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a-glucosidase inhibitor (a-7" /L 23 % —EHEIK)
dioxaoctanoic acid (8-7 X /-3,6-VA XA 7 X 1)
body mass index (A% &EF5%0)
central nervous system (HAXFHERER)

cardiovascular (A IfL%5)

cardiovascular outcomes trial (LMILE 7 ™7 b A7 L5058%)

cytochrome P450 (5 7 12— A P450)

dipeptidyl peptidase-4 (X7 F TV NA_TF X —1F 4)

embryo-foetal development (I8 - JEIEFEA)

European Medicines Agency (ERJN [ 35 )7)

European Union (BRJHE5)

Food and Drug Administration (K [E £ 5 = 3,5 &)

good laboratory practice (3 5hDZ2 M BT % FEREIREAER D F ki 0> H )
glucagon-like peptide-1 (27 /L 71 AR~ TF R-1)

glycosylated haemoglobin (7' 2~F/ z &)

International Conference on Harmonisation (H & EU [ 38 /5 5 il FR 70 [E PR ik)

liquid chromatography with tandem mass spectrometry (k7 v~ s 77 ¢ /% 57 NE

BHT)

luminescence oxygen channelling immunoassay (& YEEESE T ¥ o % U > 75 HIE)
major adverse cardiovascular event (FZE/20ME A X2 )

non-alcoholic steatohepatitis (3E7 /L = — /WPEABNATSE)

Pharmaceuticals and Medical Devices Agency (ASZATEGE AN IR AL R ERIE A HEAE)
pre- and postnatal development (HZERT MK O A% DFEAE)

process performance qualification ( T-F&REIE & MEERR)

sodium-dependent glucose transporter two (7~ & U 7 A-7)L 22— R IR E(AR 2)
sulfonylurea (A/L7R=/)L 7 L 7 %K)

thiazolidinediones (F77>" U 2> 4K)
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Phase 1 / Clinical pharmacology trials Phase 2 trial Phase 3a trials
Healthy subjects 1821 -Dose finding 3623 vs Placebo (Mono) (SUSTAIN 1)
1820~Firsthumandose | S————————————— 3626 vs Sita (OADs) (SUSTAIN 2)
3679 —Equivalence — product strength P ) ™1 | 3624 vs Exe ER (OADs) (SUSTAIN 3)
3687 —Equivalence/bioavailability : Phase 2 trial : 3625 vs IGlar (OADs) (SUSTAIN 4)
4010-Bioequivalence — manufacturing process |1 NN9924-3790—oral ODvss.c. OW I'| 3627 vs Placebo (Insulin) (SUSTAIN 5)
3633 —Multiple dose — Caucasian/Japanese : : 4092 vs Sita (Mono), JP (SUSTAIN-Japan
3634 —PK/PD - Caucasian/Japanese "\ e et et s s s ’ monotherapy)
8 3789 —Metabolism 4091 vs OAD (OAD), JP (SUSTAIN-Japan OAD
59 3652-QTc combination)
g < | |special populations . /
S & | |3616-Renal impairment 4 )
8 3651 —Hepatic impairment Phase 3a trial
Drug-drug interaction Long-term outcomestrial
3817 —DDI - metformin and warfarin 3744 vs Placebo, CVOT (SUSTAIN 6)
3818—-DDI - atorvastatin and digoxin G S
3819-DDI - oral contraceptives
Pharmacodynamics
3635 —Beta-cell function
3684 —Hypoglycaemia
3685—Energy intake
\. J U
. Y ~
2 9 : Phase 1 / Clinical Pharmacology trial Phase 3b trial
8 < | Healthy subjects 4216 vs Dula (OAD) (SUSTAIN 7)
z E { NN9535-4215—s.c. ODvs s.c. OW
O_/ e —————

Notes: Semaglutide s.c. OW trials (solid dark blue); Supportive data trials comparing different administration routes
and dosing intervals of semaglutide (dashed light blue). Data from the supportive data trials were relevant for the safety
evaluation in Module 2.7.4, but not for the efficacy evaluation in this document. For the phase 3a trials, background

anti-hyperglycaemic treatments are indicated in parentheses. Trials including Japanese patients are highlighted in grey.
Abbreviations: CVOT: cardiovascular outcomes trial; DDI: drug-drug interaction; Dula: dulaglutide; Exe ER:
exenatide extended release; IGlar: insulin glargine; JP: Japanese; Mono: monotherapy; OADs: oral antidiabetics; OD:
once-daily; OW: once-weekly; PD: pharmacodynamic; PK: pharmacokinetic; s.c.: subcutaneous; Sita: sitagliptin
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HER  1.5.2325ES

]
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HARIZR T DRI T 0 7T ME, BHENDITA RTA &L, hora—"\Lr—2 L
BOETRRBE/LDICUBERARANT =2 BGE605 KO ICRIE ST,
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FOMKEIZBIT DIREIRIE. a— b v 7 VR OBARAERER CREETH > 72,

ko> 3633 WMEROFEF NS, T ORDOERABRICB N CTHARAR R —F o7 U WREM TR D
MEZRET DMEHITRB SN ho T,

1.5.2.3.2.2 AERERR

3T 7T ATHM L AEORIRICH - - Tk, FEHAA 2 BB RGBS 2608 ICE i S h
7255 2 A B E B (1821 3Bk ; 2008 45 6 A ~2009 -2 H) OF —XIZHESXRE LTz, HRIT.
PURIZR LT SRTRUE ST BB It - TR a7z - 1) —FMROAHEIL, HbAIc D_X—Z T A )
SOENBENT T EREHB L TO05% U EEA TS Z &, 2) 5525 T LizgrEDT — 212
WT, 2O R = > b e — /LB W TERIRIIICER D & 2y (HbAle 2k T 0.3%LL 1)
DD L, 3) WARE LDICAEENRBRIFTHLZ &,

R R L OET MC L VHEE SNTFER D, B~ 7T R 1.0mg 23 b EN 7= HbAle ~DIEH
EETLHIERTHISN, 26O TFRSNIISIZESLS &, B VF K 0.5mg KT 1.0 mg 2
HATHE LI EELE 2T e ZE 20N, FE3alra /I LB THAELZ ESITBHT L2 LK
Frahriz, ZhICESE, ZJa—ULE a7 e /7 A TiEE~7vF R0.5mg KT 1.0 mg 2R L
776

FREIZREFRTEVWA S S Z LR L AL TENRERKBHNER CTH 5o, AERIICHTZ T
I, ARAKR O A= o7 VEEICBIT DEREOENOFRELBRR L, ZOBET, AARAEHIC
R LUCHERRDAELZHET D VNEII R SN hoTz, Lo T, BAAEHICEBW T~ /LT
FO5Smg N 1.0mg Z /N5 Z &N TED &I 7Z (Module 2.7.3.4.1 )
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| Mchohew 0 [=slAkeN
F72. ICH-El TA FT A [BmiyTRVWERITK LRI OB G038 E S 4 5 835 D15 BB i
ICRWTREM 2T 5 72 OIS BB AERIER & e G RO TR O MR T 3K oo I R A4 7 7512
BT 501 R4 (LR, &OERES A F742) Yckso T - -
wok# L, s T O - -\ C
bR LT,

wppsicsoT. pyvoa o, I
]
- = e, 272,
N, - > 55 S 73 K AL

-olifd
Bl CEonzBsicon i, BT YA KB L, % 3 HEERRBREZBB L, B,

. e

I - 7> L SR ST,

MR DOFEMIZ O\ TIL, Module 1.132.1 2B Z L.

1.5.2.3.24 3634 ER (5 118 : BRERFEEHER)

3633 BRI T2, U E B OB ORBE THWONT-E~ VT RONL AT F U TR
ThDHENBRT v oV o 7B EE (LOCLE) OWEED, ~ bV v 7 AWRORELZ TT-
ZEPHIALE, Tbb, BT FOMETREORNEMICHERNH T Z LAV L., X
ST, BRHNEETHLIREKI v~ N7 T 7 4 /207 NERESHTE (LC-MS/MS IEF) & iz
3634 R (201445 H~20144F 10 H) Z# AARTHEM L7, ABRTIL, @RARALOa—T>T
B ARG, REEEE AV~ ZLF R 0.5 mg O 1.0 mg DAL T 5-4% O EIHE,
FIVFENIER, B OO 21T 72,

TEFRIRREICB T D8~ 7 VF FOREE N O @ IRET B ARNERE &2 —0 7 s TR
EThO, THISNIZEBY HEERFICEM L., £/, B~ 70T RICE L TH- 22 et X
DEMEORBEITRD bR, 2R Ze 7T a7 7 A Vi, BARAERE L a— 07 R T
FIFEECTHo T,

1 D% ORI N O\ F SR BhREARAT D 72 O O 21T - 724 3a R TId, B~ LF FONRAL FT

F U 2 AT LC-MS/MS IEME A S iz,
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1.5.2.3.2.5 3623 FtER. 3626 FER. 3627 ABR. 4091 HERKR U 4092 AER (5B 3a 8 : AHHERY
2 MHER)

HADRE 0 77 A TlE, B~ F REAWTE 3a il E LT, 3 2OMIERE (EEdt
[FIVEER 3 38R « 3623 3BR, 3626 AR & U 3627 ki) MU 2 SO atalin (ENEER 2 38 : 4092
ABR L O 4001 3BR) AEM SN2, F 3a fIRBR CHOW =R G 8IZ 05 mg XN 1.0mg TH Y, HK 5
i 30 M ik 56 B TH - 7=,

BRRERRBR IC BN TR~ 7T ROAIMER OZEMET, 3623 3R (201442 H~201545 ) T
VIR IRIRIE D 72\ 2 FUBERIF BB 25t BRI T AR & 3626 R (2013 42 12 A ~2015410 ) T
IEA MARAIIITFT VY U3 (TZD) OFMPEESD 2 WIEE OO IFRIETHozimE=a sy e
— VDG LR 2RI RE it RIC T X 7 ) T b 3627 B (2014 4F 12 A ~20154 11 A)
Tld Basal £ > 2 U » OBMMPEEE L Basal £ 2 & A AR P EETCHS 2= > -
0= LRGSRV 2B RBE 2R RICT TR E TR ERER L-, 25 OEBRLFEERICE
LT, TEBSERIEBRICET 2 AL 2 HIconT) GATF, EEERBRTA FF 4 2) it
T, BARANER & REMOFIMER NZEMEICT T 5 B2 Lz, ZO/E. AARNERL
SEMOFNMER VLRI T 2 —EERAHR Sz,

ENEMZ 2R TH 5 4092 5B (201445 10 H~20154 11 H) TiE, 2 TR ERE 265\
Y~ I T ROBMBRIEOREER OGINEE S 2 7Y TF o OHMRE L i U=, F£72. 4091 &
BR (20144 8 A~20164-2 H) TIIAF - EHEIRESUIR OPERPEEES (A LA =1 7 L7 3K

(SU) . Z V=N, o-ZNVarX—BHEK (0-GI) XL TZD) I[CLDIRFECHoy /b=y Fue—
RSN TRV 2 BUBERIFERE 268 L L, ©~ 70 F FOEMERE IR D RESE 1 4] (SU,
7Y = R, -Gl XL TZD DWW hns) & OOFHBIEDOR SR OE I EE . 8 AFE RIS O B 5

N 2 AP RRE & i U e,

e LT, BRAMEBRE DS LTZ5 DOt~ T VT ROFE Ja i@ KRR &0 -7T—% )
b, B~ 7T ROHEMEE R O OFERFIGEIE E OJFFEOWTRICB N TS, M= e
— VDR BIRYGE R NE ORERF, 72 b NCERRIICE RO & 2 R EED K O DR RS, &
~INTF RORZEET a7 7 A VOB, +3ICHMNL STV D GLP-1 ZEVAREBIS DR 27 1
T ANE LTV,

152326  HEuRsowE - NG

ISy sy Bd B GBI 00000 GETSSEYON 000 |
I 5. < PMDA - » I <= 7= = s,
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wLr, 2. wvs7 o

L DO RMEZST-, XTHIBIS OMKELEkE Module 1.13.2.2 128 ® 7=,

152327 HEITHORRKEAE (ER)

FRU T AT a— 2R 2 (SGLT-2) FHEK L O EIEICBIT 58~ 7 LT ROBRIC
DUWTIE, 4091 FBR O BHAAIFIZ [EIN T SGLT-2 BAFEHKAFETE S TWRD o T2 T2 DR FT 21T - T
W, B, B 7T L SGLT-2 FREK L OPFHICBET 2R A2 G 5720, B~ 7 LF RO
3Bb MR 0 7T AO—BE L THARTHERRBRZETT TH D (4269 3BR)

ZOMOEY T ILF REBEREZE T S5 A
T~ ZVF R, 2 BBERIAEIC T 20 1 B RGO A T, o7 v 7T KB WT,
OGO 22 B EIC L CHRBF ST 5,
o 2HBEIRIFICKTT 28~V F R 1 H 1EREOES (NN9924) : [EIN T 3a fHilER 2 Kt
o REEHICKT DB~ Z/VF RO 1 H 1EE MG (NN9536) : EN CIXERR B AR E i
o ET N a—NMERRHIATS (NASH) IZxtd 2~ 27 LT Ko 1 B 1AL TS (NN9931) : [EHNT
75 2 FHEER (EFRILFEERR) &

15.2.3.2.8 ARBBRERET—2A/1\vr—

HARTORBHBEOIZDOERT — Xy r— GHEERD 1%, BARAEERE 251 2 DOMHK
FEHEER (3633 FBR K U 3634 3ABR) . FEHARANBERE 2515 & L7z 150D QT/QTe il (3652 7l :
201442 H~201544 ) . BARAYERE 2 &1 3 O EEILFERFENRER (3623 5BR, 3626 7B &
3627 RABR) . HARABERE 255 L Lz 2 oD (4092 358 & 1Y 4091 #kBR) M OYER A
NERF x5 & L2 1 20D CVOT (3744 3R) 22Ok 5, CVOT (3744 3BR) <TIE, Ll
AR MY A7 REWIERARN 2 BIFERI B 3,000 FILL Ea2 R E LT, @@%%%%Kﬂ?éﬁ%
(104 8) OLEMEROERMEZFHE L2 (201342 H~20164E3 H) . YaZalBR 1IN IR Y5
WEHE L TWDHEBELRRFEZMG L2 L n, FHMEERIE LTH ﬁbtoih fl DU AR R
EHEERE LTHIRT — 4 Ry r—VIlED 5,
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153 HRHHERUERMK

ISV F RITE1EREDE F GLP-1 7058 EITH S,

T~ 7T Rk, EENO GLP-1 & 94%DEERN 2 EMEZ A+ 5 GLP-1 7 e /7 Th b, B~/
VT ROEREHNIO LEBTHY, BI1ER TFTREICE LD &> TS, EONEHIIERE O
ﬁ%ﬁi?»i?y#AT%D FERE L CRZBIESYE, 7 VT 7V ARKTESEDL, £z,
T~ 7T RiLDPP-4IZ K BRIk L THEELTWD, EKN GLP-1 &g L T~ 27 LT R
732 9IRE S T | o RS Rl Epiﬁ’f@ﬁj\ﬁgﬁ§£’éb\:kﬁ KO, FEoEIERIGERRIC LY Sl Ek
ZERTWAS,

HREERUHAEREZOVNTRIZEVNTE, MEaY FO—ILABEICHREL. #iFShi-,

T 7T i, HMRER AL A S TSR OBERMBE (SU, 7V =F, o-Gl, TZD kO
A BB IY) XEA AV EOGFABEOWT N T, M= b —/L &R so—
BLCHELE, BE5/KTHO HbAlclE, B~ Z/1F K 0.5mg T 6.28%~6.92%, &t~ 7 /LF K 1.0
mg T 5.97%~6.52%IZE LTz, 2 OOHEIX, TNE TCORBERBRRR Y 0/ T AofhTHLA
ElRbBIH2LOTHoT, B~ LF RIZL D HbAle DIK T EIZERMICEROH DL D TH I |
ZOETEOEYITE~ 7 /LT K 0.5 mg T 1.32~1.87%, E~Z7/LF K 1.0 mg T 1.55~2.18% CTh > 7=,
HbAlc O FEIL, FxfRIE L i L T~ /LT RTHEICRE o7, EEILFERR (3623 3B,
3626 FRBR M N 3627 #ABR) TIE, M= o — LB A MEIC OV TE~ 7 LT R 0.5 mg KU
~ 7 LF K 1.0 mg Oxt I3 D ERPENRGE SNz, Z O FEMTICIES < S, FEhi Sz
FTRTORRESHIC LY RSz, EEILETRER (3623 FABR, 3626 FABR K& U 3627 #BR) (ICHBI1T 5 H
ARNEMTO HbAle DK T E HEEME) (X, E~Z/4F F0.5mg T 1.69~1.92%, &~ 7 /LF K 1.0
mg T 1.99~2.49% Th -7z,

HbAlc DX FTENE~ 7 NVTF RTHEICKEN-722 &1L, HbAlc @ HAZE 7%A5 K TN 6.5%LL F
R LT RE OBIR N RIK L i L T~ 7 VT R Caho TR & —E L7z, HbAlc 7%Aii
ZRERK LTS OFRIGIX, B~ 0T R05mg K E~ 70T R 1.0 mg TENZIURK T 84% K
95% T o7z, [EFSIEFENAER (3623 3R, 3626 3Bk &L 1) 3627 iBR) 1281F 5 HANER T HbAlc
7.0%AM & FERR L 7= 9 BRE O EI A \?77W?%0ﬁgf7h&%\?va%FUMQTH%N
100% CToh o7z, MbF= > b e —LodEEd, RIFEOREIR D7 < REOHNNN 720 KRB TR S
Tz BER 72 UMb i ffe B AR b D F8 B K OMAREE O H A3 72 < HbA e 7%AM & R L 7= #7 5k
FOEEGIT, MR L L T~ 7 vF K 0.5 mg (K 72%) KO~ Z7F R 1.0 mg (K 84%)
THEIZE ST, B~ 7 /VF RO HbAlclZxiT 2%hHiL s6 ] 28 U CHEFF S vz, F7o, MFtL
2T RCOVT I N—TI12BN T, —HLTE~Z/LF K 0.5mg KO 1.0 mg DIRFENFENRD S,
T~ ZTF RIEIR 2 RPERSBE L THER AR TH D Z LA FFS Lz,
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2EBRREBEOREETEICH L TENRZAR T4y FERLT,

AIEEIEAS~DNAEFT S TS b S PEREBMN A SN D, XUTb TR RERD LA b
RNZ ER, BEOIRBRICHT IR, EF = a VOIRTFROBREa 7747 0 A TFIZD
RN BAREMEN & B2, B~ 7 LF N, BEMICERO S R 2 6725 Uiz, REBDITRK
56 RIMERF S, B~ T ROBROFHEMEN RSNz, 5 DOOH JafHiBR T XTIz T, K&
DOV &L, 77 BARXIIFEMBI (X 7 U 7T L ONBINORRE OERFER) Lkl T~ 27

FRTCEBLTAHAEICKRERST, ZHUT—EL T, B ZLF F0.5mg KON 1.0 mg CENEILARK
T 46% K Y 66% DHERE 1Y 5%LL EORERD 2325 Lz, BAFERE Y2 Tlx, IEME2 A3 5 58RM%
BEDOHREFHOBMEL LT, 5%RHAEHIEL TVDY, X=X 71 VP LOEREOHDRIT, t~ 7
LT K 0.5mg T 1.43~4.28 kg (2.29%~4.89%) . £~ 27 /LF K 1.0mg T 3.18~6.42kg (4.84% ~
727%) Tholz, ZORERDRIL, 2 BBERFBORE BB T Sz GLP-1 Z A IEE K THlE
ENTARER DB L Bl L TR E o (2 2B0BB0 1 g2 5 ORBRITRBRT Y1 DN K
O 2 OFRBRIC I 1T 5 BEEADE NN O L7720, HHKT HI12H7 > TUXFEERLETH D,
Bk 72 2 BUBE R R R FC %PT%§ﬁ9gﬂﬁv7w?FTﬁ%’k%#ot:kﬁ% {2 A
U UHRFLME R OV LA R IR B A S e A OHED U 2 7 8 153 5 IERE OB A\ 2 U R G T
BWT, B~ ATF NIIALRIBEIEIZRD EEZ D,

2HBERABE (MOEARV M) RIPBVEEZED) ITETA0OEARY M) RVICHLTE
NFR%xT74 v bERLT

HARANPEBRE RSB L 72 5 ODH 3a FHakBR (3623 3Bk, 3626 3Bk, 3627 7kBR, 4092 75k &% 0% 4091
RE) TiE, DIERER (X2 MEHEZBRIC LY EE SN0 R F 5 % O MedDRA 58 T
FRELIZHR) ORBUTBWT, B~ ZLF K (05mg LN 1.0mg) &R FHRIKE ORITH S 2 7E
ERH LT, B~ I NTF ROBEEIZL D LMERFEROREEY A7 OHEINTRE SN2 Tz,
3,000 Bl A48 2 5D MLAE A N2 b U AT H3E 2 BUBEIRIFEBE 2t 5 & L7z CVOT O EEf#Tr CTlik, 7
TR EWLE L T~ 7T KTMACE (LMAFSE, FEBIEME LI ZE K OFEBUEMERNZE ) DI H
URATMR26%IKTT 2 Z LRSIz (NP — REEOHEESE 0.74 (95%(FHHX ] : 0.58;0.95)
(p=0.0167) ] . TR EHLIEL T, FFBIEMHEMAFT ORI 2713 39%E T L HHICAFEED
DN — RIEOHEEM 0.61 (95%(5HEX M : 0.38;0.99)  (p=0.0438) ) . FEBSCIELHAEIEDIKIE Y
AT 26%IKT L7z (BEMICHEZER L« " — RILOHEEE 0.74 (95%(E#X M : 0.51; 1.08)
(p=0.1194) J ., WTFNH A= RED 1.0ZKREL TERI-TEY, 2O b, FIEBBFENMELTHEZE
K OGBS AT DO U 27 OIRTFH, 3EENDRKD MACE 21T 5~ 7 /VF ROIfFF LWEhiE
ICHGELTWDZ ERENT, —F, LILEEY 271250 T, 7I7BREDEZIRLNRI -
7o (N — REEOHEEAE 0.98 (95%(EHIXH @ 0.65;1.48)  (p=0.9181) J .
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ESHMELGOVICERERVHEEEEZAIIREZEC VLV ITNOEEZEEATHLHEAZBISBLELL,
T~ 7 /VF RO HbAlc IZxHT DRI FIC OV T, NOMEHFIRRE (i OMER) . _X—RX 7
A v OFBEE (HbAle, FEIRFIFEFSHIM, (KE. BMI X OEHEEER) 725 QNCOFRFRE (BEIRFIAE
) NHEDSL T I N—T AT S TR, WT IOV 7 7 — 128680 T BT O LB
R IR oTe, TORERIT, BREE SIS 2 A9 298 2 6 12 ki U 7= R AR KPR
(HEEGRER) ke~ 7 VT ROEYEREICHT 588 GFEE, Ml A, RiE KEEKD
BEL2ET) OFBORTNIL > ThbiEGEIN, 2, WOV 7 7 —7 UIEMICE N T
b, MEREZLELT D L) RLeEOREITRD bR ole, ThLDRRIZESE, FED
LK 2 HEFREOMLEMIT W EZE 2 b,

EITILF FOREKETAT 7 A ILIE, #thd) GLP-1 RBEREBELRHRTH S,

v IV TF ROREET 07 7 A ViE, o GLP-1 ZFEEENEE REEMICEEIL b U 771
FREEL) EHMR—HLTEBY, B/ VF FORGIZE W TEBEE CIRE SAEIERIZ. B
EEORFERE, BAEIR LK OMRME (SUXIEA 2 Y v L OfffRE) Thotz,

PERI, AR, (KR, BMI, mifE, O REBOBEERE, BieE. TFREHRE &K OB R D9~ T
DY T ITN—TZ2E LT, BEMET BT 7 A VT LDRIEWNTA LN oTc, ZOZENDL, WV
THUOHSERCBNTHEY I VT REZRMEHATE 5 Z LRI T,

EHG Y A7 EBEIEE () C THERFESNLY A7) L LIZERITHOW T FIIRT,

B Ml

B~ I NTF ROEE Th b mBHE CHE SNCAEFRITFMEE TH o7, LT, B~ LT
NIZ L D1ER CHE SN BBEEOAEFGOME, BELOME, #Wn &k OEEMEX, o GLP-1
ZREEBKIC L AR TH LN LD LR TH o727,

IS OFGEEOHEEFEFROKE/MTRBAICREIL L, HOFROFRHEIRIZE ) -7, ftho
GLP-1 ZAMIEEHE (mXEFF K GH1EERE) KOV Z 705K (1A 1EERE) 28] THD
N5 L HICHE B~ LT RO & kG LIZgBRE 0% < T, BlokE L & bIcHBEEDAE
L, BHCEOICHT 2 AAEMEDR LR RSN TS, BEMIC, fESn-EBEEDHEELD
HEME, EEELOAHENS, 20 OFRZOBKRMEEI TR SN L2EHHEANTH DL EEZ 2 LD,
S BT, 3623 RBRICH T HHELICHEHT 2EMZEOR RN, B~ 27 4F R (0.5mg LU 1.0mg) DO
HoHESNZELL, FATERVWE Y R HFEAEESORBIIR N2 ERENT, 4B Z D
~ 7 NF RO A& LY, BREEOFEFRITWBIND,
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A b

T~ 7 VT RO GLP-1 ZFRIEEIR D 71 2 — AREARIFR A & —B L T, RilpE 2 55 L
T-HRE DEIG K OB & 7 OFEBAEUTARD »> 7o, ERMBMAEL, A A Y KU SUTE
<HBNY A7 THDHE, BRNERENBIM LT S DO 3a fHRBRICEN T, B~ 7 F KL SU
EA AV L OPFRFRIETIE, B~ 70T ROMOTRFRIE & Mok U CE K 73 SUF MU e 1 i 7
PEARIMLBE DR BN ZVMEA D Hivtz, £io, H a7 n /7 28k ThH, £~/ LT KL SU
MiFA A Y > L ORFARTARMIE O R O BEED 7 < 72 AR DTz, D), IELET
. B~ 7T R SUREA VAU CEFAT 25613, ZhDOFAORMEBEEZRAMNTLZ L, &L
TWn5,

IRILBED U 227 13 X< MBATEY . fhod GLP-1 ZAEMBIEEIKICB T 5 ) 27 LREHETH D,

5w

HARNEEBRZ INBIN LT 5 oD B~ 2 LF FOE 3a HEGRRER )N LB LN F— 2 b, Bv /L
5 RO U B O O BERIIEHER & OPFSEEO L FRUCHE T, M=y b e — A Of 7k
YER O DHEFS, 72 5 ONTBRIRAIIC KR b B IR R OVZ DRIV R SRR, £~ 7 AF FIC
LB LME ) 27O EFIIR LN T2, B IV TF ROLEET 1 7 7 4 VOMEIL., 5510k
MENTWD GLP-1 XBVREEROLZ 2T v 7 7 A V& —FH L Tz,

PLEEY . IR IATAAIE, R IAT KDY RS EAFKT 4 MBI BREDHMAN D,
EYINF KDY A2 LRRT 45 OAT Y AFWBNCRAFTHD EFliLTz, LER-T, &
~ JAF RiE, 2 BBERIARICR L CR & TR U 2 1R TR B L B2 ARMEITH 2 &
L7,



Module 1.5
21 of 25

154 HBETLIHA. DEXIHR (F) . BERVAE ()

Y DEA
FE vy 7 KT 2mg

SDREXR (TR (F)
2 B bE R 95

RZERUVAE ()

@ﬁ\%k X, BT R (Bl Z) & LTH IEOM%%ﬁﬁﬁEEL RS
5, 1212, 1@0%ngwgﬁﬁb ATAMBE L%, 1A 05mg i ES 5, B, BED
RREIZIS U Cl B9~ 523, # 118 0.5 mg % 4 ¥ WML&@LT%%%T+\@ﬁA (X, 3 1 [
1.0mg FTHEET HZ LN TE D,

<HE>

RERUVHAE (BERE)

WH, A, B~ 20T R (BEHEBEZ) £ LT, B 1F0.5mg ZHERFHEE L TR TES
T 5, 12721, 1@0%ngwgﬁﬁb 4 G LT, 1@0ﬁ% HET 5, b, BE
OIRFEIZI U Cl E S 245, 8 18] 0.5 mg & 4 @M EF G L=%icid, 118 1.0 mg ([CHET
x5,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

OZEMPIC (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. It is
unknown whether OZEMPIC 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).

. OZEMPIC 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).

OZEMPIC is a glucagon-like peptide 1 (GLP-1) receptor agonist
indicated as an adjunct to diet and exercise to improve glycemic control
in adults with type 2 diabetes mellitus (1).

Limitations of Use:

. Not recommended as first-line therapy for patients inadequately
controlled on diet and exercise (1, 5.1).

. Has not been studied in patients with a history of pancreatitis.
Consider another antidiabetic therapy (1, 5.2).

. Not indicated for use in type 1 diabetes mellitus or treatment of
diabetic ketoacidosis (1).

. Start at 0.25 mg once weekly. After 4 weeks, increase the dose to
0.5 mg once weekly. If after at least 4 weeks additional glycemic
control is needed, increase to 1 mg once weekly (2.1).

e Administer once weekly at any time of day, with or without meals
(2.2).

. If a dose is missed administer within 5 days of missed dose (2.1).

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

Injection: 2 mg/1.5 mL (1.34 mg/mL) available in:
. Single-patient-use pen that delivers 0.25 mg or 0.5 mg per injection
@)

e Single-patient-use pen that delivers 1 mg per injection (3).

CONTRAINDICATIONS

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

. Known hypersensitivity to OZEMPIC or any of the product components
4).

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

. Diabetic Retinopathy Complications: Has been reported in a clinical trial.
Patients with a history of diabetic retinopathy should be monitored (5.3).

e Never share an OZEMPIC pen between patients, even if the needle is
changed (5.4).

. Hypoglycemia: When OZEMPIC is used with an insulin secretagogue or
insulin, consider lowering the dose of the secretagogue or insulin to reduce
the risk of hypoglycemia (5.5).

e Acute Kidney Injury: Monitor renal function in patients with renal
impairment reporting severe adverse gastrointestinal reactions (5.6).

. Hypersensitivity Reactions: Discontinue OZEMPIC if suspected and
promptly seek medical advice (5.7).

. Macrovascular outcomes: There have been no clinical studies establishing
conclusive evidence of macrovascular risk reduction with semaglutide
(5.8).

ADVERSE REACTIONS
The most common adverse reactions, reported in >5% of patients treated with
OZEMPIC are: nausea, vomiting, diarrhea, abdominal pain and constipation
(6.1).

To report SUSPECTED ADVERSE REACTIONS, contact Novo Nordisk
Inc., at 1-888-693-6742 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
Oral Medications: OZEMPIC delays gastric emptying. May impact absorption of
concomitantly administered oral medications (7.2).

USE |N SPEC'F'C POPULATIONS .............................
Females and Males of Reproductive Potential: Discontinue OZEMPIC in women
at least 2 months before a planned pregnancy due to the long washout period for
semaglutide (8.3).

See 17 for PATIENT COUNSELING INFORMATION and
Medication Guide.
Revised: 12/2017
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF THYROID C-CELL TUMORS

¢ Inrodents, semaglutide causes dose-dependent and treatment-duration-dependent thyroid
C-cell tumors at clinically relevant exposures. It is unknown whether OZEMPIC 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 OZEMPIC 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 OZEMPIC 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 OZEMPIC [see
Contraindications (4) and Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE
OZEMPIC is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2
diabetes mellitus [see Clinical Studies (14.1)].

Limitations of Use

e OZEMPIC is not recommended as a first-line therapy for patients who have inadequate glycemic control on
diet and exercise because of the uncertain relevance of rodent C-cell tumor findings to humans [see Warnings
and Precautions (5.1)].

e OZEMPIC has not been studied in patients with a history of pancreatitis. Consider other antidiabetic therapies
in patients with a history of pancreatitis [see Warnings and Precautions (5.2)].

e OZEMPIC is not a substitute for insulin. OZEMPIC is not indicated for use in patients with type 1 diabetes
mellitus or for the treatment of patients with diabetic ketoacidosis, as it would not be effective in these
settings.

2 DOSAGE AND ADMINISTRATION
2.1  Recommended Dosage
e Start OZEMPIC with a 0.25 mg subcutaneous injection once weekly for 4 weeks. The 0.25 mg dose is
intended for treatment initiation and is not effective for glycemic control.

o After 4 weeks on the 0.25 mg dose, increase the dosage to 0.5 mg once weekly.

e If additional glycemic control is needed after at least 4 weeks on the 0.5 mg dose, the dosage may be
increased to 1 mg once weekly. The maximum recommended dosage is 1 mg once weekly.

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

e The day of weekly administration can be changed if necessary as long as the time between two doses is
at least 2 days (>48 hours).



e If adose is missed, administer OZEMPIC as soon as possible within 5 days after the missed dose. If
more than 5 days have passed, skip the missed dose and administer the next dose on the regularly
scheduled day. In each case, patients can then resume their regular once weekly dosing schedule.

2.2 Important Administration Instructions
e Administer OZEMPIC subcutaneously to the abdomen, thigh, or upper arm. Instruct patients to use a
different injection site each week when injecting in the same body region.

e Inspect OZEMPIC visually before use. It should appear clear and colorless. Do not use OZEMPIC if
particulate matter and coloration is seen.

e When using OZEMPIC with insulin, instruct patients to administer as separate injections and to never
mix the products. It is acceptable to inject OZEMPIC and insulin in the same body region but the
injections should not be adjacent to each other.

3 DOSAGE FORMS AND STRENGTHS
Injection: 2 mg/1.5 mL (1.34 mg/mL) of semaglutide as a clear, colorless solution available in:
e Pre-filled, disposable, single-patient-use pen that delivers 0.25 mg (for treatment initiation) or 0.5 mg
(for maintenance treatment) per injection
e Pre-filled, disposable, single-patient-use pen that delivers 1 mg (for maintenance treatment) per
injection.

4 CONTRAINDICATIONS
OZEMPIC is contraindicated in patients with:
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)].
e Known hypersensitivity to semaglutide or to any of the product components [see Warnings and
Precautions (5.7)].

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 OZEMPIC 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.

OZEMPIC 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 OZEMPIC 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 OZEMPIC. 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 >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  Pancreatitis

In glycemic control trials, acute pancreatitis was confirmed by adjudication in 7 OZEMPIC-treated patients (0.3
cases per 100 patient years) versus 3 in comparator-treated patients (0.2 cases per 100 patient years). One case
of chronic pancreatitis was confirmed in an OZEMPIC-treated patient. In a 2-year trial, acute pancreatitis was
confirmed by adjudication in 8 OZEMPIC-treated patients (0.27 cases per 100 patient years) and 10 placebo-
treated patients (0.33 cases per 100 patient years), both on a background of standard of care.

After initiation of OZEMPIC, observe patients carefully for signs and symptoms of pancreatitis (including
persistent severe abdominal pain, sometimes radiating to the back and which may or may not be accompanied
by vomiting). If pancreatitis is suspected, OZEMPIC should be discontinued and appropriate management
initiated; if confirmed, OZEMPIC should not be restarted.

5.3  Diabetic Retinopathy Complications

In a 2-year trial involving patients with type 2 diabetes and high cardiovascular risk, more events of diabetic
retinopathy complications occurred in patients treated with OZEMPIC (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 (OZEMPIC 8.2%, placebo 5.2%) than among patients without a known history
of diabetic retinopathy (OZEMPIC 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.

5.4  Never Share an OZEMPIC Pen Between Patients
OZEMPIC pens must never be shared between patients, even if the needle is changed. Pen-sharing poses a risk
for transmission of blood-borne pathogens.

55  Hypoglycemia with Concomitant Use of Insulin Secretagogues or Insulin

The risk of hypoglycemia is increased when OZEMPIC is used in combination with insulin secretagogues (e.g.,
sulfonylureas) or insulin. Patients may require a lower dose of the secretagogue or insulin to reduce the risk of
hypoglycemia in this setting [see Adverse Reactions (6.1), Drug Interactions (7.1)].

56  Acute Kidney Injury

There have been postmarketing reports of acute kidney injury and worsening of chronic renal failure, which
may sometimes require hemodialysis, in patients treated with GLP-1 receptor agonists. 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, diarrhea, or dehydration. Monitor renal function
when initiating or escalating doses of OZEMPIC in patients reporting severe adverse gastrointestinal reactions.

5.7  Hypersensitivity

Serious hypersensitivity reactions (e.g., anaphylaxis, angioedema) have been reported with GLP-1 receptor
agonists. If hypersensitivity reactions occur, discontinue use of OZEMPIC; treat promptly per standard of care,
and monitor until signs and symptoms resolve. Do not use in patients with a previous hypersensitivity to
OZEMPIC [see Contraindications (4)].



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

5.8 Macrovascular Outcomes
There have been no clinical studies establishing conclusive evidence of macrovascular risk reduction with
OZEMPIC.

6 ADVERSE REACTIONS
The following serious adverse reactions are described below or elsewhere in the prescribing information:

* Risk of Thyroid C-cell Tumors [see Warnings and Precautions (5.1)]

* Pancreatitis [see Warnings and Precautions (5.2)]

« Diabetic Retinopathy Complications [see Warnings and Precautions (5.3)]

* Hypoglycemia with Concomitant Use of Insulin Secretagogues or Insulin [see Warnings and Precautions
(5.5)]

« Acute Kidney Injury [see Warnings and Precautions (5.6)]

* Hypersensitivity [see Warnings and Precautions (5.7)]

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 trials of another drug and may not
reflect the rates observed in practice.

