity
e.g. dysglycaemia (prediabetes or type 2 diabetes mellitus), hypertension, dyslipidaemia,
obstructive sleep apnoea or cardiovascular disease.

4.2 Posology and method of administration

Posology

The maintenance dose of semaglutide 2.4 mg once-weekly is reached by starting with a dose of
0.25 mg. To reduce the likelihood of gastrointestinal symptoms, the dose should be escalated over a
16-week period to a maintenance dose of 2.4 mg once weekly (see Table 1). In case of significant
gastrointestinal symptoms, consider delaying dose escalation or lowering to the previous dose until
symptoms have improved.

Table 1 Dose escalation schedule

Dose escalation Weekly dose
Week 1-4 0.25mg
Week 5-8 0.5 mg
Week 9-12 1mg

Week 13-16 1.7mg
Maintenance dose | 2.4 mg

Weekly doses higher than 2.4 mg are not recommended.

Patients with type 2 diabetes

When initiating semaglutide in patients with type 2 diabetes, consider reducing the dose of
concomitantly administered insulin or insulin secretagogues (such as sulfonylureas) to reduce the risk
of hypoglycaemia, see section 4.4.




Missed dose

If a dose is missed, it should be administered as soon as possible and within 5 days after the missed
dose. If more than 5 days have passed, the missed dose should be skipped, and the next dose should be
administered on the regularly scheduled day. In each case, patients can then resume their regular once
weekly dosing schedule. If more doses are missed, reducing the starting dose for re-initiation should
be considered.

Special populations

Elderly (=65 years old)
No dose adjustment is required based on age. Therapeutic experience in patients >75 years of age is
limited, and greater sensitivity of some older individuals cannot be excluded.

Patients with renal impairment

No dose adjustment is required for patients with mild or moderate renal impairment. Experience with
the use of semaglutide in patients with severe renal impairment is limited. Semaglutide is not
recommended for use in patients with severe renal impairment (€GFR <30 mL/min/1.73m?) including
patients with end-stage renal disease (see sections 4.4, 4.8 and 5.2).

Patients with hepatic impairment

No dose adjustment is required for patients with mild or moderate hepatic impairment. Experience
with the use of semaglutide in patients with severe hepatic impairment is limited. Semaglutide is not
recommended for use in patients with severe hepatic impairment and should be used cautiously in
patients with mild or moderate hepatic impairment (see sections 4.4 and 5.2).

Paediatric population
The safety and efficacy of semaglutide in children and adolescents below 18 years have not yet been
established. No data are available.

Method of administration

Subcutaneous use.
Wegovy is administered once weekly at any time of the day, with or without meals.

It is to be injected subcutaneously in the abdomen, in the thigh or in the upper arm. The injection site
can be changed. It should not be administered intravenously or intramuscularly.

The day of weekly administration can be changed if necessary, as long as the time between two doses
is at least 3 days (>72 hours). After selecting a new dosing day, once-weekly dosing should be
continued.

When administering Wegovy pre-filled pen for single use, the pen should be pressed firmly against the
skin until the yellow bar has stopped moving. The injection takes about 5-10 seconds.

Patients should be advised to read the instruction for use included in the package leaflet carefully
before administering the medicinal product.

For further information before administration see section 6.6.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.



4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

Dehydration

Use of GLP-1 receptor agonists may be associated with gastrointestinal adverse reactions that can
cause dehydration, which in rare cases can lead to a deterioration of renal function.

Patients should be advised of the potential risk of dehydration in relation to gastrointestinal side effects
and take precautions to avoid fluid depletion.

Acute pancreatitis

Acute pancreatitis has been observed with the use of GLP-1 receptor agonists (See section 4.8).
Patients should be informed of the characteristic symptoms of acute pancreatitis. If pancreatitis is
suspected, semaglutide should be discontinued; if confirmed, semaglutide should not be restarted.
Caution should be exercised in patients with a history of pancreatitis.

In the absence of other signs and symptoms of acute pancreatitis, elevations in pancreatic enzymes
alone are not predictive of acute pancreatitis.

Patients with type 2 diabetes

Semaglutide should not be used as a substitute for insulin in patients with type 2 diabetes.

Semaglutide should not be used in combination with other GLP-1 receptor agonist products. It has not
been evaluated and an increased risk of adverse reactions related to overdose is considered likely.

Hypoglycaemia in patients with type 2 diabetes

Insulin and sulfonylurea are known to cause hypoglycaemia. Patients treated with semaglutide in
combination with a sulfonylurea or insulin may have an increased risk of hypoglycaemia. The risk of
hypoglycaemia can be lowered by reducing the dose of sulfonylurea or insulin when initiating
treatment with a GLP-1 receptor agonist. The addition of Wegovy in patients treated with insulin has
not been evaluated.

Diabetic retinopathy in patients with type 2 diabetes

In patients with diabetic retinopathy treated with semaglutide, an increased risk of developing diabetic
retinopathy complications has been observed (see section 4.8). Rapid improvement in glucose control
has been associated with a temporary worsening of diabetic retinopathy, but other mechanisms cannot
be excluded. Patients with diabetic retinopathy using semaglutide should be monitored closely and
treated according to clinical guidelines. There is no experience with Wegovy in patients with type 2
diabetes with uncontrolled or potentially unstable diabetic retinopathy. In these patients, treatment
with Wegovy is not recommended.

Populations not studied

The safety and efficacy of Wegovy have not been investigated in patients:

- treated with other products for weight management,

- with type 1 diabetes,

- with severe renal impairment (see section 4.2),

- with severe hepatic impairment (see section 4.2),

- with congestive heart failure New York Heart Association (NYHA) class 1V.
Use in these patients is not recommended.



There is limited experience with Wegovy in patients:

- aged 75 years or more (see section 4.2),

- with mild or moderate hepatic impairment (see section 4.2),
- with inflammatory bowel disease,

- with diabetic gastroparesis.

Use with caution in these patients.

Sodium content

This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Semaglutide delays gastric emptying and could potentially influence the absorption of concomitantly
administered oral medicinal products. No clinically relevant effect on the rate of gastric emptying was
observed with semaglutide 2.4 mg, probably due to a tolerance effect. Semaglutide should be used
with caution in patients receiving oral medicinal products that require rapid gastrointestinal
absorption.

Paracetamol

Semaglutide delays the rate of gastric emptying as assessed by paracetamol pharmacokinetics during a
standardised meal test. Paracetamol AUCo-somin and Cmax Were decreased by 27% and 23%,
respectively, following concomitant use of semaglutide 1 mg. The total paracetamol exposure
(AUC.5n) was not affected. No clinically relevant effect on paracetamol was observed with
semaglutide. No dose adjustment of paracetamol is necessary when administered with semaglutide.

Oral contraceptives

Semaglutide is not anticipated to decrease the effectiveness of oral contraceptives. It did not change
the overall exposure of ethinylestradiol and levonorgestrel to a clinically relevant degree, when an oral
contraceptive combination medicinal product (0.03 mg ethinylestradiol/0.15 mg levonorgestrel) was
co-administered with semaglutide. Exposure of ethinylestradiol was not affected; an increase of 20%
was observed for levonorgestrel exposure at steady state. Cnax Was not affected for any of the
compounds.

Atorvastatin
Semaglutide did not change the overall exposure of atorvastatin following a single dose administration

of atorvastatin (40 mg). Atorvastatin Cmax was decreased by 38%. This was assessed not to be
clinically relevant.

Digoxin

Semaglutide did not change the overall exposure or Cmax Of digoxin following a single dose of digoxin
(0.5 mg).

Metformin

Semaglutide did not change the overall exposure or Cyax 0f metformin following dosing of 500 mg
twice daily over 3.5 days.



Warfarin

Semaglutide did not change overall exposure or Cnax 0f R- and S-warfarin following a single dose of
warfarin (25 mg), and the pharmacodynamic effects of warfarin as measured by the international
normalised ratio were not affected in a clinically relevant manner. However, upon initiation of
semaglutide treatment in patients on warfarin or other coumarin derivatives, frequent monitoring of
international normalised ratio (INR) is recommended.

4.6  Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential are recommended to use contraception when treated with
semaglutide (see section 4.5).

Pregnancy

Studies in animals have shown reproductive toxicity (see section 5.3). There are limited data from the
use of semaglutide in pregnant women. Therefore, semaglutide should not be used during pregnancy.
If a patient wishes to become pregnant, or pregnancy occurs, semaglutide should be discontinued.
Semaglutide should be discontinued at least 2 months before a planned pregnancy due to the long half-
life (see section 5.2).

Breast-feeding

In lactating rats, semaglutide was excreted in milk. A risk to a breast-fed child cannot be excluded.
Semaglutide should not be used during breast-feeding.

Fertility

The effect of semaglutide on fertility in humans is unknown. Semaglutide did not affect male fertility
in rats. In female rats, an increase in oestrous length and a small reduction in number of ovulations
were observed at doses associated with maternal body weight loss.

4.7  Effects on ability to drive and use machines

Semaglutide has no or negligible influence on the ability to drive or use machines. However, dizziness
can be experienced mainly during the dose escalation period. Driving or use of machines should be
done cautiously if dizziness occurs.

Patients with type 2 diabetes

If semaglutide is used in combination with a sulfonylurea or insulin, patients should be advised to take
precautions to avoid hypoglycaemia while driving and using machines (see section 4.4).

4.8 Undesirable effects

Summary of safety profile

In four phase 3a trials, 2,650 patients were exposed to Wegovy. The duration of the trials were 68
weeks. The most frequently reported adverse reactions were gastrointestinal disorders including
nausea, diarrhoea, constipation and vomiting.

Tabulated list of adverse reactions

Table 2 lists adverse reactions identified in phase 3a clinical trials. The frequencies are based on a pool
of the phase 3a trials.



Adverse reactions associated with Wegovy are listed by system organ class and frequency. Frequency
categories are defined as: Very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to
<1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000).

Table 2 Adverse reactions from controlled phase 3 trials

and administration
site conditions

reactions®

MedDRA
Very common Common Uncommon Rare
system organ class
Immune system Anaphylactic
disorders reaction
Metabolism and Hypoglycaemia in
nutrition disorders patients with type
2 diabetes®
Nervous system Headache® Dizziness®
disorders
Eye disorders Diabetic
retinopathy in
patients with type
2 diabetes®
Cardiac disorders Hypotension
Orthostatic
hypotension
Increased heart
rate**
Gastrointestinal Vomiting® Gastritis®® Acute
disorders Diarrhoea®” Gastrooesophageal | pancreatitis®
Constipation®® reflux disease”
Nausea®® Dyspepsia®
Abdominal Eructation®
pain®® Flatulence®
Abdominal
distension®
Hepatobiliary Cholelithiasis?
disorders
Skin and Hair loss® Angioedema
subcutaneous tissue
disorders
General disorders Fatigue®® Injection site

Investigations

Increased
amylase®
Increased lipase®

3 see description of selected adverse reactions below
® mainly seen in the dose-escalation period

° Grouped preferred terms

Description of selected adverse reactions

Gastrointestinal adverse reactions

Over the 68 weeks trial period, nausea occurred in 43.9% of patients when treated with semaglutide
(16.1% for placebo), diarrhoea in 29.7% (15.9% for placebo) and vomiting in 24.5% (6.3% for
placebo). Most events were mild to moderate in severity and of short duration. Constipation occurred
in 24.2% of patients treated with semaglutide (11.1% for placebo) and was mild to moderate in
severity and of longer duration. In patients treated with semaglutide, median duration of nausea was 8
days, vomiting 2 days, diarrhoea 3 days, and constipation 47 days.




Patients with moderate renal impairment (¢GFR >30 mL/min/1.73m?) may experience more
gastrointestinal effects when treated with semaglutide.

The gastrointestinal events led to permanent treatment discontinuation in 4.3% of patients.
Acute pancreatitis

The frequency of adjudication-confirmed acute pancreatitis reported in phase 3a clinical trials was
0.2% for semaglutide and <0.1% for placebo, respectively.

Acute gallstone disease/Cholelithiasis

Cholelithiasis was reported in 1.6% and led to cholecystitis in 0.6% of patients treated with
semaglutide. Cholelithiasis and cholecystitis was reported in 1.1% and 0.3%, respectively, of patients
treated with placebo.

Hair loss

Hair loss was reported in 2.5% of patients treated with semaglutide and in 1.0% of patients treated
with placebo. The events were mainly of mild severity and most patients recovered while on continued
treatment. Hair loss was reported more frequently in patients with a greater weight loss (>20%)).

Increased heart rate

In the phase 3a trials, a mean increase of 3 beats per minute (bpm) from a baseline mean of 72 bpm
was observed in patients treated with semaglutide. The proportions of subjects with an increase in
pulse from baseline >10 bpm at any timepoint during the on-treatment period were 67.0% in the
semaglutide group vs. 50.1% in the placebo group.