Pool of Placebo-Controlled Trials

The data in Table 1 are derived from 2 placebo-controlled trials (1 monotherapy trial and 1 trial in combination
with basal insulin) in patients with type 2 diabetes [see Clinical Studies (14)]. These data reflect exposure of
521 patients to OZEMPIC and a mean duration of exposure to OZEMPIC of 32.9 weeks. Across the treatment
arms, the mean age of patients was 56 years, 3.4% were 75 years or older and 55% were male. In these trials
71% were White, 7% were Black or African American, and 19% were Asian; 21% identified as Hispanic or
Latino ethnicity. At baseline, patients had type 2 diabetes for an average of 8.8 years and had a mean HbA of
8.2%. At baseline, 8.9% of the population reported retinopathy. Baseline estimated renal function was normal
(eGFR >90 mL/min/1.73m?) in 57.2%, mildly impaired (eGFR 60 to 90 mL/min/1.73m?) in 35.9% and
moderately impaired (eGFR 30 to 60 mL/min/1.73m?) in 6.9% of patients.

Pool of Placebo- and Active-Controlled Trials

The occurrence of adverse reactions was also evaluated in a larger pool of patients with type 2 diabetes
participating in 7 placebo- and active-controlled glycemic control trials [see Clinical Studies (14)] including
two trials in Japanese patients evaluating the use of OZEMPIC as monotherapy and add-on therapy to oral
medications or insulin. In this pool, a total of 3150 patients with type 2 diabetes were treated with OZEMPIC
for a mean duration of 44.9 weeks. Across the treatment arms, the mean age of patients was 57 years, 3.2%
were 75 years or older and 57% were male. In these trials, 60% were White, 6% were Black or African
American, and 31% were Asian; 16% identified as Hispanic or Latino ethnicity. At baseline, patients had type 2
diabetes for an average of 8.2 years and had a mean HbA. of 8.2%. At baseline, 7.8% of the population
reported retinopathy. Baseline estimated renal function was normal (eGFR >90 mL/min/1.73m?) in 63.1%,
mildly impaired (eGFR 60 to 90 mL/min/1.73m?) in 34.3%, and moderately impaired (eGFR 30 to 60
mL/min/1.73m?) in 2.5% of the patients.




Common Adverse Reactions

Table 1 shows common adverse reactions, excluding hypoglycemia, associated with the use of OZEMPIC in the
pool of placebo-controlled trials. These adverse reactions occurred more commonly on OZEMPIC than on
placebo, and occurred in at least 5% of patients treated with OZEMPIC.

Table 1. Adverse Reactions in Placebo-Controlled Trials Reported in >5% of OZEMPIC-Treated
Patients with Type 2 Diabetes Mellitus

Adverse Reaction Placebo OZEMPIC 0.5 mg OZEMPIC 1 mg
(N=262) (N=260) (N=261)
% % %
Nausea 6.1 15.8 20.3
\VVomiting 2.3 5.0 9.2
Diarrhea 1.9 8.5 8.8
Abdominal pain 4.6 7.3 5.7
Constipation 1.5 5.0 3.1

In the pool of placebo- and active-controlled trials and in the 2-year cardiovascular outcomes trial, the types and
frequency of common adverse reactions, excluding hypoglycemia, were similar to those listed in Table 1.

Gastrointestinal Adverse Reactions

In the pool of placebo-controlled trials, gastrointestinal adverse reactions occurred more frequently among
patients receiving OZEMPIC than placebo (placebo 15.3%, OZEMPIC 0.5 mg 32.7%, OZEMPIC 1 mg 36.4%).
The majority of reports of nausea, vomiting, and/or diarrhea occurred during dose escalation. More patients
receiving OZEMPIC 0.5 mg (3.1%) and OZEMPIC 1 mg (3.8%) discontinued treatment due to gastrointestinal
adverse reactions than patients receiving placebo (0.4%).

In addition to the reactions in Table 1, the following gastrointestinal adverse reactions with a frequency of <5%
were associated with OZEMPIC (frequencies listed, respectively, as: placebo; 0.5 mg; 1 mg): dyspepsia (1.9%,

3.5%, 2.7%), eructation (0%, 2.7%, 1.1%), flatulence (0.8%, 0.4%, 1.5%), gastroesophageal reflux disease (0%,
1.9%, 1.5%), and gastritis (0.8%, 0.8%, 0.4%).

Other Adverse Reactions
Hypoglycemia

Table 2 summarizes the incidence of events related to hypoglycemia by various definitions in the placebo-
controlled trials.

Table 2. Hypoglycemia Adverse Reactions in Placebo-Controlled Trials In Patients with Type 2 Diabetes
Mellitus

| Placebo | OZEMPIC05mg | OZEMPIC1mg

Monotherapy

(30 weeks) N=129 N=127 N=130

Severe' 0% 0% 0%

Documented symptomatic 0% 1.6% 3.8%

(<70 mg/dL glucose

threshold)

Severe' or Blood Glucose 1.6% 0% 0%

Confirmed Symptomatic

(<56 mg/dL glucose




threshold) \

Add-on to Basal Insulin with or without Metformin

(30 weeks) N=132 N=132 N=131

Severef 0% 0% 1.5%

Documented symptomatic 15.2% 16.7% 29.8%
(<70 mg/dL glucose
threshold)

Severe' or Blood Glucose 5.3% 8.3% 10.7%
Confirmed Symptomatic
(<56 mg/dL glucose
threshold)

" «Severe” hypoglycemia adverse reactions are episodes requiring the assistance of another person.

Hypoglycemia was more frequent when OZEMPIC was used in combination with a sulfonylurea [see Warnings
and Precautions (5.5) and Clinical Studies (14)]. Severe hypoglycemia occurred in 0.8% and 1.2% of patients
when OZEMPIC 0.5 mg and 1 mg, respectively, was co-administered with a sulfonylurea. Documented
symptomatic hypoglycemia occurred in 17.3% and 24.4% of patients when OZEMPIC 0.5 mg and 1 mg,
respectively, was co-administered with a sulfonylurea. Severe or blood glucose confirmed symptomatic
hypoglycemia occurred in 6.5% and 10.4% of patients when OZEMPIC 0.5 mg and 1 mg, respectively, was co-
administered with a sulfonylurea.

Injection Site Reactions
In placebo-controlled trials, injection site reactions (e.g., injection-site discomfort, erythema) were reported in
0.2% of OZEMPIC-treated patients.

Increases in Amylase and Lipase
In placebo-controlled trials, patients exposed to OZEMPIC had a mean increase from baseline in amylase of
13% and lipase of 22%. These changes were not observed in placebo-treated patients.

Cholelithiasis
In placebo-controlled trials, cholelithiasis was reported in 1.5% and 0.4% of patients-treated with OZEMPIC
0.5 mg and 1 mg, respectively. Cholelithiasis was not reported in placebo-treated patients.

Increases in Heart Rate
In placebo-controlled trials, OZEMPIC 0.5 mg and 1 mg resulted in a mean increase in heart rate of 2 to 3 beats
per minute. There was a mean decrease in heart rate of 0.3 beats per minute in placebo-treated patients.

Fatigue, Dysgeusia and Dizziness
Other adverse reactions with a frequency of >0.4% were associated with OZEMPIC include fatigue, dysgeusia
and dizziness.

6.2 Immunogenicity

Consistent with the potentially immunogenic properties of protein and peptide pharmaceuticals, patients treated
with OZEMPIC 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 placebo- and active-controlled glycemic control trials, 32 (1.0%) OZEMPIC-treated patients
developed anti-drug antibodies (ADAS) to the active ingredient in OZEMPIC (i.e., semaglutide). Of the 32
semaglutide-treated patients that developed semaglutide ADAs, 19 patients (0.6% of the overall population)
developed antibodies cross-reacting with native GLP-1. The in vitro neutralizing activity of the antibodies is
uncertain at this time.

7 DRUG INTERACTIONS

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

The risk of hypoglycemia is increased when OZEMPIC is used in combination with insulin secretagogues (e.qg.,
sulfonylureas) or insulin. The risk of hypoglycemia may be lowered by a reduction in the dose of sulfonylurea
(or other concomitantly administered insulin secretagogues) or insulin [see Warnings and Precautions (5.5)].

7.2 Oral Medications

OZEMPIC causes a delay of gastric emptying, and thereby has the potential to impact the absorption of
concomitantly administered oral medications. In clinical pharmacology trials, semaglutide did not affect the
absorption of orally administered medications to any clinically relevant degree [see Clinical Pharmacology
(12.3)]. Nonetheless, caution should be exercised when oral medications are concomitantly administered with
OZEMPIC.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are limited data with semaglutide use in pregnant women to inform a drug-associated risk for adverse
developmental outcomes. There are clinical considerations regarding the risks of poorly controlled diabetes in
pregnancy (see Clinical Considerations). Based on animal reproduction studies, there may be potential risks to
the fetus from exposure to semaglutide during pregnancy. OZEMPIC should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.

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 >5-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 is 6-10% in women with pre-gestational diabetes with an
HbA;. >7 and has been reported to be as high as 20-25% in women with a HbA;. >10. 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 fetal risk

Poorly controlled diabetes during pregnancy increases the maternal risk for diabetic ketoacidosis, pre-
eclampsia, spontaneous abortions, preterm delivery, stillbirth and delivery complications. Poorly controlled
diabetes increases the fetal risk for major birth defects, stillbirth, and macrosomia related morbidity.

Data
Animal Data



In a combined fertility and embryofetal development study in rats, subcutaneous doses of 0.01, 0.03 and 0.09
mg/kg/day (0.1-, 0.4-, and 1.1-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 (0.03-, 0.3-, and 2.3-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 >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 (1.0-, 5.2-, and 14.9-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 >0.075 mg/kg twice weekly (>5X 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 (0.7-, 3.3-, and 7.2-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 >0.075 mg/kg twice weekly (>3X human exposure).

8.2  Lactation

Risk Summary

There are no data on the presence of semaglutide in human milk, the effects on the breastfed infant, or the
effects on milk production. Semaglutide was present in the milk of lactating rats, however, due to species-
specific differences in lactation physiology, the clinical relevance of these data are not clear (see Data). The
developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need
for OZEMPIC and any potential adverse effects on the breastfed infant from OZEMPIC 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
Discontinue OZEMPIC in women at least 2 months before a planned pregnancy due to the long washout period
for semaglutide [see Use in Specific Populations (8.1)].

8.4  Pediatric Use
Safety and efficacy of OZEMPIC have not been established in pediatric patients (younger than 18 years).

8.5  Geriatric Use

In the pool of placebo- and active-controlled glycemic control trials, 744 (23.6%) OZEMPIC-treated patients
were 65 years of age and over and 102 OZEMPIC-treated patients (3.2%) patients were 75 years of age and
over. In SUSTAIN 6, the cardiovascular outcome trial, 788 (48.0%) OZEMPIC-treated patients were 65 years
of age and over and 157 OZEMPIC-treated patients (9.6%) 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.

8.6  Renal Impairment

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

8.7  Hepatic Impairment

No dose adjustment of OZEMPIC 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
(PK) was observed [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

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 OZEMPIC of approximately 1 week.

11 DESCRIPTION

OZEMPIC (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 aloumin 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 C1g7H291N45059
and the molecular weight is 4113.58 g/mol.

Structural formula:
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OZEMPIC is a sterile, aqueous, clear, colorless solution. Each pre-filled pen contains a 1.5 mL solution of
OZEMPIC equivalent to 2 mg semaglutide. Each 1 mL of OZEMPIC solution contains 1.34 mg of semaglutide
and the following inactive ingredients: disodium phosphate dihydrate, 1.42 mg; propylene glycol, 14.0 mg;
phenol, 5.50 mg; and water for injections. OZEMPIC 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

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 hormone that has multiple actions on glucose, mediated by the GLP-1 receptors.

The principal mechanism of protraction resulting in the long half-life of semaglutide is albumin binding, which
results in decreased renal clearance and protection from metabolic degradation. Furthermore, semaglutide is
stabilized against degradation by the DPP-4 enzyme.

Semaglutide reduces blood glucose through a mechanism where it stimulates insulin secretion and lowers
glucagon secretion, both in a glucose-dependent manner. Thus, when blood glucose is high, insulin secretion is
stimulated and glucagon secretion is inhibited. The mechanism of blood glucose lowering also involves a minor
delay in gastric emptying in the early postprandial phase.

12.2  Pharmacodynamics

Semaglutide lowers fasting and postprandial blood glucose and reduces body weight. All pharmacodynamic
evaluations were performed after 12 weeks of treatment (including dose escalation) at steady state with
semaglutide 1 mg.

Fasting and Postprandial Glucose

Semaglutide reduces fasting and postprandial glucose concentrations. In patients with type 2 diabetes, treatment
with semaglutide 1 mg resulted in reductions in glucose in terms of absolute change from baseline and relative
reduction compared to placebo of 29 mg/dL (22%) for fasting glucose, 74 mg/dL (36%) for 2 hour postprandial
glucose, and 30 mg/dL (22%) for mean 24 hour glucose concentration (see Figure 1).

Figure 1. Mean 24 hour plasma glucose profiles (standardized meals) in patients with type 2 diabetes
before (baseline) and after 12 weeks of treatment with semaglutide or placebo
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Insulin Secretion
Both first-and second-phase insulin secretion are increased in patients with type 2 diabetes treated with
OZEMPIC compared with placebo.




Glucagon Secretion

Semaglutide lowers the fasting and postprandial glucagon concentrations. In patients with type 2 diabetes,
treatment with semaglutide resulted in the following relative reductions in glucagon compared to placebo,
fasting glucagon (8%), postprandial glucagon response (14-15%), and mean 24 hour glucagon concentration
(12%).

Glucose dependent insulin and glucagon secretion

Semaglutide lowers high blood glucose concentrations by stimulating insulin secretion and lowering glucagon
secretion in a glucose-dependent manner. With semaglutide, the insulin secretion rate in patients with type 2
diabetes was similar to that of healthy subjects (see Figure 2).

Figure 2. Mean insulin secretion rate versus glucose concentration in patients with type 2 diabetes during
graded glucose infusion before (baseline) and after 12 weeks of treatment with semaglutide or placebo
and in untreated healthy subjects
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During induced hypoglycemia, semaglutide did not alter the counter regulatory responses of increased glucagon
compared to placebo, and did not impair the decrease of C-peptide in patients with type 2 diabetes.

Gastric emptying
Semaglutide causes a delay of early postprandial gastric emptying, thereby reducing the rate at which glucose
appears in the circulation postprandially.

Cardiac electrophysiology (QTc)
The effect of semaglutide on cardiac repolarization was tested in a thorough QTc trial. At a dose 1.5 times the
maximum recommended dose, semaglutide does not prolong QTc intervals to any clinically relevant extent.

12.3 Pharmacokinetics

Absorption

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

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



In patients with type 2 diabetes, semaglutide exposure increases in a dose-proportional manner for once-weekly
doses of 0.5 mg and 1 mg. Steady-state exposure is achieved following 4-5 weeks of once-weekly
administration. In patients with type 2 diabetes, the mean population-PK estimated steady-state concentrations
following once weekly subcutaneous administration of 0.5 mg and 1 mg semaglutide were approximately 65.0
ng/mL and 123.0 ng/mL, respectively.

Distribution
The mean apparent volume of distribution of semaglutide following subcutaneous administration in patients
with type 2 diabetes is approximately 12.5 L. Semaglutide is extensively bound to plasma albumin (>99%).

Elimination

The apparent clearance of semaglutide in patients with type 2 diabetes 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 weeks
after the last dose.

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 is via the urine and feces. Approximately 3% of
the dose is excreted in the urine as intact semaglutide.

Specific Populations

Based on a population pharmacokinetic analysis, age, sex, race, and ethnicity, and renal impairment do not have
a clinically meaningful effect on the pharmacokinetics of semaglutide. The exposure of semaglutide decreases
with an increase in body weight. However, semaglutide doses of 0.5 mg and 1 mg provide adequate systemic
exposure over the body weight range of 40-198 kg evaluated in the clinical trials. The effects of intrinsic factors
on the pharmacokinetics of semaglutide are shown in Figure 3.

Figure 3. Impact of intrinsic factors on semaglutide exposure
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Semaglutide exposure (Cavg) relative to reference subject profile: non-Hispanic/non-Latino, White, female below
65 years, body weight 85 kg, with normal renal function. Population PK model also included maintenance dose and
injection site as covariates. Body weight test categories (55 and 127 kg) represent the 5% and 95% percentiles in the
dataset. Abbreviations: Cavg: average semaglutide concentration. Cl: Confidence interval.



Patients with Renal impairment - Renal impairment does not impact the pharmacokinetics of semaglutide in a
clinically relevant manner. This was shown in a study with a single dose of 0.5 mg semaglutide in patients with
different degrees of renal impairment (mild, moderate, severe, ESRD) compared with subjects with normal
renal function. This was also shown for subjects with both type 2 diabetes and renal impairment based on data
from clinical studies (Figure 3).

Patients with Hepatic impairment - Hepatic impairment does 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) compared with subjects with normal hepatic function in a study with a
single-dose of 0.5 mg semaglutide.

Pediatric Patients- Semaglutide has not been studied in pediatric patients.
Drug Interaction Studies

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

The delay of gastric emptying with semaglutide may influence the absorption of concomitantly administered
oral medicinal products. 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 interaction with semaglutide (Figure 4) was observed based on the evaluated
medications; therefore, no dose adjustment is required when co-administered with semaglutide.

Figure 4. Impact of semaglutide on the exposure of co-administered oral medications
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Relative exposure in terms of AUC and C,,, 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. Cy,s: maximum concentration. Cl: 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 [5-, 17-, and 59-
fold the maximum recommended human dose (MRHD) of 1 mg/week, based on AUC] were administered to the
males, and 0.1, 0.3 and 1 mg/kg/day (2-, 5-, and 17-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 (>2X 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, 0.4-, 1-, and 6-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 >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 (0.1-, 0.4-, and 1.1-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 oestrus cycle
length was observed at all dose levels, together with a small reduction in numbers of corpora lutea at >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

14.1  Overview of Clinical Studies

OZEMPIC has been studied as monotherapy and in combination with metformin, metformin and sulfonylureas,
metformin and/or thiazolidinedione, and basal insulin in patients with type 2 diabetes mellitus. The efficacy of
OZEMPIC was compared with placebo, sitagliptin, exenatide extended-release (ER), and insulin glargine.

Most trials evaluated the use of OZEMPIC 0.5 mg, and 1 mg, with the exception of the trial comparing
OZEMPIC and exenatide ER where only the 1 mg dose was studied.

In patients with type 2 diabetes mellitus, OZEMPIC produced clinically relevant reduction from baseline in
HbA;. compared with placebo.

The efficacy of OZEMPIC was not impacted by age, gender, race, ethnicity, BMI at baseline, body weight (kg)
at baseline, diabetes duration and level of renal function impairment.

14.2  Monotherapy Use of OZEMPIC in Patients with Type 2 Diabetes Mellitus

In a 30-week double-blind trial (NCT02054897), 388 patients with type 2 diabetes mellitus inadequately
controlled with diet and exercise were randomized to OZEMPIC 0.5 mg or OZEMPIC 1 mg once weekly or
placebo. Patients had a mean age of 54 years and 54% were men. The mean duration of type 2 diabetes was 4.2
years, and the mean BMI was 33 kg/m?. Overall, 64% were White, 8% were Black or African American, and
21% were Asian; 30% identified as Hispanic or Latino ethnicity.

Monotherapy with OZEMPIC 0.5 mg and 1 mg once weekly for 30 weeks resulted in a statistically significant
reduction in HbA;. compared with placebo (see Table 3).



Table 3. Results at Week 30 in a Trial of OZEMPIC as Monotherapy in Adult Patients with Type 2

Diabetes Mellitus Inadequately Controlled with Diet and Exercise

Placebo OZEMPIC OZEMPIC
0.5 mg 1mg

Intent-to-Treat (ITT) Population (N) 129 128 130
HbA. (%)

Baseline (mean) 8.0 8.1 8.1

Change at week 30° -0.1 -1.4 -1.6

Difference from placebo® [95% ClI] -1.2 [-1.5, -0.9]° 1.4 [-1.7,-1.1]°
Patients (%) achieving HbA;; <7% 28 73 70
FPG (mg/dL)

Baseline (mean) 174 174 179

Change at week 30° -15 -41 -44

The intent-to-treat population includes all randomized and exposed patients. At week 30 the primary HbA,. endpoint was missing for
10%, 7% and 7% of patients and during the trial rescue medication was initiated by 20%, 5% and 4% of patients randomized to
placebo, OZEMPIC 0.5 mg and OZEMPIC 1 mg, respectively. Missing data were imputed using multiple imputation based on

retrieved dropouts.

®Intent-to-treat analysis using ANCOVA adjusted for baseline value and country.

cp<0.0001 (2-sided) for superiority, adjusted for multiplicity.

The mean baseline body weight was 89.1 kg, 89.8 kg, 96.9 kg in the placebo, OZEMPIC 0.5 mg, and
OZEMPIC 1 mg arms, respectively. The mean changes from baseline to week 30 were -1.2 kg, -3.8 kg and -4.7
kg in the placebo, OZEMPIC 0.5 mg, and OZEMPIC 1 mg arms, respectively. The difference from placebo
(95% CI) for OZEMPIC 0.5 mg was -2.6 kg (-3.8, -1.5), and for OZEMPIC 1 mg was -3.5 kg (-4.8, -2.2).

14.3 Combination Therapy Use of OZEMPIC in Patients with Type 2 Diabetes Mellitus
Combination with metformin and/or thiazolidinediones

In a 56-week, double-blind trial (NCT01930188), 1231 patients with type 2 diabetes mellitus were randomized
to OZEMPIC 0.5 mg once weekly, OZEMPIC 1 mg once weekly, or sitagliptin 100 mg once daily, all in
combination with metformin (94%) and/or thiazolidinediones (6%). Patients had a mean age of 55 years and
51% were men. The mean duration of type 2 diabetes was 6.6 years, and the mean BMI was 32 kg/m?. Overall,
68% were White, 5% were Black or African American, and 25% were Asian; 17% identified as Hispanic or

Latino ethnicity.

Treatment with OZEMPIC 0.5 mg and 1 mg once weekly for 56 weeks resulted in a statistically significant

reduction in HbA;. compared to sitagliptin (see Table 4 and Figure 5).

Table 4. Results at Week 56 in a Trial of OZEMPIC Compared to Sitagliptin in Adult Patients with Type
2 Diabetes Mellitus In Combination with Metformin and/or Thiazolidinediones

OZEMPIC OZEMPIC Sitagliptin
0.5 mg 1 mg
Intent-to-Treat (ITT) Population (N)? 409 409 407
HbA;. (%)
Baseline (mean) 8.0 8.0 8.2
Change at week 56" -1.3 -1.5 -0.7
Difference from sitagliptin® -0.6 -0.8
[95% CI] [-0.7,-0.4]° [-0.9, -0.6]°
Patients (%) achieving HbA;. <7% 66 73 40
FPG (mg/dL)
Baseline (mean) 168 167 173




Change at week 56" -35 -43 -23

*The intent-to-treat population includes all randomized and exposed patients. At week 56 the primary HbA,. endpoint was missing for
7%, 5% and 6% of patients and during the trial rescue medication was initiated by 5%, 2% and 19% of patients randomized to
OZEMPIC 0.5 mg, OZEMPIC 1 mg and sitagliptin, respectively. Missing data were imputed using multiple imputation based on
retrieved dropouts.

®Intent-to-treat analysis using ANCOVA adjusted for baseline value and country.

cp<0.0001 (2-sided) for superiority, adjusted for multiplicity.

The mean baseline body weight was 89.9 kg, 89.2 kg, 89.3 kg in the OZEMPIC 0.5 mg, OZEMPIC 1 mg, and
sitagliptin arms, respectively. The mean changes from baseline to week 56 were -4.2 kg, -5.5 kg, and -1.7 kg for
the OZEMPIC 0.5 mg, OZEMPIC 1 mg, and sitagliptin arms, respectively. The difference from sitagliptin (95%
Cl) for OZEMPIC 0.5 mg was -2.5 kg (-3.2, -1.8), and for OZEMPIC 1 mg was -3.8 kg (-4.5, -3.1).

Figure 5. Mean HbA;. (%) over time - baseline to week 56
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Observed mean HbAL1c at scheduled visits and retrieved dropout multiple imputation (MI) based estimate at week 56 with standard error

Combination with metformin or metformin with sulfonylurea

In a 56-week, open-label trial (NCT01885208), 813 patients with type 2 diabetes mellitus on metformin alone
(49%), metformin with sulfonylurea (45%), or other (6%) were randomized to OZEMPIC 1 mg once weekly or
exenatide 2 mg once weekly. Patients had a mean age of 57 years and 55% were men. The mean duration of
type 2 diabetes was 9 years, and the mean BMI was 34 kg/m?. Overall, 84% were White, 7% were Black or
African American, and 2% were Asian; 24% identified as Hispanic or Latino ethnicity.

Treatment with OZEMPIC 1 mg once weekly for 56 weeks resulted in a statistically significant reduction in
HbA,. compared to exenatide 2 mg once weekly (see Table 5).

Table 5. Results at Week 56 in a Trial of OZEMPIC Compared to Exenatide 2 mg Once Weekly in Adult
Patients with Type 2 Diabetes Mellitus In Combination with Metformin or Metformin with Sulfonylurea

OZEMPIC Exenatide ER
1mg 2 mg
Intent-to-Treat (ITT) Population (N)? 404 405
HbAL (%)
Baseline (mean) 8.4 8.3
Change at week 56” -1.4 -0.9




Difference from exenatide® -0.5
[95% CI] [-0.7, -0.3]°
Patients (%) achieving HbA;. <7% 62 40
FPG (mg/dL)
Baseline (mean) 191 188
Change at week 56” -44 -34

*The intent-to-treat population includes all randomized and exposed patients. At week 56 the primary HbA,. endpoint was missing for
9% and 11% of patients and during the trial rescue medication was initiated by 5% and 10% of patients randomized to OZEMPIC 1
mg and exenatide ER 2 mg, respectively. Missing data were imputed using multiple imputation based on retrieved dropouts.
b . - . -

Intent-to-treat analysis using ANCOVA adjusted for baseline value and country.

cp<0.0001 (2-sided) for superiority, adjusted for multiplicity.

The mean baseline body weight was 96.2 kg and 95.4 kg in the OZEMPIC 1 mg and exenatide ER arms,
respectively. The mean changes from baseline to week 56 were -4.8 kg and -2.0 kg in the OZEMPIC 1 mg and
exenatide ER arms, respectively. The difference from exenatide ER (95% CI) for OZEMPIC 1 mg was -2.9 kg
(-3.6,-2.1).

Combination with metformin or metformin with sulfonylurea

In a 30-week, open-label trial (NCT02128932), 1089 patients with type 2 diabetes mellitus were randomized to
OZEMPIC 0.5 mg once weekly, OZEMPIC 1 mg once weekly, or insulin glargine once daily on a background
of metformin (48%) or metformin and sulfonylurea (51%). Patients had a mean age of 57 years and 53% were
men. The mean duration of type 2 diabetes was 8.6 years, and the mean BMI was 33 kg/m?. Overall, 77% were
White, 9% were Black or African American, and 11% were Asian; 20% identified as Hispanic or Latino
ethnicity.

Patients assigned to insulin glargine had a baseline mean HbA;. of 8.1% and were started on a dose of 10 U
once daily. Insulin glargine dose adjustments occurred throughout the trial period based on self-measured
fasting plasma glucose before breakfast, targeting 71 to <100 mg/dL. In addition, investigators could titrate
insulin glargine at their discretion between study visits. Only 26% of patients had been titrated to goal by the
primary endpoint at week 30, at which time the mean daily insulin dose was 29 U per day.

Treatment with OZEMPIC 0.5 mg and 1 mg once weekly for 30 weeks resulted in a statistically significant
reduction in HbA;. compared with the insulin glargine titration implemented in this study protocol (see
Table 6).

Table 6. Results at Week 30 in a Trial of OZEMPIC Compared to Insulin Glargine in Adult Patients with
Type 2 Diabetes Mellitus In Combination with Metformin or Metformin with Sulfonylurea

OZEMPIC OZEMPIC Insulin Glargine
0.5 mg 1mg
Intent-to-Treat (ITT) Population (N) 362 360 360
HbA . (%)
Baseline (mean) 8.1 8.2 8.1
Change at week 30° -1.2 -15 -0.9
Difference from insulin glargine® -0.3 -0.6
[95% CI] [-0.5, -0.1]° [-0.8, -0.4]°
Patients (%) achieving HbA: <7% 55 66 40
FPG (mg/dL)
Baseline (mean) 172 179 174
Change at week 30° -35 -46 -37




The intent-to-treat population includes all randomized and exposed patients. At week 30 the primary HbA. endpoint was missing for
8%, 6% and 6% of patients and during the trial rescue medication was initiated by 4%, 3% and 1% of patients randomized to
OZEMPIC 0.5 mg, OZEMPIC 1 mg and insulin glargine, respectively. Missing data were imputed using multiple imputation based on
retrieved dropouts.

®Intent-to-treat analysis using ANCOVA adjusted for baseline value, country and stratification factors.

Cp<0.0001 (2-sided) for superiority, adjusted for multiplicity.

The mean baseline body weight was 93.7 kg, 94.0 kg, 92.6 kg in the OZEMPIC 0.5 mg, OZEMPIC 1 mg, and
insulin glargine arms, respectively. The mean changes from baseline to week 30 were -3.2 kg, -4.7 kg and 0.9
kg in the OZEMPIC 0.5 mg, OZEMPIC 1 mg, and insulin glargine arms, respectively. The difference from
insulin glargine (95% CI) for OZEMPIC 0.5 mg was -4.1 kg (-4.9, -3.3) and for OZEMPIC 1 mg was -5.6 kg
(6.4, -4.8).

Combination with basal insulin

In a 30-week, double-blind trial (NCT02305381), 397 patients with type 2 diabetes mellitus inadequately
controlled with basal insulin, with or without metformin, were randomized to OZEMPIC 0.5 mg once weekly,
OZEMPIC 1 mg once weekly, or placebo. Patients with HbA;. < 8.0% at screening reduced their insulin dose
by 20% at start of the trial to reduce the risk of hypoglycemia. Patients had a mean age of 59 years and 56%
were men. The mean duration of type 2 diabetes was 13 years, and the mean BMI was 32 kg/m?. Overall, 78%
were White, 5% were Black or African American, and 17% were Asian; 12% identified as Hispanic or Latino
ethnicity.

Treatment with OZEMPIC resulted in a statistically significant reduction in HbA; after 30 weeks of treatment
compared to placebo (see Table 7).

Table 7. Results at Week 30 in a Trial of OZEMPIC in Adult Patients with Type 2 Diabetes Mellitus In
Combination with Basal Insulin With or Without Metformin

Placebo OZEMPIC OZEMPIC
0.5 mg 1mg
Intent-to-Treat (ITT) Population (N)? 133 132 131
HbA;. (%)
Baseline (mean) 8.4 8.4 8.3
Change at week 30° -0.2 -1.3 -1.7
Difference from placebo” -1.1 -1.6
[95% CI] [-1.4,-0.8]° [-1.8, -1.3]°
Patients (%) achieving HbA;. <7% 13 56 73
FPG (mg/dL)
Baseline (mean) 154 161 153
Change at week 30° -8 -28 -39

The intent-to-treat population includes all randomized and exposed patients. At week 30 the primary HbA,. endpoint was missing for
7%, 5% and 5% of patients and during the trial rescue medication was initiated by 14%, 2% and 1% of patients randomized to
placebo, OZEMPIC 0.5 mg and OZEMPIC 1 mg, respectively. Missing data were imputed using multiple imputation based on

retrieved dropouts.

% |ntent-to-treat analysis using ANCOVA adjusted for baseline value, country and stratification factors.

“p<0.0001 (2-sided) for superiority, adjusted for multiplicity.

The mean baseline body weight was 89.9 kg, 92.7 kg, and 92.5 kg in the placebo, OZEMPIC 0.5 mg, and
OZEMPIC 1 mg arms, respectively. The mean changes from baseline to week 30 were -1.2 kg, -3.5 kg, and -6.0
kg in the placebo, OZEMPIC 0.5 mg, and OZEMPIC 1 mg arms, respectively. The difference from placebo
(95% CI) for OZEMPIC 0.5 mg was -2.2 kg (-3.4, -1.1), and for OZEMPIC 1 mg was -4.7 kg (-5.8, -3.6).




14.4  Cardiovascular Outcomes Trial of OZEMPIC in Patients with Type 2 Diabetes Mellitus
SUSTAIN 6 (NCT01720446) was a 104-week, double-blind trial in which 3,297 patients with type 2 diabetes
and high risk of cardiovascular events were randomized to OZEMPIC 0.5 mg once weekly, OZEMPIC 1 mg
once weekly, or placebo in addition to standard-of-care. 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. The mean duration of diabetes was 13.9 years, and mean BMI
was 33 kg/m?. Overall, 83% were White, 7% were Black or African American, and 8% were Asian; 16%
identified as Hispanic or Latino ethnicity. Concomitant diseases of patients in this trial included, but were not
limited to, heart failure (24%), hypertension (93%), history of ischemic stroke (12%) and history of a
myocardial infarction (33%).

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
secondary endpoint was time from randomization to first occurrence of an expanded composite cardiovascular
outcome, defined as MACE, revascularization (coronary and peripheral), unstable angina requiring
hospitalization or hospitalization for heart failure. The total number of primary component MACE endpoints
was 254 (108 [6.6%] with OZEMPIC and 146 [8.9%] with placebo). No increased risk for MACE was observed
with OZEMPIC.

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
OZEMPIC injection is supplied as a clear, colorless solution that contains 2 mg of semaglutide ina 1.5 mL

(1.34 mg/mL) pre-filled, disposable, single-patient-use pen injector in the following packaging configurations:

Carton of 1 Pen (NDC 0169-4132-12)
e Pen delivers doses of 0.25 mg or 0.5 mg per injection
e 6 NovoFine® Plus needles
¢ Intended for treatment initiation at the 0.25 mg dose and maintenance treatment at the 0.5 mg
dose

Carton of 2 Pens (NDC 0169-4136-02)
e Pen delivers doses of 1 mg per injection
e 4 NovoFine® Plus needles
¢ Intended for maintenance treatment at the 1 mg dose only

Each OZEMPIC pen is for use by a single patient. An OZEMPIC pen must never be shared between patients,
even if the needle is changed [see Warnings and Precautions (5.4)].

Recommended Storage

Prior to first use, OZEMPIC should be stored in a refrigerator between 36°F to 46°F (2°C to 8°C) (Table 8). Do
not store in the freezer or directly adjacent to the refrigerator cooling element. Do not freeze OZEMPIC and do
not use OZEMPIC if it has been frozen.

After first use of the OZEMPIC pen, the pen can be stored for 56 days at controlled room temperature (59°F to
86°F; 15°C to 30°C) or in a refrigerator (36°F to 46°F; 2°C to 8°C). Do not freeze. Keep the pen cap on when
not in use. OZEMPIC should be protected from excessive heat and sunlight.



Always remove and safely discard the needle after each injection and store the OZEMPIC pen without an
injection needle attached. Always use a new needle for each injection.

The storage conditions are summarized in Table 8:

Table 8. Recommended Storage Conditions for the OZEMPIC Pen
Prior to first use After first use
Refrigerated Room Temperature Refrigerated
36°F to 46°F 59°F to 86°F 36°F to 46°F
(2°Cto 8°C) (15°C to 30°C) (2°C to 8°C)
Until expiration date 56 days

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)].

Pancreatitis

Inform patients of the potential risk for pancreatitis. Instruct patients to discontinue OZEMPIC 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)].

Diabetic Retinopathy Complications
Inform patients to contact their physician if changes in vision are experienced during treatment with OZEMPIC
[see Warnings and Precautions (5.3)].

Never Share an OZEMPIC Pen Between Patients
Advise patients that they must never share an OZEMPIC pen with another person, even if the needle is changed,
because doing so carries a risk for transmission of blood-borne pathogens [see Warnings and Precautions

(5.4)].

Dehydration and Renal Failure

Advise patients treated with OZEMPIC 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 (5.6)].

Hypersensitivity Reactions
Inform patients to stop taking OZEMPIC and seek medical advice promptly if symptoms of hypersensitivity
reactions occur [see Warnings and Precautions (5.7)].

Pregnancy
Advise a pregnant woman of the potential risk to a fetus. Advise women to inform their healthcare provider

if they are pregnant or intend to become pregnant [see Use in Specific Populations (8.1), (8.3)].



Instructions

Inform patients of the potential risks and benefits of OZEMPIC and of alternative modes of therapy. Inform
patients about the importance of adherence to dietary instructions, regular physical activity, periodic blood
glucose monitoring and Axc testing, recognition and management of hypoglycemia and hyperglycemia, and
assessment for diabetes complications. Advise patients to seek medical advice promptly during periods of stress
such as fever, trauma, infection, or surgery as medication requirements may change.

Advise patients that the most common side effects of OZEMPIC are nausea, vomiting, diarrhea, abdominal pain
and constipation. Inform patients that nausea, vomiting and diarrhea are most common when first starting
OZEMPIC, but decreases over time in the majority of patients.

Instruct patients to reread the Medication Guide each time the prescription is renewed.

Inform patients if a dose is missed, it should be administered as soon as possible 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, inform patients to resume their regular once weekly
dosing schedule [see Dosage and Administration (2.1)].

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

For information about OZEMPIC contact:
Novo Nordisk Inc.