Immunogenicity
Consistent with the potentially immunogenic properties of medicinal products containing proteins or

peptides, patients may develop antibodies following treatment with semaglutide. The proportion of
patients testing positive for anti-semaglutide antibodies at any time post-baseline was low (2.9%) and
no patients had anti-semaglutide neutralising antibodies or anti-semaglutide antibodies with
endogenous GLP-1 neutralising effect at end-of-trial. During treatment, high semaglutide
concentrations might have lowered the sensitivity of the assays, hence the risk of false negatives
cannot be excluded. However, in subjects testing positive for antibodies during and after treatment, the
presence of antibodies was transient and with no apparent impact on efficacy and safety.

Hypoglycaemia in patients with type 2 diabetes

In STEP 2, clinically significant hypoglycaemia was observed in 6.2% (0.1 events/patient year) of
subjects treated with semaglutide compared with 2.5% (0.03 events/patient year) of subjects treated
with placebo. Hypoglycaemia with semaglutide was seen both with and without concomitant use of
sulfonylurea. One episode (0.2% of subjects, 0.002 events/patient year) was reported as severe in a
subject not concomitantly treated with a sulfonylurea. The risk of hypoglycaemia was increased when
semaglutide was used with a sulfonylurea.

Diabetic retinopathy in patients with type 2 diabetes

A 2-year clinical trial investigated semaglutide 0.5 mg and 1 mg vs. placebo in 3,297 patients with
type 2 diabetes, with high cardiovascular risk, long duration of diabetes and poorly controlled blood
glucose. In this trial, adjudicated events of diabetic retinopathy complications occurred in more
patients treated with semaglutide (3.0%) compared to placebo (1.8%). This was observed in insulin-
treated patients with known diabetic retinopathy. The treatment difference appeared early and
persisted throughout the trial. In STEP 2, retinal disorders were reported by 6.9% of patients treated
with Wegovy, 6.2% of patients treated with semaglutide 1 mg, and 4.2% of patients treated with
placebo. The majority of events were reported as diabetic retinopathy (4.0%, 2.7%, and 2.7%,
respectively) and non-proliferative retinopathy (0.7%, 0%, and 0%, respectively).




Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4.9 Overdose

Overdose with semaglutide may be associated with gastrointestinal disorders which could lead to
dehydration. In the event of overdose the patient should be observed for clinical signs and appropriate
supportive treatment initiated.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Drugs used in diabetes, glucagon-like peptide-1 (GLP-1) analogues, ATC
code: A10BJ06

Mechanism of action

Semaglutide is a GLP-1 analogue with 94% sequence homology to human GLP-1. Semaglutide acts as
a GLP-1 receptor agonist that selectively binds to and activates the GLP-1 receptor, the target for
native GLP-1.

GLP-1 is a physiological regulator of appetite and calorie intake, and the GLP-1 receptor is present in
several areas of the brain involved in appetite regulation.

Animal studies show that semaglutide works in the brain through the GLP-1 receptor. Semaglutide has
direct effects on areas in the brain involved in homeostatic regulation of food intake in the
hypothalamus and the brainstem. Semaglutide may affect the hedonic reward system through direct
and indirect effects in brain areas including the septum, thalamus and amygdala.

Clinical studies show that semaglutide reduces energy intake, increases feelings of satiety, fullness and
control of eating, reduces feelings of hunger, and frequency and intensity of cravings. In addition,
semaglutide reduces the preference for high fat foods.

Semaglutide orchestrates the homeostatic and hedonic contributions with executive function to
regulate caloric intake, appetite, reward and food choice.

In addition, in clinical studies semaglutide have shown to reduce blood glucose in a glucose dependent
manner by stimulating insulin secretion and lowering glucagon secretion when blood glucose is high.
The mechanism of blood glucose lowering also involves a minor delay in gastric emptying in the early
postprandial phase. During hypoglycaemia, semaglutide diminishes insulin secretion and does not
impair glucagon secretion.

GLP-1 receptors are also expressed in the heart, vasculature, immune system and kidneys.
Semaglutide has a beneficial effect on plasma lipids, lowered systolic blood pressure and reduced
inflammation in clinical studies. Furthermore, animal studies have shown that semaglutide attenuated
the development of atherosclerosis and had an anti-inflammatory action in the cardiovascular system.
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Pharmacodynamic effects

Appetite, energy intake and food choice

Semaglutide reduces appetite by increasing feelings of fullness and satiety, while lowering hunger and
prospective food consumption. In a phase 1 trial, energy intake during an ad libitum meal was 35%
lower with semaglutide compared to placebo after 20 weeks of dosing. This was supported by
improved control of eating, less food cravings and a relative lower preference for high fat food. Food
cravings were further assessed in STEP 5 by a Control of Eating Questionnaire (CoEQ). At week 104,
the estimated treatment difference both for control of cravings and craving of savoury food
significantly favoured semaglutide, whereas no clear effect was seen for craving of sweet food.

Fasting and postprandial lipids

Semaglutide 1 mg compared to placebo lowered fasting triglyceride and very low density lipoproteins
(VLDL) concentrations by 12% and 21%, respectively. The postprandial triglyceride and VLDL
response to a high fat meal was reduced with >40%.

Clinical efficacy and safety

The efficacy and safety of semaglutide for weight management in combination with a reduced calorie
intake and increased physical activity were evaluated in four 68 weeks double-blinded randomised
placebo-controlled phase 3a trials (STEP 1-4). A total of 4,684 patients (2,652 randomised to
treatment with semaglutide) were included in these trials. Furthermore, the two-year efficacy and
safety of semaglutide compared to placebo were evaluated in a double-blinded randomised placebo-
controlled phase 3b trial (STEP 5) including 304 patients (152 in treatment with semaglutide).

Treatment with semaglutide demonstrated superior, clinically meaningful, and sustained weight loss
compared with placebo in patients with obesity (BMI >30 kg/m?), or overweight (BMI >27 kg/m? to
<30 kg/m?) and at least one weight-related comorbidity. Furthermore, across the trials, a higher
proportion of patients achieved >5%, >10%, >15% and >20% weight loss with semaglutide compared
with placebo. The reduction in body weight occurred irrespective of the presence of gastrointestinal
symptoms such as nausea, vomiting or diarrhoea.

Treatment with semaglutide also showed statistically significant improvements in waist
circumference, systolic blood pressure and physical functioning compared to placebo.

Efficacy was demonstrated regardless of age, sex, race, ethnicity, baseline body weight, BMI,
presence of type 2 diabetes and level of renal function. Variations in efficacy existed within all
subgroups. Relatively greater weight loss was observed in women and in patients without type 2
diabetes as well as in patients with a lower versus higher baseline body weight.

STEP 1: Weight management

In a 68-week double-blind trial, 1,961 patients with obesity (BMI >30 kg/m?), or with overweight
(BMI >27 kg/m? to <30 kg/m?) and at least one weight-related comorbidity were randomised to
semaglutide or placebo. All patients were on a reduced-calorie diet and increased physical activity
throughout the trial.

Weight loss occurred early and continued throughout the trial. At end of treatment (week 68), the
weight loss was superior and clinically meaningful compared with placebo (see Table 3 and Figure 1).
Furthermore, a higher proportion of patients achieved >5%, >10%, >15% and >20% weight loss with
semaglutide compared with placebo (see Table 3). Among patients with prediabetes at baseline, a
higher proportion of patients had a normo-glycaemic status at end of treatment with semaglutide
compared to placebo (84.1% vs. 47.8%).
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Table 3 STEP 1: Results at week 68

Wegovy Placebo
Full analysis set (N) 1,306 655
Body weight
Baseline (kg) 105.4 105.2
Change (%) from baseline'~ -14.9 2.4
Difference (%) from placebo’ [95% CI] -12.4[-13.4; -11.5]* -
Change (kg) from baseline -15.3 -2.6
Difference (kg) from placebo’ [95% CI] -12.7[-13.7; -11.7] -
Patients (%) achieving weight loss >5%° | 83.5* 31.1
Patients (%) achieving weight loss >10%° | 66.1* 12.0
Patients (%) achieving weight loss >15%° | 47.9* 4.8
Waist circumference (cm)
Baseline 114.6 114.8
Change from baseline’ -13.5 4.1
Difference from placebo’ [95% CI] -9.4[-10.3; -8.5]* -
Systolic blood pressure (nmHg)
Baseline 126 127
Change from baseline’ -6.2 -1.1
Difference from placebo’ [95% CI] -5.1[-6.3; -3.9]* -

*p<0.0001 (unadjusted 2-sided) for superiority.

! Estimated using an ANCOVA model using multiple imputation based on all data irrespective of discontinuation of
randomised treatment or initiation of other anti-obesity medication or bariatric surgery.

2 During the trial, randomised treatment was permanently discontinued by 17.1% and 22.4% of patients randomised to
semaglutide 2.4 mg and placebo, respectively. Assuming that all randomised patients stayed on treatment and did not receive
additional anti-obesity therapies, the estimated changes from randomisation to week 68 for body weight based on a Mixed
Model for Repeated Measures including all observations until first discontinuation were -16.9% and -2.4% for semaglutide
2.4 mg and placebo respectively.

3 Estimated from binary regression model based on same imputation procedure as in primary analysis.
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Observed values for patients completing each scheduled visit, and estimates with multiple imputations (MI) from retrieved dropouts
Figure 1 STEP 1: Mean change in body weight (%) from baseline to week 68

Following the 68-week trial, a 52-week off-treatment extension was conducted including 327 patients
who had completed the main trial period on the maintenance dose of semaglutide or placebo. In the
off-treatment period from week 68 to week 120, mean body weight increased in both treatment
groups. However, for patients that had been treated with semaglutide for the main trial period the
weight remained 5.6% below baseline compared to 0.1% for the placebo group.
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STEP 2: Weight management in patients with type 2 diabetes

In a 68-week, double-blind trial, 1,210 patients with overweight or obesity (BMI >27 kg/m?) and
type 2 diabetes were randomised to either semaglutide 2.4 mg, semaglutide 1 mg once-weekly or
placebo. Patients included in the trial had insufficiently controlled diabetes (HbA:. 7-10%) and were
treated with either: diet and exercise alone or 1-3 oral antidiabetic drugs. All patients were on a
reduced-calorie diet and increased physical activity throughout the trial.

Treatment with semaglutide for 68 weeks resulted in superior and clinically meaningful reduction in
body weight and in HbA1. compared to placebo (see Table 4 and Figure 2).

Table 4 STEP 2: Results at week 68

Wegovy Placebo
Full analysis set (N) 404 403
Body weight
Baseline (kg) 99.9 100.5
Change (%) from baseline*? -9.6 -3.4
Difference (%) from placebo’ [95% CI] -6.2 [-7.3;-5.2]* -
Change (kg) from baseline -9.7 -3.5
Difference (kg) from placebo! [95% CI] -6.1[-7.2;-5.0] -
Patients (%) achieving weight loss >5%> 67.4* 30.2
Patients (%) achieving weight loss >10%> 44.5* 10.2
Patients (%) achieving weight loss >15%° 25.0* 4.3
Waist circumference (cm)
Baseline 114.5 115.5
Change from baseline® -9.4 -4.5
Difference from placebo® [95% Cl] -4.9 [-6.0; -3.8]* -
Systolic blood pressure (mmHg)
Baseline 130 130
Change from baseline® -3.9 -0.5
Difference from placebo® [95% CI] -3.4[-5.6; -1.3]** -
HbA:. (mmol/mol (%))
Baseline 65.3 (8.1) 65.3 (8.1)
Change from baseline® -17.5 (-1.6) -4.1 (-0.4)
Difference from placebo® [95% CI] -13.5[-15.5; -11.4] -
(-1.2[-1.4;-1.1])* -

* p<0.0001 (unadjusted 2-sided) for superiority; **p<0.05 (unadjusted 2-sided) for superiority

! Estimated using an ANCOVA model using multiple imputation based on all data irrespective of discontinuation of
randomised treatment or initiation of other anti-obesity medication or bariatric surgery.

2 During the trial, randomised treatment was permanently discontinued by 11.6% and 13.9% of patients randomised to
semaglutide 2.4 mg and placebo, respectively. Assuming that all randomised patients stayed on treatment and did not receive
additional anti-obesity therapies, the estimated changes from randomisation to week 68 for body weight based on a Mixed
Model for Repeated Measures including all observations until first discontinuation were -10.6% and -3.1% for semaglutide
2.4 mg and placebo respectively

3 Estimated from binary regression model based on same imputation procedure as in primary analysis.
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Figure 2 STEP 2: Mean change in body weight (%) from baseline to week 68

STEP 3: Weight management with intensive behavioural therapy

In a 68-week double-blind trial, 611 patients with obesity (BMI >30 kg/m?), or with overweight (BMI
>27 kg/m? to <30 kg/m?) and at least one weight-related comorbidity were randomised to semaglutide
or placebo. During the trial, all patients received intensive behavioural therapy (IBT) consisting of a
very restrictive diet, increased physical activity and behavioural counselling.