800 Scudders Mill Road

Plainsboro, NJ 08536

1-888-693-6742

Date of Issue: December 2017
Version: 1

OZEMPIC® and NovoFine® are registered trademarks of Novo Nordisk A/S.
PATENT INFORMATION: http://novonordisk-us.com/patients/products/product-patents.html

© 2017 Novo Nordisk



Medication Guide
OZEMPIC® (oh-ZEM-pick)
(semaglutide)
injection, for subcutaneous use

Do not share your OZEMPIC pen with other people, even if the needle has been changed. You may give other
people a serious infection, or get a serious infection from them.

Read this Medication Guide before you start using OZEMPIC 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 OZEMPIC?
OZEMPIC may cause serious side effects, including:

e 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, OZEMPIC and medicines that work like OZEMPIC caused thyroid tumors, including thyroid cancer. It is not
known if OZEMPIC will cause thyroid tumors or a type of thyroid cancer called medullary thyroid carcinoma (MTC) in
people.

e Do not use OZEMPIC 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 OZEMPIC?

OZEMPIC is an injectable prescription medicine for adults with type 2 diabetes mellitus that:
e along with diet and exercise may improve blood sugar (glucose).

e OZEMPIC is not recommended as the first choice of medicine for treating diabetes.

e ltis not known if OZEMPIC can be used in people who have had pancreatitis.

e OZEMPIC is not a substitute for insulin and is not for use in people with type 1 diabetes or people with diabetic
ketoacidosis.

e ltis not known if OZEMPIC is safe and effective for use in children under 18 years of age.

Do not use OZEMPIC if:

e 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).

e you are allergic to semaglutide or any of the ingredients in OZEMPIC. See the end of this Medication Guide for a
complete list of ingredients in OZEMPIC.

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

¢ have a history of diabetic retinopathy.

e are pregnant or plan to become pregnant. It is not known if OZEMPIC will harm your unborn baby. You should stop

using OZEMPIC 2 months before you plan to become pregnant. Talk to your healthcare provider about the best way
to control your blood sugar if you plan to become pregnant or while you are pregnant.
e are breastfeeding or plan to breastfeed. It is not known if OZEMPIC passes into your breast milk. You should talk with
your healthcare provider about the best way to feed your baby while using OZEMPIC.
Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements. OZEMPIC may affect the way some medicines work and some medicines
may affect the way OZEMPIC works.
Before using OZEMPIC, talk to your healthcare provider about low blood sugar and how to manage it. Tell your
healthcare provider if you are taking other medicines to treat diabetes, including insulin or sulfonylureas.
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 OZEMPIC?

e Read the Instructions for Use that comes with OZEMPIC.

e Use OZEMPIC exactly as your healthcare provider tells you to.

e Your healthcare provider should show you how to use OZEMPIC before you use it for the first time.

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

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




e You may change the day of the week you use OZEMPIC as long as your last dose was given 2 or more days before.

e If you miss a dose of OZEMPIC, take the missed dose as soon as possible within 5 days after the missed dose. If
more than 5 days have passed, skip the missed dose and take your next dose on the regularly scheduled day.

e OZEMPIC may be taken with or without food.
e Do not mix insulin and OZEMPIC together in the same injection.

e You may give an injection of OZEMPIC and insulin in the same body area (such as your stomach area), but not right
next to each other.

e Change (rotate) your injection site with each injection. Do not use the same site for each injection.
e Check your blood sugar as your healthcare provider tells you to.
e Stay on your prescribed diet and exercise program while using OZEMPIC.

e Talk to your healthcare provider about how to prevent, recognize and manage low blood sugar (hypoglycemia), high
blood sugar (hyperglycemia), and problems you have because of your diabetes.

e Your healthcare provider will check your diabetes with regular blood tests, including your blood sugar levels and your
hemoglobin A1C.

e Do not share your OZEMPIC pen with other people, even if the needle has been changed. You may give other
people a serious infection, or get a serious infection from them.

Your dose of OZEMPIC and other diabetes medicines may need to change because of:

o change in level of physical activity or exercise, weight gain or loss, increased stress, iliness, change in diet, fever,
trauma, infection, surgery or because of other medicines you take.

What are the possible side effects of OZEMPIC?
OZEMPIC may cause serious side effects, including:
e See “What is the most important information | should know about OZEMPIC?”

e inflammation of your pancreas (pancreatitis). Stop using OZEMPIC 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.

e changes in vision. Tell your healthcare provider if you have changes in vision during treatment with OZEMPIC.

e low blood sugar (hypoglycemia). Your risk for getting low blood sugar may be higher if you use OZEMPIC with
another medicine that can cause low blood sugar, such as a sulfonylurea or insulin. Signs and symptoms of low
blood sugar may include:

o dizziness or light-headedness o blurred vision o anxiety, irritability, or mood changes
o Sweating o slurred speech o hunger

o confusion or drowsiness o shakiness o weakness

o headache o fast heartbeat o feeling jittery

e Kkidney 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.

e serious allergic reactions. Stop using OZEMPIC and get medical help right away, if you have any symptoms of a
serious allergic reaction including itching, rash, or difficulty breathing.

The most common side effects of OZEMPIC may include nausea, vomiting, diarrhea, stomach (abdominal) pain and

constipation.

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 OZEMPIC.

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 OZEMPIC.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use OZEMPIC for
a condition for which it was not prescribed. Do not give OZEMPIC 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 OZEMPIC that is written for health
professionals.

For more information, go to OZEMPIC.com or call 1-888-693-6742.

What are the ingredients in OZEMPIC?
Active Ingredient: semaglutide
Inactive Ingredients: disodium phosphate dihydrate, propylene glycol, phenol and water for injection




Manufactured by: Novo Nordisk A/S, DK-2880 Bagsvaerd, Denmark
OZEMPIC® is a registered trademark of Novo Nordisk A/S.
PATENT Information: http://novonordisk-us.com/patients/products/product-patents.html

© 2017 Novo Nordisk
Revised: December 2017

This Medication Guide has been approved by the U.S. Food and Drug Administration.




Instructions for Use
Ozempic® (oh-ZEM-pick)
(semaglutide) injection
0.25 mg or 0.5 mg doses
(pen delivers doses of 0.25 mg or 0.5 mg)

A

Read these instructions carefully before using
your Ozempic® pen.

Do not use your pen without proper training
from your healthcare provider. Make sure that
you know how to give yourself an injection with the
pen before you start your treatment.

Do not share your Ozempic pen with other
people, even if the needle has been changed.
You may give other people a serious infection,
or get a serious infection from them.

If you are blind or have poor eyesight and

cannot read the dose counter on the pen, do not
use this pen without help. Get help from a person

with good eyesight who is trained to use the Ozempic
pen.

Start by checking your pen to make sure that
it contains Ozempic, then look at the pictures
below to get to know the different parts of
your pen and needle.

Your pen is a prefilled dial-a-dose pen. It
contains 2 mg of semaglutide, and you can select
doses of 0.25 mg or 0.5 mg. Your pen is made to
be used with NovoFine® Plus or NovoFine®
disposable needles up to a length of 8 mm.

NovoFine® Plus 32G 4 mm disposable needles are
enclosed.

Always use a new needle for each injection.

Supplies you will need to give your Ozempic injection:

Ozempic pen

a new NovoFine Plus or NovoFine needle

alcohol swab

1 sharps container for throwing away used Ozempic
pens and needles. See “"Disposing of used
Ozempic pens and needles” at the end of
these instructions.

Ozempic® pen and
NovoFine® Plus needle
(example)

]— Pen cap /.

Outer

needle cap
l‘
1 Inner
needle cap
f % — Needle
Paper
| tab
Pen window
éi«—_ Dose counter
L+ — Dose pointer
| T—
'! }L‘; — Dose selector
Dose button
Flow Dashed
- check - line
symbol (used to
guide to
your dose)

Step 1.




Prepare your pen with a new needle

e Wash your hands with soap and water.

e Check the name and colored label of your pen,
to make sure that it contains Ozempic.
This is especially important if you take more than 1
type of medicine.

e Pull off the pen cap.

e Check that Ozempic in your pen is clear and E
colorless.
Look through the pen window. If Ozempic looks o 5}

cloudy, do not use the pen.

e Take a new needle, and tear off the paper tab.

¢ Push the needle straight onto the pen. Turn
until it is on tight.

e Pull off the outer needle cap. Do not throw it
away.

e Pull off the inner needle cap and throw it away. {

A drop of Ozempic may appear at the needle tip. =y
This is normal, but you must still check the Ozempic ) ,
flow, if you use a new pen for the first time. ' \"\}’O /

A Always use a new needle for each injection. This will reduce the risk of
contamination, infection, leakage of Ozempic, and blocked needles leading to the wrong
dose.

Do not reuse or share your needles with other people. You may give other
people a serious infection, or get a serious infection from them.

Never use a bent or damaged needle.

Do not attach a new needle to your pen until you are ready to take your injection.




Step 2.

Check the Ozempic flow with each new pen

Check the Ozempic flow before your first
injection with each new pen.

If your Ozempic pen is already in use, go to Step 3
“Select your dose”.

£ T P
" /
e Turn the dose selector until the dose counter ‘

shows the flow check symbol (=). o | Flow check
{0 | symbol
selected

e Hold the pen with the needle pointing up.
Press and hold in the dose button until the dose
counter shows 0. The 0 must line up with the dose
pointer.

A drop of Ozempic will appear at the needle tip.

e If no drop appears, repeat Step 2 above as
shown in Figure G and Figure H up to 6 times. If
there is still no drop, change the needle and repeat
Step 2 as shown in Figure G and Figure H 1 more
time.

.

Do not use the pen if a drop of Ozempic still does
not appear.
Contact Novo Nordisk at 1-888-693-6742.

A Always make sure that a drop appears at the needle tip before you use a new pen
for the first time. This makes sure that Ozempic flows.
If no drop appears, you will not inject any Ozempic, even though the dose counter may
move. This may mean that there is a blocked or damaged needle.

A small drop may remain at the needle tip, but it will not be injected.
Only check the Ozempic flow before your first injection with each new pen.

Step 3.

Select your dose




e Continue turning the dose selector until the
dose counter shows your dose (0.25 mg or 0.5

mg).

The dashed line in the dose counter ' ' will guide

you to your dose.
Dashed
Make sure you know the dose of Ozempic you line
should use. If you select the wrong dose, you can

turn the dose selector forward or backwards to the

correct dose.

Example:
| 0.25 mg
| selected

~ | Example:
| 05mg
selected

A Always use the dose counter and the dose pointer to see how many mg you
select.
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.

Only doses of 0.25 mg or 0.5 mg must be selected with the dose selector. The
selected dose must line up exactly with the dose pointer to make sure that you get a
correct dose.

The dose selector changes the dose. Only the dose counter and dose pointer will
show how many mg you select for each dose.

You can select 0.25 mg or 0.5 mg for each dose. When your pen contains less than 0.5
mg or 0.25 mg, the dose counter stops before 0.5 mg or 0.25 mg is shown.

The dose selector clicks differently when turned forward, backwards or past the number
of mg left. Do not count the pen clicks.

How much Ozempic is left?

¢ To see how much Ozempic is left in your pen,
use the dose counter:

Turn the dose selector until the dose counter

stops.

o If it shows 0.5, at least 0.5 mg is left in your .
pen. If the dose counter stops before 0.5 gtggr:ggilen
mg, there is not enough Ozempic left for a full :
dose of 0.5 mg.

e Ifit stops at 0.25, then 0.25 mg is left in your
pen. If the dose counter stops before 0.25

mg, there is not enough Ozempic left for a full
dose of 0.25 mg.

Example

If there is not enough Ozempic left in your pen
for a full dose, do not use it. Use a new Ozempic




pen.

Step 4.

Inject your dose

e Choose your injection site and wipe the skin with an e
alcohol swab. Let the injection site dry before you o A
inject your dose (See Figure K). sy () Q)

e Insert the needle into your skin as your
healthcare provider has shown you.

e Make sure you can see the dose counter. Do
not cover it with your fingers. This could stop the
injection.

e Press and hold down the dose button until the
dose counter shows 0.
The 0 must line up with the dose pointer. You may
then hear or feel a click.

e Keep the needle in your skin after the dose Count slowly:
counter has returned to 0 and count slowly to 6. @
e If the needle is removed earlier, you may see a

stream of Ozempic coming from the needle tip. If
this happens, the full dose will not be delivered.

+ Remove the needle from your skin. O] u
If blood appears at the injection site, press lightly. T,“,
Do not rub the area. ' L;‘

A Always watch the dose counter to know how many mg you inject. Hold the dose
button down until the dose counter shows 0.
How to identify a blocked or damaged needle?
e If 0 does not appear in the dose counter after continuously pressing the dose button,
you may have used a blocked or damaged needle.
e If this happens you have not received any Ozempic 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 described in Step 5, and repeat all steps starting with Step 1:
“Prepare your pen with a new needle”. Make sure you select the full dose you need.

Never touch the dose counter when you inject. This can stop the injection.

You may see a drop of Ozempic at the needle tip after injecting. This is normal and does not
affect your dose.

Step 5.

After your injection

¢ Carefully remove the needle from the pen. Do
not put the needle caps back on the needle to avoid
needle sticks.

¢ Place the needle in a sharps container right © A\
away to reduce the risk of needle sticks. See y N
“Disposing of used Ozempic pens and needles” {
below for more information about how to dispose of
used pens and needles the right way.

¢ Put the pen cap on your pen after each use to
protect Ozempic from light.

e If you do not have a sharps container, follow a 1-
handed needle recapping method. Carefully slip the .
needle into the outer needle cap. Dispose of the R
needle in a sharps container as soon as possible. » \Q -

A Never try to put the inner needle cap back on the needle. You may stick yourself
with the needle.

Always remove the needle from your pen.

This will reduce the risk of contamination, infection, leakage of Ozempic, and blocked
needles leading to the wrong dose. If the needle is blocked, you will not inject any
Ozempic.

Always dispose of the needle after each injection.

Disposing of used Ozempic pens and needles:
e Put your used Ozempic pen and needle in a FDA-cleared sharps disposal container right




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

o made of a heavy-duty plastic

o can be closed with a tight-fitting, puncture-resistant lid, without sharps being able to

come out

o upright and stable during use

o leak-resistant

o 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 the safe sharps disposal, and for specific information about sharps
disposal in the state that you live in, go to the FDA’s website at:
http://www.fda.gov/safesharpsdisposal
Do not dispose of your used sharps disposal container in your household trash unless your
community guidelines permit this. Do not recycle your used sharps disposal container.
Safely dispose of Ozempic that is out of date or no longer needed.

A

Important

Caregivers must be very careful when handling used needles to prevent accidental
needle stick injuries and prevent passing (transmission) of infection.

Never use a syringe to withdraw Ozempic from your pen.

Always carry an extra pen and new needles with you, in case of loss or damage.
Always keep your pen and needles out of reach of others, especially children.

Always keep your pen with you. Do not leave it in a car or other place where it can get
too hot or too cold.

Caring for your pen

Do not drop your pen or knock it against hard surfaces. If you drop it or suspect a
problem, attach a new needle and check the Ozempic flow before you inject.

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 mild detergent on
a moistened cloth.

How should I store my Ozempic pen?

Store your new, unused Ozempic pens in the refrigerator at 36°F to 46°F (2°C to 8°C).
Store your pen in use for 56 days below 86°F (30°C) or in a refrigerator at 36°F to 46°F
(2°C to 8°QC).

The Ozempic pen you are using should be thrown away after 56 days, even if it still has
Ozempic left in it.

Do not freeze Ozempic. Do not use Ozempic if it has been frozen.

Unused Ozempic pens may be used until the expiration date printed on the label, if kept in
the refrigerator.

Keep Ozempic away from heat and out of the light.

Keep the pen cap on when not in use.




|« Keep Ozempic and all medicines out of the reach of children.

For more information go to www.OZEMPIC.com

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

For information about Ozempic contact:
Novo Nordisk Inc.

800 Scudders Mill Road

Plainsboro, NJ 08536

1-888-693-6742

Issued: 12/2017
Version: 1

Ozempic® and NovoFine® are registered trademarks of Novo Nordisk A/S.

PATENT Information: http://novonordisk-us.com/patients/products/product-
patents.html

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

© 2017 Novo Nordisk
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Ozempic®

(semaglutide) injection
2mg/1.5 mL (1.34 mg/mLlL)
Prefilled pen

Pen delivers doses of 0.25 mg or 0.5 mg
(8 doses of 0.25 mg or 4 doses of 0.5 mg in each pen)
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Instructions for Use
Ozempic® (oh-ZEM-pick)
(semaglutide) injection

1 mg dose

(each pen delivers doses of 1 mg only)

Read these instructions carefully before using
your Ozempic® pen.

Do not use your pen without proper training
from your healthcare provider. Make sure that
you know how to give yourself an injection with the
pen before you start your treatment.

Do not share your Ozempic pen with other
people, even if the needle has been changed.
You may give other people a serious infection,
or get a serious infection from them.

If you are blind or have poor eyesight and
cannot read the dose counter on the pen,
do not use this pen without help. Get help
from a person with good eyesight who is trained
to use the Ozempic pen.

Start by checking your pen to make sure that
it contains Ozempic, then look at the pictures
below to get to know the different parts of
your pen and needle.

Your pen is a prefilled dial-a-dose pen. It
contains 2 mg of semaglutide, and you can only
select doses of 1 mg. Your pen is made to be used
with NovoFine® Plus or NovoFine® disposable
needles up to a length of 8 mm.

NovoFine® Plus 32G 4 mm disposable needles are
enclosed.

Always use a new needle for each injection.

Supplies you will need to give your Ozempic injection:

Ozempic pen 1 mg dose

a new NovoFine Plus or NovoFine needle

alcohol swab

1 sharps container for throwing away used Ozempic
pens and needles.

See "Disposing of used Ozempic pens and
needles” at the end of these instructions.

Ozempic® pen and
NovoFine® Plus needle
(example)

q— Pen cap

.\ Outer
. needle cap

| Inner
needle cap

{1/ &—Needle

2

[ | Paper
| tab

Pen window

I
0

uonosfur (apnnjBeusss)

DIdINTZ

)

— Dose counter

»

— Dose pointer

‘— — Dose selector

Dose button

Flow
check
symbol

- Dashed line
(used to
guide to
your dose)

Step 1.




Prepare your pen with a new needle

¢ Wash your hands with soap and water.

¢ Check the name and colored label of your pen,
to make sure that it contains Ozempic.
This is especially important if you take more than 1
type of medicine.

e Pull off the pen cap.

e Check that Ozempic in your pen is clear and B
colorless.
Look through the pen window. If Ozempic looks 5 _‘I’L‘
cloudy, do not use the pen. s

e Take a new needle, and tear off the paper tab.

e Push the needle straight onto the pen. Turn (D)
oy =g = - q‘
until it is on tight. ~6

e Pull off the outer needle cap. Do not throw it
away.

=0

e Pull off the inner needle cap and throw it away.
A drop of Ozempic may appear at the needle tip. By
This is normal, but you must still check the Ozempic
flow, if you use a new pen for the first time. @"J’Q /

A Always use a new needle for each injection. This will reduce the risk of
contamination, infection, leakage of Ozempic, and blocked needles leading to the
wrong dose.

Do not reuse or share your needles with other people. You may give other
people a serious infection, or get a serious infection from them.

Never use a bent or damaged needle.

Do not attach a new needle to your pen until you are ready to take your injection.




Step 2.

Check the Ozempic flow with each new pen

Check the Ozempic flow before your first
injection with each new pen.

If your Ozempic pen is already in use, go to Step 3
“Select your dose”.

Turn the dose selector until the dose counter

3

&

shows the flow check symbol (=). or | Flow check
(=l | symbol
selected
e Hold the pen with the needle pointing up.

Press and hold in the dose button until the dose
counter shows 0. The 0 must line up with the dose
pointer.

A drop of Ozempic will appear at the needle tip.

If no drop appears, repeat Step 2 above as
shown in Figure G and Figure H up to 6 times. If
there is still no drop, change the needle and repeat
Step 2 as shown in Figure G and Figure H 1 more
time.

Do not use the pen if a drop of Ozempic still does
not appear.
Contact Novo Nordisk at 1-888-693-6742.

Always make sure that a drop appears at the needle tip before you use a new pen
for the first time. This makes sure that Ozempic flows.

If no drop appears, you will not inject any Ozempic, even though the dose counter
may move. This may mean that there is a blocked or damaged needle.

A small drop may remain at the needle tip, but it will not be injected.
Only check the Ozempic flow before your first injection with each new pen.

Step 3.

Select your dose




e Continue turning the dose selector until the
dose counter stops and shows your 1 mg dose.

The dashed line in the dose counter (! }will guide
you to 1 mg.

Ul | Dashed
line

1 mg
selected

Always use the dose counter and the dose pointer to see that 1 mg has been
selected.

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.

Only doses of 1 mg must be selected with the dose selector. 1 mg must line up
exactly with the dose pointer to make sure that you get a correct dose.

The dose selector changes the dose. Only the dose counter and dose pointer will
show that 1 mg has been selected.

You can only select 1 mg for each dose. When your pen contains less than 1 mg, the
dose counter stops before 1 mg is shown.

The dose selector clicks differently when turned forward, backwards or past 1 mg. Do
not count the pen clicks.

How much Ozempic is left?

e To see how much Ozempic is left in your pen,
use the dose counter:

Q e
Turn the dose selector until the dose counter t

stops.

If there is not enough Ozempic left in your pen
for a full dose, do not use it. Use a new Ozempic
pen.

/

Dose
counter
If it shows 1, at least 1 mg is left in your pen. it‘r)ﬁgplegit

If the dose counter stops before 1 mg, there
is not enough Ozempic left for a full dose of 1
mg.

Step 4.

Inject your dose




Choose your injection site and wipe the skin with an | l3
alcohol swab. Let the injection site dry before you .
inject your dose (See Figure K). sl [ Q)

Insert the needle into your skin as your
healthcare provider has shown you.

Make sure you can see the dose counter. Do
not cover it with your fingers. This could stop the
injection.

Press and hold down the dose button until the
dose counter shows 0.

The 0 must line up with the dose pointer. You may
then hear or feel a click.

Keep the needle in your skin after the dose Count slowly:
counter has returned to 0 and count slowly to 6. @
If the needle is removed earlier, you may see a

stream of Ozempic coming from the needle tip. If
this happens, the full dose will not be delivered.

Remove the needle from your skin. @ L[]
If blood appears at the injection site, press lightly. Tf,
Do not rub the area. t L;‘

Always watch the dose counter to know how many mg you inject. Hold the

dose button down until the dose counter shows 0.

How to identify a blocked or damaged needle?

e If 0 does not appear in the dose counter after continuously pressing the dose
button, you may have used a blocked or damaged needle.

e If this happens you have not received any Ozempic 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 described in Step 5, and repeat all steps starting with Step 1:
“Prepare your pen with a new needle”. Make sure you select the full dose you
need.

Never touch the dose counter when you inject. This can stop the injection.




You may see a drop of Ozempic at the needle tip after injecting. This is normal and does not
affect your dose.

Step 5.

After your injection

Carefully remove the needle from the pen. Do
not put the needle caps back on the needle to avoid
needle sticks.

Place the needle in a sharps container right
away to reduce the risk of needle sticks. See
“"Disposing of used Ozempic pens and needles”
below for more information about how to dispose of
used pens and needles the right way.

Put the pen cap on your pen after each use to
protect Ozempic from light.

If you do not have a sharps container, follow a 1-
handed needle recapping method. Carefully slip the
needle into the outer needle cap. Dispose of the
needle in a sharps container as soon as possible.

b

Never try to put the inner needle cap back on the needle. You may stick
yourself with the needle.

Always remove the needle from your pen.

This will reduce the risk of contamination, infection, leakage of Ozempic, and blocked
needles leading to the wrong dose. If the needle is blocked, you will not inject any

Ozempic.

Always dispose of the needle after each injection.

Disposing of used Ozempic pens and needles:
Put your used Ozempic pen and needle in a FDA-cleared sharps disposal container right

away after use.

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

container that is:
o made of a heavy-duty plastic




o can be closed with a tight-fitting, puncture-resistant lid, without sharps being able
to come out

o upright and stable during use

o leak-resistant

o 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 the safe sharps disposal, and for specific
information about sharps disposal in the state that you live in, go to the FDA’s website
at: http://www.fda.gov/safesharpsdisposal
Do not dispose of your used sharps disposal container in your household trash unless
your community guidelines permit this. Do not recycle your used sharps disposal
container.
Safely dispose of Ozempic that is out of date or no longer needed.

b

Important

Caregivers must be very careful when handling used needles to prevent accidental
needle stick injuries and prevent passing (transmission) of infection.

Never use a syringe to withdraw Ozempic from your pen.

Always carry an extra pen and new needles with you, in case of loss or damage.
Always keep your pen and needles out of reach of others, especially children.
Always keep your pen with you. Do not leave it in a car or other place where it can
get too hot or too cold.

Caring for your pen

Do not drop your pen or knock it against hard surfaces. If you drop it or suspect a
problem, attach a new needle and check the Ozempic flow before you inject.

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 mild detergent
on a moistened cloth.

How should I store my Ozempic pen?

Store your new, unused Ozempic pens in the refrigerator at 36°F to 46°F (2°C to 8°C).
Store your pen in use for 56 days below 86°F (30°C) or in a refrigerator at 36°F to
46°F (2°C to 8°QC).

The Ozempic pen you are using should be thrown away after 56 days, even if it still has
Ozempic left in it.

Do not freeze Ozempic. Do not use Ozempic if it has been frozen.

Unused Ozempic pens may be used until the expiration date printed on the label, if kept
in the refrigerator.

Keep Ozempic away from heat and out of the light.

Keep the pen cap on when not in use.

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




For more information go to www.OZEMPIC.com

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

For information about Ozempic contact:
Novo Nordisk Inc.

800 Scudders Mill Road

Plainsboro, NJ 08536

1-888-693-6742

Issued: 12/2017

Version: 1

Ozempic® and NovoFine® are registered trademarks of Novo Nordisk A/S.

PATENT Information: http://novonordisk-us.com/patients/products/product-

patents.html

© 2017 Novo Nordisk

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

Administration.
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Ozempic®

(semaglutide) injection
2mg/1.5 mL (1.34 mg/mL)
Prefilled pen

Each pen delivers doses of 1 mg only
(2 doses of 1 mg in each pen)
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IRE RO 1.1~16.2 fF12FHY)

(2) FARIRBERRE OB ED H 5 B KO
PR R IR B S 2 36 MR N 45 AN
iE 2 B D FZIRIED 3> 7 BRF IR
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: American association of clinical endocrinologists CA[EI RN 73 UeF43)
: American diabetes association CK[EHE JKIH 2

. a-glucosidase inhibitor (-7 /L =3 &' —E L EH])

: body mass index (K7 E:FE%R)

: company core data sheet ({EEHEET —% > — 1)

: dipeptidyl peptidase 4 (V' XTFUNRTF L —F 4)

: glucagon-like peptide-1 (7 /L7 = £k~ X7 F R-1)

: glycosylated haemoglobin (7'V a~E 7 rEY)

: Japanese Industrial Standards (H A& T 381#5)

: major adverse cardiovascular event (EZE 72 LIE A <> R)

- oral antidiabetic drug (% 1 BE R Ip )

: Pharmaceuticals and Medical Devices Agency (JRNZATECIE N B3 AR ERR A1)
: sulphonylurea (A/VAR=/L 7 L 7)

: thiazolidinedione (F77 > U ¥ R 3EHI)
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[ EmeSEn $E B B B e [ 872499 |
(%) —
i~ ﬁkwbﬁﬁ
ST 20XX 4E XX ]
2 BIERRAER IRFEBE 2R 20XX £ XX A
NS [o) ~,
FTEUEYHCRTFiE2mg
ES FrgEtE GLP-1 245 EBI3K

AT B S

BF R AT, 2~8°C I L TIRTET D,
ARG 36 » A
F) EBR-EMHEONTFECLVENTLL

v~ NTF R GEE LX)

[BEE ROBFECERELGENIE) ]
L AFIO A x UIBEUE OB O & % BE
2 BERIME S BT Y K= A BERRIE MRS IR S AT, 1AhE
RIFBOERE [ A Y VRANC L 2L RIRIFENS M & 7R
DT, KHlZFEHTRETRY, ]
3VEEEYYE, FINEORAOES [ AU VRIFNC X 1M
FEEEAEEND DT, AFOEG T S A, ]

[#EA% - 1K)
1% (1.5 mL)
N 1.5 mL
S |~ F R GEEFR#RZ) 2.01 mg
VUK FEZF MY U LZKFY 2.13 mg
TuvLr sy a—u 21.0 mg
w7 =)= 8.25 mg
KEELFT MU DA 1t
B Bihs
I S
AR - Y1 e~ T RO T S,
pH 7.10~7.70
28 L @1
CEFSERICHT D) "
AFNIHZERER 2 A CiLE S h D,
[$heE X T%hR]
2 FURER I
[AERUVAE]

WHE AL, B 20T N GREE RS x) & LT 115 0.5 mg
EHEFFAE S L, HTFEST S, 72720, #1118 0.25 mg 75 Btk
L., 4BEM#HEE L%, B 11 0.5 mglc#ET s, 2k, BEOR
REIZ)E U CHl a3 523, @ 11 0.5 mg # 4 BRELLERLG LT
NBRARFREAITIE, W 1m 1.0 mg ETHET LS LN TE 5,
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CAFNE L ST AHEAITHY, M -BAICRSSED L,
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RN, TROOERBELT 2BZNH D, ]
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AlomEsm)

(3) A AU CRAUIA VK= LT LT Al RGP oRE K
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2. /3. HEER). 4. BMERI0ESR) ]

(4) mimE (5. RkE~OEE) . [EWEBR] 0ESR)

(5) I 2 BFE LIRE Rz ZFBsEnnd 5, ]
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2) R EIRNE, SRR, SHRAIZEFEIL SR E
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3) LV P S
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ﬁﬁgwﬁ%(%ﬁ%R\@M%%%%ﬁ%)ﬁ%é:km
HMETHZ L,

(2) AAIOFERIE, & 50 COPERFIGRDIEARTH 5 BFRIE,
f@%&%+%mﬁot5zv%%ﬁ*+%&%ﬁm@@%
Byazl,

(3) AANTA > A2V ORI TITA D, AFNOEELITEE LTI,
BEDOA VA MRIEIREA TR L, HH5OFE 2445
ZE, AR URTPIRIEDBH T, A AU v GLP-1
ZRVEBNIRICE 0 B % AR B B O R R R BT
U R—=V AR LU TERN RS STV S,

(4) BH5T2EEIIE, b, RIEZEMICHRE L, RO
Rafend, 3~v4 o AL L CTHERIR 27 A8 12X,
LD IBERIE~DOEI D 2 2179 2 &,
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EELTHOLLHIRETL L,
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FBETFERZA LTV 5, WFlZOH LB o iR
7o AR VL EMEIIHER STV,
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5. BitE~ORE
— I EE TR AERBRENME T LTS Z g nicd, BFED
ReZBE L AN b EEICRE T2 L, (1. BERE) | [X
MEE] OEZR)

6. 1%, EiR. BIEF~AORE
(1) W&, WEIRL TV D aIgEE D H 5 k. 2 » HUINICIER & T
ET MBI AR ST, ARV 2T 22 &,

[BRERICIWC, BRARAREICHESE T2 T TS AR (kK
R AETO AUC HLIRICEB W T T v P TR 0.3 1%, X TR
0.3 1%, /L TH 2.6~4.11%) T, lRIEEE (T v b WAELF
ROWD . WEFEE O], Bk K ONMILAE T o 56 A e ©),
!71f5?: FHTARIR I, B H 2 K OIS 5 00 8 A= B EE 0
Yob o RHTARIR SR, SNRELH K OVE R FL 0 00 F8 A 5 B M N
m”)# WD HIVTWN D, LD OFT ISR DR R % 11
IHLDTHHT, ]
(2) BAFOLMEINIIARANZ G il Er#T 52 L, [
FEB (T v b)) THHF~OBITARESNTND, ]

7. INRFE~DOEE

8.

9.

IRHAREIR, B, FLVE. SR, SU3/NRITH 32 2 a3
ML TWRW (AR 20

BERS
Wefr JERGAERGICE Y LS HE SN ARERITELTH

ST,

EALOXE

WA EROREE

(1) H58F
DAFNLIIS T 3226-2 IZi# AT 25 A B EH#H% Fv i A
THZ L, [AANT ARIEAERE & OBETEOMHRE N =
— RV TiTo TV, ]

2)AHK e AR E & OREERFHTHRIBILARD b =EE 1
. FLWVERSHCERW EZ D2 &,

31 ADOAKN ZEEOBE I MEH LN &,

(2) Be5HEL

AR FIESE. BB, KBR. EBEICAT O,
HESEANIERIZE L, fiRlOENSEAT LY 2~3cm fiEd 2 &,

(3) B5#%E

FrRN B O NI B Lsn 2

(4) =ofh
DVARFNEMORA & OIREIC R DIIRT DRENNH D
7=, KK L oRE 2 IRE Lﬁw:&
)RR IS A AT b, EREHIERE LW D%
PPIEFERNCIRY D2 L, [BEMfTERIcTs L.
TRRAILPEEEE VI LV ERICERTEVWBZEhR S 5, F
7o BANOWREZLRBYIEDIRINE 2D 2 L3 5, ]

10. ZOHMOIEE

(1) v F RO~y 2 Wk 5 2 ERNRAFMERBRICIV T,
P T 4 Wé?éXiTﬁém%(wﬁ%fm%T@Amwt
BHZBWWT T v b CIEER FIRAMO - DE M TE T, vvz
TH 1.3 4%) T, FRIR CMNAIENS O 58 A EE O HIMASZR D
N= L OWERD S,

(2) FARIRBEEER OREED & 2 BE K OFR BB T2 RN
SSUWEIEE 2 BIDFIEED & 5 BEICKIT 5 . AFIOR M
exE LTy,

(EhmERE]

1. EEEHEREICE T IRER TREEOENELE

H AN 5 Mgk il 2 5t 422, A% 0.5 mg (8#l) &kU1.0 mg (841 @
13 MBI IE R T G%OBRMEIEE S 0 7 7 A L ARE L=, A&NE, 1 E
0.25 mg CHL-% PG L. 4 RS L7223 115 0.5 mg ~Hi& L7, 1.0
mg £ CHET HEETIL, EO%IE 1R 0.5 mg % 4 BEREEL L721&I1C 1 [\
1 0 mg ~HEE L7z,

HIRAE T o> MU R B — IR HERS R OSSR BN RE N T A — X LU FITR T,

70 - %% 1.0mg (N=8)

=4—##| 0.5mg (N=8)
&0

50 i nEag. g

201 ¢ e

30

Mt 7 LF S8E (nmol/L)
|

0 12 24 36 48 60 72 84 96 120 144 168
B 5%EERE (h)

HA NG HE T PR L2 45 1 D ASHI 0 7 IR HE C 0 -8 il 3 PR B O HERS



& N | AUCo.168n Crnax trmax ) ti2 CL/F Vz/F

(nmol-h/L) | (nmoi/t) | (h) ) (L/h) [08)

0.5 mg 8 3583 25.1 30 145 0.034 7.1
(17.8) 17.8) | a2-72) | 8.0) | (17.8) | (12.8)

1.0 mg 8 7449 51.6 36 163 0.033 7.7
(12.2) a1.1) | as96) | 0.9 | (12.2) | (14.0)

CL/F: R oks V77 A, Vz/F: Rnd o475k
BT (RBRE%)
) Rl e M~ JeoR i)

2. kR (HFRARUSEANTORE)
SAEABERERA 10 Bl A 0.5 mg & HE R TG Lz & & Offsktiy /N A 4
TARAGEVT 41F, 89% Th-7- 19,
2 BUBEPRIF R 1612 5] (9 B HA AN 555 fil) # x4 & L= LIS B iEfif
MrOFER, AH % Ba7n D G800 (D, KA R OV L) (cfeb- Lz & &
PR~ D 54256k D KBRS K O LIS~ D $e 57T o 78 IR B 0 A gk 5 i D
FEOHEEAE K O 90% 5 #H X Mi%. 0.96 [0.93; 1.00]%1* 0.92 [0.89; 0.96]
Th-oT,

3. %4 (in vitro RE&)
AR OMmIEF DT VT 2% S in vitro

4. K8 GIEATORERY in vitro KER)
3H T 5~k L7 A1 0.5 mg & S E A Re B MR 7 il R R TG L
TR, ARNERT T REHRO & Ry B R OREIRE I D B B kiz X v
Rt ns LHEE S 19,
AHFNE, CYP HyFHEIC %t LCHak LRI L 72 2754 (CYP1A2, CYP2B6 Kt
CYP3A4/5) & %\ ZLEVEA (CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6 % Ut CYP3A4/5) % & 7273 7= (in vitro #lR) 1718,

5. #itt GAEATORBERT in vitro RER) )

3H T UL L7=AH 0.5 mg Z 4 EAERE S M gERE 7 Gl Bl TG L
T ARG R K 56 B F TORK GRS %3 5 FR th R OFE T o it e HE R 1%
53.0% & N 18.6% Th o7, MELHIHRED 5 6 ARAIRZEAARD JR F ik
REdE 1% 3.12% CTh -~ 7= 19),

Fio, AANE, & N b T RHR—%— (P-gp. BCRP, OATP1B1, OATP1B3,
OAT1, OAT3 &N OCT2) (Zxf L CHER LE & 22 DI EMEH 2 /RS eno Tz

(in vitro #%) 19,

6. BMEICE T SEMBE (BRARUVHEATORE)
2 BRI EE 161261 (9 HAAN 555 ) & x4 & U= R B
ProofE A, 65 ARk 2 65 il E~75 skt &k O 75 mbl Lo e # ki
OFEMAETIRE O L 90%(F4HXHIE 1.01 [0.99;1.03] XK1 1.04
[1.00;1.09] EHEESNT,

BT 99% T - 72 1419,

7. BREESEREICS T 2EMEE WEATORE) W
EHREREORED R HNEAERE (VLT F=v 2 VT 7Rk 55
H, BE . 7V 7 F=027Y 772 A50#E~80 mL/min, 1&E: 7L T7F
=7V T 7 A :30#~50 mL/min, EE : /LT F=0 I UT TR
30 mL/min BUF . KM - fiiE T 2 L L D8 BRE) (21 544 0.5 mg
HA 2 T 5% 0EY L | BEESER 2ERE (VLT F= 20T T
VA 2 80 mL/min i) & HlRET L7 RE S A LU ISR T,

T3S T EES N AUC "1t © Crnax JE © [
mg [90%{FHfiIX1° | [90%FHXMI® | [90%IF i ]

ARy 500 WS E | 22 1.03 0.90 0.50
[0.96; 1.11] [0.83; 0.98] [-0.38; 1.25]

STV 25 WS E | 22 1.05 0.91 2.00
[0.99; 1.11] [0.85; 0.98] [1.25; 2.75]

R-7W771) 25 weRERSE | 22 1.04 0.93 1.75
[0.98; 1.10] [0.87; 1.00] [0.88; 2.50]

e 0.5 WS E | 26 1.02 0.93 0.25
[0.97; 1.08] [0.84; 1.03] [0.00; 0.25]

TN A5F7 40 WS E | 26 1.02 0.62 1.75

[0.93; 1.12] [0.47; 0.82] [1.00; 2.50]

Hoviabsy A-v | 0.03 | 2 AbEeE | 37 1.1 1.04 0.50

[1.06; 1.15] [0.98; 1.10] [0.00; 0.50]
1.20 1.05 0.50

VU Abob 0.15 |27 | 40 . . .
[1.15; 1.26] [0.99; 1.12] [0.25; 0.75]

S 1500 | iedsse | 28 0.94 0.77 0.25

(72473720 [0.88; 1.01] [0.67; 0.88] [0.13; 0.25]

T HERE AUCq.in Cina
e fE FoHEE S
[95%{ZHEIX[H] [90%ZHHIX[H]
WRIE/IEH 0.99[0.85; 1.16] 0.90[0.73; 1.11]
AR/ IR 1.07 [0.91 ; 1.27] 0.79 [0.64 ; 0.99]
I 1.13[0.97 ; 1.32] 0.86 [0.70 ; 1.06]
K/ E 1.10 [0.94 ; 1.28] 0.82 [0.66 ; 1.01]

HBRE R IR 14 4l I 10 f. ThAEEE 11 6. FEE 10 fil. R 9

TE: e OHEE R O 95%(E XA X 1% 90%IFHHXRTI, A, MERIK OMAE CHHE Lz

FRMHTIIES <

8. FHEENEHREICS T 2ENBE HEATORE

JFHSRERE S DR D F7e 5 4% (Child-Pugh scores (253 < 408, #REE .
Child-Pugh %3¥8 A, %% : Child-Pugh 2y B, J¥ : Child-Pugh %34 C)
2B A4 0.5 mg HRIRZ T 5% OSEmBIE A | IFHEREN IEF 7ot &

HeleRat LI R 2 LT ISR T,

fFiHE AUCq.ins Conax
Fe D HEEAE Fe D HEEAE
[90%({Z X1 [90%({E X1
P 0.95 [0.77 ; 1.16] 0.99 [0.80 ; 1.23]
P BT 1.02 [0.93 ; 1.12] 1.02 [0.88 ; 1.18]
/R 0.97 [0.84 ; 1.12] 1.15 [0.89 ; 1.48]

BB S TR 18 i, MR 8 I, L 10 I, WA 7
T HOHEE MR O 90%EHHKRTIE, A, MERIKX OMAR CTHHE Lz,

9. EWHEAER S EATORE) 2
AFI 1.0 mg DEFREICBNT, A MKEALIV TALT7 Uy, PaF Ty,
T RANRREF L RABEER T N TR T ARG LD
TEMBEDRER A2 LLTFITRT,

W a . AH : BILAA R 0.25 mg. 1.0 mg O#ERFARE~IZ, 0.25 mg % 48], 0.5 mg % 4 [\# 5 L7
PBICHIR U, AR TLIEANIEAR] 1.0 mg % 4 [R5 USRI Lz, DRAISE - o7yl v a3y,
T AFF RO FehE-md BEE S ARy (1 H 21, 3.5 H) | sF=2haxbiy =R OVE /Wy abbv (0
b 1H1E, 8H) FKERS,

b. AUCq-12n : AMili/, AUCo-16s : S-J2 T8 R-UV77)7, AUCo-120n : ¥ 3 %77, AUCo-72n : 7hin" 5%, AUCo-
2an @ TFEVIARTY A=V OWVE IV Ak, AUCosh @ N TEHE-I,

c. PSR M h i L S <SRBI IE /R T A — Z OAFIHEGE AR 2 AFIGEARF O L,

d. dRfiEoz (h) CRAIDFRR —AFFEGRRE) |

e N ITIENZ OV TIE 95%IE XA

(ERERAR]

1. Bk IS5 ARANBE_ETREBER (ERtFAR) ©

R R OSEBN L CIMgE = ok a— LSR5y 7 2 FUBEIR 5 B 388
ZRPBAIAELAE D AT 24T, ZHER FTAA 0.5 mg, A#l 1.0 mg X
177 AR%E#E 1A, 30 #@E#EE Lz KK 0.5 mg B : 128 4] (HAA :
194) . AKI 1.0 mg & : 1306 (AAAN:1961) | 77 &HRE : 129 6
(AAN:236)) ), A#ANL, # 1A 0.25 mg THEEZBM L. 4 BMES
L7218 151 0.5 mg ~#& L7z, 1.0 mg £ THEET IR T, TO%E
118 0.5 mg & 4 MRS L% i 116 1.0 mg ~H& L7z,
A#) 0.5 mg KUt 1.0 mg » 30 G LY | FEFHMEEE TH DS HbAlc
DR—=ZF A bS5 30l E TOEEICE LT, AfloWFhof&E
TH 7T RIS T A EBESREES - (p<0.0001, FTHRZBM])

HbA1lc (%) A4 0.5 mg 474 1.0 mg 7R
N—A A2 8.09+0.89 8.12+0.81 7.95+0.85
(128) (130) (129)
#54% 30 M E TOL 2 -1.56£1.02 -1.73£1.15 -0.15+0.94
(102) (104) (84)
W KAl—77&R) ° -1.43 -1.53 -
[95% X K] [-1.71;-1.15] [-1.81;-1.25]

arP R GEGIED . b:MMRM (2 & 2 HEEfE

N—=2F7 A inb#FE% 30 E TOREOEE () 35 R ERE)
1%, A%l 0.5 mg #T-3.7£0.41 kg (R—AT A DFH) : 89.8 kg) . A
#1 1.0 mg BF C-4.5+£0.41 kg (R—2F A L DFH :96.9kg) . TR
BET-1.0£0.43 kg (R—2 54 > DFH : 89.1 kg) Th-7=,

BERRMAH T IS S odz, ERR LM E (56 mg/dL i)
SEREPE MBS (IAFBETITO TR OMRTHLRD SN T2N, TR
RETIE 2 6] 3 Ry Sz,
) ERZRRIEE CRIERERF 28I
7% 56 mg/dL A DAL,

£%) UMK MBERER 2 £ 5 fpEfE (M5

2. BHRARE : A PRLSURBFPYISUREFIH DV IEEAE DG, R

ERR_EEREEER (ARARAR) 2

2 RUBEPRIF B 1231 & b RUICIEAEZHI 0 AT 2170 A MRV I T TF
7YY VURERH NI NG 2 AN X AOFAFREICENL T, ZEERT
TAHKI 0.5 mg XIIAA 1.0 mg ## 1[5, H D W% 7Y 7FF 100 mg
% 1 H 18], 56 @E#ESE- Lz A1 0.5 mg £ : 409 5] (HAAN : 48 ) |

AHKI1.0 mg B : 4096 (AAN :4341) . 27V 7F U8 407 6] (A
AN 4941 ), AFNL, #1100 0.25 mg TEREZBEMGL, 4 BEES L
%I 1 [\ 0.5 mg ~#gR L7z, 1.0 mg £ TR BT, Z0%E 1 [
0.5 mg % 4 @5 L7112 18] 1.0 mg ~HE& L7=,

FHFIEH Tdh H HbALC DR—RA T A Vinb 544 56 £ TOELEIC
B L C.AH 0.5 mg ROAAEI 1.0 mg D> ¥ 7Y 7F AT 5 IEL M
FEESNE GERME~—T 0 0 0.3%) (FRZM) .

HbAlc (%) A% 0.5 mg AF1.0 mg 22V ¥
100 mg
S (s 8.01+0.92 8.04+0.93 8.17+0.92
(409) (409) (407)
Beh4% 56 TOLEALE? -1.40£1.08 -1.64+1.04 -0.79+1.05
(328) (331) (285)
W RAI—v )7 #2) ° -0.77 -1.06 -
[95% 5 HX[T] [-0.92; -0.62] | [-1.21;-0.91]

arEBEERE GEFE) . b:MMRM (2 & B HEE(K



AAANTOA FBA IV HA & OO RS FRIORT,

AEIBC T DR E TRITRT,

HbAlc (%) A7 0.5 mg A# 1.0 mg ZZAYa
100 mg

N—2F A2 8.16+0.97 8.06+0.96 8.41+0.80
(46) (42) (48)

e 5% 56 W £ TOAEL 2 -1.84+0.81 -1.97+0.80 -0.82+1.02
(41) (34) (35)

s (RAI—vh )7 #7) P -1.29 -1.52 -

[95%{F4EIX 1] [-1.64; -0.93] | [-1.90; -1.15]

ar (R GERIER) . b:MMRM IZ X A&

SAEMIZB VT, AFEE TR O A ETH BERRMEMIFIIRRD Hiie i -

723,

VTV TTF BT 2 MRS Sz, ERARSUTMBEEEE (56

mg/dL i) JEEMERMETIL. AH 0.5 mg #T 7 41 7 . AHl 1.0 mg #
T2 20, »Z 7V TFURET 55 G S,

. BEAME - Basal 1 VAUV EDHA. TS5 RHB_ETREERAR (B

Rt EARR) 7

Basal f v A U v O EFRE X T Basal £ > AV v & A bR v OfFARR

LTl = > b o — VISR A4y 2 RUBEIRIG B 397 Bl & G AR R EI D
T 24T “HEBR T CAR 0.5 mg AH 1.0 mg 377 A% 1 [,
30 HEEEMEE Lz (A4 0.5 mg # : 13261 (AAA : 17 fi)
mg B : 13161 (RAN 22 61) |

. AFI1.0
T RARRE 13361 (AARAN:22640) 1,

AFE, 08 18] 0.25 mg TEEG-Z A L 4 @S L7228 1[5 0.5 mg
~HAE L7z, 1.0 mg £ CHERT ARETIE, £ D% 1191 0.5 mg % 4 ###&

G L&IZ
8. OO/OHT®iﬂ 1:1

b} 1@1 0 mg ~#im L7,
ZiX, RMBED U 2 7 AR B -0l

VAU U EE 20%E LT,

A% 0.5 mg &0 1.0 mg @ 30 EfE# 512

B, A7V —=

> 7D HbALC 23
ZOF B 5Bl AR D

X0 FEEFHIEE Tdh % HbALC
DR=RF A b h% 30 HE COEMREICEL T, AFlOWTFh oM
TH7 T BRI 28N RAES L7z (p<0.0001, TRZH) .

HbAlc (%) AA1 0.5 mg A% 1.0 mg 7R
N—2FA 22 8.36+0.83 8.31+0.82 8.42+0.88
(132) (131) (133)
PE54% 30 & TOLELE -1.46+1.08 -1.87+0.91 -0.19£1.07
(111) (108) (94)
e (RAl—7 TR P -1.35 -1.75 -
[95% = HiX fi] [-1.61; -1.10] | [-2.01; -1.50]

AU RS (EFIED) |

b:MMRM I L % HidfiE

HbAlc (%) [ N5 | 51 56 W oL LE
AF1 0.5 mg
WIS 7.86%0.78 (68) -1.77+0.87 (64)
ZOUR=L Y LT Al 8.49+0.92 (68) -1.85+0.89 (64)
HENHA 2 Y 2 SRR 7.77%0.58 (34) -1.48+0.90 (31)
a-7 vy F—EEA 8.23+1.10 (35) -2.13+1.06 (32)
F7 7Y O FIA 7.60%0.62 (34) -1.27+0.89 (29)
Al 1.0 mg
WIS 7.94%0.84 (68) -1.99+0.83 (53)
A=) LT A 8.23+0.96 (69) -2.17+£0.97 (59)
HENHA 2 Y 2 SR 8.49+0.85 (36) -2.33+0.90 (33)
a-7 vy Z—EEA 7.92%0.75 (34) -2.04£0.80 (29)
F7 7Y D FIA 8.22+1.34 (34) -2.08+1.28 (30)

S AR I

ERAVRIMAE XS ST, ERZR L MmBEHEME (56 mg/dL Aii) EfEME
R bE X, 44 0.5 mg #ET 341 4 4 (RAK=L 0 LT AIGEA : 2 45 3 #.

FT VPRGN 1L . AFI 1.0 mg BT 6 B8 1 (W

HANK= T LT HIGEH) | BIORBRERFIERET 26 214 (Wb R
NR= o LT EIBEH) WSS,

(EFE]

1. {fEA%FE
S TEQ=N GLP 17F7u7ThHY,
R & BIAITHEA L. cAMP B2 HN &5 GLP-1 3
ERT %,
AENIT VT I v EfEE L TRENC X DS OBELEROE 2 Y 7-7 /xam
TERTEZSZOLNTREY, £727 3 /EEEHIZEL Y DPP-4(Z PoxiAtebsy
LT A R 2 sic L, (EHART 2,

WA GLP-1 23/ & 4% GLP-1 %%
ZRMEBIE L LT

2. ¥BE#%ER
b N COIEIEMER ORI, FitT 2565 RE . T TAKH 1.0 mg
W1 [E 12 AR HEEHENEZ &) B TR ZOEFREBIC W TThbh
720

(1) m¥EETIER
AHNDOEGAZ LV | RS db/db ~ 7 % (1 B 117 28 AMKER ) TRl
S HREE & bl UMK T L7z 2,
SMELN 2 BUBERIS B IZ B W T AR O EIC LY 70 2 — R R EKIERIC

FERBKMFHE, B~ AF R 1.0 mg#ET 20, 77 8ABET L HHRES
iz, KR UL MEEREE (56 ma/dL ARil) JEREPE L, A% 0.5 mg
BET 1145 17 #F. A#I 1.0 mg BT 14 41 251, 7T 2 AREET 7 6 13 4

VA O UDMERE K NIV A TGRS S AL, i 2L 3 — R A i7‘
FEREHEBLTERT L 2,
SREN 2 BB IR R IS A 1.0 mg A8 1 (9] 13 58 (1B %2 & )

HEInT,

. Bk - RENBEFTREBRER (BXAATORS ¥

6 PR PRI 0D BN A ST B i K ONEBIFRIE TIR IR 0 B AN 2 Tlgk
PRI B 308 {5l 2 5t U HAE RV AT 2170,
oWy H#7Y)FF100mg = 1 H 1]

mg Z i 1 18],

7= (K#1 0.5 mg #f : 103 5, A4l 1.0 mg # : 102 f,

103 %1) .

A#l 0.5 mg UTAFA 1.0
30 EMEE L
VHETNTFURE

ARFNE, ¥ 108 0.25 mg THEEEAL, 4 BEEL L2%ICE

18 0.5 mg ~## L 72, 1.0 mg £ CHET LTI, £ O#%#E 113 0.5 mg
Z 4 EEE S L4128 18] 1.0 mg ~ R LT,
AR OFE R A TRITRT,

HbAlc (%) A#1 0.5 mg A#11.0 mg v F
100 mg
R—RF A2 8.23+1.02 8.01£0.85 8.20£0.89
(103) (102) (103)
Beh% 30 H E COELR -1.93+0.97 -2.14+1.00 -0.83%0.82
(98) (87) (95)
TezE CRAI—vp )7 77) P -1.13 -1.44 -
[95%E X ] [-1.32; -0.94] | [-1.63; -1.24]
ar R HER 2 GEBIED . b:MMRM (2 X 2 #EE i
R=2F A b G% 30 8 E TOREOE b (b Z R TR ERGE)

1%, A1 0.5 mg BET-2.2£0.29 kg (R—2F A > DFEH : 67.8 kg) .

#11.0 mg B T-3.9£0.30 kg (“\— 2T A > DL : 70.8 kg) .

FFURET 0.020.29 kg (R—AT A > D : 69.4 kg) Thoiz,

BEREMBEIHE ShRh T,

SEMEVEMRIME X, A4 1.0 mg #ECT 1 1 1 s Shvi,

. FERRY (56 8MH) R2MEER (BXATOHR

zts
vH 7Y

ERZA U MAEEHEE (56 mg/dL i)

TG L7l e, ek e 1% 1 BRIC 1T 2 ZEMERF BFIEIZ 7 5 & R & b
UCIE< Mo TR 1 BRIV T b L Tun- 29,

(2) T a—REEMA VR U5k
HIRT v I\H&“ﬂ)ﬁ%ﬂ:}b‘t in vitro 25 27 RO =7 & & V72 in vivo & i
W F 0 TR 2 1SRN T, ARANIA A Y U ERIER LT,
%I‘U\Zﬂ‘”%wpﬁ%% VCARFN % B by U T2 L, BARIN 7L 21— xén%‘/l)\?‘ﬁ@
A AY D LR (’//V:—X&“kﬁﬁ%ﬁ 5 10 531%) ROV 2 #84y

(Za—2$h5 10 5% 6 120 531%) ORI, 77‘IZTJ:H:$J‘L’U‘¥'7JHL
7= 25,

(3) Fhdomib
SMEN 2 BUBERIFBEIZB VT, R GIZ LY | 77 R & bk LT fERy
TN A PEE R BB D I N T TS HME T L7z 25,

(4) BREHE

SMNE RS T ICB T, AT FE—L (TENT I 7x2r) OffE

E7a 77 A M-S Cmax&UAUCo 1h7<‘?1:EI+Ek L/T*ﬁﬂ‘j‘]-/f_ ERL ARH

BHAZ LY kRO HRNASHINRIE L7z ( [ROEE] . 79, RWMHAE

R NEATORR | oEBHK) 29,
[(ERES BT 5 E{ERHERE]

—fk4h B~ AT R GEIZFRLZ) [Mm44i5 : JAN] (Semaglutide (Genetical
Recombination) [ 1% : JAN] )
C187H291N45059

4113.58

o =
Sy
i

R B PR 973 38 0 MRS U R FRIE R ONEERE Tl = v e — L3R
+43 72 AARN 2 BUERIR BAE 601 B & 5t B AR A E 0 (11 217V AFK 0.5
mg XIEAAI 1.0 mg A 1 8] (BAERE & 5 W IERE AR RIESEEAL (ALK
=Ny LT R R R Y MRS, a- 7 v 2 v B — B HLIERI T T
TN T UREROWNT ) L OOFHRE] | B DWITEINOR 1R 3

(BITEHE & 72 DHEFIC L 23650 s BN CTRRB SN2 B UIhE, IER O
FEIZHE D) %, 56 BMEMEE S Lz (RAI 0.5 mg #£: 239 fil, 4% 1.0 mg
BE 2 241 I, BN DPERFEEEE - 120 F1) . AFNL, ¥ 1\ 0.25 mg T
Weh AL, 4EMEE L% 10 0.5 mg ~E&E L7, 1.0mg £T
BRI HRECIE, T D% 1[0 0.5 mg % 4 B S L7-#I2# 1[0 1.0 mg
~HiE L7z,

HiC CHy
His—h‘ lu-Gly-The-Phe-Thr-Ser-Asp-\Val-Ser-

HO
o« Glu

o
o L
HM JJ\/ "\/’"“-0-""\‘\./'
o] 0O
n.“",-""-..o
Ser-Tyr-Lew-Glu-Ghy-Gln-Ala-A la-Lyr'Q—%lu—Phe—
lle-A - Trp-Leu-VabArg-Ghy-Arg-Gly



REFM B~/ NVT Mg, Bz e Ak 2R T T RF-1 (GLP-1)
A THY, b P GLP-1 D 7~37 FHO T I JBRICHYS L, 2% H
D Ala K28 FHOD Lys I ZNEN2-T X/ -2-AF LT u /U
EOArg IS, 1,18-F 27 2 F v “ER 180 Glu KU 2 |
D 873 /-3,6-VAFFF s HUBHTHERENSY v —2 LT
20 FHD Lys ICREA LTS, B~ 74T RiZ, 3107 I/ ik
DR HEMSTTF RTH D,

(B EDEE]

(1) =PIy VONBIAERR ALY | KT A 5D
ZERDD, Flo, HHATCHEPEET DI LR D L, ZNHLDK D 7Y
BIEFBEH LN &,

(2) BRI GIC CER (W (2~8C) bat) KREL, 8
AN 25 2 &

(RB&H]
VAR U A BEEHE A RO b, WO R 5 =
(a%l
1 1.5mL: 1K
€334

1) Sorli C. et al.: Lancet Diabetes Endocrinol, 2017, 5(4), 251-260.
%5 111 FRER PR (NN9535-3623) (F:NEE!

2) Ahrén B. et al.: Lancet Diabetes Endocrinol, 2017, 5(5), 341-354.
Eﬁ III fRERR B (NN9535-3626) (fLNEEL)

3) B III fHERAR SR (NN9535-3627) (fEEk})

4) % I HRERIRER (NN9535-4092) (ﬁl}\Jﬁ)r‘ﬂr)

5) &5 III FRERPREER (NN9535-4091) (+hNEE)

6) Combined fertility and embryo-foetal development study in rats
(NN207361) (fENE L)

7) Embryo-foetal development study in rabbits (NN207360) (#:N&k}H)

8) Embryo-foetal development study in cynomolgus monkeys
(NN208486) (L&)

9) Embryo-foetal and pre- and postnatal development study in
cynomolgus monkeys (NN210061) (x:PN& 8L

10) 104-week subcutaneous carcinogenicity study in rats (NN207363)
(H:PEEE)

11) 104-week subcutaneous carcinogenicity study in mice (NN207362)
(LML)

12) 25 T FMEGARER (NN9535-3634) (+hNEEL)

13) 28 I MERRFRER (NN9535-3687) (+hNEHL)

14) Marbury T.C. et al.: Clin Pharmacokinet,2017, 56(11), 1381-1390.
%5 T AEERARBR (NN9535-3616) (FENE L)

15) Z5 I FMERARFER (NN9535-3651) (+hINEHL)

16) 28 I FMERARRSR (NN9535-3789) (+hNEHL)

17) In vitro evaluation of semaglutide as an inducer of cytochrome
P450 expression in cultured human hepatocytes. (NN215048) (kN
)

18) In vitro evaluation of semaglutide as an inhibitor of cytochrome
P450 (CYP) enzymes in cryopreserved human hepatocytes.
(NN214196) (+EPN&EE}

19) In vitro evaluation of semaglutide as an inhibitor of human P-gp,
BCRP, OATP1B1, OATP1B3, OAT1, OAT3 and OCT2 transporters.
(NN215026) (ﬁ:lﬁ{éﬂ)

20) % I fHERARHBE (NN9535-3819) (#ENE L)

21) % I AHERARER (NN9535-3817) (fENEH})

22) % 1 HERRHER (NN9535-3818) (FENEH})

23) #5 Tl (NN9535-3685) (FEHEE)

24) Four weeks dose response study in db/db mice of the GLP-1
analogue semaglutide with regard to its effects on blood glucose,
food intake, body weight and beta-cell function and mass.
(MmLa070620) (FENEEEL)

25) 5 I AHEG PR B (NN9535-3635) (FLNEEL)

26) % I HERRHER (NN9535-3684) (fENEH})

27) Insulin secretion in the isolated perfused rat pancreas in response
to semaglutide. (JStu050701) ($:PN&k})

28) Duration of action of pharmacodynamic effect on insulin secretion in
minipigs. (BidR050301) (+:P&k})

[X#EFERERVBLEDHE %]
FECHRICTEHOENEEHNZ DX F L TH FRRICITFHR T E W,
JIR VT4 AT Tr—~KRE&t Ry THRE

T100-0005 sEHTALHXADOK 2-1-1
Tel 0120-180363(7 U —% 1 7/.)

FE Ly 7O R Uy =— FA®E Novo Nordisk A/S OB EkAiE T,

(B0, PR30 46 H 4 AT, BAEFBEESK -
ATEE AR EEMEETEROFEEGICES LD, )

wemn /R VTCRD TP—BAEH L

FRETHAERAOAZ-1-1

www._novonordisk.co. ip NOVO NOrdisk
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1.82 EEXIIHER] ERVZDHRERM

1.8.2.1 MSHEER (XNE ] =
2 HUE PR P
1.8.2.2 [NEERIIZHIR ] EDHRTEIREN

AAICBIT DR 7 7 77 A%, TR O MR TSRO BRREHEIEICBE T 204 R74 > (F
B 22 4F 7 79 AAT, FEEFEAZE 0709 57 1 %5 JE/E S @ AR R G R R AE B R @ ailis) 1 (BUF,
P ABEIRIRIET A BT A ) ROMSATEIEN EH A ERESR AR (PMDA) OISO,

F2 ZpEpRR] OBBESUTRZ TGS D L Rt S 7z,

FROBOBERIFIES A BT A > OERFHKL O PMDA OB Z 126V, BARICBIT 2~ 7 LF K
DEFIRBAFE 7 1 777 MMZIZLL T D5 3a fHERIRRER DS & £ D,
1. B E
o 6 HLLEHS ST ERI¥ 300 LA E : SUSTAIN 1 (NN9535-3623) . SUSTAIN Japan
Monotherapy (NN9535-4092) K UF SUSTAIN Japan OAD combination (NN9535-4091)
o LAELL B 5 S 7= ERIEAS 100 LA E © SUSTAIN Japan OAD combination (NN9535-4091)
2. JFRRIE

o A MR DO SUSTAIN 2 (NN9535-3626)

o TODORE I FEIRFH (oral antidiabetic drug (OAD) ; A/LAR=/,L7 L7 (SU) #l, 77U =F
(A A ) S UMEEA]D) L a-Z v a v H—BIER] (a-Gl) XXFT V) P RIEA
(TZD) OWFhnn) & OGFHRE : SUSTAIN Japan OAD combination (NN9535-4091)

o A LAY HEIFIL OOFARYE  SUSTAIN 5 (NN9535-3627) (7272 L, APERFEIC T 2 BahE,

BUATOROMEIRIFIET A KT A > OFREFEETIIR)

[BhRE T Zh S ] OR% ERL & U TR L 7= B PR ER % [X] 1.8.2-1 7~ 9,
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(4092 (SUSTAIN-Japan ) (" 4091 (SUSTAIN-Japan OAD )
monotherapy) combination)
vs. sitagliptin (DPP-4 inhibitor), JP vs. OAD, JP
\ Monotherapy Y, \ Add-on to OADs y,
( 3623 (SUSTAIN 1) ) ( 3626 (SUSTAIN 2) ) 3627 (SUSTAIN 5)
vs. placebo vs. sitagliptin (DPP-4 inhibitor) vs. placebo
L Monotherapy ) L Add-on to OADs ) Add-on to basal insulin £+ met

Drug naive patients Add-on to OAD Add-on to basal insulin

Notes: Trial 3626 primarily included subjects (94%) receiving metformin as only background treatment. Trial 4091
included subjects treated with diet/exercise therapy (28.5%) or OAD monotherapy (71.5%; either of SU, glinide, a-Gl
or TZD).

X 1.8.2-1 MSHRER (XN E ] DR E LI-BRIZCE T BEBET—2/\ v 5r—UI2EFENHEEK
HER

T~ NVTFT RO T v 7T NMNIEENDHERRAERIT, 7o v =7 FESTHSD NNIG35 L [EHAD 4
HDOFFZIZTHRET D (B : NN9535-3623) , fHIRICT 570, KETIINKRERZ 4 OEAFOF =
IXXXX] ZHWT IXXXX 3B & 5,

2 BB IRIR B et & UT- MRk gakiER (3623 R, 3626 sl K UF 3627 i) X, A ARANHEHRE &
GEEREFERRE L CEM SN,  TEEEILFETERICET 2 AR RE 2 HIZOWT (CFERL 19 4E 9
H 28 Af), FEEFAIEH 0928010 5/E AT EE EI &M RFEAE IR E®E) | (CUT, EERILRETE
BRAA RTA ) I2ht-> T, BHARANER & SEMICE T 5 AMER MO R o — B4 31 L
oo TORER, 2D OEBELFETRER (3623 3Bk, 3626 ik & O 3627 #iklER) TiX, B~/ LT ROH
PMER NZRMET 0 7 7 A VITHARNER & 2EFTRERChH 722 LD AETITRERITET
HIEGEE T (72720, BROMERFETA RTA4 L DBERTHD A PRIV HAIEOFFHICEIT S
HIMEORERIZOWTIE, BARANERORER T T 5) . AARNERMICE T HERE2 & O3
DU TCIE. Module 2.7.3 %2 OX Module 2.7.4 &R D Z &,

1.8.2.2.1 3623 BER - Bk, TS5 ARRE (ERLRAER)

ARERT, BAELEI (T, ZEER, WTH. 77 B AxR, ZEE. Sz, 4 HRBRCTh o7,
B FRE L ONEEN L Tl = o b e — L3R 4-43 70 2 BUBEIRG B 388 fl3, E~ 27 LF R 05 mg,
<7 NAF RF10mg, E~vZ/VF R05mg 77 AR NiTE~7 VT K 1.0mg 77 A% 1[5 30 #H[H
B HFTHREONTINIC 2:2:1:1 OFIE THRAELEID (i S EGERS ; £~ 2715 K 05mg
B 1280 (AAAN :1961) | E~ZvF N 1.0mg#f: 13041 (AAN : 1941) | 77 & REE : 129 4]
(BARN :2361) ) . HTICHTZ0 ., 2507 7RIS Shi,
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BOHEORER -

T~ 7 VF F05mg KON 1.0mg D 115 30 W G- OBMPIEIC LD, T EREEK LTI K
72 HbALe DIX T RRD B, 7T A~V —= 2 FRA > hTh D HbALc DR—R T A b E#%
0 HETHOEEICEHL T, B~ AF FOWTHNWOHETH 7T RIS o BB REE S v/
(£182-1H)

% 1.8.2-1 BEOEOREROEY (5% 308E) : 3623 AR

<= LTF K <= LTF K 7 TR

0.5 mg 1.0 mg

JEBIEC (N) 128 130 129
HbAlc (%)
R—27 4 () 8.1 8.1 8.0
e 51% 30 £ TOE bR -1.5 -1.6 0
B (B~ F F—7F8R) [95%(F#8 X ] -1.4[-1.7;-1.1] -15[-1.8;-1.2] -
HbAlc 7%A T EE (%) 74 72 25
&E (kg)
_R—2F 4 (7)) 89.8 96.9 89.1
#514% 30 £ TOLE E -3.7 -4.5 -1.0
e (B~ VT R—77&R) [95%E 1 X H] -2.7[-3.9;-1.6] -3.6 [-4.7;-2.4]

) ®G%0METOLE : N=2 T 1 (BITETNMCEHOIBEENRIOILER) O5AIHE-> T
AR L 72 P O HEEE

ZEMDIER -

On-treatment AW T H 2O FERG 2RI L T-#BRE 0ORGIT, 77 vR L gL T~
JNF R 05mgBETE < . AEHEZOHMIEHE HT- 0 OFHAHT 7T e R L L T~ 7T
Nl ERECE D o7 (77 BARRE  53.5%., 2751F, 7100 A4, &~ Z7/LF K 0.5 mg#f : 64.1%, 452
100 AKX N~ 7 /0F K 1.0mg B : 56.2%, 328 7,100 A-4) . ZOEIFTEIC, 7T B RE
L T~ T AR CHBEEOREFEEN L REI NI LITER LW, BiE
fEEORFFELRIL, ARRICBW TR EHE CRESNZAEER Th o/, WTIhhOEGHIC
BV THIRE O 5%LL ETHE SNAEFFLRIT. ZVIRICED, TR, lE, HERR X OMERTH
V. TNHTRTOHERITEBWTHEMNEFE G2 0 ORIUFE R OB LI WBRE oBIax, 7788
MLt LT~ T RHERE TS o7z,

R RR A s SR o7z, BERR SULMHER EERERMAR I X~ 7 v F Rl &R T
TG SRR o720, 7T R REETIE 2 4 3 RIS ST,
fam e LC, 2RISR ISR 5~ 7L F K 05mg KO~ Z/LF K 1.0 mg DI 1 [a]HAfE
EORFMITIRIFTHY . THIL2WEZEMORBEITFED bilZeiroT,

AARNERNICEB T D582 58D 7225/ >VW L, Module 2.7.3 20O Module 2.7.4 ZZ& WD = L
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1.8.2.2.2 362658k - A FRILI URIEFT7TYVIOURERHDWNIMEABIEDHRAEE. V42T
J7FoxtiE (EFEEERARER)

KRBT, EAEAEID T, CEER, FONE I — BEGHR, WATRE, Sk, SEE. 48
BCchoto, A MR/ XX TZD OHEMELED DV T2 OFHEIEIC L Y HoZefbE=ay ba—
E STV 2 BRI R E 1231 IS, B~ 2L F R 05 mg+3 % 27U 7F 2 100 mg 77 &R,
Tt NAFRLOMg+ %27 U 7F100mg 7 TR, vH T TFF100mg+Ev VT KT T&
AN05mg LT H 7 U 7FF L 100mg+tE~ 7T K77 84K 1.0 mg % 56 53 DREO VT
(2 2:22:21:1 OFIE TEAEAFID 17 S BEGREGIEL ; B~ 27 /1F K 0.5mg #f : 40961 (HAN : 48
) . B~ F R 10mg#E 4095 (HAN :4361) . &% 27 ) 7F2 100 mg & : 407 61 (HA
A 4941 ), BEERE IR, RO A®E L CRlaE (1~2ZOROFERPEE) ko2 &L
Sz,

BOHEOHER -

T4 =)= RARA L FThHDHDALC DRN—R T A b 54 56 M E TOEEICE LT,
T~ LF R05mg ROt~ 7 VTF R10mgDL X 7 7F kT B IELHERRGES iz GESME
~v—Yr 1 03%) (F182:2ZM) |

% 1.8.2-2 BEOEOREROEY (5% 568) : 3626 AR
v~ VF R < NVTF R VETN ST
0.5 mg 1.0 mg 100 mg
JEBIEC (N) 409 409 407
HbAlc (%)
_R—2F 4 (FEH) 8.0 8.0 8.2
P 5-1% 56 1 £ TOE bR -1.3 -1.6 -0.5
BE (B~ F K= 2T ) TF) -0.8[-0.9; -0.6] -1.1[-1.2; -0.9]
[95%1E HE X [H]
HbAlc 7%ATi R (%) 69 78 36
wE (kg)
R—2F 4 (FEH) 89.9 89.2 89.3
B 5% 56 0 £ TOELE -4.3 6.1 -1.9
BE (B~ LF R—v 2T TFFU) -2.3[-3.1; -1.6] -4.2[-4.9; -3.5]
[95%5 #E X [H]

) BeH#% 56 E TOLLE : X—RAT A (FNETNVICEDZEEDRELOIEER) OGMHITHEST
TEE L T2 SR o HeEEE

HANTOA RV UHEAE OB RE 2 £ 1.8.2-3 12777,
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% 1.8.2-3 AVEOHERDEN (55#%56:8) : 3626 KB (HAATODA FRJLI VHEHF|E
DHAFER)
v NF R v NF R TN TTF
0.5 mg 1.0 mg 100 mg
JSEGIE (N) 46 42 48
HbAlc (%)
_R—2F 4 (FEH) 8.2 8.1 8.4
Be 51 56 1 £ TOE{LE -1.8 2.1 -0.5
B (B~ AT K= x 7Y FF) -1.3[-1.6; -0.9] -1.5[-1.9;-1.2]
[95%/5 #E X [H]
HbAlc 7%A T EE (%) 80 93 27
E (kg)
R—2F5 4 (FH) 80.4 73.2 76.1
P 5.1% 56 1 £ TOE{b R -4.4 -4.9 -0.3
BE (B AF R—vH 7Y TFF) -4.1[-5.7; -2.5] -4.6 [-6.3; -3.0]
[95%5 #E X [H]

) B5% 56 ETOLIE : R—RTF 4 (ETMTE

A L7 P O HEE E

ZEMDHER -

On-treatment #RIZ BT & DO F EF SR 2 3B L -5 E OEE

X, B~ T FEHERE >

27V TFUOMTHRRBETHTe—F ., AEFROBMKMOH T ORIMEITL 2 7)) 7T R
(71.7%, 234.81F,7100 A\-4E) Ll T~ 27 AF PR TEL» -7 (B2 /LF F05mg
RE 0 74.8%. 333.714,7100 N-4E, B~ /F K 1.0mgBf : 71.4%, 315217100 A-4E) , ZO&ETE
W2, VE TV TF UL L T~ AT NiliHEH CHBREEOAEFEN L HEI N &
ICEE LT, BEEEOHEFRZIL. ARRIZBVW TR bEHETHEO DN EAEFL TH oI,
ROEHE (WTNOORECBWTHEBRE O 5%LL L) TR LNAFEFRIT, ZVIEICELDL, TH,
MM, MIEARREOMER Ch o7z, IO OFRREFBL L IHHRE OEIGIE, %7 ) 7F U8 (B
B D 2.0 ~7.4%) L LT~ /LF K0.5mg i (BBRE D 4.4~17.8%) KUE~Z7 LT R 1.0
mg BE ($BRE D 4.9~17.6%) TrE-> 7T,