Treatment with semaglutide and IBT for 68 weeks resulted in superior and clinically meaningful
reduction in body weight compared to placebo (see Table 5).

Table 5 STEP 3: Results at week 68

Wegovy Placebo
Full analysis set (N) 407 204
Body weight
Baseline (kg) 106.9 103.7
Change (%) from baseline'~ -16.0 -5.7
Difference (%) from placebo’ [95% CI] -10.3 [-12.0;-8.6]* -
Change (kg) from baseline -16.8 -6.2
Difference (kg) from placebo’ [95% CI] -10.6 [-12.5:-8.8] -
Patients (%) achieving weight loss >5%’ 84.8* 47.8
Patients (%) achieving weight loss >10%° 73.0* 27.1
Patients (%) achieving weight loss >15%° 53.5* 13.2
Waist circumference (cm)
Baseline 113.6 111.8
Change from baseline’ -14.6 -6.3
Difference from placebo’ [95% CI] -8.3 [-10.1; -6.6]* -
Systolic blood pressure (nmHg)
Baseline 124 124
Change from baseline’ 5.6 -1.6
Difference from placebo’ [95% CI] -3.9[-64; -1.5]* -

* p<0.005 (unadjusted 2-sided) for superiority

! Estimated using an ANCOVA model using multiple imputation based on all data irrespective of discontinuation of
randomised treatment or initiation of other anti-obesity medication or bariatric surgery.

2 During the trial, randomised treatment was permanently discontinued by 16.7% and 18.6% of patients randomised to
semaglutide 2.4 mg and placebo, respectively. Assuming that all randomised patients stayed on treatment and did not receive
additional anti-obesity therapies, the estimated changes from randomisation to week 68 for body weight based on a Mixed
Model for Repeated Measures including all observations until first discontinuation were -17.6% and -5.0% for semaglutide
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2.4 mg and placebo respectively
8 Estimated from binary regression model based on same imputation procedure as in primary analysis.

STEP 4: Sustained weight management

In a 68-week double-blind trial, 902 patients with obesity (BMI >30 kg/m?), or with overweight (BMI
>27 kg/m? to <30 kg/m?) and at least one weight-related comorbidity were included in the trial. All
patients were on a reduced-calorie diet and increased physical activity throughout the trial. From week
0 to week 20 (run-in), all patients received semaglutide. At week 20 (baseline), patients who had
reached the maintenance dose of 2.4 mg were randomised to continue treatment or switch to placebo.
At week 0 (start of run-in period) patients had a mean body weight of 107.2 kg and a mean BMI of
38.4 kg/m?.

Patients who had reached the maintenance dose of 2.4 mg at week 20 (baseline) and continued
treatment with semaglutide for 48 weeks (week 20-68) continued losing weight and had a superior
and clinically meaningful reduction in body weight compared to those switched to placebo (see Table
6 and Figure 3). The body weight increased steadily from week 20 to week 68 in patients switching to
placebo at week 20 (baseline). Nevertheless, the observed mean body weight was lower at week 68
than at start of the run-in period (week 0) (see Figure 3). Patients treated with semaglutide from week
0 (run-in) to week 68 (end of treatment) achieved a mean change in body weight of -17.4%, with
weight loss >5% achieved by 87.8%, >10% achieved by 78.0%, >15% achieved by 62.2% and >20%
achieved by 38.6% of these patients.

Table 6 STEP 4: Results from week 20 to week 68

Wegovy Placebo

Full analysis set (N) 535 268
Body weight

Baseline® (kg) 96.5 95.4

Change (%) from baseline™*? -7.9 6.9

Difference (%) from placebo? [95% CI] -14.8 [-16.0; -13.5]* -

Change (kg) from baseline -7.1 6.1

Difference (kg) from placebo? [95% CI] -13.2 [-14.3; -12.0] -
Waist circumference (cm)

Baseline 105.5 104.7

Change from baseline* -6.4 3.3

Difference from placebo? [95% CI] -9.7 [-10.9; -8.5]* -
Systolic blood pressure (mmHg)

Baseline! 121 121

Change from baseline®? 0.5 4.4

Difference from placebo?[95% Cl] -3.9[-5.8; -2.0]* -

* p<0.0001 (unadjusted 2-sided) for superiority,

! Baseline = week 20

2 Estimated using an ANCOVA model using multiple imputation based on all data irrespective of discontinuation of
randomised treatment or initiation of other anti-obesity medication or bariatric surgery.

3 During the trial, randomised treatment was permanently discontinued by 5.8% and 11.6% of patients randomized to
semaglutide 2.4 mg and placebo, respectively. Assuming that all randomised patients stayed on treatment and did not receive
additional anti-obesity therapies, the estimated changes from randomisation to week 68 for body weight based on a Mixed
Model for Repeated Measures including all observations until first discontinuation were -8.1% and 6.5% for semaglutide

2.4 mg and placebo respectively.
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Figure 3 STEP 4: Mean change in body weight (%) from week 0 to week 68

STEP 5: 2-year data

In a 104-week double-blind trial. 304 patients with obesity (BMI >30 kg/m?). or with overweight
(BMI >27 to <30 kg/m?) and at least one weight-related comorbidity, were randomised to semaglutide
or placebo. All patients were on a reduced-calorie diet and increased physical activity throughout the
trial. At baseline. patients had a mean BMI of 38.5 keg/m?._a mean body weight of 106.0 kg.

Treatment with semaglutide for 104 weeks resulted in a superior and clinically meaningful reduction
in body weight compared to placebo. Mean body weight decreased from baseline through to week 68

with semaglutide after which a plateau was reached. With placebo. mean body weight decreased less.
and a plateau was reached after approximately 20 weeks of treatment (see Table 7 and Figure 4).

Patients treated with semaglutide achieved a mean change in body weight of -15.2%. with weight loss
>5% achieved by 74.7%. >10% achieved by 59.2% and >15% achieved by 49.7% of these patients.
Among patients with prediabetes at baseline, 80% and 37% achieved a normo-glycaemic status at end
of treatment with semaglutide and placebo. respectively.

Table 7 STEP 5: Results at week 104

Wegovy Placebo
Full analysis set (N) 152 152
| Body weight
Baseline (kg) 105.6 106.5
Change (%) from baseline’-2 -15.2 2.6
Difference (%) from placebo’ [95% CI] -12.6 [-15.3: -9.81* -
Change (kg) from baseline -16.1 -3.2
Difference (kg) from placebo’ [95% CI] -12.9[-16.1: -9.8] -
Patients (%) achieving weight loss >5%> 74.7* 37.3
Patients (%) achieving weight loss >10%> 59.2% 16.8
Patients (%) achieving weight loss >15%’ 49.7* 9.2

Waist circumference (cm)

Baseline 115.8 115.7
Change from baseline’ -14.4 52
Difference from Elacebol [95% CI] -9.2[-12.2:-6.21* -
Systolic blood pressure (mmHg)

Baseline 126 125
Change from baseline’ -5.7 -1.6
Difference from placebo’ [95% CI] -42[-7.3.-1.0]* -

*p<0.0001 (unadjusted 2-sided) for superiority.
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! Estimated using an ANCOVA model using multiple imputation based on all data irrespective of discontinuation of randomised treatment or

initiation of other anti-obesity medication or banatric surgery.

2 During the trial_randomised treatment was permanently discontinued by 13.2% and 27.0% of patients randomised to semaglutide and
placebo, respectively. Assuming that all randomised patients stayed on treatment and did not receive additional anti-obesity therapies, the
estimated es from randomisation to week 68 for b weight based on a Mixed Model for ted Measures including all

observations until first discontinuation were -16.7% and -0.6% for semaglutide and placebo respectively.

3 Estimated from binary regression model based on same imputation procedure as in primary analysis.
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Figure 4 STEP 5: Mean change in body weight (%) from week 0 to week 104

STEP 8: Semaglutide vs liraglutide

In a 68-week. randomised. open-label. pairwise placebo-controlled trial. 338 patients with obesity
(BMI >30 kg/m?). or with overweight (BMI >27 to <30 kg/m?) and at least one weight-related
comorbidity, were randomised to semaglutide once weekly. liraglutide 3 mg once daily or placebo.
Semaglutide once weekly and liraglutide 3 mg were open-label. but each active treatment group was
double-blinded against placebo administered at the same dosing frequency. All patients were on a
reduced-calorie diet and increased physical activity throughout the trial. At baseline. patients had a
mean BMI of 37.5 ke/m? _a mean body weight of 104.5 kg.

Treatment with semaglutide once weekly for 68 weeks resulted in superior and clinically meaningful

reduction in body weight compared to liraglutide. Mean body weight decreased from baseline through

to week 68 with semaglutide. With liraglutide. mean body weight decreased less (see Table 8). 37.4%
of the patients treated with semaglutide lost >20%. compared to 7.0% treated with liraglutide. Table 8

shows the results of the confirmatory endpoints >10%. >15% and >20% weight loss.

Table 8 STEP 8: Results of a 68-week trial comparing semaglutide with liraglutide

Wegovy Liraglutide 3 mg

Full analysis set (N) 126 127

| Body weight
Baseline (kg) 102.5 103.7
Change (%) from baseline’ > -15. -6.4
Difference (%) from liraglutide' [95% CI] -9.4[-12.0:-6.8]* -
Change (kg) from baseline -15.3 -6.8
Difference (kg) from liraglutide’ [95% CI] -8.5[-11.2:-5.7] -
Patients (%) achieving weight loss >10%’ 69.4* 272
Patients (%) achieving weight loss >15%’ 54.0% 13.4
Patients (%) achieving weight loss >20%’ 37.4* 7.0

* p<0.005 (unadjusted 2-sided) for superiornity
! Estimated using an ANCOVA model using multiple imputation based on all data irrespective of discontinuation of randomised treatment or

nitiation of other anti-obesity medication or banatric surgery.
2 During the trial_randomised treatment was permanently discontinued by 13.5% and 27.6% of patients randomised to semaglutide and
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liraglutide, respectively. Assuming that all randomised patients stayed on treatment and did not receive additional anti-obesity therapies, the
estimated changes from randomisation to week 68 for body weight based on a Mixed Model for Repeated Measures including all
observations until first discontinuation were -16.7% and -6.7% for semaglutide and liraglutide respectively.

3 Estimated from binary regression model based on same imputation procedure as in primary analysis.

Effect on body composition

In a sub-study in STEP 1 (N = 140), body composition was measured using dual energy X-ray
absorptiometry (DEXA). The results of the DEXA assessment showed that treatment with semaglutide
was accompanied by greater reduction in fat mass than in lean body mass leading to an improvement
in body composition compared to placebo after 68 weeks. Furthermore, this reduction in total fat mass
was accompanied by a reduction in visceral fat. These results suggest that most of the total weight loss
was attributable to a reduction in fat tissue, including visceral fat.

Improvement in physical functioning
Semaglutide showed small improvements in physical functioning scores. Physical functioning was
assessed using both the generic health-related quality of life questionnaire Short Form-36v2 Health

Survey, Acute Version (SF-36) and the obesity-specific questionnaire Impact of Weight on Quality of
Life Lite Clinical Trials Version (IWQOL-Lite-CT).

Cardiovascular evaluation
In the SUSTAIN 6 trial, 3,297 patients with insufficiently controlled type 2 diabetes and at high risk of
cardiovascular events were randomised to semaglutide s.c. 0.5 mg or 1 mg once-weekly or placebo in

addition to standard-of-care. The treatment duration was 104 weeks. The mean age was 65 years and
the mean BMI was 33 kg/m?,

The primary endpoint was the time from randomisation to first occurrence of a major adverse
cardiovascular event (MACE): cardiovascular death, non-fatal myocardial infarction or non-fatal
stroke. The total number of the MACE was 254, including 108 (6.6%) with semaglutide and 146
(8.9%) with placebo.

The cardiovascular safety of treatment with semaglutide 0.5 or 1 mg was confirmed as the hazard ratio
(HR) for semaglutide vs. placebo was 0.74, [0.58, 0.95] [95% ClI], driven by a decrease in the rate of
non-fatal stroke and non-fatal myocardial infarction with no difference in cardiovascular death (see
Figure 5).

Patients with event (%)

HR: 074
95% CI1 058: 095

0+

2 Number of subjects at risk
Semaglutide| 1648 1635 1619 1612 1601 1580 1584 1579 1568 1560 1543 1530 1524 1513
Placebo 1649 1635 1616 1600 1586 1575 1567 1553 1534 1520 1508 1493 1479 1466

0 8 16 24 32 40 48 56 64 72 80 88 96 104
Time from randomization (week)

——— Semaglutide Placebo

Figure 5: Kaplan-Maier plot of time to first occurrence of the composite outcome: Cardiovascular
death, non-fatal myocardial infarction or non-fatal stroke (SUSTAIN 6)
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Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Wegovy in one or more subsets of the paediatric population in the treatment of weight management
(see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Compared to native GLP-1, semaglutide has a prolonged half-life of around 1 week making it suitable
for once weekly subcutaneous administration. The principal mechanism of protraction is aloumin
binding, which results in decreased renal clearance and protection from metabolic degradation.
Furthermore, semaglutide is stabilised against degradation by the DPP-4 enzyme.

Absorption

The average semaglutide steady state concentration following s.c. administration of the semaglutide
maintenance dose was approximately 75 nmol/L in patients with overweight (BMI >27 kg/m? to

<30 kg/m?) or obesity (BMI > 30 kg/m?) based on data from phase 3a trials, where 90% of patients
had average concentrations between 51 nmol/L and 110 nmol/L. The steady state exposure of
semaglutide increased proportionally with doses from 0.25 mg up to 2.4 mg once weekly. Steady state
exposure was stable with time as assessed up to week 68. Similar exposure was achieved with s.c.
administration of semaglutide in the abdomen, thigh, or upper arm. The absolute bioavailability of
semaglutide was 89%.

Distribution

The mean volume of distribution of semaglutide following s.c. administration in patients with
overweight or obesity was approximately 12.4 L. Semaglutide is extensively bound to plasma albumin
(>99%).

Metabolism/biotransformation

Prior to excretion, semaglutide is extensively metabolised through proteolytic cleavage of the peptide
backbone and sequential beta-oxidation of the fatty acid side chain. The enzyme neutral endopeptidase
(NEP) was identified as one of the active metabolic enzymes.

Elimination

The primary excretion routes of semaglutide-related material are via the urine and faeces.
Approximately 3% of the absorbed dose was excreted in the urine as intact semaglutide.

The clearance of semaglutide in patients with overweight (BMI >27 kg/m? to <30 kg/m?) or obesity
(BMI >30 kg/m?) was approximately 0.05 L/h. With an elimination half-life of approximately 1 week,
semaglutide will be present in the circulation for approximately 7 weeks after the last dose of 2.4 mg.

Special populations

Elderly
Age had no effect on the pharmacokinetics of semaglutide based on data from phase 3 trials including

patients 18-86 years of age.

Gender, race and ethnicity

Gender, race (White, Black or African American, Asian) and ethnicity (Hispanic or Latino, non-
Hispanic or -Latino) had no effect on the pharmacokinetics of semaglutide based on data from phase
3atrials.
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Body weight
Body weight had an effect on the exposure of semaglutide. Higher body weight was associated with

lower exposure; a 20% difference in body weight between individuals will result in an approximate
18% difference in exposure. The 2.4 mg weekly dose of semaglutide provided adequate systemic
exposures over the body weight range of 54.4—245.6 kg evaluated for exposure response in the clinical
trials.

Renal impairment

Renal impairment did not impact the pharmacokinetics of semaglutide in a clinically relevant manner.
This was shown with a single dose of 0.5 mg semaglutide for patients with different degrees of renal
impairment (mild, moderate, severe or patients in dialysis) compared with patients with normal renal
function. This was also shown for patients with overweight (BMI >27 kg/m? to <30 kg/m?) or obesity
(BMI >30 kg/m?) and mild to moderate renal impairment based on data from phase 3a trials.

Hepatic impairment

Hepatic impairment did not have any impact on the exposure of semaglutide. The pharmacokinetics of
semaglutide were evaluated in patients with different degrees of hepatic impairment (mild, moderate,
severe) and compared with patients with normal hepatic function in a study with a single dose of

0.5 mg semaglutide.

Prediabetes and diabetes
Prediabetes and diabetes did not have any clinically relevant effect on the exposure of semaglutide
based on data from phase 3 trials.

Immunogenicity
Development of anti-semaglutide antibodies when treated with semaglutide occurred infrequently (see

section 4.8) and the response did not appear to influence semaglutide pharmacokinetics.

Paediatrics
Safety and efficacy of semaglutide in children and adolescents below 18 years of age have not been
studied.

5.3 Preclinical safety data

Preclinical data reveal no special hazards for humans based on conventional studies of safety
pharmacology, repeat-dose toxicity or genotoxicity.

Non-lethal thyroid C-cell tumours observed in rodents are a class effect for GLP-1 receptor agonists.
In 2-year carcinogenicity studies in rats and mice, semaglutide caused thyroid C-cell tumours at
clinically relevant exposures. No other treatment-related tumours were observed. The rodent C-cell
tumours are caused by a non-genotoxic, specific GLP-1 receptor mediated mechanism to which
rodents are particularly sensitive. The relevance for humans is considered to be low, but cannot be
completely excluded.

In fertility studies in rats, semaglutide did not affect mating performance or male fertility. In female
rats, an increase in oestrous cycle length and a small reduction in corpora lutea (ovulations) were
observed at doses associated with maternal body weight loss.

In embryo-foetal development studies in rats, semaglutide caused embryotoxicity below clinically
relevant exposures. Semaglutide caused marked reductions in maternal body weight and reductions in
embryonic survival and growth. In foetuses, major skeletal and visceral malformations were observed,
including effects on long bones, ribs, vertebrae, tail, blood vessels and brain ventricles. Mechanistic
evaluations indicated that the embryotoxicity involved a GLP-1 receptor mediated impairment of the
nutrient supply to the embryo across the rat yolk sac. Due to species differences in yolk sac anatomy
and function, and due to lack of GLP-1 receptor expression in the yolk sac of non-human primates,
this mechanism is considered unlikely to be of relevance to humans. However, a direct effect of
semaglutide on the foetus cannot be excluded.

20



In developmental toxicity studies in rabbits and cynomolgus monkeys, increased pregnancy loss and
slightly increased incidence of foetal abnormalities were observed at clinically relevant exposures. The
findings coincided with marked maternal body weight loss of up to 16%. Whether these effects are
related to the decreased maternal food consumption as a direct GLP-1 effect is unknown.

Postnatal growth and development were evaluated in cynomolgus monkeys. Infants were slightly
smaller at delivery but recovered during the lactation period.

In juvenile rats, semaglutide caused delayed sexual maturation in both males and females. These
delays had no impact upon fertility and reproductive capacity of either sex, or on the ability of the
females to maintain pregnancy.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Pre-filled pen, single-dose

Disodium phosphate, dihydrate
Sodium chloride

Hydrochloric acid (for pH adjustment)
Sodium hydroxide (for pH adjustment)
Water for injections

Pre-filled pen, FlexTouch

Disodium phosphate, dihydrate
Propylene glycol

Phenol

Hydrochloric acid (for pH adjustment)
Sodium hydroxide (for pH adjustment)
Water for injection

6.2 Incompatibilities

In the absence of compatibility studies this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

Pre-filled pen, single-dose

2 years.

Wegovy may be stored unrefrigerated for up to 28 days at a temperature not above 30°C. Discard the
pen if it has been out of the refrigerator for more than 28 days.

Pre-filled pen, FlexTouch

Before use: 3 years.
After first use: 6 weeks. Store below 30°C or in a refrigerator (2°C to 8°C).
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6.4  Special precautions for storage

Store in a refrigerator (2°C-8 °C). Keep away from the cooling element.
Do not freeze.

Pre-filled pen, single-dose
Store the pen in the original carton in order to protect from light.

Pre-filled pen, FlexTouch
Keep the pen cap on when the pen is not in use in order to protect it from light.

6.5 Nature and contents of container

Pre-filled pen, single-dose

1 mL glass syringe (type | glass) with attached stainless steel needle, rigid needle shield (type
I1/polyisoprene) and a rubber plunger (type I/chlorobutyl).

Pre-filled pen, FlexTouch (0.25, 0.5 mq)

1.5 mL glass cartridge (type | glass) closed at the one end with a rubber plunger (chlorobutyl) and at
the other end with an aluminium cap with a laminated rubber sheet (bromobutyl/polyisoprene)
inserted. The cartridge is assembled into a disposable pre-filled pen made of polypropylene,
polyoxymethylene, polycarbonate and acrylonitrile butadiene styrene.

Pre-filled pen, FlexTouch (1, 1.7 and 2.4 mq)

3 mL glass cartridge (type I glass) closed at the one end with a rubber plunger (chlorobutyl) and at the
other end with an aluminium cap with a laminated rubber sheet (bromobutyl/polyisoprene) inserted.
The cartridge is assembled into a disposable pre-filled pen made of polypropylene, polyoxymethylene,
polycarbonate and acrylonitrile butadiene styrene.

Pack sizes

Pre-filled pen, single use (0.25,0.5,1, 1.7 and 2.4 mq)
Pack size of 4 pre-filled pens.

Pre-filled pen, FlexTouch (0.25, 0.5, 1 and 1.7 mqg)
Pack size of 1 pre-filled pen and 4 disposable NovoFine Plus needles.

Pre-filled pen, FlexTouch (2.4 mq)

Pack sizes:

1 pre-filled pen and 4 disposable NovoFine Plus needles.

3 pre-filled pens and 12 disposable NovoFine Plus needles.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Wegovy should not be used if it does not appear clear and colourless.
The pen should not be used if it has been frozen.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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Pre-filled pen, single use
The pen is for single-use only.

Pre-filled pen, FlexTouch
This pen is for multi-use. It contains 4 doses.

The patient should be advised to discard the injection needle in accordance with local requirements
after each injection and store the Wegovy pen without an injection needle attached. This may prevent
blocked needles, contamination, infection, leakage of solution and inaccurate dosing.

The pen is for use by one person only.

Wegovy can be administered with 30G, 31G, and 32G disposable needles up to a length of 8 mm.

7. MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsverd
Denmark

8. MARKETING AUTHORISATION NUMBERS

EU/1/21/1608/001
EU/1/21/1608/002
EU/1/21/1608/003
EU/1/21/1608/004
EU/1/21/1608/005
EU/1/21/1608/006
EU/1/21/1608/007
EU/1/21/1608/008
EU/1/21/1608/009
EU/1/21/1608/010
EU/1/21/1608/011

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 06 January 2022

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11

MANUFACTURER OF THE BIOLOGICAL ACTIVE
SUBSTANCE AND MANUFACTURER RESPONSIBLE FOR
BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Novo Nordisk A/S
Hallas Allé

DK-4400 Kalundborg
Denmark

Name and address of the manufacturer responsible for batch release

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveerd
Denmark

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports (PSURS)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union
reference dates (EURD list) provided for under Article 107¢c(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities
and interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation
and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (single-dose)

‘ 1. NAME OF THE MEDICINAL PRODUCT

Wegovy 0.25 mg solution for injection in pre-filled pen
semaglutide

‘ 2. STATEMENT OF ACTIVE SUBSTANCE

Each pre-filled pen contains 0.25 mg semaglutide in 0.5 mL (0.5 mg/mL)

3. LIST OF EXCIPIENTS

Exipients: disodium phosphate dihydrate, sodium chloride, hydrochloric acid/sodium hydroxide (for
pH adjustment), water for injections. See leaflet for further information

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
4 pre-filled pens (1 pen delivers 1 dose)

‘ 5. METHOD AND ROUTE OF ADMINISTRATION

subcutaneous use
once weekly

Read the package leaflet before use
For single use only

Push to open

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNINGS, IF NECESSARY

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze
Keep the pen in the outer carton in order to protect from light
Discard pen after use

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsverd
Denmark

12.  MARKETING AUTHORISATION NUMBER

EU/1/21/1608/001

13. BATCH NUMBER

Batch

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Wegovy 0.25 mg

17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL (single-dose)

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Wegovy 0.25 mg injection
semaglutide
SC

2. METHOD OF ADMINISTRATION

Subcutaneous use
once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Batch

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5mL
(1 dose)

| 6. OTHER

Novo Nordisk A/S
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (single-dose)

1. NAME OF THE MEDICINAL PRODUCT

Wegovy 0.5 mg solution for injection in pre-filled pen
semaglutide

2. STATEMENT OF ACTIVE SUBSTANCE

Each pre-filled pen contains 0.5 mg semaglutide in 0.5 mL (1 mg/mL)

‘ 3. LIST OF EXCIPIENTS

Excipients: disodium phosphate dihydrate, sodium chloride, hydrochloric acid/sodium hydroxide (for
pH adjustment), water for injections. See leaflet for further information

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
4 pre-filled pens (1 pen delivers 1 dose)