HERRARMBE X, B~ 7T NlHER TS SN2 olaRNe 2 7 ) 7F BT 2 s S
7o BRI X MBEE R EIE I L, B~ 27V F N 10mg#t Q) L Tk~ /LT K
05mgft (71F) ROV E 7 ) FF U8 GBI TELRE SN,

fham e LT, 2 AR EEICB T A HE (05mg L r1.0mg) Ot~ 7T RRLWNCyZ 7Y
TFUDORAEMEITIRGFTHY . THIL 2 WEZEEOREITRD b7,

AARNEMICBIT AR ZE DT 5EMIC OV T, Module 2.7.3 21X Module 2.7.4 # D = L&,
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1.8.2.2.3 3627 :RER : Basal 1 YR U EDHAKE. T EARRE (BRELREER)

AkBRIT, ZEE, Sk, EEAEIVAMT, “EER, WATH., 77 BRGR, 4 BB TH -1,
Basal £ > A U > OHMIEE X Basal 4 > AU & A MRV COPFRBEE TR > b a—L3R
4370 2 RUBEPR IR BB 397 B8, AilEHE (Basal A A U v OHMMREX L Basal f A Y b A Bk
R VOPFREE) Iz Te~ 27T R05mg. B~ 27 /LF R1.0mg, E~2Z/LF R05mg~77&
AXIFTE~7VF RK10mg 77 R4 116 30 HEH 5T 2RO W0 2:2:1:1 OFIE THE/ER
BT s (BEIEFE ; B~ 27 vF R 05mg#E: 13241 (HAAN : 1741 |, B~ LF K 1.0
mg#f : 13161 (AARAN :22610) . 7FZ7wARRE: 13361 (AAAN:226)) ), @Hrichizn, 2507
TR RBIIOFE SNz, B, A7 U —= 7 FE® HbAlc 73 8.0%LL F DA IZIL, KILpED U A 7 %
KR 2 7= DI GBI DA > 2 U &% 20%8 & L 7=,

BEOMEOHER -

=7 LF RF05mg LON1.0mg DFGIZEY, TR EHEL TEY KE7Z HbALe DK FRFRD
b, 7794 ~U == REA L FTHD HOALC DRX—AT A U bHEe54% 30 B £ TOELRIZE L
T, BT FOWTROHETH 77 2RI T 2EEMESRGES - (£ 1.82-4 W)

% 1.8.2-4 EEOREROEL (5% 308E) : 3627 AR
< LF R < LF R 7T R
0.5 mg 1.0 mg
JEBIEC (N) 132 131 133
HbAlc (%)
R—2F 4 () 8.4 8.3 8.4
e 5-1% 30 £ TOE bR -1.4 -1.8 0.1
HE (B~ NTF F—=7F%R) [95%FHE X [H] -1.4 [-1.6; -1.1] -1.8 [-2.0; -1.5] -
HbAlc 7%A T EME (%) 61 79 11
&E (kg)
=274 (7)) 92.7 92.5 89.9
#514% 30 £ TOZLE E -3.7 -6.4 -14
e (B~ 27T F—771R) [95%(5 1 X [H] -2.3[-3.3;-1.3] | -5.1[-6.1;-4.0]

) ®5%0METOLE : N=2 T 1 (BHITETNMCEHOIBEENRIOILER) OFAIHE->T
AR L 72 P O HEEME

ZEMDIER -

On-treatment #AIZ W T B 2O F ERHG 23T L 72 #BRE 0BG R OHEERO BN H72 0
DOFRBUEIL, 77 BAREE (57.9%, 265.2 {4,100 A-4) EibigLTE~2Z/LF K 05 mg # (68.9%.
370.5F,7100 \-4F) KO~ 2Z/LF K 1.0mg#¥ (64.1%, 298.0 {100 \+4F) TEirole, ZD7E
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FEIZ, TR ER L CEv AT FEHEH CHEBEEDOAEFEN L HEINTZZ LT
BE LTz, BEEEOAEEFRIT. ARRICBOLTRLEHEE TROLNIZHEEELTH- T2,
KOEHE (WTNOBHCEB O TS O 5%LL E) TR bR BIBREEOAERSIL, B, R
HEOFH CThHolz, ZNHDOFEFEELRBE LI-EREORIGIL. 77 Rt (#ED 1.5~4.5%)
CHELTCE~ZLF F05mg Rt (WBRE D 45~11.4%) KOt~ 27 /LF K 1.0mg Rt (BERE D 6.9
~16.8%) TrioTl,

HRARMBEZ, B~ 27T F10mg #ET 24, 77 BT LIRE Stz BRI MpEE
Tl ESEGMEAR MBS O AT IR 5572 W OFHIEEIZHOW T, B~ AF FEEE 75 B RO THE R
EWIHE LN otz (B~ AF F05mgite 77 B RO LLOHEENE : 2.08 (95%(EHEX ] : 0.67;
6.51) . B~ F R10mgREE 7T RBEOLOREEM : 241 (5%EHEXM : 0.84;6.96) ] , EK
72 SR I AR T TGP E A B 2 38 B L 72 B OB A 1L, A7 U —= 2 ZIFD HbAlc 75 8%LL F D
BERFTIEL, 7T BEARBEL IR L T~ 7 VT FEECTEL, A2 U —= ZIED HbALc 23 8% D #
BE I, TOERIIRRE TH T,

fEam e LT, 2 AR R 1T\ T, Basal f v A U URIEICINIZ T~ 27 F K 05mg KT 1.0
mg Z i 1B G LR O RFET R TH Y . T LW EZ2ORMEITRD bhveh oz,

HANEMICBIT AR 25 O35/ TiE, Module 2.7.3 2T Module 2.7.4 B HBD = &,

1.8.2.2.4 4092 B - BEE, VAT ) TFURE (BRNEER)

ARRBRE, EAEREIDAT, JEER. WATHE. FEH. 1o E (AA) | Sk, 3HHABRTH-
oo AR EBE BRI SE D B E ST B S IE M ONEBh L TR o B AR 2 BUREIR P B 308 423
t~Z70F R (05mg XiZ1.0mg) O 1EFRES LIZ %27 U 7F (100mg) 1 H 1EEREGOW
TN 111 OFIE CHEAEREI Y 1T Sk, 30 BB OG22 1572 (REIEGIE ; B~ 27 1F R 05
mg Bf : 10345, &~ ZLF K 1.0mg#f : 1024, ¥ 7'V 7F > 100 mg & : 103 6) .

BOMORER -

NR=R T A b EE% 30 E TO HbALc DE(LEZ IR & L TRET L7CRER, X—2 T4 05
Be 5% 30 £ TO HbALCIZDWTC, VX 7V TF UL LT, B~ VT R 05mg R Ot~
JNVF RLOmgBECHBEICRERIL IR ALNT: (£ 1.82-55H) |
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% 1.8.2-5 EOEOREROEL (5% 3038) : 4092 A5

<~ NF R < NVTF R VETN ST

0.5 mg 1.0 mg 100mg

JEBIEC (N) 103 102 103
HbAlc (%)
R—2F 4 (EH) 8.2 8.0 8.2
e 1% 30 £ TOE bR -1.9 2.2 0.7
B (B AF K= 2T Y TFFU) -1.1[-1.3;-0.9] -1.4 [-1.6; -1.2]
[95% 15 HE X [H]
HbAlc 7%ATERCE (%) 84 95 35
E (kg)
R—2F 4 (EH) 67.8 70.8 69.4
#514% 30 £ TOZLE E 2.2 -3.9 0.0
BE (B~ LF R—v 2T FFU) -2.2 [-3.0; -1.4] -3.9 [-4.7; -3.1]
[95%(5 §5 X [H]

) BeH#%30EETOLE : X—AT A (FNETNVICEDZEEDRELOEER) OHMHITHEST
T LU T2 SR o HeEEE

ZEMDRER -

On-treatment HIFICI T, (I B2 DA FFEG A IEL L IZHRE OFE K OE EFRO R H 72
D ORBEEIL. P2V FFURBL L TR~ LF RHAERE CE o2 (B2 LF R 05
mg & : 74.8%. 33181, 100 N4, B~ /F N 1.0mgB¥ : 71.6%. 312.6 14,7100 \-4E, > 7V
TFURE  66.0%, 267.41F,100 \-4F) , ZOZEFEIL, vH TV TFUREHKRLTEY VTR
HAEN CHBEEDAEESNL S HESNIZZ LICER LT\, HBEEEOAEESIL, AR
BRIZBW Tl b EEE CHRE SNTEAEER Tho7z, bEHEE (W TFhhrof G5z TR
FO %L, L) THESNIEAERGIL. ZVIRICER, Bl TRHEMESBARE O, ZhbT
RTOFERICBWCTHAREM S 72 0 OFRBEE L ORBL L - BE OBIEIL, 27 ) FF ULt
LT~ F FlHERE TS ho T, B3 ODREAKFELBE LI-RE 0E&I1L., #HTiit
~INFROSmgEE, B AF RLOmMgEER N Z 7 ) TFFUoHETENEN 14.6%, 11.8% % O}
3.9%, BLTIEE~ 2 AF RO5mgRE, B~ AF R1OmgBEER O & 7 ) FF U BETEAEN
10.7%, 12.7%}% TN 0%, THITITE~Z/LF R05mght, E~ZLF R10mgHELR N Z 7 ) 7FF
BECTENZTIL6.8%, 8.8% &N 1.9% Th -7,

BERRRMIELRE SN o7, BRI MPBEEMESEEMHRIE L, &~ 27 0F R 1.0mg #f
T 161 s ST,

fifiim & LTy HARN 2BERFEF ICHBIT 58~ 7 F F05mg KOk~ 7 /vF K 1.0mg D 115
HMPEOBARMEILRFTHY . T L WZeoRBEIEERD St holz,

TR OOV T, Module 2.7.3 XU Module 2.7.4 Z &R Z L,
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1.8.2.2.5 4091 #HEx : REIRSM. BMNOKROBERFBENE (BRNEER)
ARBRIT, EEAEI O AT, JEER. FEEGR, WATEE., 2. 1 »E (BA) | 3#RBRTH-

7o BEHEFE R ONEERIE, TR NBERFEE (SU, 7V =K, ©277FA K, a-Gl (T TZD OV §°
A0y OBMPENE T = > s — VR4 7 AN 2 BUBEIR GBS 601 523, &~ 27 LF K (0.5

mg XX 1.0mg) DM 1[G, & L ITBIOROERPHE (RiEH & R 28712 X 238540 ; BN
TGRS AV BIRE ISR . AELK ORI EICHE D) OEGOWThAT, 2:22:1 0BG TERIEAEI F

&R, 56 B OG- E%Z T (BEIEMEK ; B~ 27 F K05mg i : 2394, &~ 2 /LF K 1.0mg

BE 2 24161, BN OBERASEREE - 120451) . #BRE T, R o2l 2 L CailaiR (R - i)

WL SR RS R ELAD) Akl T 5 2 & & ST,

BOMEOHER

NR—RF A DG 56 1 E TO HbALe D L EZIEIE L LTt L72AER, BINOR FE R
HHE (0.7%) LHERL T, B~ AF F05mghE (-1.7%) kOt~ Z7/LvF K 1.0mg#E (-2.0%) TK
ERIRTRA BN, (1826 M) |

% 1.8.2-6 BEOEOREROEL (5% 5638) : 4091 AR
<7 /VF K 0.5mg
sUsl | #Uu=F | oGl | TzD HgEE | At
HbAlc (%)
A 2 8.5 (68) 7.8 (34) 8.2 (35) 7.6 (34) 7.9 (68) 8.0 (239)
P 5.1% 56 1 £ TOE{b R -1.9 (64) -1.5 (31) -2.1(32) -1.3 (29) -1.8(64) | -1.7 (220)
HbALC7% AT ZERCE (%) 69 88 91 82 93 84
E (kg)
A 2 B 70.3(68) | 64.9(34) | 70.1(35) | 78.4(34) | 71.6(68) | 71.0(239)
B b4 56 8 £ TR -0.9 (64) -0.9 (31) -2.0 (32) -0.4 (29) -2.2(64) | -1.4(220)
<7 /VF K 1.0mg
sUsl | #Uu=F | oGl | TzD HgeE | At
HbAlc (%)
A 2 8.2 (69) 8.5 (36) 7.9 (34) 8.2 (34) 7.9 (68) 8.1 (241)
Pe5.1% 56 1 £ TOLE{LE -2.2 (59) -2.3(33) -2.0 (29) -2.1 (30) 2.0 (53) | -2.1(204)
HbALC7% AT ZERCE (%) 91 86 91 88 96 91
wE (kg)
N2 5 A 67.6(69) | 73.0(36) | 71.8(34) | 76.3(34) | 72.9(68) | 71.7 (241)
B4 56 8 £ TR -3.1 (59) -2.1(33) -4.2 (29) -0.9 (30) 3.6 (53) | -2.9(204)

) GERIE)

SUF : ANAR= o LT H, 70 =R 3 ghilAo o 20 5 WEtER], -Gl

TZD : F7 VU ¥ RIEHA

Co-Z b3 T —BRHEA
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ZEMDIER -

On-treatment HIFIZIWT, M HDOFFEEFREZREL L - HRE OFIE L O ERFGOHENRER & 72
D OFBUEEITE MO OBERFIERE L i L T~ 2 F FEHAERECEN-7- (B~ 2 LF 05
mg #E, B~ 7 LT K 1.0 mg B K& ONENORE OUBEREHERE T Z 4 86.2%, 335.5 {4,100 A -4,
88.0%, 371514, 7100 A -4 KN 71.7%, 197.91F,100 A\-4) , ZoZEFEIC, BIEES, KRR,
IRFEE, AT JOSREIEE, R RES . BRI L OB TSI B L T,

BEEEDOAEFLRI LI/ VT FETROEHE TRESNIZAEFR Th o7, KbmBET
Wt SNTCHEEFRIT. ZVIRICEER, B, TR, AR, KOWEM:-CTh o7z, Ef, B,
THNZDOWTIE, BALHREE & 72 0 DTSR OEBRE OFIG 23, BN ORE OFER AR & i LT
v AT REHER CED o7, EEARPEITEMOR OB R CIImE ShiehoT-, Bk
EEOAHFERES EARFEN) 2RI LIHEREORIEIX, B~ AF F05mghE, B~ 27 /LF K 1.0
mg B & OSENN O DRE R IR B T E UL © 18.8%, 14.9% % (N 4.2%, HEl» : 12.1%, 19.1%& N
0.8%. T : 10.0%, 15.8% % 1*6.7%, AP : 6.3%., 6.2%M% 1 0.0%, W@t : 5.4%, 5.8%& Y
1.7%TH -7,

BERPIRMIFIRE SN e h o7, EBRZ ULMHEM EEEMERLEL, £~ 27 1F K 05 mg #.
T~ 7T R 1.0 mg BER ONEINOR D FERPIFEEICIBWT, 22 361 (1.3%) . 641 (25%) K&
U261 (L.7%) THE Sz, BRI MR EE SRR MbE D G E, SUSRZ B L Tz
WERE N DRE S G140 131)

fEmm e LT, AARN2BERFEZ BTS2~ 27T K 05mg kO~ 27 /LF K 1.0mg O 1A
BeHORFMEZRIFTHY . AaE (&% - #EBRE, SU, 7V =R, o-Gl KOV TZD) IZBH 5T,
v I NF RO—BLIZeMnRaiiz, £7o, THILARWELEEOREITERD b7,

FEEOFEMIZ OV TIZ, Module 2.7.3 X O Module 2.7.4 25D = &,

1.8.2.2.6 HEm

kD LBY | 5ODE a AT X TIZBWT, B~ 7 /F i, 77 8RR XIE HbALe Z KT &
2 BB CTHAE 2 B RIFIRRICB W T O AN+ STV D ERIE (V270 7F
M ONEINOR OBERPH) & e LT HbALe Z A BIZIR F S 72, X ToORERIZIB VT, HbAle D
KT S WA A @ U TR Shuie, 72, BUREE R O OFERIEIEHA] (SU, 7V =R, o
Gl, TZD I A hAHEA V) XIA v AV O HBEIEOWTNOLAETEH, B~ AT RIZAR
NBFIZBWTHfE= > b e — Ukt U CTEIRIICERO S 59152 7o b9 2 LR ENT,
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HMRIE M OOFRRIEOWTNORETYH, BARN 2BERFEE BTS2~ 27 1F K 05mg &
Ot~ 7T R 1.0mg OH 1E#EEOEFEITRIFTHY . PHILARWEZEMEOREITRD b s
-7,

ULEXY, BOBERFEATA BT A NS REWZFHEN S, B~ 7T RO A R
Nl LRI L, ARRIOZRES IR E 2 BUBERSE ) L 3%GE LTz,
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1.83 [HERUVAZ] ERUVZDHRTEIEN
1.8.3.1 TAERUVHEEZE] E
ﬁﬁ\&krm tvﬁ»?F(ﬁE%@@i)kble@OMm%%ﬁ%%&b B TS
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LB ST AHFEFG RO EOHILIZE > T2 BIEE DO HERFZORKBUC O T, HERITKLE L7-MHn
DRE S 7= (Module 2.7.4.2.18)

HARNBERE 2B W T~ 7T RO FMBEE R OPFREE ROFEREIE 14 (SU, 7V =K,
0-Gl, TZD L OXA RV V) XUFA AV EDPER) o7 a7 740 (TRTOREES
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Bt AERUVEEHEE
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AFNTE LB GIEFNTHLZ b, AKFOIEYBRET 17 7 A4 WMIZFESZEE L7 (Module
272%H)
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1. Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term - summary -
pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term N % E R N % E R N % E R N % E R
N and PYE (year) 1011 940 1013 915 2024 1854 892 824
All events 406 ( 40.2) 1069 113.8 453 ( 44.7) 1330 145.4 859 (42.4) 2399 129.4 136 ( 15.2) 249 30.2
BRES 302 (29.9) 656 69.8 335 (33.1) 848 92.7 637 ( 31.5) 1504 81.1 58 ( 6.5) 84 10.2
,H1t“”%&ﬂ§§bJZZ)JL4k 229 (22.7) 431 459 264 (26.1) 610 66.7 493 (24.4) 1041 56.1 48 ( 5.4) 66 8.0
B 134 (13.3) 197 21.0 171 (16.9) 278 30.4 305 (15.1) 475 25.6 25 (2.8 28 3.4
& it 52 ( 5.1) 73 1.8 63 ( 6.2) 149 16.3 115 ( 5.7) 222 12.0 1 ( 1.2) 13 1.6
fE BB A 1 % 34 ( 3.4 46 4.9 34 ( 3.4) 40 4.4 68 ( 3.4) 86 4.6 1( 0.1) 1 0.1
HIETR 21 ( 2.7) 34 3.6 32 ( 3.2 41 4.5 59 ( 2.9 75 4.0 8 ( 0.9 8 1.0
5 BB A 17 ( 1.7 18 1.9 23 ( 2.3) 24 2.6 40 ( 2.0) 42 2.3 3 (0.3 3 0.4
K& %8 11 ¢ 1.1) 13 1.4 15 ( 1.5) 29 3.2 26 ( 1.3) 42 2.3 2 (0.2 3 0.4
LEEERE 18 ( 1.8) 23 2.4 14 ( 1.4) 21 2.3 32 ( 1.6) 4 2.4 3 ( 0.3 3 0.4
BLY 12 ( 1.2) 16 1.7 1 (¢ 1.1) 1 1.2 23 ( 1.1) 21 1.5 2 (0.2 2 0.2
WE 2 (0.2 3 0.3 9 ( 0.9 12 1.3 11 ( 0.5) 15 0.8 4 ( 0.4) 4 0.5
}E 5( 0.5 5 0.5 3 (0.3 3 0.3 8 ( 0.4 8 0.4 1( 0.1) 1 0.1
DB BB R 1(0.1) 1 0.1 2 (0.2 2 0.2 3 (01 3 0.2 0 ( 0.0)
IESR 1 (0.1 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
KE BB IE 7 1( 0.1) 1 0.1 0( 0.0 1( 0.0) 1 0.1 0 ( 0.0
HIEEER S & Ut ESE 126 ( 12.5) 1838 20.0 146 ( 14.4) 212 23.2 272 (13.4) 400 21.6 14 ( 1.6) 14 1.7
TH 65 ( 6.4 112 11.9 81 ( 8.00 123 13.4 146 ( 7.2) 235 12.7 8 ( 0.9 8 1.0
{EH 68 ( 6.7) 72 1.1 61 ( 6.0) 69 7.5 129 ( 6.4) 141 1.6 6 ( 0.7 6 0.7
BREFRERE 3 ( 0.3 4 0.4 13 ( 1.3) 15 1.6 16 ( 0.8) 19 1.0 0 ( 0.0)
BREENHEESSE 0( 0.0 1( 0.1 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
BB R IR B 0( 0.0 1( 0.1) 1 0.1 1 (¢ 0.0) 1 0.1 0( 0.0)
+ BB R 0( 0.0 1( 0.1 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
B4 [0 2R D 0( 0.0 1(0.1) 1 0.1 1 ( 0.0 1 0.1 0 ( 0.0
mﬁ@ﬂ%m 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
HIEBEDIKENEC 10 ( 1.0) 1 1.2 9 ( 0.9 10 1.1 19 ( 0.9) 21 1.1 101 1 0.1

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event

E: Number of events, R: Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

the follow-up visit, Comparator: pool (Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on

or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled

5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’'s in-trial period, whichever comes first

Exposure time is calculated as the duration of this time span

Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects

experiencing at least one event when treated with Sema 1.0 mg, if missing then we are considering 0.5 mg. MedDRA version 18.0

nn9535/nn9535-exp loratory/apsot015_20171108_er

13NOV2017:11:34:52 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_on. txt
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -
pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

System organ class
High level group term Sema 0.5 mg Sema 1.0 mg All sema N Comparator

Preferred term N % E R N % E R N % E R % E R
BEEE 3 ( 0.3 3 0.3 3 ( 0.3 4 0.4 6 ( 0.3) 7 0.4 0 ( 0.0)
BEE 1(0.1) 1 0.1 3 ( 0.3 3 0.3 4 ( 0.2 4 0.2 0 ( 0.0)
BB % 5 ( 0.5) 6 0.6 2 (0.2 2 0.2 703 8 0.4 1( 0.1) 1 0.1
WAt B RES 0 ( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
Ny FRE 1( 0.1 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0
HIEERIEMERE 9( 09 9 1.0 5 ( 0.5 6 0.7 14 ( 0.7) 15 0.8 1( 0.1) 1 0.1
B 7007 7 0.7 4 ( 0.4) 4 0.4 11 ( 0.5) 11 0.6 0 ( 0.0
=Tk 3=E 2 ( 0.2 2 0.2 2 (0.2 2 0.2 4 ( 0.2 4 0.2 1 (0.1 1 0.1
HIEEEBE KUET 2 (0.2 2 0.2 2 (0.2 3 0.3 4 ( 0.2 5 0.3 1(0.1) 1 0.1
UbAMEE %R 0 ( 0.0 1 (¢ 0.1) 2 0.2 1 ( 0.0) 2 0.1 0 ( 0.0)
+—16BES 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 1( 0.1) 1 0.1
855 2 (0.2 2 0.2 0 ( 0.0 2 (0.1 2 0.1 0 ( 0.0
1E & REE 1(0.1) 1 0.1 2 (0.2 2 0.2 3( 0.1 3 0.2 1 (¢ 0.1) 1 0.1
ORNEE 1(0.1) 1 0.1 2 (0.2 2 0.2 3 (01 3 0.2 1(0.1) 1 0.1
BHEEHIEEHEY 4 ( 0.4) 4 0.4 1 (¢ 0.1) 1 0.1 5 ( 0.2 5 0.3 0 ( 0.0)
KR —=7 3 ( 0.3) 3 0.3 1( 0.1) 1 0.1 4 (0.2 4 0.2 0 ( 0.0)
gR)—7 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
BESL D hEE 3 ( 0.3 3 0.3 1(C0.1) 1 0.1 4 ( 0.2 4 0.2 0 ( 0.0)
EREE 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
[ 2 (0.2 2 0.2 0( 0.0 2 (0.1 2 0.1 0 ( 0.0)
SEERL 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
HIEBEHMNEC 1( 0.1 1 0.1 1(0.1) 1 0.1 2 (0.1 2 0.1 0 ( 0.0
A LS 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
ATP9 & o 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
HEEREREIUHE 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
BLF93R % 0 ( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
Eiﬂ%)b TELUVZOMDEE 0 ( 0.0 1 0.1) 1 0.1 1( 0.0 1 0.1 0 ( 0.0
HHAANLZ=T 0( 0.0 101 1 0.1 1( 0.0 1 0.1 0 (C 0.0

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event
E: Number of events, R: Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
the follow-up visit, Comparator: pool (Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first
Exposure time is calculated as the duration of this time span.
Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects
experiencing at least one event when treated with Sema 1.0 mg, if missing then we are considering 0.5 mg. MedDRA version 18.0
nn9535/nn9535-exp loratory/apsot015_20171108_er
13NOV2017:11:34:52 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_on. txt



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

pool (trials 3623, 3626,

3627, 4092 and 4091)- on-treatment

high level group term and preferred term - summary -

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term % R % N %) E R % R
O REER AR S 2 (0.2 3 0.3 0 ( 0.0) 2 (0.1 3 0.2 0 ( 0.0)
mE B 2 (0.2 3 0.3 0 ( 0.0 2 (0.1 3 0.2 0 ( 0.0
HIEEMTESE 1( 0.1 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
B 1( 0.1 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
IIME L VERDIKENEC 1( 0.1 2 0.2 0( 0.0) 1 ( 0.0) 2 0.1 0( 0.0)
R E R A R % 1 (0.1 2 0.2 0 ( 0.0) 1 ( 0.0) 2 0.1 0( 0.0)
ERERRE 101 (10.0) 161 17.1 110 (10.9) 159 17.4 211 (10.4) 320 17.3 47 ( 5.3) 81 9.8
HILERE 74 ( 7.3) 110 11.7 80 ( 7.9 114 12.5 154 ( 7.6) 224 12.1 21 ( 3.0) 41 50
1 N—E 63 ( 6.2) 771 8.2 12 ( 7.1) 81 8.9 135 ( 6.7) 158 8.5 24 (2.7) 27 3.3
75—t H#m 26 ( 2.6) 28 3.0 23 ( 2.3) 27 3.0 49 ( 2.4) 55 3.0 1 ( 1.2) 14 1.7
B RN 2 (0.2 2 0.2 4 ( 0.4 4 0.4 6 ( 0.3 6 0.3 0( 0.0
EERRERE 0 ( 0.0 2 (0.2 2 0.2 2( 01 2 0.1 0( 0.0)
7 I5—ERd 1 (0.1 1 0.1 0 ( 0.0 1( 0.0) 1 0.1 0 ( 0.0)
me k1) TS m 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
BB 1(0.1) 1 0.1 0( 0.0 1 ( 0.0) 1 0.1 0( 0.0)
BARNZEBLIURERDIKE 8 ( 0.8 8 0.9 20 ( 2.0) 20 2.2 28 (1.4) 28 1.5 0( 0.0
IZEd 5SI1E
REFD 8 ( 0.8 8 0.9 19 ( 1.9) 19 2.1 271 ( 1.3) 27 1.5 0 ( 0.0)
IO 4 43 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0 1 0.1 0 ( 0.0
BRRENEC 8 ( 0.8 9 1.0 7( 0.7 7 0.8 15 ( 0.7) 16 0.9 10 ( 1.1) 1 1.3
%ﬁgb7?/$1*$+— 707 8 0.9 7007 7 0.8 14 ( 0.7) 15 0.8 9 ( 1.0 9 1.1
=]
ﬂ??»ﬁU$Z779—t 101 1 0.1 0( 0.0 1( 0.0 1 0.1 0( 0.0
g0
%¢7f;?z*xt$f— 0 (C 0.0 0 ( 0.0 0 ( 0.0 101 1 0.1
MBiE
%gz&7?/$1*$+— 0 (C 0.0 0 ( 0.0 0 ( 0.0 101 1 0.1
S

N: Number of subjects from safety analysis set experiencing at least one event, %:

E: Number of events, R:

the follow-up visit, Comparator:

pool

(Placebo, Sita, O0AD)

if missing then we are considering 0.5 mg. MedDRA version 18.0

nn9535/nn9535-exp loratory/apsot015_20171108_er
13NOV2017:11:34:52 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_on. txt

high level group term and preferred term based on the total number of subjects

Percentage of subjects experiencing at least one event
Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled

5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first

Exposure time is calculated as the duration of this time span.

Table is sorted in descending order by system organ class,
experiencing at least one event when treated with Sema 1.0 mg,
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Adverse events possibly or probably related to trial product by system organ class,

pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

high level group term and preferre

d term - summary -

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term %) E R %) N % E R % E R
ﬁgswﬁﬁ (ERILEVRES: 2 (0.2 2 0.2 5 ( 0.5 5 0.5 7003 7 0.4 101 1 0.1
=
meALs b= 2 (0.2 2 0.2 4 ( 0.4) 4 0.4 6 ( 0.3 0.3 0 ( 0.0)
A4 VR CRTF R 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
me5)Lh I Em 0 ( 0.0 0 ( 0.0) 0( 0.0 1( 0.1) 1 0.1
ERBRBES L UVERBRE 4 ( 0.4 6 0.6 4 ( 0.4 4 0.4 8 ( 0.4 10 0.5 5 ( 0.6) 0.6
mepy L7 F=m 1(0.1) 1 0.1 2 (0.2 2 0.2 3 (01 3 0.2 0 ( 0.0)
REBa7ILT 2 UBHE 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 1( 0.1 1 0.1
PR I RS 1 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
mAy L7 F= D 1(0.1) 1 0.1 0( 0.0 1( 0.0) 1 0.1 0( 0.0)
Mg pR&ER A 1( 0.1 2 0.2 0 ( 0.0) 1 ( 0.0) 2 0.1 0 ( 0.0)
R&ER . 1 (0.1 1 0.1 0( 0.0 1 ( 0.0) 1 0.1 1( 0.1) 1 0.1
WE;#?E)/ODT?: 1(0.1) 1 0.1 0( 0.0 1 ( 0.0 1 0.1 0( 0.0
o EEIEm
meRFEEE 0( 0.0 0 ( 0.0) 0( 0.0 1( 0.1) 1 0.1
R EBGMHE 0 ( 0.0 0( 0.0 0( 0.0 2 (0.2 2 0.2
g?#%ﬁﬁ(mﬁﬁﬁﬁéﬁ 6 ( 0.6) 8 0.9 2 (0.2 3 0.3 8 ( 0.4 11 0.6 3 (0.3 4 0.5
A hEREE N 1(0.1) 1 0.1 1 (¢ 0.1) 1 0.1 2 (01 2 0.1 1( 0.1) 1 0.1
B I EkZ i 0 1(0.1) 1 0.1 1( 0.1) 1 0.1 2( 01 2 0.1 2 (0.2 2 0.2
/MR 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
B I Bk 3 ( 0.3 3 0.3 0( 0.0) 3 (01 3 0.2 0( 0.0)
PFIEEBREUE N 2 (0.2 2 0.2 0( 0.0 2 (0.1 2 0.1 0( 0.0
ANESOE VED 1(0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
/RSN 0 ( 0.0 0 ( 0.0 0 ( 0.0 1( 0.1) 1 0.1
EAB L VEZMRENEC 1 (0.1 0. 2 (0.2 2 0.2 3 (01 3 0.2 4 ( 0.4) 4 0.5
C—RIGEEREEM 1(0.1) 0.1 2 (0.2 2 0.2 3 (0.1 3 0.2 2 (0.2 2 0.2
C—REMEERER 0( 0.0 0( 0.0) 0( 0.0 1 (0.1 1 0.1
meR7ILT S UEm 0 (C 0.0 0( 0.0 0(C 0.0 101 1 0.1

N: Number of subjects from safety analysis set experiencing at least one event,

E: Number of events, R:

the follow-up visit, Comparator:

pool

Table is sorted in descending order by system organ class,

experiencing at least one event when treated with Sema 1.0 mg,

%:
Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
(Placebo, Sita, O0AD),

Percentage of subjects experiencing

at least one event,

The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject’ s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled

5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first.

Exposure time is calculated as the duration of this time span.

high level group term and preferred term based on the total number of subjects

if missing then we are considering 0.5 mg. MedDRA version 18.0
nn9535/nn9535-exp loratory/apsot015_20171108_er
13NOV2017:11:34:52 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_on. txt
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -

pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term % R % N % E R (%) E R
fEERE 0 ( 0.0 2 (0.2 2 0.2 2( 0.1 2 0.1 2 (0.2 2 0.2
meh by Gy FESE 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
me kY Syt R 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 1( 0.1) 1 0.1
=ILE Y RERRED 0( 0.0 0( 0.0) 0( 0.0 1( 0.1) 1 0.1
Ko, EMESLUVERERSE 0( 0.0 2 (0.2 2 0.2 2( 01 2 0.1 0( 0.0)
mep A o L 0( 0.0 1 (0.1 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
mepF k1o LM 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0
FFEEERIRE 9 (09 13 1.4 0( 0.0) 9 ( 0.4 13 0.7 4 ( 0.4) 8 1.0
73%;;E/F5>171 6 ( 0.6) 6 0.6 0 ( 0.0 6 ( 0.3 6 0.3 4 ( 0.4 5 0.6
3_ 7 =] 0
FANZXUBTI/) LSV 3 (0.3 3 0.3 0 ( 0.0 3 (01 3 0.2 3 (0.3 3 0.4
A7z 7—EEm
TS5=ZUF3/ MSURTT 1(C0.1) 1 0.1 0 (C 0.0 1( 0.0 1 0.1 0 ( 0.0
S—YEE
FHERERE 1( 0.1 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
HFExRLR 1( 0.1 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
meE)LE #m 1(0.1) 1 0.1 0( 0.0 1 ( 0.0) 1 0.1 0( 0.0)
gg\%§$m5;0m&ﬁx 2 (0.2 2 0.2 0( 0.0 2 (01 2 0.1 3 (0.3 5 0.6
b J R fEmd 2 (0.2 2 0.2 0 ( 0.0) 2 (01 2 0.1 0 ( 0.0)
JUYanEs/OE U 0( 0.0 0( 0.0 0( 0.0 2 (0.2 4 0.5
e J FrofEEm 0 ( 0.0 0( 0.0) 0 ( 0.0 1( 0.1) 1 0.1
EgNggﬁiﬁﬁﬁﬂﬁim 101 1 0.1 0 (C 0.0 1( 0.0) 1 0.1 0 (C 0.0
BREHRAGHE 1001 1 0.1 0 ( 0.0 1 ( 0.0) 1 0.1 0 ( 0.0
')E,\Iﬂl"éé?:*ﬁﬁ (BRREZKRL 101 1 0.1 0 ( 0.0 1( 0.0 1 0.1 0( 0.0
IDBEUE I 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
REBLUVREBESE 60 ( 5.9) 68 1.2 80 ( 7.9) 85 9.3 140 ( 6.9) 153 8.3 16 ( 1.8) 17 2.1

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing

E: Number of events, R:

the follow-up visit, Comparator: pool

Exposure time is calculated as the duration of this time span.

at least one event,

Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

C (Placebo, Sita, OAD), The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject's end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first.

Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects
if missing then we are considering 0.5 mg. MedDRA version 18.0

experiencing at least one event when treated with Sema 1.0 mg,
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Adverse events possibly or probably related to trial product by system organ class,

pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

high level group term and preferred term - summary -

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator

Preferred term % R % N % E R % R

BB L UHRENREERES 56 ( 5.5) 63 6.7 70 ( 6.9) 75 8.2 126 ( 6.2) 138 1.4 0(C 1.1) 1 1.3
BAEER 55 ( 5.4) 61 6.5 69 ( 6.8) 74 8.1 124 ( 6.1) 135 1.3 9 ( 1.0) 10 1.2
BAEE 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)

BT 2 (0.2 2 0.2 0 ( 0.0 2 (0.1 2 0.1 1( 0.1 1 0.1

REERBIES 0( 0.0 4 ( 0.4) 4 0.4 4 (0.2 4 0.2 3 (0.3 3 0.4
EEEEE 0( 0.0 3 (0.3 3 0.3 3 (0.1 3 0.2 3 (0.3 3 0.4
B3 LATa—)LIMiE 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)

B ANDOL, TRV 1(0.1) 1 0.1 2 (0.2 2 0.2 3 (0.1 3 0.2 101 1 0.1

BEUY SfBileE
= AL LME 0 ( 0.0 2 (0.2 2 0.2 2 (01 2 0.1 1( 0.1) 1 0.1
BHILS D LM 1(0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)

BRBEET BREZED) 1( 0.1 1 0.1 2 (0.2 2 0.2 3 (01 3 0.2 2 (0.2 2 0.2
= M 1(0.1) 1 0.1 1( 0.1 1 0.1 2( 0.1 2 0.1 2 (0.2 2 0.2
K I #E5E 0 ( 0.0) 1(0.1) 1 0.1 1 ( 0.0 1 0.1 0 ( 0.0

KHEENEC 1(0.1) 1 0.1 1( 0.1) 1 0.1 2( 01 2 0.1 0( 0.0)

& U N\—FIMmE 0 ( 0.0) 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0
&7 35 —tMmiE 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)

BREBSLVKPNSTUREE 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)

B kYD LME . 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)

ZUD&&UEUED)R%E 1( 0.1 2 0.2 0( 0.0 1( 0.0 2 0.1 0 (C 0.0
Ja R 1(0.1) 2 0.2 0 ( 0.0) 1 ( 0.0) 2 0.1 0 ( 0.0)

&%-é%ﬁ%&¢uhﬁﬂu® 22 ( 2.2) 33 3.5 37 ( 3.7 49 5. 4 59 ( 2.9) 82 4.4 708 7 0.8

2BEENEC 18 ( 1.8) 22 2.3 35 ( 3.5) 47 5.1 53 ( 2.6) 69 3.7 5 ( 0.6) 5 0.6
B 6 ( 0.6) 6 0.6 12 ( 1.2) 15 1.6 18 ( 0.9) 21 1.1 1( 0.1) 1 0.1
Eabnd 5( 0.5 5 0.5 10 ( 1.0) 1 1.2 15 ( 0.7) 16 0.9 0 ( 0.0)

HBERk 5( 0.5 8 0.9 5 ( 0.5 10 1.1 10 ( 0.5) 18 1.0 1( 0.1) 1 0.1
BHEEE 2 (0.2 2 0.2 5 ( 0.5 6 0.7 7003 8 0.4 1 0.1) 1 0.1

N: Number of subjects from safety analysis set experiencing at least one event,

E: Number of events, R:

the follow-up visit, Comparator:

experiencing at least one event when treated with Sema 1.0 mg,

pool

(Placebo, Sita, OAD),

© Percentage of subjects experiencing
Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled

5 weeks after date of |ast dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first

Exposure time is calculated as the duration of this time span.