5. METHOD AND ROUTE OF ADMINISTRATION

subcutaneous use
once weekly

Read the package leaflet before use
For single use only

Push to open

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNINGS, IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze
Keep the pen in the outer carton in order to protect from light
Discard pen after use

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsverd
Denmark

12.  MARKETING AUTHORISATION NUMBER

EU/1/21/1608/002

13. BATCH NUMBER

Batch

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Wegovy 0.5 mg

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL (single-dose)

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Wegovy 0.5 mg injection
semaglutide
SC

2. METHOD OF ADMINISTRATION

Subcutaneous use
once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Batch

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5mL
(1 dose)

| 6. OTHER

Novo Nordisk A/S
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (single-dose)

1. NAME OF THE MEDICINAL PRODUCT

Wegovy 1 mg solution for injection in pre-filled pen
semaglutide

2. STATEMENT OF ACTIVE SUBSTANCE

Each pre-filled pen contains 1 mg semaglutide in 0.5 mL (2 mg/mL)

‘ 3. LIST OF EXCIPIENTS

Excipients: disodium phosphate dihydrate, sodium chloride, hydrochloric acid/sodium hydroxide (for
pH adjustment), water for injections. See leaflet for further information

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
4 pre-filled pens (1 pen delivers 1 dose)

5. METHOD AND ROUTE OF ADMINISTRATION

subcutaneous use
once weekly

Read the package leaflet before use
For single use only

Push to open

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNINGS, IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze
Keep the pen in the outer carton in order to protect from light
Discard pen after use

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsverd
Denmark

12.  MARKETING AUTHORISATION NUMBER

EU/1/21/1608/003

13. BATCH NUMBER

Batch

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Wegovy 1 mg

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL (single-dose)

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Wegovy 1 mg injection
semaglutide
SC

2. METHOD OF ADMINISTRATION

Subcutaneous use
once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Batch

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.5mL
(1 dose)

| 6. OTHER

Novo Nordisk A/S
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (single-dose)

‘ 1. NAME OF THE MEDICINAL PRODUCT

Wegovy 1.7 mg solution for injection in pre-filled pen
semaglutide

‘ 2. STATEMENT OF ACTIVE SUBSTANCE

Each pre-filled pen contains 1.7 mg semaglutide in 0.75 mL (2.27 mg/mL)

3. LIST OF EXCIPIENTS

Excipients: disodium phosphate dihydrate, sodium chloride, hydrochloric acid/sodium hydroxide (for
pH adjustment), water for injections. See leaflet for further information

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
4 pre-filled pens (1 pen delivers 1 dose)

‘ 5. METHOD AND ROUTE OF ADMINISTRATION

subcutaneous use
once weekly

Read the package leaflet before use
For single use only

Push to open

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNINGS, IF NECESSARY

8. EXPIRY DATE

EXP

37



9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze
Keep the pen in the outer carton in order to protect from light
Discard pen after use

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsverd
Denmark

12.  MARKETING AUTHORISATION NUMBER

EU/1/21/1608/004

13. BATCH NUMBER

Batch

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Wegovy 1.7 mg

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL (single-dose)

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Wegovy 1.7 mg injection
semaglutide
SC

2. METHOD OF ADMINISTRATION

Subcutaneous use
once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Batch

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.75 mL
(1 dose)

| 6. OTHER

Novo Nordisk A/S
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (single-dose)

‘ 1. NAME OF THE MEDICINAL PRODUCT

Wegovy 2.4 mg solution for injection in pre-filled pen
semaglutide

‘ 2. STATEMENT OF ACTIVE SUBSTANCE

Each pre-filled pen contains 2.4 mg semaglutide in 0.75 mL (3.2 mg/mL)

3. LIST OF EXCIPIENTS

Excipients: disodium phosphate dihydrate, sodium chloride, hydrochloric acid/sodium hydroxide (for
pH adjustment), water for injections. See leaflet for further information

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
4 pre-filled pens (1 pen delivers 1 dose)

‘ 5. METHOD AND ROUTE OF ADMINISTRATION

subcutaneous use
once weekly

Read the package leaflet before use
For single use only

Push to open

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children

‘ 7. OTHER SPECIAL WARNINGS, IF NECESSARY

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze
Keep the pen in the outer carton in order to protect from light
Discard pen after use

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsverd
Denmark

12.  MARKETING AUTHORISATION NUMBER

EU/1/21/1608/005

13. BATCH NUMBER

Batch

‘ 14.  GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Wegovy 2.4 mg

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL (single-dose)

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Wegovy 2.4 mg injection
semaglutide
SC

2. METHOD OF ADMINISTRATION

Subcutaneous use
once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Batch

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

0.75 mL
(1 dose)

| 6. OTHER

Novo Nordisk A/S
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (multi-dose pre-filled pen (FlexTouch))

|1

NAME OF THE MEDICINAL PRODUCT

Wegovy 0.25 mg FlexTouch solution for injection in pre-filled pen
semaglutide

| 2.

STATEMENT OF ACTIVE SUBSTANCE

Each pre-filled pen contains 1 mg semaglutide in 1.5 mL (0.68 mg/mL)

3.

LIST OF EXCIPIENTS

Excipients: disodium phosphate dihydrate, propylene glycol, phenol, hydrochloric acid/sodium
hydroxide (for pH adjustment), water for injections. See leaflet for further information

| 4,

PHARMACEUTICAL FORM AND CONTENTS

solution for injection
1 pen and 4 disposable needles (1 pen = 4 doses)

| 5.

METHOD AND ROUTE OF ADMINISTRATION

subcutaneous use
once weekly

Read the package leaflet before use

Use Wegovy once a week

Write the weekday you choose to inject

I injected my weekly dose on the below dates

Open here

Lift here

6.

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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7. OTHER SPECIAL WARNINGS, IF NECESSARY

Do not store the pen with a needle attached.
For use by one person only.

8. EXPIRY DATE

EXP

‘ 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.

After the first use of the pen, store below 30°C. Do not freeze.
Keep the pen cap on in order to protect from light.

Discard pen 6 weeks after first use.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveard
Denmark

12. MARKETING AUTHORISATION NUMBERS

EU/1/21/1608/006

13. BATCH NUMBER

Batch

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Wegovy 0.25 mg FlexTouch

44



‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL (multi-dose pre-filled pen (FlexTouch))

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Wegovy 0.25 mg injection
FlexTouch

semaglutide

SC

2. METHOD OF ADMINISTRATION

Subcutaneous use
once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Batch

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1.5mL
(4 doses)

6. OTHER

Novo Nordisk A/S

46



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (multi-dose pre-filled pen (FlexTouch))

|1

NAME OF THE MEDICINAL PRODUCT

Wegovy 0.5 mg FlexTouch solution for injection in pre-filled pen
semaglutide

| 2.

STATEMENT OF ACTIVE SUBSTANCE

Each pre-filled pen contains 2 mg semaglutide in 1.5 mL (1.34 mg/mL)

3.

LIST OF EXCIPIENTS

Excipients: disodium phosphate dihydrate, propylene glycol, phenol, hydrochloric acid/sodium
hydroxide (for pH adjustment), water for injections. See leaflet for further information

| 4,

PHARMACEUTICAL FORM AND CONTENTS

solution for injection
1 pen and 4 disposable needles (1 pen = 4 doses)

| 5.

METHOD AND ROUTE OF ADMINISTRATION

subcutaneous use
once weekly

Read the package leaflet before use

Use Wegovy once a week

Write the weekday you choose to inject

I injected my weekly dose on the below dates

Open here

Lift here

6.

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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7. OTHER SPECIAL WARNINGS, IF NECESSARY

Do not store the pen with a needle attached.
For use by one person only.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.

After the first use of the pen, store below 30°C. Do not freeze.
Keep the pen cap on in order to protect from light.

Discard pen 6 weeks after first use.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveard
Denmark

12. MARKETING AUTHORISATION NUMBERS

EU/1/21/1608/007

13. BATCH NUMBER

Batch

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Wegovy 0.5 mg FlexTouch
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‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL (multi-dose pre-filled pen (FlexTouch))

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Wegovy 0.5 mg injection
FlexTouch

semaglutide

SC

2. METHOD OF ADMINISTRATION

Subcutaneous use
once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Batch

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1.5mL
(4 doses)

6. OTHER

Novo Nordisk A/S
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (multi-dose pre-filled pen (FlexTouch))

|1

NAME OF THE MEDICINAL PRODUCT

Wegovy 1 mg FlexTouch solution for injection in pre-filled pen
semaglutide

| 2.

STATEMENT OF ACTIVE SUBSTANCE

Each pre-filled pen contains 4 mg semaglutide in 3 mL (1.34 mg/mL)

3.

LIST OF EXCIPIENTS

Excipients: disodium phosphate dihydrate, propylene glycol, phenol, hydrochloric acid/sodium
hydroxide (for pH adjustment), water for injections. See leaflet for further information

| 4,

PHARMACEUTICAL FORM AND CONTENTS

solution for injection
1 pen and 4 disposable needles (1 pen = 4 doses)

| 5.

METHOD AND ROUTE OF ADMINISTRATION

subcutaneous use
once weekly

Read the package leaflet before use

Use Wegovy once a week

Write the weekday you choose to inject

I injected my weekly dose on the below dates

Open here

Lift here

6.

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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7. OTHER SPECIAL WARNINGS, IF NECESSARY

Do not store the pen with a needle attached.
For use by one person only.

8. EXPIRY DATE

EXP

‘ 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.

After the first use of the pen, store below 30°C. Do not freeze.
Keep the pen cap on in order to protect from light.

Discard pen 6 weeks after first use.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveard
Denmark

12. MARKETING AUTHORISATION NUMBERS

EU/1/21/1608/008

13. BATCH NUMBER

Batch

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Wegovy 1 mg FlexTouch
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‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL (multi-dose pre-filled pen (FlexTouch))

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Wegovy 1 mg injection
FlexTouch

semaglutide

SC

2. METHOD OF ADMINISTRATION

Subcutaneous use
once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Batch

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

3mL
(4 doses)

6. OTHER

Novo Nordisk A/S
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (multi-dose pre-filled pen (FlexTouch))

|1

NAME OF THE MEDICINAL PRODUCT

Wegovy 1.7 mg FlexTouch solution for injection in pre-filled pen
semaglutide

| 2.

STATEMENT OF ACTIVE SUBSTANCE

Each pre-filled pen contains 6.8 mg semaglutide in 3 mL (2.27 mg/mL)

3.

LIST OF EXCIPIENTS

Excipients: disodium phosphate dihydrate, propylene glycol, phenol, hydrochloric acid/sodium
hydroxide (for pH adjustment), water for injections. See leaflet for further information

| 4,

PHARMACEUTICAL FORM AND CONTENTS

solution for injection
1 pen and 4 disposable needles (1 pen = 4 doses)

| 5.

METHOD AND ROUTE OF ADMINISTRATION

subcutaneous use
once weekly

Read the package leaflet before use

Use Wegovy once a week

Write the weekday you choose to inject

I injected my weekly dose on the below dates

Open here

Lift here

6.

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.
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7. OTHER SPECIAL WARNINGS, IF NECESSARY

Do not store the pen with a needle attached.
For use by one person only.

8. EXPIRY DATE

EXP

‘ 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.

After the first use of the pen, store below 30°C. Do not freeze.
Keep the pen cap on in order to protect from light.

Discard pen 6 weeks after first use.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveard
Denmark

12. MARKETING AUTHORISATION NUMBERS

EU/1/21/1608/009

13. BATCH NUMBER

Batch

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Wegovy 1.7 mg FlexTouch
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‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

57



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL (multi-dose pre-filled pen (FlexTouch))

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Wegovy 1.7 mg injection
FlexTouch

semaglutide

SC

2. METHOD OF ADMINISTRATION

Subcutaneous use
once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Batch

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

3mL
(4 doses)

6. OTHER

Novo Nordisk A/S
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON (multi-dose pre-filled pen (FlexTouch))

‘ 1. NAME OF THE MEDICINAL PRODUCT

Wegovy 2.4 mg FlexTouch solution for injection in pre-filled pen
semaglutide

‘ 2. STATEMENT OF ACTIVE SUBSTANCE

Each pre-filled pen contains 9.6 mg semaglutide in 3 mL (3.2 mg/mL)

3. LIST OF EXCIPIENTS

Excipients: disodium phosphate dihydrate, propylene glycol, phenol, hydrochloric acid/sodium
hydroxide (for pH adjustment), water for injections. See leaflet for further information

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

solution for injection
1 pen and 4 disposable needles (1 pen = 4 doses)
3 pens and 12 disposable needles (1 pen = 4 doses)

‘ 5. METHOD AND ROUTE OF ADMINISTRATION

subcutaneous use
once weekly

Read the package leaflet before use

Use Wegovy once a week

Write the weekday you choose to inject

I injected my weekly dose on the below dates

Open here
Lift here
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6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNINGS, IF NECESSARY

Do not store the pen with a needle attached.
For use by one person only.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.

After the first use of the pen, store below 30°C. Do not freeze.
Keep the pen cap on in order to protect from light.

Discard pen 6 weeks after first use.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novo Nordisk A/S
Novo Allé
DK-2880 Bagsveard
Denmark

12. MARKETING AUTHORISATION NUMBERS

EU/1/21/1608/010 1 pen and 4 disposable needles
EU/1/21/1608/011 3 pens and 12 disposable needles

13. BATCH NUMBER

Batch

14.  GENERAL CLASSIFICATION FOR SUPPLY
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‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Wegovy 2.4 mg FlexTouch

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED PEN LABEL (multi-dose pre-filled pen (FlexTouch))

‘ 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE OF ADMINISTRATION

Wegovy 2.4 mg injection
FlexTouch

semaglutide

SC

2. METHOD OF ADMINISTRATION

Subcutaneous use
once weekly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Batch

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

3mL
(4 doses)

6. OTHER

Novo Nordisk A/S
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Wegovy 0.25 mg solution for injection in pre-filled pen
Wegovy 0.5 mg solution for injection in pre-filled pen
Wegovy 1 mg solution for injection in pre-filled pen
Wegovy 1.7 mg solution for injection in pre-filled pen
Wegovy 2.4 mg solution for injection in pre-filled pen
semaglutide

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Wegovy is and what it is used for

What you need to know before you use Wegovy
How to use Wegovy

Possible side effects

How to store Wegovy

Contents of the pack and other information

oapwNE

1.  What Wegovy is and what it is used for

What Wegovy is

Wegovy is a medicine for weight loss and weight maintenance that contains the active substance
semaglutide. It is similar to a natural hormone called glucagon-like peptide-1 (GLP-1) that is released
from the intestine after a meal. It works by acting on targets (receptors) in the brain that control your
appetite, causing you to feel fuller and less hungry and experience less craving for food. This will help
you eat less food and reduce your body weight.

What Wegovy is used for

Wegovy is used together with diet and physical activity for weight loss and to help keep the weight

under control. It is used in adults, who have

. a BMI of 30 kg/m?2 or greater (obesity) or

. a BMI of at least 27 kg/m? but less than 30 kg/m? (overweight) who have weight-related health
problems (such as diabetes, high blood pressure, abnormal levels of fats in the blood, breathing
problems during sleep called “obstructive sleep apnoea’ or a history of heart attack, stroke or
blood vessel problems).

BMI (Body Mass Index) is a measure of your weight in relation to your height.
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2.

What you need to know before you use Wegovy

Do not use Wegovy

if you are allergic to semaglutide or any of the other ingredients of this medicine (listed in
section 6).

Warnings and precautions
Talk to your doctor, pharmacist or nurse before using Wegovy.

The use of Wegovy is not recommended if you:

use other products for weight loss,
have type 1 diabetes,

have severely reduced kidney function,
have severely reduced liver function,
have severe heart failure,

have diabetic eye disease (retinopathy).

There is little experience with Wegovy in patients:

of 75 years and older,

with liver problems,

with severe stomach or gut problem which results in delayed stomach emptying (called
gastroparesis), or if you have an inflammatory bowel disease.

Please consult your doctor if one of the above applies to you.

Dehydration

During treatment with Wegovy, you may feel sick (hausea) or be sick (vomiting), or have
diarrhoea. These side effects can cause dehydration (loss of fluids). It is important that you
drink enough fluids to prevent dehydration. This is especially important if you have kidney
problems. Talk to your doctor if you have any questions or concerns.

Inflammation of the pancreas
If you have severe and on-going pain in the stomach area (see section 4) — see a doctor straight
away as this could be a sign of inflamed pancreas (acute pancreatitis).

People with type 2 diabetes

Wegovy cannot be used as a substitute for insulin. Do not use Wegovy in combination with
other medicines that contain GLP-1 receptor agonists (such as liraglutide, dulaglutide, exenatide
or lixisenatide).

Low blood sugar (hypoglycaemia)

Taking a sulfonylurea or an insulin with Wegovy might increase the risk of getting low blood
sugar levels (hypoglycaemia). Please see section 4 for the warning signs of low blood sugar
levels. Your doctor may ask you to test your blood sugar levels. This will help your doctor
decide if the dose of the sulfonylurea or insulin needs to be changed to reduce the risk of low
blood sugar.

Diabetic eye disease (retinopathy)

If you have diabetic eye disease and are using insulin, this medicine may lead to a worsening of
your vision, and this may require treatment. Fast improvements in blood sugar control may lead
to a temporary worsening of diabetic eye disease. If you have diabetic eye disease and
experience eye problems while taking this medicine, talk to your doctor.

Children and adolescents
This medicine is not recommended in children and adolescents under 18 years as the safety and
effectiveness in this age group have not been established.
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Other medicines and Wegovy
Tell your doctor, pharmacist or nurse if you are using, have recently used or might use any other
medicines.

In particular, tell your doctor, pharmacist or nurse if you are using medicines containing the following:

. Warfarin or other similar medicines taken by mouth to reduce blood clotting (oral anti-
coagulants). When you start treatment with e.g. wafarin or similar medicines, frequent blood
testing to determine the ability of your blood to clot may be required.

Pregnancy and breast-feeding

This medicine should not be used during pregnancy, as it is not known if it may affect your unborn
child. Therefore, it is recommended to use contraception while using this medicine. If you wish to
become pregnant, you should stop using this medicine at least two months in advance. If you become
or are pregnant, think you may be pregnant or are planning to have a baby when using this medicine,
talk to your doctor straight away, as your treatment will need to be stopped.

Do not use this medicine if you are breast-feeding, as it is unknown if it passes into breast milk.

Driving and using machines

Wegovy is unlikely to affect your ability to drive and use machines. Some patients may feel dizzy
when taking Wegovy mainly during the first 4 months of treatment (see section 4). If you feel dizzy be
extra careful while driving or using machines. If you need any further information, talk to your doctor,
pharmacist or nurse.

People with type 2 diabetes

If you use this medicine in combination with a sulfonylurea or insulin, low blood sugar
(hypoglycaemia) may occur which may reduce your ability to concentrate. Avoid driving or using
machines if you get any signs of low blood sugar. See section 2, “Warnings and precautions’ for
information on increased risk of low blood sugar and section 4 for the warning signs of low blood
sugar. Talk to your doctor for further information.

Wegovy contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially ‘sodium-
free’.

3. How to use Wegovy

Always use this medicine exactly as your doctor has told you. Check with your doctor, pharmacist or
nurse if you are not sure.

How much to use

The recommended dose is 2.4 mg once weekly.

Your treatment will start at a low dose which will be gradually increased over 16 weeks of treatment.
. When you first start using Wegovy, the starting dose is 0.25 mg once weekly.

. Your doctor will instruct you to gradually increase your dose every 4 weeks until you reach the
recommended dose of 2.4 mg once weekly.

. Once you reach the recommended dose of 2.4 mg, do not increase this dose further.

. In case you are feeling very bothered by sickness (nausea) or by being sick (vomiting) talk with

your doctor about delaying dose escalation or lowering to the previous dose until symptoms
have improved.
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Usually, you will be told to follow the table below.

Dose escalation Weekly dose
Week 1-4 0.25 mg
Week 5-8 0.5 mg
Week 9-12 1mg

Week 13-16 1.7mg

From week 17 2.4 mg

Your doctor will assess your treatment on a regular basis.
How Wegovy is given

Wegovy is given as an injection under the skin (subcutaneous injection). Do not inject it into a vein or

muscle.

. The best places to give the injection are the front of your upper arm, upper legs or stomach.

. Before you use the pen for the first time, your doctor, pharmacist or nurse will show you how to
use it.

Detailed instructions on how to use the pen are on the other side of this leaflet.

People with type 2 diabetes
Tell your doctor if you have type 2 diabetes. Your doctor may adjust the dose of your diabetes
medicines to prevent you from getting low blood sugar.

When to use Wegovy
. You should use this medicine once a week and if possible, on the same day each week.
. You can give yourself the injection at any time of the day — regardless of meals.

If necessary, you can change the day of your weekly injection of this medicine as long as it has been at
least 3 days since your last injection. After selecting a hew dosing day, continue with once a week
dosing.

If you use more Wegovy than you should
Talk to your doctor straight away. You may get side effects such as feeling sick (nausea), being sick
(vomiting) or have diarrhoea, which may cause dehydration (loss of fluids).

If you forget to use Wegovy
If you forgot to inject a dose and:

. it is 5 days or less since you should have used Wegovy, use it as soon as you remember. Then
inject your next dose as usual on your scheduled day.
. it is more than 5 days since you should have used Wegovy, skip the missed dose. Then inject

your next dose as usual on your next scheduled day.
Do not use a double dose to make up for a forgotten dose.

If you stop using Wegovy
Do not stop using this medicine without talking to your doctor.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.
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4, Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Serious side effects

Common (may affect up to 1 in 10 people)

. Complications of diabetic eye disease (diabetic retinopathy). If you have diabetes you should
inform your doctor if you experience eye problems, such as changes in vision, during treatment
with this medicine.

Uncommon (may affect up to 1 in 100 people)

. Inflamed pancreas (acute pancreatitis). Signs of inflamed pancreas may include severe and long-
lasting pain in your stomach, the pain may move to your back. You should see your doctor
immediately if you experience such symptoms.

Rare (may affect up to 1 in 1,000 people)

. Severe allergic reactions (anaphylactic reactions, angioedema). You should seek immediate
medical help and inform your doctor straight away if you get symptoms such as breathing
difficulty, swelling, light-headedness, fast heartbeat, sweating and loss of consciousness or rapid
swelling under the skin in areas such as the face, throat, arms and legs, which can be life
threatening if throat swelling blocks the airway.

Other side effects

Very common (may affect more than 1 in 10 people)
. headache

. feeling sick (nausea)

. being sick (vomiting)

. diarrhoea

. constipation

. stomach pain

. feeling weak or tired

— these are mainly seen during dose escalation and usually go away over time.

Common (may affect up to 1 in 10 people)
. feeling dizzy

. upset stomach or indigestion

. burping

. gas (flatulence)

. bloating of the stomach

. inflamed stomach (‘gastritis’) — the signs include stomach-ache, feeling sick (nausea) or being
sick (vomiting)

. reflux or heartburn — also called ‘gastro-oesophageal reflux disease’

. gallstones

. hair loss

. injection site reactions

. low blood sugar (hypoglycaemia) in patients with type 2 diabetes.

The warning signs of low blood sugar may come on suddenly. They can include: cold sweat, cool pale
skin, headache, fast heartbeat, feeling sick (nausea) or very hungry, changes in vision, feeling sleepy or
weak, feeling nervous, anxious or confused, difficulty concentrating or shaking.

Your doctor will tell you how to treat low blood sugar and what to do if you notice these warning
signs.

Low blood sugar is more likely to happen if you also take a sulfonylurea or insulin. Your doctor may
reduce your dose of these medicines before you start using this medicine.
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Uncommon (may affect up to 1 in 100 people)

. low blood pressure

. feeling dizzy or lightheaded on standing or sitting up because of a drop in blood pressure
. fast heartbeat

. increase of pancreatic enzymes (such as lipase and amylase) shown in blood tests.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Wegovy

Keep this medicine out of the sight and reach of children.
Do not use this medicine after the expiry date which is stated on the pen label and carton after ‘EXP’.
The expiry date refers to the last day of that month.

Store in a refrigerator (2°C — 8°C). Do not freeze. Keep away from the cooling element. Always store
the pen in the original carton in order to protect from light.

Wegovy may be stored unrefrigerated for up to 28 days at a temperature not above 30°C.

Discard the pen if it has been exposed to light or temperatures above 30°C, has been out of the
refrigerator for more than 28 days, or has been frozen.

Do not use this medicine if you notice that the solution is not clear and colourless.

After use: The pen is for single use and contains one dose only. Discard pen after use.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Wegovy contains

- The active substance is semaglutide.

Wegovy 0.25 mg solution for injection
Each pre-filled pen contains 0.25 mg semaglutide in 0.5 mL (0.5 mg/mL).

Wegovy 0.5 mg solution for injection
Each pre-filled pen contains 0.5 mg semaglutide in 0.5 mL (1 mg/mL).

Wegovy 1 mg solution for injection
Each pre-filled pen contains 1 mg semaglutide in 0.5 mL (2 mg/mL).

Wegovy 1.7 mq solution for injection
Each pre-filled pen contains 1.7 mg semaglutide in 0.75 mL (2.27 mg/mL).