Table is sorted in descending order by system organ class,

at least one event,

if missing then we are considering 0.5 mg. MedDRA version 18.0

high level group term and preferred term based on the total number of subjects
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -

pool (trials 3623, 3626,

3627, 4092 and 4091)- on-treatment

System organ class
High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term % R % % E R % R
EX 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
fiobE 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
[mp:=} 0( 0.0 1( 0.1 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0
N 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 1( 0.1) 1 0.1
Zia 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0 1 0.1 0( 0.0)
RAIERR 1(0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
=R 0( 0.0 0( 0.0 0( 0.0 1( 0.1) 1 0.1
BRI 3 ( 0.3 9 1.0 2 (0.2 2 0.2 5( 0.2 1 0.6 2 (0.2 2 0.2
SESTERMLZ S FERK 0( 0.0 1001 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0
JESTERCLRESS 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
JESTEMIE R 3( 0.3 4 0.4 0( 0.0) 3 (01 4 0.2 1( 0.1) 1 0.1
JESTERCLATBE 1(0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
JESTER (L EA K 1(0.1) 2 0.2 0 ( 0.0) 1 ( 0.0) 2 0.1 0 ( 0.0)
JESTERL AR K 1(0.1) 2 0.2 0 ( 0.0) 1 ( 0.0) 2 0.1 0 ( 0.0)
JESTERMI N H M 0( 0.0 0 ( 0.0) 0( 0.0 1( 0.1) 1 0.1
KEEE 2 (0.2 2 0.2 0( 0.0 2 (0.1 2 0.1 0( 0.0
FHEN 2 ( 0.2 2 0.2 0 ( 0.0) 2 (01 2 0.1 0 ( 0.0)
HERES 21 ( 2.7) 50 5.3 35 (3.5 54 5.9 62 ( 3.1) 104 5.6 12 ( 1.3) 7 2.1
G 16 ( 1.6) 33 3.5 18 ( 1.8) 26 2.8 34 ( 1.7) 59 3.2 6 ( 0.7) 7 0.8
G 15 ( 1.5) 32 3.4 17 ( 1.7) 25 2.7 32 ( 1.6) 57 3.1 6 ( 0.7) 7 0.8
JaEr 1( 0.1) 1 0.1 1( 0.1) 1 0.1 2 (0.1 2 0.1 0( 0.0)
HREFHEENEC 12 ( 1.2) 13 1.4 17 ¢ 1.7) 20 2.2 29 (1.4 33 1.8 6 ( 0.7) 9 1.1
FEEHEN 5 ( 0.5 6 0.6 10 ( 1.0) 10 1.1 15 ( 0.7) 16 0.9 4 ( 0.4) 6 0.7
KEEE 3( 0.3 3 0.3 4 ( 0.4) 4 0.4 7( 0.3 7 0.4 0 ( 0.0)
{EAR 1(0.1) 1 0.1 1( 0.1) 1 0.1 2 (01 2 0.1 1( 0.1) 1 0.1
FEERE 1(C0.1) 1 0.1 1 (¢ 0.1) 1 0.1 2 (01 2 0.1 1( 0.1) 1 0.1
P 1(0.1) 1 0.1 1( 0.1) 1 0.1 2( 0.1 2 0.1 0 ( 0.0)
1% XE % 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
EmEEHEEEEX 0 (C 0.0 101 1 0.1 1( 0.0 1 0.1 0 (C 0.0

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing

E: N

umber of events, R:

at least one event,

Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

the follow-up visit, Comparator: pool (Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on

or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled

5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first.

Exposure time is calculated as the duration of this time span. .
Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects
experiencing at least one event when treated with Sema 1.0 mg, issi i

if missing then we are considering 0.5 mg. MedDRA version 18.0
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -

pool (trials 3623, 3626,

3627, 4092 and 4091)- on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term %) R % E R N (%) E R N (% E R
FERR 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
1o B 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 0.1 0 ( 0.0)
%5 B R 0 ( 0.0 0( 0.0) 0( 0.0 1( 0.1) 1 0.1
AENEREEE 1 (0.1 3 0.3 2 (0.2 5 0.5 3 (01 8 0.4 0( 0.0)
AEAEE 1 (0.1 3 0.3 2 (0.2 5 0.5 3 (0.1 8 0.4 0( 0.0
RKEHE=1—0O/F— 1(0.1) 1 0.1 2 (0.2 2 0.2 3 (01 3 0.2 0( 0.0)
FIREERE 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0
FERBEE =2 —0/\F— 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
RKEE=Z1—0O/F— 1(0.1) 1 0.1 0 ( 0.0 1 ( 0.0) 1 0.1 0 ( 0.0
HIFmES 0( 0.0 1( 0.1) 0.1 1 ( 0.0) 1 0.1 0( 0.0)
REIL AT 0( 0.0 1( 0.1) 0.1 1( 0.0 1 0.1 0 ( 0.0)
FR R RMEREE 0( 0.0 0 ( 0.0) 0( 0.0 1( 0.1) 1 0.1
éﬁitmﬁﬁ§1tﬁi 0 ( 0.0 0 ( 0.0 0 ( 0.0 1( 0.1) 1 0.1
RPF R L VBHERE 12 ( 1.2) 12 1.3 22 ( 2.2) 26 2.8 34 ( 1.7) 38 2.0 6 ( 0.7) 9 1.1
AR AR & B REE 10 (1.0 10 1.1 18 ( 1.8) 22 2.4 28 ( 1.4) 32 1.7 5 ( 0.6) 6 0.7
BB 6 ( 0.6) 6 0.6 7( 07 10 1.1 13 ( 0.6) 16 0.9 2 (0.2 2 0.2
L SE R 0 ( 0.0 3( 0.3 3 0.3 3 (01 3 0.2 2 (0.2 3 0.4
BIHEE % 1(0.1) 1 0.1 1( 0.1 1 0.1 2( 0.1 2 0.1 0( 0.0)
HNE R 0 ( 0.0) 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0
SHETFRE R 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
EIEES 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
ETIR% 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
= 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
JTUBE 2% 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0
PRI&E %8 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
PR B R 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
R FT RS 9% 1(0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
[UBEXZ R 1( 0.1 1 0.1 0( 0.0 1 ( 0.0) 1 0.1 0( 0.0)
R % 1(0.1) 1 0.1 0( 0.0 1( 0.0 1 0.1 0( 0.0

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event,

E: Number of events, R:

the follow-up visit, Comparator: pool

Exposure time is calculated as the duration of this time span.

Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

C (Placebo, Sita, OAD), The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject's end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first.

Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects

experiencing at least one event when treated with Sema 1.0 mg,

if missing then we are considering 0.5 mg. MedDRA version 18.0
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Adverse events possibly or probably related to trial product by system organ class,

pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

high level group term and preferred term - summary -

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term % E R % E R N %) E R N % R
NEEE % 0 ( 0.0 0 ( 0.0) 0 ( 0.0 1( 0.1) 1 0.1
A L RBEGE 1(0.1) 1 0.1 3 (0.3 3 0.3 4 ( 0.2 4 0.2 2 (0.2 2 0.2
AT 1(0.1) 1 0.1 1 (¢ 0.1) 1 0.1 2 (01 2 0.1 2 (0.2 2 0.2
OfEAJILRR 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0
EHECEIFX 0 ( 0.0 1( 0.1 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
HHER R 1(0.1) 1 0.1 1(C 0.1 1 0.1 2 (0.1 2 0.1 0( 0.0)
PARXRMYDYL - T4T4 0 ( 0.0 101 1 0.1 1 ( 0.0 1 0.1 0 (C 0.0
AN P
ETR 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0 1 0.1 0 ( 0.0)
BEEEE 0( 0.0 0( 0.0 0( 0.0 1( 0.1) 1 0.1
fEE 0 ( 0.0 0( 0.0) 0( 0.0 1( 0.1) 1 0.1
BESLUVETHBES 13 ( 1.3) 15 1.6 17 ( 1.7) 20 2.2 30 ( 1.5) 3% 1.9 4 ( 0.4 7 0.8
ZEBLUVRERSE 10 ( 1.0) 1 1.2 8 ( 0.8 8 0.9 18 ( 0.9) 19 1.0 3 (0.3 4 0.5
B5 0( 0.0 2 (0.2 2 0.2 2( 01 2 0.1 0 ( 0.0)
% D FEfE 3 (0.3 3 0.3 1 (¢ 0.1) 1 0.1 4 ( 0.2 4 0.2 1( 0.1) 1 0.1
L33 2 (0.2 2 0.2 1 (¢ 0.1) 1 0.1 3 (01 3 0.2 0( 0.0)
BE TRt R RS #¢ 1(0.1) 2 0.2 1(0.1) 1 0.1 2 (0.1 3 0.2 0( 0.0
MR B 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
£5MZ 5 EE 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
RERE 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
Bt 2 (0.2 0.2 0( 0.0) 2 (01 2 0.1 0( 0.0)
ZOENRDE 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
MKEBKERE 1( 0.1 1 0.1 0 ( 0.0 1 ( 0.0 1 0.1 0 ( 0.0
K 0( 0.0 0( 0.0) 0( 0.0 1( 0.1) 2 0.2
RER 0 ( 0.0 0 ( 0.0 0 ( 0.0 1( 0.1) 1 0.1
REMEFIKE 1(0.1) 1 0.1 5 ( 0.5 6 0.7 6 ( 0.3 7 0.4 1 (¢ 0.1) 3 0.4
2 FIE 0( 0.0 4 ( 0.4) 5 0.5 4 ( 0.2 5 0.3 1( 0.1) 3 0.4
AT 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
B 1(C0.1) 1 0.1 0( 0.0 1( 0.0 1 0.1 0( 0.0

N:

E: Number of events, R:

the follow-up visit, Comparator:

Number of subjects from safety analysis set experiencing at least one event,

%: Percentage of subjects experiencing at least one event,

Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

pool

(Placebo, Sita, OAD),

The 'on-treatment’ overview of adverse events comprises events with onset on

or after the day of first dose and until the subject's end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first.
Exposure time is calculated as the duration of this time span.

Table is sorted in descending order by system organ class,
experiencing at least one event when treated with Sema 1.0 mg,

high level group term and preferred term based on the total number of subjects
if missing then we are considering 0.5 mg. MedDRA version 18.0
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -

pool (trials 3623, 3626,

3627, 4092 and 4091)- on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term % R % N % E R % E R
REMERE 1(0.1) 1 0.1 3 (0.3 5 0.5 4 (0.2 6 0.3 0 ( 0.0)

RTdm 1(0.1) 1 0.1 2 (0.2 4 0.4 3 (0.1 5 0.3 0 ( 0.0
sURH M 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
nEZES L VERS 2 (0.2 2 0.2 1 (¢ 0.1) 1 0.1 3 (01 3 0.2 0( 0.0
e 37 1(0.1) 1 0.1 1( 0.1) 1 0.1 2( 01 2 0.1 0( 0.0)
ELEZRD 1(0.1) 1 0.1 0 ( 0.0 1 ( 0.0 1 0.1 0( 0.0)

mEESE 4 ( 0.4 4 0.4 14 ( 1.4) 4 1.5 18 ( 0.9) 18 1.0 2 (0.2 2 0.2

=0 A EREE 0( 0.0 5 ( 0.5 5 0.5 5( 0.2 5 0.3 2 (0.2 2 0.2

SME 0( 0.0 5 ( 0.5 5 0.5 5( 0.2 5 0.3 2 (0.2 2 0.2
E%ﬁTxfﬁAMMEE%B 2 (0.2 2 0.2 4 ( 0.4 4 0.4 6 ( 0.3 6 0.3 0 ( 0.0

PN,
B+ 2 (0.2 2 0.2 2 (0.2 2 0.2 4 (0.2 4 0.2 0 ( 0.0
FEIL T E 0 ( 0.0 2 (0.2 2 0.2 2 (0.1 2 0.1 0 ( 0.0)
%;ggg?b B, REEL & 0 (C 0.0 3 (0.3 3 0.3 3 (01 3 0.2 0( 0.0
R AR 0( 0.0 2 (0.2 2 0.2 2 (0.1 2 0.1 0 ( 0.0)
Em 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0
mEFEENEC 1(0.1) 1 0.1 2 (0.2 2 0.2 3 (01 3 0.2 0 ( 0.0)
IFTY 1(0.1) 1 0.1 1 (¢ 0.1) 1 0.1 2( 01 2 0.1 0( 0.0
FE i 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
) UREEE 1( 0.1 1 0.1 0( 0.0 1( 0.0 1 0.1 0( 0.0)
1) LINEREE 1( 0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
HERRE S UHAMBES 8 ( 0.8 9 1.0 13 ( 1.3) 5 1.6 21 ( 1.0) 24 1.3 5 ( 0.6) 6 0.7
HERRS L VHEHEBESEN 4 ( 0.4 4 0.4 5 ( 0.5 6 0.7 9 ( 0.4 10 0.5 101 1 0.1
EC
PO B 98 1(0.1) 1 0.1 3 (0.3 4 0.4 4 (0.2 5 0.3 0 ( 0.0)
HEbE 3 ( 0.3 3 0.3 1( 0.1) 1 0.1 4 ( 0.2 4 0.2 1( 0.1) 1 0.1
FEERE 0( 0.0 1( 0.1) 1 0.1 1( 0.0) 1 0.1 0( 0.0)

mEE 3 (0.3 4 0.4 4 ( 0.4) 5 0.5 7003 9 0.5 2 (0.2 3 0.4

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing

E: Number of events, R:

the follow-up visit, Comparator: pool

Exposure time is calculated as the duration of this time span.

at least one event,

Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

C (Placebo, Sita, OAD), The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject's end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first.

Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects
if missing then we are considering 0.5 mg. MedDRA version 18.0

experiencing at least one event when treated with Sema 1.0 mg,

nn9535/nn9535-exp loratory/apsot015_20171108_er
13NOV2017:11:34:52 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_on. txt
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -
pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator

Preferred term N %) E R N %) E R N %) E R % R
A 1(0.1) 2 0.2 4 ( 0.4) 5 0.5 5( 0.2 7 0.4 1( 0.1) 2 0.2
Mm% 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 1( 0.1) 1 0.1
AR AR 1( 0.1 1 0.1 0( 0.0 1 ( 0.0) 1 0.1 0 ( 0.0)

BAEI[ES 1 (0.1 1 0.1 3 ( 0.3 3 0.3 4 ( 0.2 4 0.2 1 (¢ 0.1) 1 0.1
ESVIEE] 1( 0.1 1 0.1 2 (0.2 2 0.2 3 (01 3 0.2 1( 0.1) 1 0.1
RAEIfEE 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)

BESLVERAES 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)

BREE 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)

E%?ﬁﬁfﬁﬁ%ﬁ&@%ﬁ 0 (C 0.0 0( 0.0 0( 0.0 1 0.1) 1 0.1
& HERAE 0( 0.0 0 ( 0.0) 0 ( 0.0 1 (¢ 0.1) 1 0.1

IDEES 6 ( 0.6) 7 0.7 12 ( 1.2) 14 1.5 18 ( 0.9) 21 1.1 4 ( 0.4 4 0.5

TER 3 ( 0.3 4 0.4 6 ( 0.6) 6 0.7 9 ( 0.4 10 0.5 2 (0.2 2 0.2
L EHE) 0( 0.0 2 (0.2 2 0.2 2 (0.1 2 0.1 1( 0.1) 1 0.1
HER 2 (0.2 3 0.3 1 (¢ 0.1) 1 0.1 3 (01 4 0.2 0( 0.0)
1D P A SV URE 1(0.1) 1 0.1 1( 0.1) 1 0.1 2 (01 2 0.1 0( 0.0)

A oh IR e 0( 0.0 1( 0.1 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
AR 0( 0.0 1(0.1) 1 0.1 1 ( 0.0 1 0.1 0 ( 0.0
AT R AR 0( 0.0 0( 0.0) 0 ( 0.0 1( 0.1) 1 0.1

IDEEMIRES & CREK 2 ( 0.2 2 0.2 2 (0.2 2 0.2 4 (0.2 4 0.2 1( 0.1) 1 0.1
EfES 2 (0.2 2 0.2 2 (0.2 2 0.2 4 ( 0.2 4 0.2 1( 0.1) 1 0.1

EENARES 1(0.1) 1 0.1 2 (0.2 2 0.2 3 (01 3 0.2 1( 0.1) 1 0.1
T ENAR R A 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)

HilME 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
107 B M 1(0.1) 1 0.1 0 ( 0.0 1 ( 0.0) 1 0.1 0( 0.0
B ENARE B 0( 0.0 0 ( 0.0) 0 ( 0.0 1( 0.1) 1 0.1

IDES 0( 0.0 2 (0.2 2 0.2 2( 01 2 0.1 0 ( 0.0
S - MR 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)

EERX 0(C 0.0 101 1 0.1 1( 0.0 1 0.1 0 ( 0.0

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event

E: Number of events, R: Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

the follow-up visit, Comparator: pool (Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on

or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled

5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first

Exposure time is calculated as the duration of this time span

Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects

experiencing at least one event when treated with Sema 1.0 mg, if missing then we are considering 0.5 mg. MedDRA version 18.0

nn9535/nn9535-exp loratory/apsot015_20171108_er

13NOV2017:11:34:52 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_on. txt
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -
pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

System organ class
High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator

Preferred term N % E R N %) E R N % E R N %) E R
IDRE 0 ( 0.0 1(0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
DAL 0 ( 0.0 1(0.1) 1 0.1 1( 0.0 1 0.1 0( 0.0
DREE 0 ( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
MR % 0 ( 0.0 1(0.1) 1 0.1 1( 0.0 1 0.1 0 ( 0.0
REE 10 ( 1.0) 12 1.3 10 ( 1.0) 10 1.1 20 ( 1.0) 22 1.2 2 (0.2 2 0.2
. Hﬁgﬁ?ﬁﬂﬁ&J:UEﬁ?ﬁW)Hj 5 ( 0.5 5 0.5 6 ( 0.6) 6 0.7 11 ( 0.5) 1 0.6 0 (C 0.0
nHEUVMEEE
5 PR IR HE IR E 5 ( 0.5 5 0.5 5 ( 0.5) 5 0.5 10 ( 0.5) 10 0.5 0 ( 0.0)
MRS f 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
HAEEE 1( 0.1 1 0.1 2 (0.2 2 0.2 3( 0.1 3 0.2 1(0.1) 1 0.1
FARAE 1(0.1) 1 0.1 1 (¢ 0.1) 1 0.1 2 (0.1 2 0.1 0 ( 0.0)
Z 0 ( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 1 (¢ 0.1) 1 0.1
AR EpRE ﬁ'l;%ﬁr‘{kfactu*{" 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 1( 0.1) 1 0.1
HERAERIRZE 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
HR B 2 S 0 ( 0.0 0 ( 0.0) 0 ( 0.0) 1( 0.1) 1 0.1
REBELEIE. ABFSIUVEN 0( 0.0 101 1 0.1 1( 0.0 1 0.1 0 (C 0.0
NEC
THFAZ Y 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
ﬂg%‘]ﬁ%ﬁ ZEEilt. IBEELUY 2 (0.2 2 0.2 0 ( 0.0 2 (01 2 0.1 0 ( 0.0
B AE 2 (0.2 2 0.2 0 ( 0.0) 2 (0.1 2 0.1 0 ( 0.0
BEEmEs ZUCMEEENEC 2 (0.2 2 0.2 0 ( 0.0) 2 (0.1 2 0.1 0 ( 0.0)
FEE M 2 (0.2 2 0.2 0 ( 0.0) 2 (0.1 2 0.1 0 ( 0.0)
IREEENEC 1 (0.1 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
TR i 1(0.1) 1 0.1 0 ( 0.0 1 ( 0.0) 1 0.1 0 ( 0.0)
BRAES &L U SR ELE 1(0.1) 1 0.1 0 ( 0.0 1 ( 0.0) 1 0.1 0 ( 0.0)
B E A RNE 1(0.1) 1 0.1 0 ( 0.0 1 ( 0.0 1 0.1 0( 0.0
BB LURBES 5 ( 0.5) 5 0.5 7(C 0.7 8 0.9 12 ( 0.6) 13 0.7 2 (0.2 2 0.2
PREE RIIR H & WIERK 3 ( 0.3 3 0.3 4 ( 0.4 4 0.4 7 (C 0.3 7 0.4 0 ( 0.0

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event
E: Number of events, R: Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
the follow-up visit, Comparator: pool (Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of |ast dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first
Exposure time is calculated as the duration of this time span.
Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects
experiencing at least one event when treated with Sema 1.0 mg, if missing then we are considering 0.5 mg. MedDRA version 18.0
nn9535/nn9535-exp loratory/apsot015_20171108_er
13NOV2017:11:34:52 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_on. txt



Adverse events possibly or probably related to trial product by system organ class,
3627, 4092 and 4091)- on-treatment

pool (trials 3623, 3626,

high level group term and preferred term - summary -

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator

Preferred term % R %) R N % E R % E R
#ER 0 ( 0.0 2 (0.2 2 0.2 2 (0.1 2 0.1 0 ( 0.0
$ARR 0( 0.0 2 (0.2 2 0.2 2 (01 2 0.1 0 ( 0.0)

m 2 (0.2 2 0.2 0( 0.0) 2 (0.1 2 0.1 0 ( 0.0)
B M kR 1 (0.1 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
RABE 1(0.1) 1 0.1 2 (0.2 3 0.3 3 (01 4 0.2 0 ( 0.0)
SHRAE 1(0.1) 1 0.1 1( 0.1 1 0.1 2( 01 2 0.1 0( 0.0)
REHER 0( 0.0 1(0.1) 1 0.1 1( 0.0 1 0.1 0 ( 0.0
REHER 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)

EEE (BEZKRO) 1(0.1) 1 0.1 1 (¢ 0.1) 1 0.1 2 (01 2 0.1 2 (0.2 2 0.2
S 1(0.1) 1 0.1 1( 0.1) 1 0.1 2 (01 2 0.1 1( 0.1) 1 0.1
FEEETS 0( 0.0 0 ( 0.0) 0( 0.0 1( 0.1) 1 0.1

AEES 3 ( 0.3 3 0.3 6 ( 0.6) 7 0.8 9 ( 0.4 10 0.5 0( 0.0)
FEIREE 2 (0.2 2 0.2 3 (0.3 3 0.3 5( 0.2 5 0.3 0 ( 0.0)
FHRAE 2 (0.2 2 0.2 3 (03 3 0.3 5 ( 0.2 5 0.3 0 ( 0.0
5 OHENEE 0( 0.0 3 (0.3 3 0.3 3 (01 3 0.2 0( 0.0)
S5 D& 0( 0.0 3 (0.3 3 0.3 3 (01 3 0.2 0 ( 0.0)
ATREES L UCRRAERK 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
IR R 0 ( 0.0 1(0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
HEEE L VER—EEE 1 (0.1 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
1) E F—igiR 1(0.1) 1 0.1 0 ( 0.0 1 ( 0.0) 1 0.1 0( 0.0
FERER . MZRE & UHitRRiES 6 ( 0.6) 7 0.7 4 ( 0.4) 4 0.4 0 ( 0.5 11 0.6 2 (0.2 2 0.2
IEIRERREZENEC 4 ( 0.4 5 0.5 3 (0.3 3 0.3 7( 0.3 8 0.4 1( 0.1) 1 0.1
Lvo<Y 2 (0.2 2 0.2 1 (0.1 1 0.1 3 (01 3 0.2 0( 0.0)
H<Y 0 ( 0.0) 1 ( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0
N MR 4JE R 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
A7 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 1( 0.1) 1 0.1
O BENHER R 1(0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
L SOERGEIRE 1 (0.1 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
TREEE (BREZEKR) 1(0.1) 1 0.1 1 0.1 1 0.1 201 2 0.1 1(0.1) 1 0.1

N: Number of subjects from safety analysis set experiencing at least one event

E: Number of events, R:

the follow-up visit, Comparator:

(Placebo, Sita, O0AD)

i %: Percentage of subjects experiencing
Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
The 'on-treatment’ overview of adverse events comprises events with onset on

at least one event

or after the day of first dose and until the subject's end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first

Exposure time is calculated as the duration of this time span.
Table is sorted in descending order by system organ class,
experiencing at least one event when treated with Sema 1.0 mg,

high level group term and preferred term based on the total number of subjects
if missing then we are considering 0.5 mg. MedDRA version 18.0

nn9535/nn9535-exp loratory/apsot015_20171108_er

13NOV2017:11:34:52 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_on. txt

14 of 26



15 of 26

Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -
pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term N %) E R N %) E R N %) E R N % E R
BmlEE 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
R M MR BE 2% 1(0.1) 1 0.1 0 ( 0.0 1 ( 0.0 1 0.1 0 ( 0.0
7 LILX—1EIHEE % 0 ( 0.0 0 ( 0.0) 0 ( 0.0 1( 0.1) 1 0.1
SEXEE (FHEMER) 1 (0.1 1 0.1 0( 0.0 1 ( 0.0) 1 0.1 0( 0.0
EBHEREXX 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
B, B LUVFERATHAOHE 5 ( 0.5 5 0.5 4 ( 0.4 4 0.4 9 ( 0.4 9 0.5 0 ( 0.0
W (BRBSLUR)—TEED)
;%WJBJZU%M?LZ:%G)E'E%E 1(C0.1) 1 0.1 1 0.1) 1 0.1 2 (01 2 0.1 0 ( 0.0
IR 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
mERE 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
&E%}aél VHMATBHDO RS wHE 1(0.1) 1 0.1 101 1 0.1 2 (01 2 0.1 0( 0.0
HAKIRETE Y 1(0.1) 1 0.1 1( 0.1) 1 0.1 2 (0.1 2 0.1 0 ( 0.0)
E%h& VAT HEIEES 0 (C 0.0 101 1 0.1 1( 0.0 1 0.1 0 (C 0.0
BiERE 0( 0.0 1( 0.1 1 0.1 1( 0.0 1 0.1 0 ( 0.0
Eﬁh& VHAETHDOREHE 0 (C 0.0 101 1 0.1 ( 0.0 0.1 0( 0.0
HEMARE 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
SHIEZR DR EY 2 (0.2 2 0.2 0 ( 0.0) 2 (01 2 0.1 0 ( 0.0)
KRB 2 (0.2 2 0.2 0( 0.0) 2 (0.1 2 0.1 0 ( 0.0)
J2NENEC 1(¢ 0.1) 1 0.1 0( 0.0 1 ( 0.0) 1 0.1 0( 0.0
A 1(0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
mMES LT VREE 3 ( 0.3 4 0.4 3 (0.3 3 0.3 6 ( 0.3 7 0.4 2 (0.2 2 0.2
JEAmMMEEL & B EEIME 1(0.1) 1 0.1 1 (¢ 0.1) 1 0.1 2 (01 2 0.1 0 ( 0.0)
a1l 1( 0.1 1 0.1 1( 0.1) 1 0.1 2 (01 2 0.1 0 ( 0.0)
ﬁéﬂgﬁ'} DRET B &K UHERNE 1(0.1) 2 0.2 1 0.1) 1 0.1 2 (01 3 0.2 101 1 0.1

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event
E: Number of events, R: Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
the follow-up visit, Comparator: pool (Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject’ s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first
Exposure time is calculated as the duration of this time span.
Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects
experiencing at least one event when treated with Sema 1.0 mg, if missing then we are considering 0.5 mg. MedDRA version 18.0
nn9535/nn9535-exp loratory/apsot015_20171108_er
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -

pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term % R % % R %) R
1) L INERE 0 ( 0.0 1( 0.1) 1 0.1 1 (¢ 0.0) 1 0.1 0 ( 0.0)
BEERY) L /\EIFERR 1( 0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
HER ek i 25 1( 0.1) 1 0.1 0( 0.0 1( 0.0) 1 0.1 0 ( 0.0
) D INER R 0( 0.0 0 ( 0.0) 0 ( 0.0 1( 0.1) 1 0.1
BMmEKES 0( 0.0 1( 0.1) 1 0.1 1( 0.0) 1 0.1 0 ( 0.0
B Bk INSE 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
FRMERES 1(¢ 0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
I~ M ERHE INAE 1( 0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
m/MRES 0( 0.0 0( 0.0) 0( 0.0 1( 0.1) 1 0.1
/NG A 0( 0.0 0( 0.0 0( 0.0 1( 0.1) 1 0.1
HERB L UVEEES 2 (0.2 2 0.2 3 ( 0.3 3 0.3 5( 0.2 5 0.3 1( 0.1 1 0.1
HEHEE S K VETEREEE 0( 0.0 2 (0.2 2 0.2 2 (01 2 0.1 1( 0.1) 1 0.1
MErE 0 ( 0.0 2 (0.2 2 0.2 2( 01 2 0.1 1( 0.1) 1 0.1
RESLUVNERES 0( 0.0 1(¢ 0.1) 1 0.1 1( 0.0) 1 0.1 0 ( 0.0)
DR EER 0 ( 0.0 1( 0.1) 1 0.1 1( 0.0) 1 0.1 0( 0.0)
E%@ﬁ%(;%ﬁ&Ui&% 1 0.1 1 0.1 0( 0.0 1( 0.0 1 0.1 0 (C 0.0
EMRISIIRERE 1(¢ 0.1) 1 0.1 0 ( 0.0 1 (¢ 0.0) 1 0.1 0 ( 0.0)
BEHEERRBELS U RAE 1(¢ 0.1) 1 0.1 0 ( 0.0) 1( 0.0) 1 0.1 0( 0.0)
BIILAR 5% 1(¢ 0.1) 1 0.1 0( 0.0 1( 0.0) 1 0.1 0 ( 0.0
FFREE RES 6 ( 0.6) 6 0.6 2 (0.2 2 0.2 8 ( 0.4 8 0.4 4 ( 0.4) 4 0.5
FELUVFEEREE 5 ( 0.5 5 0.5 1(¢ 0.1) 1 0.1 6 ( 0.3 6 0.3 4 ( 0.4 4 0.5
&EUIJILE VindE 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
HiE 1( 0.1) 1 0.1 0( 0.0 1 (¢ 0.0) 1 0.1 0 ( 0.0
e EE 1(¢ 0.1) 1 0.1 0 ( 0.0) 1 (¢ 0.0) 1 0.1 1( 0.1) 1 0.1
SRR 1(¢ 0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
Eil 1(¢ 0.1) 1 0.1 0( 0.0) 1( 0.0) 1 0.1 3 (0.3 3 0.4
EYHERFES 1(¢ 0.1) 1 0.1 0 ( 0.0) 1( 0.0) 1 0.1 0 ( 0.0)
fREEE 1C 0.1 1 0.1 1 0.1 1 0.1 2 (0.1 2 0.1 0( 0.0

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing

E: Number of events, R:

the follow-up visit, Comparator: pool | 5 t eV e
or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled

at least one event,

Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

(Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on

5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first.

Exposure time is calculated as the duration of this time span.

Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects

if missing then we are considering 0.5 mg. MedDRA version 18.0
nn9535/nn9535-exp loratory/apsot015_20171108_er
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -
pool (trials 3623, 3626, 3627, 4092 and 4091)- on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term N % R N % N % E R N %) R
SMREERL 0 ( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
BRRE 1( 0.1) 1 0.1 0 ( 0.0) 1( 0.0 1 0.1 0 ( 0.0
BE. PEH L UVLEEHE 5 ( 0.5 5 0.5 2 (0.2 2 0.2 7( 0.3 7 0.4 1( 0.1) 1 0.1
TR 4 ( 0.4 4 0.4 2 (0.2 2 0.2 6 ( 0.3 6 0.3 0( 0.0)
BERNEERS 4 ( 0.4 4 0.4 1 (¢ 0.1) 1 0.1 5( 0.2 5 0.3 0( 0.0)
EHERS 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
EEAICEY 5MHE 1 (0.1 1 0.1 0 ( 0.0 1 ( 0.0) 1 0.1 1 (0.1 1 0.1
BEES 1(0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 1( 0.1) 1 0.1
EB L URERES 2 (0.2 3 0.3 2 (0.2 2 0.2 4 ( 0.2 5 0.3 0 ( 0.0
REH K UVE 8 iR EE 2 (0.2 2 0.2 2 (0.2 2 0.2 4 (0.2 4 0.2 0 ( 0.0)
EERMESH FE LY 1 (0.1 1 0.1 2 (0.2 2 0.2 3 (0.1 3 0.2 0( 0.0
AR MEEERMESD FE LY 1 (0.1 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
FEEEE 1(0.1) 1 0.1 0 ( 0.0 1( 0.0 1 0.1 0 ( 0.0
HEE 1(0.1) 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
HNEE L URERE 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
mEAREFR 0( 0.0 1 (¢ 0.1) 1 0.1 1 ( 0.0) 1 0.1 0( 0.0)
BRAES V23—~ 3y 0( 0.0 1( 0.1) 1 0.1 1 ( 0.0) 1 0.1 0 ( 0.0)
HiR, EEHLURAEHOKE 1(0.1) 1 0.1 0( 0.0 1 ( 0.0) 1 0.1 0( 0.0
T OREF A & BHIE 1 (0.1 1 0.1 0 ( 0.0) 1 ( 0.0) 1 0.1 0( 0.0)
b YRIE M 1 (0.1 1 0.1 0( 0.0 1 ( 0.0) 1 0.1 0 ( 0.0
RERES 1 (0.1 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 1( 0.1) 1 0.1
7 LILX—ERE 1 (0.1 1 0.1 0( 0.0 1( 0.0) 1 0.1 1( 0.1) 1 0.1
RE7LILX— 1(0.1) 1 0.1 0( 0.0) 1 ( 0.0) 1 0.1 0 ( 0.0)
BEE 0 (C 0.0 0( 0.0 0(C 0.0 1 0.1) 1 0.1

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event

E: Number of events, R: Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

the follow-up visit, Comparator: pool (Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on

or after the day of first dose and until the subject’ s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled

5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first

Exposure time is calculated as the duration of this time span

Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects

experiencing at least one event when treated with Sema 1.0 mg, if missing then we are considering 0.5 mg. MedDRA version 18.0

nn9535/nn9535-exp loratory/apsot015_20171108_er
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2. Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term - summary -
pool (trials 3623, 3626, 3627, 4092 and 4091), Japanese subjects - on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term N % E R N % E R N % E R N % E R
N and PYE (year) 426 417 427 390 853 807 317 292
All events 186 ( 43.7) 429 102.8 225 (52.7) 575 147.5 411 (48.2) 1004 124.4 30 ( 9.5) 43 14.7
BEEE 142 (33.3) 250 59.9 168 (39.3) 355 91.0 310 ( 36.3) 605 75.0 14 ( 4.4) 18 6.2
,H1t“”%&ﬂ§§bJZZ)JL4k 95 (22.3) 144 34.5 125 (129.3) 235 60.3 220 ( 25.8) 379 47.0 8 ( 2.5 9 3.1
46 ( 10.8) 56 13.4 69 (16.2) 101 25.9 115 (13.5) 157 19.5 3 (0.9 3 1.0
HE“BTH&E'&? 19 ( 4.5) 19 4.6 27 ( 6.3) 29 1.4 46 ( 5.4) 48 5.9 0( 0.0)
& it 19 ( 4.5) 25 6.0 19 ( 4.4) 63 16.2 38 ( 4.5) 88 10.9 2 ( 0.6) 2 0.7
HIETR 9 ( 2.1) 1 2.6 15 ( 3.5) 17 4.4 24 (1 2.8) 28 3.5 2 ( 0.6) 2 0.7
5 BB A 9 ( 2.1 10 2.4 12 ( 2.8) 12 3.1 21 ( 2.5) 22 2.7 1 ( 0.3 1 0.3
K& %8 0 ( 0.0 4 ( 0.9 4 1.0 4 ( 0.5) 4 0.5 0 ( 0.0
LESERIE 11 ( 2.6) 14 3.4 3 (07 3 0.8 14 ( 1.6) 17 2.1 1 ( 0.3 1 0.3
]E 4 ( 0.9 4 1.0 2 (0.5 2 0.5 6 ( 0.7) 6 0.7 0 ( 0.0
BLY 2 (0.5 2 0.5 2 (0.5 2 0.5 4 ( 0.5 4 0.5 0( 0.0)
DB BB R 1 (0.2 1 0.2 2 (0.5 2 0.5 3 ( 0.4 3 0.4 0( 0.0)
W 1 (0.2 2 0.5 0 ( 0.0) 1( 0.1) 2 0.2 0( 0.0)

HIEEER S & Ut ESE 69 (16.2) 88 21.1 83 (19.4) 108 27.7 152 (17.8) 196 24.3 7( 2.2) 7 2.4
[E2 55 (12.9) 59 14.1 49 ( 11.5) 52 13.3 104 (12.2) 111 13.8 4 ( 1.3) 4 1.4
T 20 ( 4.7) 28 6.7 35 ( 8.2) 48 12.3 55 ( 6.4) 76 9.4 3 (0.9 3 1.0
BREFRERE 1 (0.2 1 0.2 7( 1.6) 8 2.1 8 ( 0.9 9 1.1 0( 0.0)

HIEEDHKREENEC 2 (0.5 2 0.5 3 (0.7 0.8 5 ( 0.6) 5 0.6 0 ( 0.0)

BES 0 ( 0.0 2 (0.5 2 0.5 2 (0.2 2 0.2 0 ( 0.0)
BEB% 1 (0.2 1 0.2 1( 0.2 1 0.3 2 (0.2 2 0.2 0 ( 0.0)
Ny FBRIE 1 (0.2 1 0.2 0( 0.0 1( 0.1) 1 0.1 0 ( 0.0

JHIEE RIEMERE 8 ( 1.9 8 1.9 2 (0.5 3 0.8 10 ( 1.2) 1 1.4 1 ( 0.3 1 0.3
[EXER=P 2 (0.5 2 0.5 2 (0.5 2 0.5 4 ( 0.5) 4 0.5 1 (0.3 1 0.3
B 6 ( 1.4 6 1.4 1( 0.2 1 0.3 7 (0.8 7 0.9 0 ( 0.0)

BHHELLEFEYD 3 (07 3 0.7 1(02 1 0.3 4 ( 0.5 4 0.5 0 ( 0.0

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event
E: Number of events, R: Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
the follow-up visit, Comparator: pool (Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first
Exposure time is calculated as the duration of this time span
Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects
experiencing at least one event when treated with Sema 1.0 mg, if missing then we are considering 0.5 mg. MedDRA version 18.0
nn9535/nn9535-exp loratory/apsot015_20171108_er
13NOV2017:13:11:13 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_jp_on. txt
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term - summary -
pool (trials 3623, 3626, 3627, 4092 and 4091), Japanese subjects — on-treatment

System organ class
High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator

Preferred term N % E R N % E R N % E R N %) E R
KRy —7 2 ( 0.5) 2 0.5 1 (0.2 1 0.3 3 ( 0.4 3 0.4 0 ( 0.0
BHR)—7F 1( 0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)
HIEEHMNEC 1 (0.2 1 0.2 1 (0.2 1 0.3 2 (0.2 2 0.2 0 ( 0.0
A LS 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
ATP9 & o 1 (0.2 1 0.2 0 ( 0.0 1( 0.1) 1 0.1 0 ( 0.0
HIEEEBE K UET 1 (0.2 1 0.2 1( 0.2 2 0.5 2 (0.2 3 0.4 1 ( 0.3 1 0.3
UbAME R 0 ( 0.0 1( 0.2 2 0.5 1 (0.1 2 0.2 0 ( 0.0)
BiE% 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)
+_EEES 0 ( 0.0 0 ( 0.0) 0 ( 0.0) 1 ( 0.3 1 0.3
HIEERERLUHE 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 0.1 0 ( 0.0)
BLF93R % 0 ( 0.0 1 (0.2 1 0.3 1(0.1) 0.1 0( 0.0
E?ﬁ[&%)b:T&J:U%G)HW)ﬂE 0 ( 0.0 1( 0.2 1 0.3 1(0.1) 0.1 0 ( 0.0
HAANL=T 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
ORENERERAE MR & 2 (0.5 3 0.7 0 ( 0.0) 2 (0.2 3 0.4 0 ( 0.0)
OR% 2 ( 0.5 3 0.7 0 ( 0.0) 2 (0.2 3 0.4 0 ( 0.0)
FRERRE 53 (12.4) 80 19.2 63 ( 14.8) 89 22.8 116 ( 13.6) 169 20.9 9 ( 2.8 15 5.1
HILERE 41 ( 9.6) 62 14.9 47 ( 11.0) 68 17.4 88 (10.3) 130 16.1 5 ( 1.6) 7 2.4
Y N—E 36 ( 8.5 43 10.3 44 ( 10.3) 48 12.3 80 ( 9.4) 91 11.3 5( 1.6) 6 2.1
75— H#Em 16 ( 3.8) 17 4.1 16 ( 3.7) 18 4.6 32 ( 3.8 3% 4.3 1 (0.3 1 0.3
EERRERER 0 ( 0.0 2 ( 0.5 2 0.5 2 (0.2 2 0.2 0 ( 0.0)
mep~Y 7o Em 1 (0.2 1 0.2 0 ( 0.0 1(C 0.1 1 0.1 0 ( 0.0
BB 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)
BANZELLIURERDIKE 5( 1.2 5 1.2 12 ( 2.8) 12 3.1 17 ( 2.0) 17 2.1 0(C 0.0
IZEd 5HI1E
AERD 5( 1.2 5 1.2 12 ( 2.8) 12 3.1 17 ( 2.0) 17 2.1 0 ( 0.0
BERBREELS L UVERBRE 1 (0.2 1 0.2 3( 0.7 3 0.8 4 ( 0.5) 4 0.5 2 ( 0.6) 2 0.7
my L7 F=Em 1 (0.2 1 0.2 1( 0.2 1 0.3 2 (02 2 0.2 0 ( 0.0
R7ILT I VB 0 ( 0.0 1( 0.2 1 0.3 1 0.1) 1 0.1 1 (0.3 1 0.3

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event
E: Number of events, R: Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
the follow-up visit, Comparator: pool (Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of |ast dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first
Exposure time is calculated as the duration of this time span.
Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects
experiencing at least one event when treated with Sema 1.0 mg, if missing then we are considering 0.5 mg. MedDRA version 18.0
nn9535/nn9535-exp loratory/apsot015_20171108_er
13NOV2017:13:11:13 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_jp_on. txt



Adverse events possibly or probably related to trial product by system organ class,
Japanese subjects — on-treatment

pool (trials 3623, 3626,

3627, 4092 and 4091),

high level group term and preferred term - summary -

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term %) E R % N h E R % R
PR RS 14 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
ReeERBGHE 0( 0.0 0 ( 0.0 0 ( 0.0) 1( 0.3 1 0.3
BRBRENEC 3( 07 4 1.0 2 (0.5 2 0.5 5 ( 0.6) 6 0.7 0( 0.0)
%Egb7§>$z$#+— 3 (07 4 1.0 2 (0.5 2 0.5 5 ( 0.6) 6 0.7 0( 0.0
7 180
g?#ﬂ@ﬁ(m&iﬁﬁéa 3 (07 3 0.7 1( 0.2 1 0.3 4 ( 0.5 4 0.5 1( 0.3 1 0.3
/MR EUR 0( 0.0 1( 0.2) 1 0.3 1( 0.1) 1 0.1 0 ( 0.0
B M Bk SR D 3( 07 3 0.7 0( 0.0) 3( 0.4 3 0.4 0 ( 0.0)
B M Ek K1 N 0 ( 0.0 0 ( 0.0) 0( 0.0 1( 0.3 1 0.3
EEBRE 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
me kY Syt RiEm 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
Ky, EMESLIUVERERE 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
meJ k1 L) 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
EABLUMEEMRENEC 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 1 ( 0.3) 1 0.3
C—RIGEEREM 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
me7)LJ = M 0( 0.0 0( 0.0) 0( 0.0 1( 0.3) 1 0.3
FFEEERIRE 3( 07 3 0.7 0( 0.0) 3( 0.4 3 0.4 2 ( 0.6) 4 1.4
73;;;E/F3>171 2 ( 0.5 2 0.5 0 ( 0.0 2 (0.2 2 0.2 2 ( 0.6) 3 1.0
3_ 7 =] i
meE Y ILE i 1( 0.2) 1 0.2 0( 0.0 1( 0.1) 1 0.1 0( 0.0
FANZXUBTI/ LSV 0 (C 0.0 0( 0.0 0( 0.0 1( 0.3 1 0.3
A7z 7-EiEm
gg\%§$WB$UmﬁﬁZ 1( 0.2 1 0.2 0 ( 0.0 1(C 01 1 0.1 0( 0.0
e D KofEmD 1( 0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)
Wﬁs)ﬁﬁﬁ (ERILEVRES: 1( 0.2 1 0.2 0 ( 0.0) 1(C0.1) 1 0.1 0 ( 0.0
meALs b= 1( 0.2 1 0.2 0 ( 0.0 1(C 0.1 1 0.1 0( 0.0

N: Number of subjects from safety analysis set experiencing at least one event,

E: Number of events, R:

the follow-up visit, Comparator: ( 5 t GV e
or after the day of first dose and until the subject's end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first.

%: Percentage of subjects experiencing

at least one event,

Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
pool (Placebo, Sita, OAD),

The "on-treatment’ overview of adverse events comprises events with onset on

Exposure time is calculated as the duration of this time span.
Table is sorted in descending order by system organ class,

experiencing at least one event when treated with Sema 1.0 mg,

high level group term and preferred term based on the total number of subjects
if missing then we are considering 0.5 mg. MedDRA version 18.0
nn9535/nn9535-exp loratory/apsot015_20171108_er
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term — summary -

pool (trials 3623, 3626,

3627, 4092 and 4091), Japanese subjects — on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term %) R % E N % E R % R
REB L UREBESE 30 ( 7.0) 36 8.6 45 ( 10.5) 49 12.6 75 ( 8.8) 85 10.5 2 ( 0.6) 2 0.7
BB L UHREHNREENRES 29 ( 6.8) 34 8.2 42 ( 9.8) 46 11.8 7 ( 8.3 80 9.9 1 (¢ 0.3) 1 0.3
BAEER 29 ( 6.8) 34 8.2 41 ( 9.6) 45 11.5 70 ( 8.2) 79 9.8 1 (0.3 1 0.3
BAMES 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
FEE RBIES 0( 0.0 2 (0.5 2 0.5 2 (0.2 2 0.2 1 (0.3 1 0.3
=3 LA Ta—)LIMniE 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
IEEERE . 0( 0.0 1( 0.2 1 0.3 1 (0.1 1 0.1 1 ( 0.3 1 0.3
BREES LUK UREE 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
K~ o LImE . 0( 0.0 1( 0.2 1 0.3 1(0.1) 1 0.1 0( 0.0)
ZUDB&UEUE))R%E 1 (02 2 0.5 0( 0.0 1(0.1) 2 0.2 0 (C 0.0
e 1 (0.2 2 0.5 0 ( 0.0) 1( 0.1) 2 0.2 0 ( 0.0)
ﬁ%-é%ﬁ%6¢ﬁ&5%ﬁ® 6 ( 1.4 12 2.9 11 ( 2.6) 1 2.8 17 ( 2.0) 23 2.8 0 (C 0.0
25EENEC 4 (0.9 7 1.1 10 ( 2.3) 10 2.6 14 ( 1.6) 17 2.1 0 ( 0.0)
BERk 2 (0.5 5 1.2 4 ( 0.9 4 1.0 6 ( 0.7) 9 1.1 0( 0.0)
B 1 (0.2 1 0.2 3 (0.7 3 0.8 4 ( 0.5 4 0.5 0( 0.0)
BHEE 1 (0.2 1 0.2 1( 0.2) 1 0.3 2 (0.2 2 0.2 0( 0.0
mp:=} 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
= 0 ( 0.0 1 (0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
BRI G 1 (0.2 4 1.0 1( 0.2 1 0.3 2 (0.2 5 0.6 0( 0.0)
JESTERCLRESE 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
JESTER L EARK 1 (0.2 2 0.5 0( 0.0) 1( 0.1) 2 0.2 0( 0.0)
ESTEMIESR 1 (0.2 2 0.5 0( 0.0) 1(0.1) 2 0.2 0 ( 0.0)
KEEE 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)
FEL 1 (0.2 1 0.2 0 ( 0.0 1.(0.1) 1 0.1 0 ( 0.0
REAES K UFERE 6 ( 1.4 6 1.4 11 ( 2.6) 12 3.1 17 ( 2.0) 18 2.2 1 ( 0.3 1 0.3
E3 RN ANy N T 5( 1.2 5 1.2 10 ( 2.3) 1 2.8 15 ( 1.8) 16 2.0 1( 0.3) 1 0.3
Ba% 3 (07 3 0.7 5( 1.2 6 1.5 8 ( 0.9 9 1.1 1 ( 0.3 1 0.3

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing

E: Number of events, R:

the follow-up visit, Comparator: pool

Exposure time is calculated as the duration of this time span.
Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects
experiencing at least one event when treated with Sema 1.0 mg, i i

at least one event

Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

C (Placebo, Sita, OAD), The 'on-treatment’ overview of adverse events comprises events with onset on
or after the day of first dose and until the subject's end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first

if missing then we are considering 0.5 mg. MedDRA version 18.0

nn9535/nn9535-exp loratory/apsot015_20171108_er
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Adverse events possibly or probably related to trial product by system organ class,
Japanese subjects — on-treatment

pool (trials 3623, 3626,

3627, 4092 and 4091),

high level group term and preferred term - summary -

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term (%) E R (%) E R N (%) E R N (%) E R
SNE % 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
SUBTERE R 0 ( 0.0 1 ( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0
EEIEES 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
ETIR% 0( 0.0 1 (0.2 1 0.3 1(0.1) 1 0.1 0 ( 0.0
PRYE %% 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
R R RS 9% 1 (0.2 1 0.2 0( 0.0) 1( 0.1) 1 0.1 0( 0.0)
IR 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0( 0.0)
A4 )L ABREAE 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
OfEAJLRR 0 ( 0.0 1 (0.2 0. 1 (¢ 0.1) 1 0.1 0( 0.0
F RS 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0( 0.0)
ETR 1 (0.2 1 0.2 0( 0.0) 1.( 0.1) 1 0.1 0( 0.0
REE 8 ( 1.9 9 2.2 9 ( 2.1) 9 2.3 17 ( 2.0) 18 2.2 0( 0.0)
ﬁE~W%E&$Uﬁ¥%®& 5( 1.2 5 1.2 6 ( 1.4 6 1.5 11 ( 1.3) 1 1.4 0 ( 0.0
nELVmEREE
5 PR i A8 IR 5( 1.2 5 1.2 5( 1.2 5 1.3 10 ( 1.2) 10 1.2 0 ( 0.0)
HEL M 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
AREPERR . RUBUER S & URIE 0( 0.0 1( 0.2) 1 0.3 1( 0.1) 1 0.1 0( 0.0)
HERm IR R 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
W%Eﬁ%m MESLVEN 0 ( 0.0 1( 0.2 1 0.3 1(0.1) 1 0.1 0( 0.0
N E
AR HED 0( 0.0 1 (0.2 1 0.3 1(0.1) 1 0.1 0 ( 0.0
HEEE 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
gﬁ%ﬁﬁi 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
%%ﬁ%$m£ﬁ~1%%$0 2 ( 0.5 2 0.5 0 ( 0.0 2 (0.2 2 0.2 0( 0.0
B AE 2 (0.5 2 0.5 0 ( 0.0 2 (0.2 2 0.2 0( 0.0
RIHmME LFUMEEENEC 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)
fEfRdim 1 (0.2 1 0.2 0( 0.0 1( 0.1) 1 0.1 0( 0.0
BRANES L USRELE 1( 02 1 0.2 0( 0.0 1 0.1) 1 0.1 0( 0.0

N: Number of subjects from safety analysis set experiencing at least one event, %: t i
Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
(Placebo, Sita, OAD),

E: Number of events, R:

the follow-up visit, Comparator:

pool

Percentage of subjects experiencing at least one event,

The 'on-treatment’ overview of adverse events comprises events with onset on

or after the day of first dose and until the subject’ s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first.
Exposure time is calculated as the duration of this time span.

Table is sorted in descending order by system organ class,

experiencing at least one event when treated with Sema 1.0 mg,

high level group term and preferred term based on the total number of subjects
if missing then we are considering 0.5 mg. MedDRA version 18.0
nn9535/nn9535-exp loratory/apsot015_20171108_er
13NOV2017:13:11:13 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_jp_on. txt
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term - summary -
pool (trials 3623, 3626, 3627, 4092 and 4091), Japanese subjects — on-treatment

System organ class
High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term N %) E R N %) E R N %) E %) E R

=

G B AR ME 1( 0.2 1 0.2 0 ( 0.0 1. 0.1 1 0.1 0 ( 0.0
MERES 9 ( 2.1 14 3.4 8 ( 1.9 8 2.1 17 ¢ 2.0) 22 2.1 1( 0.3 1 0.3
MEFHEENEC 4 ( 0.9 4 1.0 4 ( 09 4 1.0 8 ( 0.9 8 1.0 0 (¢ 0.0
KREEE 2 ( 0.5 2 0.5 3 (0.7 3 0.8 5 ( 0.6) 5 0.6 0 (¢ 0.0
FEMEOHFEL 0( 0.0 1 (0.2 1 0.3 101 1 0.1 0( 0.0
AEEE 1( 0.2 1 0.2 0 ( 0.0 101 1 0.1 0 (¢ 0.0
BRE 1( 0.2 1 0.2 0 (¢ 00 1. 0.1) 1 0.1 0 (¢ 0.0
EEE 5( 1.2 7 1.7 2 (0.5 2 0.5 7( 0.8 9 1.1 0 (¢ 0.0
ELEE 4 ( 0.9 6 1.4 2 (0.5 2 0.5 6 ( 0.7) 8 1.0 0 (¢ 0.0
FrEa%E 1( 0.2 1 0.2 0( 0.0 101 1 0.1 0 ¢ 0.0
MEHIEE 0 ( 0.0 1( 0.2 1 0.3 (01 1 0.1 0 (¢ 0.0
HEIL AN 1 0 ( 0.0 1( 0.2 103 101 1 0.1 0 ( 0.0
K= 1 —0/F— 0 ( 0.0 1( 0.2 1 0.3 (01 1 0.1 0( 0.0
FERBE= 1 —0/F— 0(C 00 1( 0.2 1 0.3 101 1 0.1 0 ( 0.0
FANEREEE 1( 0.2 3 0.7 0 (¢ 0.0 (01 3 0.4 0 (¢ 0.0
ABEAEE 1( 0.2 3 0.7 0 (¢ 0.0 1.( 0.1) 3 0.4 0 (¢ 0.0
R R M EEE 0 ( 0.0 0 (¢ 0.0 0 ( 0.0 1.(¢ 0.3 103
FRBIRAE 1L AE 0( 0.0 0 (¢ 0.0 0 ( 0.0 1.(¢ 0.3 103
REE LUK THBES 5( 1.2 6 1.4 6 ( 1.4 8 2.1 1 (¢ 1.3 14 1.7 1.(¢ 0.3 103
REBLUREES 3 (07 4 1.0 3 (0.7 3 0.8 6 ( 0.7) 7 0.9 1( 0.3 1 0.3
AR RIS % 1( 0.2 2 0.5 1.( 0.2 1 0.3 2 (0.2 3 0.4 0 (¢ 0.0
Eit 1( 0.2 1 0.2 1.( 0.2 1 0.3 2 (0.2 2 0.2 0 (¢ 0.0
T 0( 0.0 1( 0.2 1 0.3 101 1 0.1 0 (¢ 0.0
% DI 1( 0.2 1 0.2 0 (¢ 0.0 1.(01) 1 0.1 1( 0.3 1 0.3
RENERE 1( 0.2 1 0.2 2 (0.5 4 1.0 3 ( 0.4 5 0.6 0 (¢ 0.0
BT HIm 1( 0.2 1 0.2 2 (0.5 4 1.0 3 (0.4 5 0.6 0 (¢ 0.0
RIS ERRIKE 0 ( 0.0 1.( 0.2 1 0.3 101 1 0.1 0 (¢ 0.0
% TIE 0( 0.0 1( 0.2 1 0.3 (01 1 0.1 0 (¢ 0.0
MEFES & VERD 1002 1 0.2 0 ( 0.0 1001 1 01 0 ( 0.0

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event

E: Number of events, R: Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

the follow-up visit, Comparator: pool (Placebo, Sita, O0AD), The 'on-treatment’ overview of adverse events comprises events with onset on

or after the day of first dose and until the subject s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled

5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first

Exposure time is calculated as the duration of this time span

Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects

experiencing at least one event when treated with Sema 1.0 mg, if missing then we are considering 0.5 mg. MedDRA version 18.0

nn9535/nn9535-exp loratory/apsot015_20171108_er

13NOV2017:13:11:13 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_jp_on. txt



Adverse events possibly or probably related to trial product by system organ class,
Japanese subjects — on-treatment

pool (trials 3623, 3626,

3627, 4092 and 4091),

high level group term and preferred term - summary -

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term %) R %) R N (%) R % E R
EAERD 1 (0.2 1 0.2 0 ( 0.0 1( 0.1) 1 0.1 0 ( 0.0
IDEEE 2 (0.5 2 0.5 6 ( 1.4) 6 1.5 8 ( 0.9 8 1.0 1 ( 0.3 1 0.3
IDEEMIRE & CRERK 2 (0.5 2 0.5 2 ( 0.5 2 0.5 4 ( 0.5 4 0.5 1 ( 0.3 1 0.3
iF 2 (0.5 2 0.5 2 (0.5 2 0.5 4 ( 0.5 4 0.5 1 ( 0.3 1 0.3
TER 0( 0.0 2 (0.5 2 0.5 2 (0.2 2 0.2 0( 0.0)
I ZE P EA SV URE 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
PR 0( 0.0 1 (0.2 1 0.3 1( 0.1 1 0.1 0( 0.0
B ENARES 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
T ENAR R A 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
IDES 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
S5 o M FRE 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
HERRE SUHEHARBES 1 (0.2 1 0.2 6 ( 1.4 6 1.5 7( 0.8 7 0.9 1 (0.3 1 0.3
BAEIfEE 1 (0.2 1 0.2 3 (0.7 3 0.8 4 ( 0.5 4 0.5 1 ( 0.3 1 0.3
ESVIRE] 1 (0.2 1 0.2 2 (0.5 2 0.5 3 ( 0.4 3 0.4 1( 0.3 1 0.3
BAEIfEE 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
%E%%b&U?AﬂﬁﬁiN 0 ( 0.0 2 (0.9 2 0.5 2 (0.2 2 0.2 0( 0.0
E
PO B 98 0( 0.0 2 (0.5 2 0.5 2 (0.2 2 0.2 0 ( 0.0)
BESLVERAES 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
BiREE 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0( 0.0)
mEES 0( 0.0 4 ( 0.9 4 1.0 4 ( 0.5 4 0.5 0( 0.0)
mEET. FHFENOLEEES 0 ( 0.0 2 ( 0.5 2 0.5 2 (02 2 0.2 0( 0.0
KU¥Tavy
IR E 0 ( 0.0) 1 (0.2 1 0.3 1(0.1) 1 0.1 0 ( 0.0
B+ 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
m[ﬂll:T:'liJI[l“"IE% 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
0 (C 0.0 1( 0.2 1 0.3 1(0.1) 1 0.1 0( 0.0

EJJH?EI: wE. nREES &

N: Number of subjects from safety analysis set experiencing at least one event

E: Number of events, R:

the follow-up visit, Comparator:

(Placebo, Sita, O0AD)

i %: Percentage of subjects experiencing
Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
The 'on-treatment’ overview of adverse events comprises events with onset on

at least one event

or after the day of first dose and until the subject's end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first

Exposure time is calculated as the duration of this time span.
Table is sorted in descending order by system organ class,
experiencing at least one event when treated with Sema 1. 0 mg,

high level group term and preferred term based on the total number of subjects
if missing then we are considering 0.5 mg. MedDRA version 18.0

nn9535/nn9535-exp loratory/apsot015_20171108_er
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Adverse events possibly or probably related to trial product by system organ class
pool (trials 3623, 3626, 3627, 4092 and 4091)

Japanese subjects — on-treatment

high level group term and preferred term - summary -

System organ class
High level group term

Sema 0.5 mg

Sema 1.0 mg

All sema

Comparator

Preferred term % R %) % R (% E R

KA 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)

FaEE 0 ( 0.0) 4 (0.9 5 1.3 4 ( 0.5) 5 0.6 0 ( 0.0

EIREE 0 ( 0.0 3( 0.7 3 0.8 3 ( 0.4 3 0.4 0 ( 0.0)

TERSE 0 ( 0.0 3( 07 3 0.8 3 ( 0.4 3 0.4 0 ( 0.0)

5 OHENEE 0 ( 0.0 2 (0.5 2 0.5 2 (0.2 2 0.2 0 ( 0.0)

5 D& 0 ( 0.0 2 ( 0.5 2 0.5 2 (0.2 2 0.2 0 ( 0.0)
IFiRzs. MEE &K UHtfRES 2 ( 0.5) 2 0.5 3 (07 3 0.8 5( 0.6) 5 0.6 1( 0.3 1 0

IEIRERREEZENEC 0 ( 0.0 2 ( 0.5 2 0.5 2 (0.2 2 0.2 1 ( 0.3 1 0
Lvo<Y 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0
R MR e = 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)

1% Nk 0 ( 0.0 0 ( 0.0) 0( 0.0 1( 0.3 1 0

ITSEEE (REEKRL) 1 (0.2 1 0.2 1( 0.2 1 0.3 2 (0.2 2 0.2 0 ( 0.0)
kil 0 ( 0.0 1( 0.2 1 0.3 1(0.1) 1 0.1 0 ( 0.0)

R MEEE 2% 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)

SEXEE (FHEMER) 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0
EBEREIR 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)

BB LURBEES 2 ( 0.5) 2 0.5 3( 0.7 4 1.0 5 ( 0.6) 6 0.7 1 (0.3 1 0

PREE RIR H & WERK 0 ( 0.0 2 ( 0.5 2 0.5 2 (0.2 2 0.2 0 ( 0.0)
$8ER 0 ( 0.0) 2 (0.5 2 0.5 2 (0.2 2 0.2 0 ( 0.0

RABE 1 (0.2 1 0.2 1( 0.2 2 0.5 2 (0.2 3 0.4 0 ( 0.0)

BHERE 1 (0.2 1 0.2 1( 0.2 1 0.3 2 (0.2 2 0.2 0 ( 0.0)
RERER 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)

EEE (BEZKR) 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 1 ( 0.3 1 0
& 1 (0.2 1 0.2 0 ( 0.0 1( 0.1) 1 0.1 0 ( 0.0
EEEBETLE 0 ( 0.0 0 ( 0.0) 0 ( 0.0 1 ( 0.3 1 0

$BERB L UVIERE 1 (0.2 1 0.2 2 (0.5 2 0.5 3 ( 0.4 3 0.4 0 ( 0.0
TERERE S K U ETEREIES 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
MErE 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0

NER L VINEES 0 ( 0.0 1( 0.2 1 0.3 1(0.1) 1 0.1 0 (C 0.0

N: Number of subjects from safety analysis set experiencing at least one event

E: Number of events, R:

the follow-up visit, Comparator:

(Placebo, Sita, O0AD)

i %: Percentage of subjects experiencing
Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to
The "on-treatment’ overview of adverse events comprises events with onset on

at least one event

or after the day of first dose and until the subject’s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled
5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first

Exposure time is calculated as the duration of this time span.
Table is sorted in descending order by system organ class,
experiencing at least one event when treated with Sema 1.0 mg,

high level group term and preferred term based on the total number of subjects
if missing then we are considering 0.5 mg. MedDRA version 18.0

nn9535/nn9535-exp loratory/apsot015_20171108_er
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Adverse events possibly or probably related to trial product by system organ class, high level group term and preferred term - summary -
pool (trials 3623, 3626, 3627, 4092 and 4091), Japanese subjects — on-treatment

System organ class

High level group term Sema 0.5 mg Sema 1.0 mg All sema Comparator
Preferred term N %) E R N %) E R N %) E R % E R
DREEER 0 ( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
EHEERRBELES S URAE 1 (0.2 1 0.2 0 ( 0.0 1( 0.1) 1 0.1 0( 0.0
BIILER %% 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)
Bif, BUESLUVHERTHAOHE 4 ( 0.9 4 1.0 1(02 1 0.3 5 ( 0.6) 5 0.6 0 ( 0.0
W (ERBEUR—TEEE)
%E%}SJ:UE%E’FH DHIEEH 0 (C 0.0 1( 0.2 1 0.3 101 1 0.1 0 ( 0.0
BiERE 0( 0.0 1 (0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0
LD RMEHEY 2 (0.5 2 0.5 0 ( 0.0) 2 (0.2 2 0.2 0 ( 0.0)
KRB 2 (0.5 2 0.5 0( 0.0 2 (0.2 2 0.2 0( 0.0)
JUINENEC 1 (0.2 1 0.2 0( 0.0) 1( 0.1) 1 0.1 0( 0.0)
) N8 1 (0.2 1 0.2 0 ( 0.0 1(0.1) 1 0.1 0 ( 0.0
ﬁ%ﬁ&uﬁﬂ$%wmﬁ%% 1( 02 1 0.2 0( 0.0 1(0.1) 1 0.1 0( 0.0
HARIRET W 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)
FFRRE RES 2 ( 0.5) 2 0.5 1( 0.2) 1 0.3 3( 0.4 3 0.4 1( 0.3 1 0.3
FELUFEEREE 2 (0.5 2 0.5 1( 0.2 1 0.3 3( 0.4 3 0.4 1( 0.3 1 0.3
=EUIJILE VindE 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
B R R 1 (0.2 1 0.2 0( 0.0) 1( 0.1) 1 0.1 1 ( 0.3 1 0.3
RERART 1 (0.2 1 0.2 0 ( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)
EB L URERES 1 (0.2 2 0.5 1( 0.2) 1 0.3 2 (0.2 3 0.4 0( 0.0
REH K UVE 8 iR EE 1 (0.2 1 0.2 1( 0.2 1 0.3 2 (0.2 2 0.2 0 ( 0.0)
EERESH E LY 1 (0.2 1 0.2 1 (0.2 1 0.3 2 (0.2 2 0.2 0 ( 0.0
EEEE 1 (0.2 1 0.2 0( 0.0) 1( 0.1) 1 0.1 0 ( 0.0)
SHEE 1 (0.2 1 0.2 0 ( 0.0 1(¢ 0.1) 1 0.1 0 ( 0.0
SNES L UTRBELE 0( 0.0 1( 0.2 1 0.3 1( 0.1) 1 0.1 0 ( 0.0)
mEREFR 0( 0.0 1( 0.2 1 0.3 1( 0.1 1 0.1 0( 0.0)
BEMEAS 3 —_R2ay 0 (C 0.0 1( 0.2 1 0.3 1(0.1) 1 0.1 0( 0.0

N: Number of subjects from safety analysis set experiencing at least one event, %: Percentage of subjects experiencing at least one event

E: Number of events, R: Event rate per 100 PYE, PYE: Patient years of exposure is calculated from the time of first drug date to

the follow-up visit, Comparator: pool (Placebo, Sita, 0AD), The 'on-treatment’ overview of adverse events comprises events with onset on

or after the day of first dose and until the subject’ s end-of-treatment, defined as the end-of-treatment follow-up visit scheduled

5 weeks after date of last dose, date of last dose plus 42 days or end of the subject’s in-trial period, whichever comes first

Exposure time is calculated as the duration of this time span

Table is sorted in descending order by system organ class, high level group term and preferred term based on the total number of subjects

experiencing at least one event when treated with Sema 1.0 mg, if missing then we are considering 0.5 mg. MedDRA version 18.0

nn9535/nn9535-exp loratory/apsot015_20171108_er

13NOV2017:13:11:13 - t_ae_te_soc_hlgt_pt_sub/t_ae_te_rel_pt_ph3a_jp_on. txt
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1.9 — SRR RAXE
1.9.1 EEL AL (JAN)
EEAL— A4 FR QAN) 1T, EIERLAMEMFRICB W T TO X 9 ICRE SN, BAET#EEIE

I« AR R E SRS ERR R A PRk 284E 7 H 14 B SRASREAR I 0714 45 2 5 TEHRS O —
WEIBFRITONT ) ) ITR v sy,

Bk 27-4-B2
JAN (HAR%4) &~ Z7LF R (EEFHE#RZ)
JAN (& #44) : Semaglutide (Genetical Recombination)

7 REA
H CH3
Hii—h‘ lu-Gly-Thr-Phe-Thr-5ar-Asp-Val-5ar-
HO
= o Glu
kaﬂ o %
HM i gl

L O
"*-.,--""'""‘“D
Ser-Tyr-Leu-Glu-Gi-Gln-Ala-8 la—l_yI:'-IEIu-Pr:e-

lhe-A - Trp-Lew-VakbArg-Gh-Arg-Gly
7717 ¢ Crg7H291N450s9

A RO

(AA4)
T VT R, BETHEXE NI TR T R (GLP-1) %A THY, B N GLP-1D7
~3THFADOT I BRICHYE L, 2HFAD Ala KD 28FHD Lysix, ThZh 2-7 2 /-2-AF 7 nmx
VIR ONArg ICERA X, 118-A4 7 X T TEEN LA Glu LN 2HD 8-7 X/ -3,6-TA XV A4
KPR TR END Y U —% N LT20FHD Lys IZFEA LTS, B~ vF RiL, 31T 2/
i EEN DI DIERI~TF R Th 5.

(FE4)
Semaglutide is a recombinant human glucagon-like peptide-1 (GLP-1) analog which corresponds to amino acids 7
— 37 of human GLP-1, and Ala at position 2 and Lys at position 28 are substituted by 2-amino-2-methylpropanoic
acid and Arg, respectively, and Lys residue at position 20 is attached to 1,18-octadecanedioic acid via a linker
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which consists of a Glu and two 8-amino-3,6-dioxaoctanoic acids. Semaglutide is a modified peptide consisting of

31 amino acid residues.

1.9.2 EFE—Af%%E (INN)

Recommended INN IZLA T D LY TH 5,
semaglutide (List 63 WHO Drug Information, Vol.24, No.1, 2010 |Z Fri#)

(HEUE, PRk 304F 6 4 BATT, RGBS - ATEdE R S G A PR 0O Se55 dig | 2 gk
S<HD, )



SRS ) 7 1 4525
Yk 2 87 H 1 4H

FAER REA TER UR) & OB

|

JEAE T R - AR A SR I L AR A BERR
( N El ) % )

PR bt D —fRAIAL FRZ DN T

RIS DWW TR, TEIES O —RAIAFROTER M DWW T (CFpk 18 4 3 H 31 H3E
BHE 0331001 FEATEEEELLRHEBEN) JFCIVROFLE->TNDL LI AT
HHM, S, BOAEICBIT AEREL AT (LLF [JAN] ) ,) 1220,
BB O LBV ED=OT, HTHMO L, & TRERES AN LA L Hid
JEREV 20,

(M)

H AP L — %4 #37 — # ~_X— % : URL  http://jpdb.nihs.go.jp/jan/Default.aspx
GIRDOIE®RD 9B, JAN USDRFOFEHRIT, Li%T —F X—ADIFHR THHILET
HZEELTHET,)



BEkEs  27-4-B2
JAN (HA%) v 7F R GRETHIRZ)
JAN (& 4#4) : Semaglutide (Genetical Recombination)

HsC CHg
His——H Glu-Gly-Thr-Phe-Thr-Thr-Asp-Val-Ser-
O
HO,C
WV\WM_-G’”
| /mg/o ° &H
HN ~_ N O/\\/

, o 0
NG
Ser-Tyr-Leu-Glu-Gly-Gln-Ala-Ala-Lys-Glu-Phe-
lle-Ala-Trp-Leu-Val-Arg-Gly-Arg-Gly

Cig7H291N45059
LY ZNF R, BETRBA L N UH DR TF Kol (GLP-1) SBEHETH D, E R GLP-1 O T~

RO Arg IZBE N, 1187 5T H > 8 1 O Gl KO 2D 8-7 2 ) 3,6-PFF 03y B

THRENBY > H—E LT 20 HED Lys KEAL TS, £YILF RIL, 31 MOT I BREDR
5IzBEHNRTF RTHS.