Wegovy 2.4 mg solution for injection
Each pre-filled pen contains 2.4 mg of semaglutide in 0.75 mL (3.2 mg/mL).

— The other ingredients are disodium phosphate dihydrate, sodium chloride, hydrochloric
acid/sodium hydroxide (for pH adjustment), water for injections. See also section 2 ‘Wegovy
contains sodium’ for information on sodium.
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What Wegovy looks like and contents of the pack
Wegovy is a clear and colourless solution for injection in a pre-filled disposable pen.

Each pen contains one dose only.

Pack size of 4 pre-filled pens.

Marketing Authorisation Holder and Manufacturer
Novo Nordisk A/S

Novo Allé

DK-2880 Bagsveard
Denmark

This leaflet was last revised in
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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Package leaflet: Information for the patient

Wego

Wegovy 0.25 mg solution for injection in pre-filled pen
Wegovy 0.5 mg solution for injection in pre-filled pen
Wegovy 1 mg solution for injection in pre-filled pen
Wegovy 1.7 mg solution for injection in pre-filled pen
Wegovy 2.4 mg solution for injection in pre-filled pen
semaglutide

. Pull out to get started

Use Wegovy one time each week [ 4 j

Instructions on how to use Wegovy pen
Important information before you start
The package contains one package leaflet and four Wegovy pre-filled pens.

This part of the package leaflet instructs on how to use the pen. For further information regarding your
medicine please refer to the other side of this package leaflet.

Each pen is only to be used once.
It comes with:

. one pre-set dose.
. a needle cover that hides the built-in needle before, during and after use.
. an automatic dosing mechanism that starts when the needle cover is pressed against your skin

as described by your doctor or nurse.
When injecting the dose, a yellow bar will appear in the pen window. Do not lift the pen before the
yellow bar has stopped moving. If you do, the automatic dosing will continue, but you may not receive
your full dose.

The needle cover will lock when the pen is removed from your skin. You cannot pause the injection
and restart it later.

People who are blind or have vision problems should not use Wegovy pen without help from a person
trained to use Wegovy.

Always follow these user instructions and any directions given by your doctor or nurse.
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_ Before use  After use
Expiry date

(on the back)
Check that Wegovy
has not expired

Always check you
have the correct
medicine and dose
strength. Either:
s e s
i |

Pen window
Check that
the yellow bar

Pen window -y has stopped
Check that Wegovy H_ﬂlol‘(llllg to
is clear and colourless. Inake sure

you received
your full dose

Air bubbles are
normal. They do not
affect your dose.

Needle cover Needle

Needle is cover

hidden inside Locks
after use

Pen cap
Remove it just
before injecting

Wegovy

EXP/ XX/XXXX
Batch: AB1234

1 mg 1.7 mg 2.4mg
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How to use your Wegovy

1. Prepare for your injection. 2. Remove pen cap.

Check your Wegovy pen and be careful not to use Pull the pen cap straight
your pen if: off your pen.
1. it has expired

2. it appears to have been used or damaged, e.g. if
it has been dropped or stored incorrectly

3. the medicine looks cloudy.

Choose your injection site

Choose an injection site in one of the body areas

marked below. You can choose your upper arms,

upper legs or stomach (keep a 5 cm distance from

your belly button). ! I

You may inject in the same body area each week,
but make sure it is not in the same spot as used the

last time. O ', ﬂ

UPppET arms =t |'

Stomach 0
Upper legs ———+
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3. Inject Wegovy. The injection
takes about

-10 seconds

Press the pen firmly against your skin

until the yellow bar has
stopped moving.

!
If the yellow bar does not start | Click 1
moving, press the pen more firmly ——
against your skin. The injection

starts.

' Click 2
NS
Keep holding for a
] few seconds until
1 yellow bar stops >
I moving. ="

Yellow bar has
stopped moving. The
injection is complete.
Lift the pen slowly and
safely dispose of the

pen.

How do I handle my pen safely?

For information regarding your medicine please refer to the other side of this package leaflet.

The pen is for a single injection of Wegovy under the skin once a week and should be used by
one person only.

Always refer to the instructions on the other side of this package leaflet and ensure you have
been shown how to use these pens by your doctor or nurse.

Always keep Wegovy pens out of sight and reach of children. Also, keep the pen cap away from
children to prevent them from swallowing it.

Treat your pen with care and do not expose it to any kind of liquid. Rough handling or misuse
may cause your pen to give less than the full dose or no dose at all.
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. Keep the pen cap on until you are ready to inject. Your pen will no longer be sterile if you store
an unused pen without the cap, if you pull the pen cap off and put it on again, or if the pen cap is
missing. This could lead to an infection.

. Be careful when handling your pen before use and do not touch the needle or the needle cover.
The hidden needle can cause needle stick injuries.

. Each pen contains one weekly dose and cannot be reused. Dispose of it after use.

How do | store my unused pens?

For information regarding storage see section 5 on the other side of this package leaflet.

How do | dispose of my pens?

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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Package leaflet: Information for the patient

Wegovy 0.25 mg FlexTouch solution for injection in pre-filled pen
Wegovy 0.5 mg FlexTouch solution for injection in pre-filled pen
Wegovy 1 mg FlexTouch solution for injection in pre-filled pen
Wegovy 1.7 mg FlexTouch solution for injection in pre-filled pen
Wegovy 2.4 mg FlexTouch solution for injection in pre-filled pen
semaglutide

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Wegovy is and what it is used for

What you need to know before you use Wegovy
How to use Wegovy

Possible side effects

How to store Wegovy

Contents of the pack and other information
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1.  What Wegovy is and what it is used for

What Wegovy is

Wegovy is a medicine for weight loss and weight maintenance that contains the active substance
semaglutide. It is similar to a natural hormone called glucagon-like peptide-1 (GLP-1) that is released
from the intestine after a meal. It works by acting on targets (receptors) in the brain that control your
appetite, causing you to feel fuller and less hungry and experience less craving for food. This will help
you eat less food and reduce your body weight.

What Wegovy is used for

Wegovy is used together with diet and physical activity for weight loss and to help keep the weight

under control. It is used in adults, who have

. a BMI of 30 kg/m2 or greater (obesity) or

. a BMI of at least 27 kg/m2 but less than 30 kg/m?2 (overweight) who have weight-related health
problems (such as diabetes, high blood pressure, abnormal levels of fats in the blood, breathing
problems during sleep called ‘obstructive sleep apnoea’ or a history of heart attack, stroke or
blood vessel problems).

BMI (Body Mass Index) is a measure of your weight in relation to your height.
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2. What you need to know before you use Wegovy

Do not use Wegovy
. if you are allergic to semaglutide or any of the other ingredients of this medicine (listed in
section 6).

Warnings and precautions
Talk to your doctor, pharmacist or nurse before using Wegovy.

The use of Wegovy is not recommended if you:
. use other products for weight loss,
. have type 1 diabetes,

. have severely reduced kidney function,
. have severely reduced liver function,

. have severe heart failure,

. have diabetic eye disease (retinopathy).

There is little experience with Wegovy in patients:

. of 75 years and older,

. with liver problems,

. with severe stomach or gut problem which results in delayed stomach emptying (called
gastroparesis), or if you have an inflammatory bowel disease.

Please consult your doctor if one of the above applies to you.

. Dehydration
During treatment with Wegovy, you may feel sick (hausea) or be sick (vomiting), or have
diarrhoea. These side effects can cause dehydration (loss of fluids). It is important that you
drink enough fluids to prevent dehydration. This is especially important if you have kidney
problems. Talk to your doctor if you have any questions or concerns.

. Inflammation of the pancreas

If you have severe and on-going pain in the stomach area (see section 4) — see a doctor straight

away as this could be a sign of inflamed pancreas (acute pancreatitis).

. People with type 2 diabetes
Wegovy cannot be used as a substitute for insulin. Do not use Wegovy in combination with

other medicines that contain GLP-1 receptor agonists (such as liraglutide, dulaglutide, exenatide

or lixisenatide).

. Low blood sugar (hypoglycaemia)
Taking a sulfonylurea or an insulin with Wegovy might increase the risk of getting low blood
sugar levels (hypoglycaemia). Please see section 4 for the warning signs of low blood sugar
levels. Your doctor may ask you to test your blood sugar levels. This will help your doctor
decide if the dose of the sulfonylurea or insulin needs to be changed to reduce the risk of low
blood sugar.

. Diabetic eye disease (retinopathy)

If you have diabetic eye disease and are using insulin, this medicine may lead to a worsening of
your vision, and this may require treatment. Fast improvements in blood sugar control may lead

to a temporary worsening of diabetic eye disease. If you have diabetic eye disease and
experience eye problems while taking this medicine, talk to your doctor.

Children and adolescents

This medicine is not recommended in children and adolescents under 18 years as the safety and
effectiveness in this age group have not been established.
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Other medicines and Wegovy
Tell your doctor, pharmacist or nurse if you are using, have recently used or might use any other
medicines.

In particular, tell your doctor, pharmacist or nurse if you are using medicines containing the following:

. Warfarin or other similar medicines taken by mouth to reduce blood clotting (oral anti-
coagulants). When you start treatment with e.g. wafarin or similar medicines, frequent blood
testing to determine the ability of your blood to clot may be required.

Pregnancy and breast-feeding

This medicine should not be used during pregnancy, as it is not known if it may affect your unborn
child. Therefore, it is recommended to use contraception while using this medicine. If you wish to
become pregnant, you should stop using this medicine at least two months in advance. If you become
or are pregnant, think you may be pregnant or are planning to have a baby when using this medicine,
talk to your doctor straight away, as your treatment will need to be stopped.

Do not use this medicine if you are breast-feeding, as it is unknown if it passes into breast milk.

Driving and using machines

Wegovy is unlikely to affect your ability to drive and use machines. Some patients may feel dizzy
when taking Wegovy mainly during the first 4 months of treatment (see section 4). If you feel dizzy be
extra careful while driving or using machines. If you need any further information, talk to your doctor,
pharmacist or nurse.

People with type 2 diabetes

If you use this medicine in combination with a sulfonylurea or insulin, low blood sugar
(hypoglycaemia) may occur which may reduce your ability to concentrate. Avoid driving or using
machines if you get any signs of low blood sugar. See section 2, “Warnings and precautions’ for
information on increased risk of low blood sugar and section 4 for the warning signs of low blood
sugar. Talk to your doctor for further information.

Wegovy contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially ‘sodium-
free’.

3. How to use Wegovy

Always use this medicine exactly as your doctor has told you. Check with your doctor, pharmacist or
nurse if you are not sure.

How much to use

The recommended dose is 2.4 mg once weekly.

Your treatment will start at a low dose which will be gradually increased over 16 weeks of treatment.
. When you first start using Wegovy, the starting dose is 0.25 mg once weekly.

. Your doctor will instruct you to gradually increase your dose every 4 weeks until you reach the
recommended dose of 2.4 mg once weekly.

. Once you reach the recommended dose of 2.4 mg, do not increase this dose further.

. In case you are feeling very bothered by sickness (nausea) or by being sick (vomiting) talk with

your doctor about delaying dose escalation or lowering to the previous dose until symptoms
have improved.
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Usually, you will be told to follow the table below.

Dose escalation Weekly dose
Week 1-4 0.25 mg
Week 5-8 0.5 mg
Week 9-12 1mg

Week 13-16 1.7mg

From week 17 2.4 mg

Your doctor will assess your treatment on a regular basis.
How Wegovy is given

Wegovy is given as an injection under the skin (subcutaneous injection). Do not inject it into a vein or

muscle.

. The best places to give the injection are the front of your upper arm, upper legs or stomach.

. Before you use the pen for the first time, your doctor, pharmacist or nurse will show you how to
use it.

Detailed instructions on how to use the pen are on the other side of this leaflet.

People with type 2 diabetes
Tell your doctor if you have type 2 diabetes. Your doctor may adjust the dose of your diabetes
medicines to prevent you from getting low blood sugar.

When to use Wegovy
. You should use this medicine once a week and if possible, on the same day each week.
. You can give yourself the injection at any time of the day — regardless of meals.

If necessary, you can change the day of your weekly injection of this medicine as long as it has been at
least 3 days since your last injection. After selecting a new dosing day, continue with once a week
dosing.

If you use more Wegovy than you should
Talk to your doctor straight away. You may get side effects such as feeling sick (nausea), being sick
(vomiting) or have diarrhoea, which may cause dehydration (loss of fluids).

If you forget to use Wegovy
If you forgot to inject a dose and:

. it is 5 days or less since you should have used Wegovy, use it as soon as you remember. Then
inject your next dose as usual on your scheduled day.
. it is more than 5 days since you should have used Wegovy, skip the missed dose. Then inject

your next dose as usual on your next scheduled day.
Do not use a double dose to make up for a forgotten dose.

If you stop using Wegovy
Do not stop using this medicine without talking to your doctor.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4, Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
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Serious side effects

Common (may affect up to 1 in 10 people)

. Complications of diabetic eye disease (diabetic retinopathy). If you have diabetes you should
inform your doctor if you experience eye problems, such as changes in vision, during treatment
with this medicine.

Uncommon (may affect up to 1 in 100 people)

. Inflamed pancreas (acute pancreatitis). Signs of inflamed pancreas may include severe and long-
lasting pain in your stomach, the pain may move to your back. You should see your doctor
immediately if you experience such symptoms.

Rare (may affect up to 1 in 1,000 people)
Severe allergic reactions (anaphylactic reactions, angioedema). You should seek immediate
medical help and inform your doctor straight away if you get symptoms such as breathing
difficulty, swelling, light-headedness, fast heartbeat, sweating and loss of consciousness or rapid
swelling under the skin in areas such as the face, throat, arms and legs, which can be life
threatening if throat swelling blocks the airway.

Other side effects

Very common (may affect more than 1 in 10 people)
. headache

feeling sick (hausea)

being sick (vomiting)

diarrhoea
constipation

. stomach pain

. feeling weak or tired

— these are mainly seen during dose escalation and usually go away over time.

Common (may affect up to 1 in 10 people)
. feeling dizzy

. upset stomach or indigestion

. burping

. gas (flatulence)

. bloating of the stomach

. inflamed stomach (“gastritis”) — the signs include stomach-ache, feeling sick (nausea) or being
sick (vomiting)

. reflux or heartburn — also called ‘gastro-oesophageal reflux disease’

. gallstones

. hair loss

. injection site reactions

. low blood sugar (hypoglycaemia) in patients with type 2 diabetes.

The warning signs of low blood sugar may come on suddenly. They can include: cold sweat, cool pale
skin, headache, fast heartbeat, feeling sick (nausea) or very hungry, changes in vision, feeling sleepy or
weak, feeling nervous, anxious or confused, difficulty concentrating or shaking.

Your doctor will tell you how to treat low blood sugar and what to do if you notice these warning
signs.

Low blood sugar is more likely to happen if you also take a sulfonylurea or insulin. Your doctor may
reduce your dose of these medicines before you start using this medicine.

Uncommon (may affect up to 1 in 100 people)

. low blood pressure
. feeling dizzy or lightheaded on standing or sitting up because of a drop in blood pressure
. fast heartbeat
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. increase of pancreatic enzymes (such as lipase and amylase) shown in blood tests.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Wegovy

Keep this medicine out of the sight and reach of children.
Do not use this medicine after the expiry date which is stated on the pen label and carton after ‘EXP’.
The expiry date refers to the last day of that month.

Before opening
Store in a refrigerator (2°C — 8°C). Do not freeze. Keep away from the cooling element.

During use

. You can keep the pen for 6 weeks when stored at a temperature below 30°C or in a refrigerator
(2°C - 8°C) away from the cooling element. Do not freeze Wegovy and do not use it if it has
been frozen.

. When you are not using the pen, keep the pen cap on in order to protect from light.

Do not use this medicine if you notice that the solution is not clear and colourless.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment

6. Contents of the pack and other information

What Wegovy contains

- The active substance is semaglutide.

Wegovy 0.25 mg FlexTouch solution for injection
Each pre-filled pen contains 1 mg semaglutide in 1.5 mL (0.68 mg/mL).

Wegovy 0.5 mg FlexTouch solution for injection
Each pre-filled pen contains 2 mg semaglutide in 1.5 mL (1.34 mg/mL).

Wegovy 1 mg FlexTouch solution for injection
Each pre-filled pen contains 4 mg semaglutide in 3 mL (1.34 mg/mL).

Wegovy 1.7 mg FlexTouch solution for injection
Each pre-filled pen contains 6.8 mg semaglutide in 3 mL (2.27 mg/mL).

Wegovy 2.4 mg FlexTouch solution for injection
Each pre-filled pen contains 9.6 mg of semaglutide in 3 mL (3.2 mg/mL).

— The other ingredients are disodium phosphate dihydrate, propylene glycol, phenol, hydrochloric
acid/sodium hydroxide (for pH adjustment), water for injections. See also section 2 ‘Wegovy
contains sodium’ for information on sodium.

What Wegovy looks like and contents of the pack
Wegovy is a clear and colourless solution for injection in a pre-filled pen.

Each pre-filled pen contains 4 doses.
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Wegovy 0.25, 0.5, 1 and 1.7 mg FlexTouch solution for injection is available in the following pack
1 pre-filled pen and 4 disposable NovoFine Plus needles.

Wegovy 2.4 mg FlexTouch solution for injection is available in the following pack sizes:
1 pre-filled pen and 4 disposable NovoFine Plus needles.
3 pre-filled pens and 12 disposable NovoFine Plus needles

Not all pack sizes may be marketed.

Marketing Authorisation Holder and Manufacturer
Novo Nordisk A/S

Novo Allé

DK-2880 Bagsverd

Denmark

This leaflet was last revised in
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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Instructions on how to use Wegovy

Before you begin using your once-weekly Wegovy FlexTouch pen, always read these instructions
carefully, and talk to your doctor, nurse or pharmacist about how to inject Wegovy correctly.

Wegovy pen is a dial-a-dose pen that contains four of your prescribed doses of Wegovy,
corresponding to four times of once-weekly use.

Please use the table inside the lid of the carton to keep track of how many injections you have used and
how many doses remain in your pen.

Wegovy comes in five different pens, each containing one of the following prescribed doses of
semaglutide:

Always start by checking your pen label to make sure that it contains your prescribed dose of
Wegovy.

Your pen is designed to be used with 30G, 31G, and 32G disposable needles up to a length of 8 mm.

The pack contains:

. Wegovy pen

o 4 NovoFine Plus needles
. Package leaflet

Wegovy FlexTouch pen (example)

Please note: Your pen may differ in size and your pen label may differ in colour
from the example shown in the pictures.
These instructions apply to all Wegovy FlexTouch pens

Expiration Dose Dose
date (EXP)  counter selector
oL 2 <] Dose Dose
- pen label : b
Pen cap Pen window pointer utton
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NovoFine Plus needle (example)

Outer Inner Paper
needle cap needle cap  Needle tab

=11y b g

1 Prepare your pen with a new needle

Check the name and dose of your pen to make sure it contains your | [a

prescribed dose of Wegovy. ‘

Pull off the pen cap.

(See figure A). D

Check that the solution in your pen is clear and colourless.

Look through the pen window. If Wegovy looks cloudy or coloured,
do not use the pen.

(See figure B).

Always use a new needle for each injection.

Take a needle when you are ready to take your injection. Check the
paper tab and the outer needle cap for damages that could affect
sterility. If any damage is seen, use a new needle.

Tear off the paper tab.

(See figure C).

Push the needle straight onto the pen. Turn until it is on tight.

(See figure D).
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The needle is covered by two caps. You must remove both caps.
If you forget to remove both caps you will not inject any Wegovy.

Pull off the outer needle cap and keep it for later. You will need it
to safely remove the needle from the pen after the injection.

Pull off the inner needle cap and dispose of it. A drop of Wegovy
may appear at the needle tip. You must still check the Wegovy flow
if you use a new pen for the first time. See ‘Check the flow with
each new pen’.

Never use a bent or damaged needle. For more information about
needle handling, see ‘About your needles’ below these instructions.

(See figure E).

Check the flow with each new pen

If your Wegovy pen is already in use, go to ‘2 Set your dose’.

Only check the Wegovy flow before your first injection with each
new pen.

Turn the dose selector until you see the flow check symbol
(mw )

(See figure F).
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Make sure the flow check symbol lines up with the dose pointer.

(See figure G).
(V) -
iy S ing
S ——
Check the flow

Hold the pen with the needle pointing up.

Press and hold in the dose button until the dose counter returns
to =0, The 0 must line up with the dose pointer.

A drop of Wegovy should appear at the needle tip. This drop
indicates that your pen is ready for use.

If a drop does not appear, check the flow again. This should only be
done twice.

If there is still no drop, change the needle and check the flow once
more.

Do not use the pen if a drop of Wegovy still does not appear.

(See figure H).
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2 Set your dose

Turn the dose selector until the dose counter stops, and it shows
your prescribed dose.

(See figure I).

The dashed line (1) in the dose counter will guide you to your dose.

The dose selector clicks differently when turned forward, backwards
or past your dose. You will hear a “click’ every time you turn the
dose selector. Do not set the dose by counting the number of clicks
you hear.

(See figure J).

Dashed line

When your prescribed dose lines up with the dose pointer, you

have selected your dose. In this picture, the dose is
shown as an example.

If the dose counter stops before you reach your prescribed dose, see
the section ‘Do you have enough Wegovy?’ below these
instructions.

(See figure K).

Example:
0.25 mg
selected
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Choose your injection site

Choose your upper arms, upper legs or stomach (keep a 5 cm
distance from your belly button).

You may inject in the same body area each week, but make sure it is
not in the same spot as used the last time.

Upper arms

Stomach

Upper legs

O

3 Inject your dose

Insert the needle into your skin.

Make sure you can see the dose counter. Do not cover it with your
fingers. This could interrupt the injection.

(See figure L).
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Press and hold down the dose button until the dose counter W
shows =0,

(See figure M). 4 :

Keep pressing the dose button with the needle in your skin and
slowly count to 6. The 0= must line up with the dose pointer. You n.O.l
may hear or feel a click when the dose counter returns to =0=.

(See figure N).

Count slowly
1-2-3-4-5-6

Remove the needle from your skin. If the needle is removed
earlier, a stream of Wegovy may come from the needle tip and the
full dose will not be delivered.

If blood appears at the injection site, press lightly on the area to stop
the bleeding.

You may see a drop of Wegovy at the needle tip after injecting. This
is normal and does not affect your dose.

(See figure O).
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4 After your injection

Lead the needle tip into the outer needle cap on a flat surface
without touching the needle or the outer needle cap.

Once the needle is covered, carefully push the outer needle cap
completely on.

(See figure P).

Unscrew the needle and dispose of it carefully as instructed by your
doctor, nurse, pharmacist or local authorities.

Never try to put the inner needle cap back on the needle. You
may stick yourself with the needle.

Always dispose of the needle immediately after each injection to
prevent blocked needles, contamination, infection, and inaccurate
dosing. Never store your pen with the needle attached.

(See figure Q).
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Put the pen cap on your pen after each use to protect Wegovy from
light.

(See figure R).

When the pen is empty, dispose of the pen without a needle on as
instructed by your doctor, nurse, pharmacist, or local authorities.

The pen cap and the empty carton can be disposed of in your
household waste.

About your needles

How to identify a blocked or damaged needle

. If -0« does not appear in the dose counter after continuously
pressing the dose button, you may have used a blocked or
damaged needle.

. In this case, you have not received any Wegovy — even
though the dose counter has moved from the original dose that
you have set.

How to handle a blocked needle
. Change the needle as instructed in “1 Prepare your pen with
a new needle’ and go to ‘2 Set your dose’.

Caring for your pen

Treat your pen with care. Rough handling or misuse may cause inaccurate dosing. If this happens, you

might not get the intended effect of Wegovy.

See the back of this leaflet to read the storage conditions for your pen.
. Do not inject Wegovy that has been exposed to direct sunlight.
Do not subject Wegovy to frost and never inject Wegovy that has been frozen. Dispose of the

pen.
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Do not drop your pen or knock it against hard surfaces.

Do not try to refill your pen. Once empty, it must be disposed of.

Do not try to repair your pen or pull it apart.

Do not expose your pen to dust, dirt or liquid.

Do not wash, soak or lubricate your pen. If necessary, clean it with a mild detergent on a
moistened cloth.

Do you have enough Wegovy?

If the dose counter stops before you reach your prescribed dose,
there is not enough Wegovy left for a full dose. Dispose of the pen
and use a new Wegovy pen.

Dlmportant information

Only inject one dose of Wegovy once weekly. If you do not use your Wegovy as prescribed, you
may not get the intended effect of this medicine.

If you use more than one type of injectable medicine, it is very important to check the name and
dose of your pen label before use.

Do not use this pen without help if you have poor eyesight and cannot follow these
instructions. Get help from a person with good eyesight who is trained to use the Wegovy pen.
Always keep pen and needles out of sight and reach of others, especially children.

Never share your pen or your needles with other people.

Needles are for single use only. Never reuse your needles as it may lead to blocked needles,
contamination, infection and inaccurate dosing.

Caregivers must be very careful when handling used needles to prevent accidental needle stick
injuries and infection.
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