Semaglutide is a recombinant human glucagon-like peptide-1 (GLP-1) analog which corresponds to amino acids 7 —
37 of human GLP-1, and Ala at position 2 and Lys at position 28 are substituted by 2-amih0-2—methy1propanoic acid
and Arg, respectively, and Lys residue at position 20 is attached to 1,18-octadecanedioic acid via a linker which
consists of a Glu and two 8-amino-3,6-dioxaoctanoic acids. Semaglutide is a- modified peptide consisting of 31 amino

acid residues.



e

+ ¥ e

Wk 30 4 6 A 4 H
BHEGE R TER OR)
W AR P
JFAETH A RS - ZETER AR R IR 2 i A AR
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Rk 28 4E 7 A 14 B IRARATE 0714 5 2 SIEA GG EEE « A TR R A S P
SRR [ER—RATRCOWT) Ik V@M L~ ZATT N, Taoomh =

LERRTIES LA LS BEWWEZLET,

G

(BlZ 2)

Bk 27-4-B2

JAN (HA&4) : E~7 VT 8 (EisTHl
#z)

JAN (3% 4 )
Recombination)

: Semaglutide (Genetical

HsC  CHj
His—N
H

[¢]
HOLC
\/\/\/\/\/M G‘Iu
o

O\/\O/\/NH

Glu-Gly-Thr-Phe-Thr-Thr-Asp-Val-Ser-

HN
o (0]
\/\o

N
Ser-Tyr-Leu-Glu-Gly-GlIn-Ala-Ala-Lys-Glu-Phe-

lle-Ala-Trp-Leu-Val-Arg-Gly-Arg-Gly

(Z£ 2)
BxAe s 27-4-B2
JAN (AAR%) : B~Z7 VT K (GEEE
#z)
JAN (% 4 )
Recombination)

: Semaglutide (Genetical

H3C. CH3
His—N
H

o
HO,C
\/\/\/\/\/O\/\/\/ﬁ]i?lu
(@)

O\/\O/\/NH

Glu-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-

HN

0\/\0 o
NG
Ser-Tyr-Leu-Glu-Gly-GIn-Ala-Ala-Lys-Glu-Phe-

lle-Ala-Trp-Leu-Val-Arg-Gly-Arg-Gly

(FHRERZE B)

HHARGR R RIS 7Y L T2,




Module 1.10

1of5

TEEY I KETE2mg

1LI0EE - RIEFOHEEEEEMDZT LD

JIR/IINTA4RY J7—IHAE4t



Module 1.10

EPA

H &k
1.10

20f5



Module 1.10

30f5
110 HEE-BEFOEEEEEHDFELD
b4 - B4 | (AERL) B~ Z0F N (B z)
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3.2.8 JikE
3281  —liEE
32.8.1.1 45 3.2.8.1.1-1 Nomenclature Al
32812 & 32.8.1.2-1  |Structure i
328.13  —fRFRE 3.2.8.1.3-1 General Properties FEAl
3282  BuE
32821 BERE 3.2.82.1-1  [Manufacturer it
32822 %ﬁﬁ%&(ﬁfﬂ A a3 [328.22-1 Overview of Drug Substance Manufacturing Process FEAT
e —)
32.8.2.2-2 Process Description for Propagation and Fermentation FEAT
3.2.8.2.2-3 Process Description for Recovery FEAT
32.8.2.24 Process Description for Purification FEAT
3.2.8.2.2-5 Batch Numbering System and Scale Definition for FEAT
Fermentation
3.2.8.2.2-6 Batch Numbering System and Scale Definition for Recovery FEAT
3.2.8.2.2-7 Batch Numbering System and Scale Definition for Purification| #FAlli
3.2.8.2.2-8 Conditions of Use of Columns in Recovery FEAT
3.2.8.2.2-9 Conditions of Use of Columns in Purification FEAT
3.2.8.2.2-10 |Column Lifetime Protocol for Recovery FEAT
3.2.8.2.2-11 |Column Lifetime Protocol for Purification FEAT
3.2.8.2.2-12  |Procedure for Reprocessing on Step - FEAT
3.2.8.2.2-13  |Filling, Storage and Transportation FEAT
32.82.3 JEMEOEH 3.2.8.2.3-1 Control of Raw Materials used for Propagation and FEAT
Fermentation
3.2.8.2.3-2 Media and Reagents used in Propagation and Fermentation FEAT
3.2.8.2.3-3 Control of Raw Materials used for Recovery FEAT
32.8.2.34 Solutions used in Recovery FEAT
3.2.8.2.3-5 Control of Raw Materials used for Purification FEAT
3.2.8.2.3-6 Solutions and Reagents used in Purification FEAT
3.2.8.2.3-7 Source, History and Generation of the Cell Substrate FEAT
3.2.8.2.3-8 Cell Bank System, Characterisation and Testing FEAT
3.2.8.2.3-9 Manufacture and Characterisation of the Master Cell Bank of FEAT
the Semaglutide Producing Strain Batch No. Oz-0-2
3.2.8.2.3-10 |Manufacture and Characterisation of the Working Cell Bank FEAT
of the Semaglutide Producing Strain Batch No. Oz-2-1
3.2.8.2.3-11 |Protocol for Establishment of the Working Cell Bank FEAT
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3.2.8.2.3-12 |Media and Reagents used in Production of Cell Banks A
3.2.58.2.3-13  |Manufacture and Characterisation of the Late Extended FEAl
Culture of the Semaglutide Producing Strain
3.2.8.2.3-14  [Manufacture and Characterisation of the End of Production FEAM
Cells
32824 HBEEIBEKOEEFEAOE [3.2.8.24-1 Critical In-process Controls in Propagation and Fermentation FEAl
i}
3.2.8.24-2 Critical In-Process Controls in Recovery FEAM
3.2.8.2.4-3 Critical In-Process Controls in Purification FEAM
3.2.8.2.4-4 Analytical Procedure 5506a Sterility and Infection Control A
3.2.8.2.4-5 Analytical Procedure B9501a Restriction Mapping of Plasmid | Al
DNA from Saccharomyces Cerevisieae
3.2.8.2.4-6 Analytical Procedure A7155a Purity and Impurities for In- FEAM
Process Samples
3.2.8.2.4-7 Analytical Procedure A7157a Purity and Impurities for In- FEAl
Process Samples
3.2.8.2.4-8 Overview of stability studies for semaglutide intermediates FEAl
3.2.8.2.4-9 Primary Stability Data for Semaglutide . Intermediate Step A
4 Manufactured in Campaign
3.2.8.2.4-10 |Primary Stability Data for Semaglutide . Intermediate Step A
6 Manufactured in Campaign
3.2.8.2.4-11 |Primary Stability Data for Semaglutide . Intermediate Step A
14 Manufactured in Campaign i
3.2.5.2.4-12  [Stability Data for Semaglutide . Intermediate Stepl FEAl
Batches from Process Performance Qualification
3.2.5.2.4-13  [Stability Data for Semaglutide . Intermediate Stepl FEAl
Batches from Process Performance Qualification
3.2.5.2.4-14 [Stability Data for Semaglutide . Intermediate Step . FEAl
Batches from Process Performance Qualification
32825 FmbER-ANYF—g92) 328251 Overview of Process Performance Qualification S
70k AH
3.2.8.2.5-2 Summary Report of Process Performance Qualification, FA
Fermentation and Recovery
3.2.8.2.5-3 Summary Report of Process Performance Qualification, A
Purification
3.2.8.2.5-4 Evaluation of Removal of Product and Process Related FEAl
Impurities
3.2.8.2.6 ik TRROBHIE O 3.2.8.2.6-1 Manufacturing Process Development FEAl
3.2.8.2.6-2 Comparability of Semaglutide Drug Substance Manufactured FA
from Campaign il to il and Campaign . to
3.2.8.2.6-3 Comparability of Semaglutide Drug Substance Manufactured FA
from Campaign il to i and Campaign
3.2.8.2.6-4 Summary of Process Justification Studies for Fermentation, A
Recovery and Purification
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3.2.8.2.6-5 Justification of API Starting Materials A
3283 Rtk
32.83.1 HEEZ Ol Frik O fif B 3.2.8.3.1-1 Elucidation of Structure and Other Characteristics FEAT
3.2.8.3.1-2 Biological Activity of Semaglutide FEAT
32832 Al 3.2.8.3.2-1 Overview of Potential Impurities in Drug Substance FEAT
3.2.8.3.2-2 Forced Degradation Study of Semaglutide FEAT
3284  JREOEH
3.2.84.1 B K ORBRGE 3.2.8.4.1-1 Specification Semaglutide Drug Substance FEAl
3.2.842 #EBRFE (G HFE) 3.2.8.4.2-1 Analytical Development for Drug Substance FEAl
3.2.5.4.2-2 Analytical Procedure A3105a Appearance FEAl
3.2.5.4.2-3 Analytical Procedure A7173a Identity B by Peptide Mapping FEAl
3.2.5.4.2-4 Analytical Procedure A7158a Identity A, Content and FEAl
Impurities
3.2.5.4.2-5 Analytical Procedure A7133a High Molecular Weight Proteins| #FEAll
3.2.5.4.2-6 Analytical Procedure A7112a Specific Bioactivity FEAl
3.2.5.4.2-7 Analytical Procedure B812a Host Cell Proteins FEAl
32843 ABUIE (OH5iE) ©/8) 132.843-1  |Validation Statement i
T—var
3.2.8.4.3-2 Validation of Analytical Procedure A7173a Identity B by FEAT
Peptide Mapping
3.2.8.4.3-3 Validation of Analytical Procedure A7158a Identity A, FEAT
Content and Impurities
3285434 Validation of Analytical Procedure A7133a High Molecular FEAT
Weight Proteins
3.2.8.4.3-5 Validation of Analytical Procedure A7112a Specific FEAT
Bioactivity
3.2.8.4.3-6 Validation of Analytical Procedure B812a Host Cell Proteins FEAT
32844 ©wv Moyl 3.2.84.4-1  |Batch Analyses FEAT
32.84.5 Bl XRORBRAEDZ LM 3.2.8.4.5-1 Justification of Specification FEAT
3.2.8.4.5-2 Control Strategy for Drug Substance FEAT
3285 EUE 5 SO TR HER) 3.2.8.5-1 Establishment of Novo Nordisk Primary Reference Material FEAT
3.2.8.5-2 Protocol for Establishment of Novo Nordisk Primary FEAT
Reference Material
3.2.8.5-3 Establishment of Novo Nordisk Secondary Reference Material | #FAilli
3.2.8.54 Protocol for Establishment of Novo Nordisk Secondary FEAT
Reference Material
3.2.5.6 B2 K Ofire % 3.2.8.6-1 Mellerud Containers, System Report for EMK 0545 FEAT
3.2.5.6-2 Qualification and Suitability of the Container Closure System FEAT
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3.2.8.7 ZEM
328.7.1 REMWEDE LK OER 3.2.8.7.1-1 Stability Summary and Conclusions FEAT
3.2.8.7.2 %?ﬁ(‘@fﬁiﬂ‘l‘iﬁﬁﬁﬁﬁﬁrﬁ 3.2.8.7.2-1 Post-approval Stability Commitment for Semaglutide Drug FEAT
K O Substance
32873 LWEWT—% 3.2.8.7.3-1 Primary Stability Data for Semaglutide Drug Substance FEAT
Manufactured in Campaign [jjij and
3.2.8.7.3-2 Supportive Stability Data for Semaglutide Drug Substance FEAT
Manufactured in Campaign [jji§ and
3.2.8.7.3-3 Stability Data for Semaglutide Drug Substance Batches from FEAT
Process Performance Qualification
3.2.P MU
3.2.P.1 T R O 7 3.2.P.1-1 Description and Composition of the Drug Product FEAl
32P2  RAIBAFEORAE
32.P2.1 ARy 32.P.2.1-1 Components of the Drug Product FEAT
32.P22 HAl 3.2.P.22-1  |Drug Product FEAT
32.P2.3 HE TR OB ORE 3.2.P.2.3-1 Manufacturing Process Development FEAT
32.P2.4 HEEKR Ol R 3.2.P.24-1 Container Closure System FEAT
32P25 PAEMTFIIBLED DA IR |3.2P.2.5-1  |Microbiological Attributes FEAT
32.P2.6 IEMHESPHEMIRFOREEHE |3.2.P.2.6-1  |Compatibility FEAT
& DA
3.2.P3 L35
32.P3.1 EE 3.2.P.3.1-1 Manufacturers A
32.p32 GRS 3.2.P.32-1  |Batch Formula A Aif
32P33 WETEEO®TmER -2 [32P33-1 Description of Manufacturing Process and Process Controls FEAM
=ty
3.2.P3.3-2 Assembly Flowchart and In-line Process Control (IPC) FEAM
32P34 HBELIBKOEZEFHAEOE |3.2.P.3.4-1 Controls of Critical Steps and Intermediates FEAM
i}
32P35 FmkR-ANYF—52 |32P35-1 Process Validation Strategy and Overview FEAM
7 v ARH
3.2.P.3.5-2 Process Justification Summary FEAM
3.2.P.3.5-3 Process Performance Qualification FFAM
3.2.P3.5-4 Validation of Assembly Line Summary Report FEAM
32.P4  IINAIOEEL
32.P4.1 Bk KR OB IE 32.P.4.1-1  |Excipient Specification FEAT
3.2P42 WBRGIE (5 BRI L
3.2P43 WERTGIE (OW5E) O8Y FEERR L
T—a v
3.2P44  BUKKRORERTIED 24 Uk L
32.P45 bt FXIFEMEIEOAIMA FEERR L
3.2P4.6  HURLENA Uk L




Module 1.12

Page: 5 0f46
T whE # S
32P5 RAIOEH
32.P5.1 Btk KR OGBS E 3.2.P.5.1-1 Specification of Semaglutide Drug Product FEAT
32.P52 WBRAE (OFHE) 3.2.P.5.2-1 Analytical Development for Drug Product FEAT

3.2.P.5.2-2 Analytical Procedure A6037a Identity, Content and Purity of FEAT
Semaglutide

32.P.52-3 Analytical Procedure A6036a High Molecular Weight Proteins| Al

32.P.5.2-4 Analytical Procedure A6002b Identification and FEAT
Quantification of Phenol

3.2.P.5.2-5 Analytical Procedure A3196¢ Macroscopy FEAT

3.2.P.5.2-6 Analytical Procedure A332601a Dose Accuracy FEAT

32P53 ﬁ%ﬁjﬂf (i) o8Y  [3.2.P.5.3-1 Validation of Analytical Procedure A6037a Identity, Content FEAT
T—vay and Purity of Semaglutide

3.2.P.5.3-2 Validation of Analytical Procedure A6036a High Molecular FEAT
Weight Proteins

3.2.P.53-3 Validation of Analytical Procedure A6002b Identification and | #FAll
Quantification of Phenol

3.2.P.5.3-4 Validation of Analytical Procedure A3196¢c Macroscopy FEAT
32P54 wv Moyl 3.2.P.54-1  |Batch Analyses FEAT
32.P.5.5 A OFRME 3.2.P.5.5-1 Characterisation of Impurities FEAT
32.P5.6 Bl KR OB ED %M 3.2.P.5.6-1 Justification of Specification FEAT
3.2.P.5.6-2 Summary of Control Strategy for Drug Product FEAT
3.2.P6 AR HE IR 3.2.P.6-1 Reference Standards or Materials FEAT
32.P7  EEEKR O R 32.P.7-1 Cartridge 1.5 ml, System Report for EMK0548 FEAT
3.2.P.7-2 Cartridge 1.5 ml, Component Report for 2031980 FEAT

3.2.P.7-3 - Rubber Plunger, Component Report for 2131002 FEAT
3.2.P.7-4 Laminate Rubber, Component Report for 1234056 FEAT

3.2.P.7-5 PDS290 Pen-injector for Semaglutide 1.34 mg/ml (0.25 FEAT
mg/0.5 mg/1.0 mg) - Dose Accuracy Data

3.2.P.7-6 PDS290 Pen-injector for Semaglutide 1.34 mg/ml (0.25 FEAT
mg/0.5 mg/1.0 mg) — Appendix to Dose Accuracy Data —
Raw data for three batches

3.2.P.7-7 Extracted Summary Report Dose Accuracy at Standard FEAT
Temperature
3.2.P.7-8 Summary of Technical Document (J-STED) FEAM
3.2.P.7-9 Summary Report of Qualification Testing FEAT
32P8  KEM
32.P8.1 EEMDE L OHKIDHE 3.2.P.8.1-1 Stability Summary and Conclusion FEAl
3.2.P.82 AFBEHOREMNRBRFEOE |[3.2.P.8.2-1 Post-approval Stability Commitment FEAl
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3.2.P.8.2-2 Post-approval Stability Protocol and Commitment for On- FEA
going Stability
32P83 WEMT—¥ 3.2.P.8.3-1 Stability Data for Process Performance Qualification Batches FEAl
32.P.8.3-2  |Primary Stability Data FEAl
3.2.P.8.3-3  |In-use Stability Data Al
3.2.P.8.3-4  |Photo Stability Data Al
32.A sl
32A1 By R S OVRR A 32.A.1-1 Manufacturing Facility for Drug Substance, building JC FEAT
32.A.1-2 Facility for propagation building BD FEAT
32.A.1-3 Facility for Formulation, Filling and Inspection, Bagsvard FEAT
32.A2 ﬁ%‘l‘i@;’%‘l‘i%g@fé‘@ﬂ 32.A2-1 Adventitious Agents Safety Evaluation FEAT
32.A3 Y;Eifibuﬁll Uk L
32.R RO BR PR AEEE R L
33 EEPUN Uk L
A (EVa—4)  FEERRRBEHEE IR
i BRI % S
4.2 FERR AR AR S
4.2.1 FEELEA R
4.2.1.1 2071 % FeA T 23R 4.2.1.1-1 Alal15468-086: In vitro pharmacological receptor FEAT
characterisation of semaglutide compared to GLP-1 and
liraglutide
4.2.1.1-2 JStu050701: Insulin secretion in the isolated perfused rat FEAT
pancreas in response to NNC 0113-0000-0217
4.2.1.1-3 JStu051101: Pharmacodynamic effects of intravenous glucose |  #FAill

injection three hours after subcutaneous administration of
GLP-1 analogues — a dose-response study of NNC 0113-0000-
0217

4.2.1.1-4 DXG050301-0113: The effect of a once-weekly GLP-1 FEAT
analogue on blood glucose levels in db/db mice and on food
intake in normal mice

4.2.1.1-5 MmLa070620: Four weeks dose response study in db/db mice | #FAlli
of the GLP-1 analogue semaglutide with regard to its effects
on blood glucose, food intake, body weight and beta-cell
function and mass

4.2.1.1-6 BidR050301: Duration of action of pharmacodynamic effect FEAT
on insulin secretion in minipigs

42.1.2 IR B SRR 4.2.1.2-1 Leri16090-035: In vitro pharmacological selectivity analysis FEAT
of semaglutide on the human glucagon receptor
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4.2.1.2-2 AA93698: Ricerca Biosciences, LLC Pharmacology Data FEA
Report On Compound NOV-1438, NNC 0113-0000-0217-
LP0217K2X09 For Novo Nordisk AS
4.2.1.2-3 KiRa080803: Effect on body weight, food intake and food FEAl

preference in diet-induced obese rats treated with semaglutide
sc once daily

4.2.1.2-4 JHES151201: Access of semaglutide to the rodent brain FEAl
4.2.1.2-5 JCFJ151203: Effect of semaglutide on hypothalamic appetite FEAM
signals in diet induced obese mice
4.2.1.2-6 GuRal50803: Effect on atherosclerosis in LDL receptor FEAl
knock out mice treated with semaglutide
4.2.1.2-7 BidR150901: Effect on atherosclerosis in ApoE knock-out FEAM
mice with semaglutide
4.2.1.2-8 MmLa050901: Effect of NNCO0113-0000-0217 on food intake | ¥l
in young, growing LYD pigs
4213  REMIEHERR 4.2.1.3-1 206443: Effects in the Irwin Test in Rats BAL
4.2.1.3-2 206518: Effect on Respiratory Parameters in Conscious FEAl
Unrestrained Rats
4.2.1.3-3 206446: Effect on HERG Tail Current Recorded from Stably FEAl
Transfected HEK293 Cells
4.2.1.3-4 206445: Effects of NNC 0113-0217 on Action Potential FEAl
Parameters in Rabbit Isolated Cardiac Purkinje Fibres
4.2.1.3-5 206442: Cardiovascular Effects in Conscious, Telemetered BTG
Primates
4.2.1.3-6 206444: Effects on Renal Function in Rats FEAl
42.1.4  FEFREEROFAAE EAE AR U L
422 ST RETA R
422.1 IHERONY F—2 g U 14.2.2.1-1 209055: Long Term Stability of NNC0113-0000-0217 in FEAl
HE Mouse EDTA plasma using a LOCI assay
42.2.1-2 209097: Validation of LOCI assay for NNC 0113-0217 in Rat | #FAll
EDTA plasma
422.1-3 207041: Validation of ELISA (GLP162-3F15/GLPb1-7F1) Al
Bioanalysis for Specific NNC 0113-0217 measurements in
Mouse EDTA plasma
422.1-4 206550: Validation of OW GLP-1 ELISA in cynomolgus Al
monkey EDTA plasma
42.2.1-5 207416: Validation of LOCI assay for NNC 0113-0217 in Al
Cynomolgus monkey EDTA plasma
422.1-6 207058: Validation of ELISA(GLP162-3F15/GLPb1-7F1) FEAl
Bioanalysis for Specific NNC 0113-0217 measurements in
Rabbit EDTA plasma
4.2.2.1-7 208258: Validation of LOCI assay for NNC 0113-0217 in FEAl

Rabbit EDTA plasma
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42.2.1-8 208395: Long Term Stability in Cynomolgus EDTA plasma FEA
LOCI assay
422.1-9 206540: Validation of ELISA(GLP162-3F15/GLPb1-7F1) FEAM

Bioanalysis for Specific NNC 0113-0217 measurements in
Rat EDTA plasma

4.2.2.1-10 208238: Incurred sample reproducibility in rat EDTA plasma FEAM
samples from a preliminary combined fertility and embryo-
fetal toxicity study by subcutaneous administration to female

CD rats (study 207359)

422.1-11 209056: Long Term Stability in Rat EDTA plasma LOCI FEAM
assay

422.1-12 210074: Stability of Semaglutide in Mouse EDTA Plasma. A

LC-MS/MS Assay

422.1-13 209219: Validation of an Assay for the Determination of FEAl
Semaglutide in EDTA Monkey Plasma using Protein
Precipitation and Liquid Chromatography with Tandem Mass
Spectrometry Detection

422.1-14 209446: Incurred Sample Reproducibility in Monkey Plasma FEAl
Samples from a 52 Week Toxicology Study. LC/MS/MS
Assay

4.2.2.1-15 210062: Validation of an Assay for the Determination of FEAl
Semaglutide in EDTA Mouse Plasma using Protein
Precipitation and Liquid Chromatography with Tandem Mass
Spectrometry Detection

4.2.2.1-16 209302: Validation of an Assay for the Determination of Al
Semaglutide in Rat EDTA Plasma using Protein Precipitation
and Liquid Chromatography with Tandem Mass Spectrometry
Detection

4.2.2.1-17 209447: Incurred Sample Reproducibility in Rat Plasma Al
Samples from a 26 Week Toxicity Study. LC/MS/MS Assay

422.1-18 209285: Comparison of NNC 0113-0000-0217 LC/MS/MS FA
and LOCI Assays in Monkey EDTA Plasma Samples from: A
Pilot Study for Effects on Embryo-Fetal Development in
Cynomolgus Monkeys

4.2.2.1-19 209436: Stability of Semaglutide in Monkey EDTA Plasma. FEAl
LC-MS/MS Assay

4.2.2.1-20 209437: Stability of Semaglutide in rat EDTA plasma. LC- FEAl
MS/MS Assay

4.2.2.1-21 207146: Validation of a RIA for NNC 0113-0217 antibodies A
in rat, mouse, rabbit and cynomolgus monkey serum

4.2.2.1-22 207196: Validation of a Semaglutide neutralising antibody FEAl
assay in rat and mouse serum

42.2.1-23 207197: Validation of a Semaglutide Neutralising Antibody FEAl
Assay in Cynomolgus Serum

4.2.2.1-24 215337: Partiel Validation of an Assay for the Determination A
of Semaglutide in Rat EDTA Plasma using Plasma Protein
Precipitation and Liquid Chromatography with Tandem Mass
Spectrometry Detection
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4222 U 4222-1 207264: [’H]-Oct-NNC 0113-0000-0217:A study of A
pharmacokinetics following subcutaneous administration to
the rat

42222 207005: Pilot Study to Determine Drug Plasma Levels in FEAM
Rabbits

42223 207205: Pharmacokinetic Study by Intravenous (Bolus), FEAl
Inhalation and Subcutaneous Administration to Cynomolgus
Monkeys

éf

4223 57 4.2.23-1 206132: A quantitative whole body autoradiography study of FEAM
the tissue distribution and time course in rats after a single

administration

42232 207267: [*H]-Oct-NNC 0113-0000-0217: A study of i
distribution, by quantitative whole-body autoradiography,
following subcutaneous administration to the rat

42233 210172: [*H]-Oct-NNC 0113-0217: A study of distribution, A Aif
by quantitative whole-body autoradiography, following
subcutaneous administration to the partially pigmented rat

4224 fUH 42241 207044: [’H]-Tyr-NNC 0113-0000-0217: Pharmacokinetics | #¥fil
and Metabolite Profiling of Plasma from the Male Wistar Rat
Following Single Subcutaneos Administration

42242 207347: [*H]-Oct-NNC 0113-0000-0217: Metabolite A Aif
Profiling of Plasma from Male and Female Wistar Rats
Following Single Subcutaneous Administration

4224-3 208008: [*H]-Oct-NNC 0113-0000-0217: Metabolite A Aif
profiling of Urine, Faeces and Bile from Male Wistar Rats
Following Single Subcutaneous Administration

4.22.4-4 209041 [*H]-Oct-NNC 0113-0000-0217: Metabolite A Aif
profiling of Plasma, Urine and Faeces from Male Cynomolgus
Monkey Following Single Subcutaneous Administration

4.224-5 210171: [*H] Oct-NNC 0113-0000-0217: A study of i
disposition following subcutaneous administration to the
mouse

4.22.4-6 210299: [*H]-Oct-NNC 0113-0000-0217: Metabolite A Aif
Profiling of Plasma from Male and Female mice Following
Single Subcutaneous Administration

4.22.4-7 213316: [*H]Oct-Semaglutide (NNCO0113-0000-0217): A i
study of disposition in plasma following repeat subcutaneous
administration to the albino rat

4.2.2.4-8 213526: [*H]Oct-NNCO0113-0000-0217: Metabolite profiling | aTfll
of plasma from male and female rats following single and
repeated subcutaneous administration

4225 itk 422.5-1 207265: [’H]-Oct-NNC 0113-0000-0217:A study of G
absorption, metabolism and excretion following subcutaneous
administration to the rat

4.2.2.5-2 208349: [*H]-Oct-NNC 0113-0000-0217: A study of A
disposition following subcutaneous administration to the male
cynomolgus monkey
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42253 213315: [’H]Oct-Semaglutide (NNCO0113-0000-0217): A R0

study of lacteal secretion following subcutaneous
administration to the post-partum albino rat

422.6 FEmERE TR AR (O |4.2.2.6-1 208501: Effect on Hepatic Levels of Cytochrome P450 and FA

FEEGIAR) Related Parameters in the Male and Female CD Rat after
Subcutaneous Injection Administration at 0, 0.03, 0.13 and
0.6 mg/kg/day for at least 26 weeks

4227 OO Sy Eh RE R EEER L
423 R

42.3.1 G ER 42.3.1-1 206524: NNC 0113-0217: Single Dose Subcutaneous FEAl
Toxicity Test in Mice
4.23.1-2 207117: Single Dose Toxicity Study By Intravenous Injection FEAl
To CD-1 Mice
423.1-3 206523: NNC 0113-0217: Single Dose Subcutaneous FEAM
Toxicity Test in Rats
423.1-4 207114: Single Dose Toxicity Study By Intravenous Injection Al
To CD Rats
4232 A $ G- R 423.2-1 207029: Dose range finding study in mice FEAM
423.2-2 206447: 2 Week Toxicity Study in Mice with Subcutaneous FEAM
Administration
42323 206663: 13 Week Toxicity Study In Mice With Subcutaneous FEAM
Administration
42324 206062: Dose Range Finding Study by Subcutaneous FEAM
Administration to Rats
4.23.2-5 206448: 2 Week Toxicity Study in Rats with Subcutaneous FEAl
Administration
4.2.3.2-6 206662: 13 Week Toxicity Study In Rats With Subcutaneous FEAl
Administration Followed By A 4 Week Recovery Period
4.2.3.2-7 207377: Toxicity Study by Subcutaneous Administration to FEAl
CD Rats for at least 26 Weeks Followed by a 4-Week
Recovery Period
4.2.3.2-8 206059: Dose Range Finding Subcutaneous Study in FEAl
Cynomolgus Monkeys
4.2.3.2-9 206449: 2 Week Subcutaneous Toxicity Study in Cynomolgus | #EAll
Monkeys
4.2.3.2-10 206450: 13 Week Subcutaneous Toxicity Study in FEAl
Cynomolgus Monkeys With a 4 Week Recovery Period
4.2.3.2-11 207288: Toxicity Study by Subcutaneous Administration to FEAl
Cynomolgus Monkeys for 52 Weeks Followed by a 4 Week
Recovery Period
4233  BiSEMERER
4.233.1 InVitro 3B 4.2.33.1-1 206415: Reverse Mutation in four histidine-requiring Strains FEAT

of Salmonella typhimurium and two tryptophan-requiring
Strains of Escherichia coli
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4233.1-2 210193: Reverse mutation in four histidine-requiring strains FEA

of Salmonella typhimurium and two tryptophan-requiring
strains of Escherichia coli using a treat and plate methodology

42.3.3.1-3 206417: Induction of chromosome aberrations in cultured S
human peripheral blood lymphocytes

42.3.3.1-4 210194: Induction of chromosome aberrations in cultured S
human peripheral blood lymphocyte

42332 InVivoikER 4.23.3.2-1 206409: Induction of micronuclei in the bone marrow of i
treated rats

4234 D3 AU SRR

42341 KD ATEMBR 423.4.1-1 207362: Carcinogenicity Study by Subcutaneous FEAT
Administration to CD-1 Mice for 104 Weeks
4234.1-2 207363: Carcinogenicity Study by Subcutaneous FEAT
Administration to CD Rats for 104 Weeks
42342  BIEISUTFEIN AR BRI L
42343 ZOMOFER 423431 LBKN150301: Activation of rodent thyroid C-cell GLP-1 FEAM
receptors
423432 208422: Single Dose Study in Mice to Assess Plasma FEAl

Calcitonin Levels After Subcutaneous Administration

4.2.3.43-3 213448: Single Dose Study in Mice to Assess Plasma A
Calcitonin Levels

423434 208456: 6 Week Toxicity Study in Rats to Assess Plasma FEAl
Calcitonin Levels after Subcutaneous Administration

4235 HEHH S AR AR

42351 ZGELUERZ CTOPMIE (4235.1-1 206616: Preliminary Study of Effects on Fertility and FEAT
FAEIZEY 5B Development Toxicity in Rats
4.2.3.5.1-2 207359: Preliminary Combined Fertility and Embryo-Fetal FEAT
Toxicity Study by Subcutaneous Administration to Female
CD Rats

4.2.3.5.1-3 207361: Combined fertility and embryo-fetal toxicity study by |  #FAlli
subcutaneous administration to CD rats

42352 HQ * HE‘LLA%EE Iz Fé‘gj—‘ > ;it w’gﬁ 4.2.3.52-1 206536: Preliminar y Dose Range Finding and Developmemal g\iﬁﬁ
g g
TOXiCity Study in Rabbits

423522 207358: Preliminary embryo-fetal toxicity study by FEAT
subcutaneous administration to rabbits

4.2.3.52-3 207360: Embryo-Fetal Toxicity Study in the Rabbit by FEAT
Subcutaneous Administration

4.2.3.52-4 208477: A Pilot Study for Effects on Embryo-Fetal FEAT
Development in Cynomolgus Monkey

4.2.3.52-5 208486: Injection bolus (subcutaneously) embryo-fetal FEAT
development study in the cynomolgus monkey

42353 HAEMLROHAR @%iiﬁ@ 4.2.3.5.3-1 210061: Study for effects on embryo-fetal and pre- and FEAT
(CRHADBEREIC B 5 3R postnatal development in cynomolgus monkeys
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42354  BFrAENRE Rz 4.2.3.54-1 214276: Dose Range Finding Juvenile Toxicity Study in the FEA

Crl:CD (SD) Rat by Subcutaneous Administration

423542 214479: 11-Week Juvenile Toxicity Study in the Crl:CD(SD) FEAM
Rat by Subcutaneous Administration with a 4-Week Recovery
Period

42.3.6 S T R 4.2.3.6-1 212073: Local Tolerance Study in Rabbits 4 Days after FEAM
intramuscular, intravenous and intraarterial injection

4.2.3.6-2 206664: Local Toxicity 2 and 5 Days after Subcutaneous FEAM
Injection in Pigs

4237 Z Dh D EE R ER

423.7.1  BURPERAER AR L
42372 SEHEMERR AR L

42373 ®EROETICET 2R R (4.2.3.7.3-1 209213: Assessment of Potential Effects on Inverted Yolk Sac | 7l
and Embryonic Development of the Rat In Vitro and In Vivo

4.2.3.7.3-2 210019: Study of Effect on Inverted Yolk Sac and Embryonic FEAT
Development of the Rat In Vitro

4.2.3.7.3-3 211213: Study of Effect on Embryonic Development and FEAT
Pinocytic Activity in the Yolk Sac of the Rat In Vitro

4.2.3.7.3-4 211341: Study of Effect on Embryonic Development of the FEAT
Rat In Vitro

4.2.3.7.3-5 211342: Study of Effect on Embryonic Development of the FEAT
Rat In Vitro

4.2.3.7.3-6 211238: Study of GLP-1 Receptor Localisation in Yolk Sac FEAT

Membrane and Embryonic Tissue of the Rat

4.2.3.7.3-7 212301: Study of GLP-1 Receptor Localisation in Embryonic FEAT
Tissue of the Rat

4.2.3.7.3-8 211489: Study of Effect on Pinocytotic Activity in the Yolk FEAT
Sac of the Rat Embryo Following In Vitro Exposure

4.2.3.7.3-9 212241: Ex vivo trans-epithelial transport across the visceral FEAT
yolk sac membrane

4.2.3.7.3-10  |JHES150306: GLP-1 receptor expression in cynomolgus FEAT
monkey yolk sac tissue

4.2.3.7.3-11 |212080: Exploratory Study for effects on Embryo-foetal FEAT
development in rats

4.2.3.7.3-12  |208485: Investigative Combined Fertility and Embryo-Fetal FEAT
Toxicity Study by Subcutaneous Administration to Female
CD Rats

4.2.3.7.3-13  |211411: Preliminary Study for Effects on Fertility and FEAT

Embryo Fetal Development in the Female Sprague
Dawley(CD) Rat by Continuous Intravenous Infusion
Administration

4.2.3.7.3-14 |211412: Investigative Study for Effects on Embryo-Fetal FEAT
Development in the CD Rat by Continuous Intravenous
Infusion Administration with a Pre-Pairing Dosing Period
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4.2.3.7.3-15  [210018: [’H]-Oct-NNC 0113-0217: The study of distribution | arfii
of radioactivity in the rat embryo following subcutaneous
administration to the dam, using microautoradiography
techniques

4.2.3.7.3-16 |Embryotoxicity assessment: Embryotoxicity findings in rats: FEAl
Assessment of human relevance

4.2.3.7.3-17  |Expert Statement — Minutes from Expert Panel Meeting in A
San Francisco, California (USA) 08 March 2012

42374 RAFMERBR ALkl L
42375 @O FTMRER MR L
423.7.6 A0 AR 4.2.3.7.6-1 209159: Comparative Toxicity Study by Subcutaneous BTG

Administration of Fresh or Aged Forms of the Test Material
to Sprague Dawley Rats for 4 Weeks (After an Initial 2-Week
Dose Escalation Period) Followed by a 2 Week Recovery
Period

4.2.3.7.6-2 210195: Comparative Toxicity Study by Subcutaneous FEAl
Administration to Sprague Dawley Rats for 13 Weeks

42377 ZOMOFER 4.2.3.7.7-1 208404: MTD (Maximum Tolerated Dose) and a 3-Week FEAM
Dose Range Finding (DRF) Study in Non-pregnant Minipigs
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53.1.2 FEESBARRER K VA F [R5 5.3.1.2-1 NN9535-3679: A Randomised, Single Centre, Double-blind, BE

M (BE) R Incomplete Block Trial to Test for Equivalence between
Subcutaneous Injections of the GLP-1 Analogue Semaglutide
(NNC 0113-0217) in 1 mg/mL, 3 mg/mL and 10 mg/mL
Concentrations in Healthy Male Subjects

5.3.1.2-2 NNO9535-4010: A randomised, single centre, double-blind, 55
two-period, cross-over trial in healthy subjects investigating
the bioequivalence between subcutaneous injections of
semaglutide produced by two manufacturing processes

5.3.1.2-3 NNO9535-3687: A randomised, single centre, two period, BE
incomplete cross over trial in healthy subjects investigating
the pharmacokinetics of subcutaneous injections with 1
mg/mL, 3 mg/mL, and 10 mg/mL semaglutide strengths and
the absolute bioavailability of semaglutide

53.1.3  InVitro-In AR L
Vivo OB 2 it L 7= ik B
A =p
[T
53.1.4  EWERROEYLFRONE |53.1.4-1 207163: Validation of LOCI assay for NNC 0113-0217 in 25
MRt human plasma
53.1.4-2 209082: Long tern Stability in Human EDTA plasma 2
53.1.4-3 214299: Validation of the semaglutide plasma protein binding | &%
assay
5.3.1.4-4 AA95860: Validation ofan LC-MS/MS Method for the ]
Determination of Semaglutide (NNC 0113-0000-0217) in
Human Plasma (K3EDTA)
5.3.1.4-5 CA17145: Extended evaluation of validation parameters for 2

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

5.3.1.4-6 Z7ZA44775: Partial validation to qualify specific automation 2
steps done by pipetting robot (Hamilton STAR) in LC-MS
assays for the determination of Semaglutide in human pasma
(K3EDTA)

5.3.1.4-7 AA95112: Long-Term Stability of NNC 0113-0000-0217 in %%
Human Plasma (K3EDTA) by LC-MS/MS

5.3.1.4-8 CA11773: Validation of an LC-MS/MS Method for the b=
Determination of NNC 0113-0000-0217 in Human Urine

5.3.1.4-9 CA11388: Validation of an LC-MS/MS Method for the 2%
Determination of Semaglutide in Human Plasma (K3EDTA)
Using Stable Labelled IS

5.3.1.4-10 AA91659: Validation of an LC-MS/MS Method for the 2
Determination of NNC 0113-0000-0217 in Human Plasma
(K3EDTA)

5.3.1.4-11 207194: Validation of NNC 0113-0217 antibody RIA for 2

human serum

5.3.1.4-12 207300: Validation of a Cell BAsed NN9535 Neutralising 5%
Antibody Assay to HUman Serum Samples

5.3.1.4-13 212541: Validation of a RIP method for the semi-quantitative 2E
determination of anti-semaglutide antibodies in human serum
samples including specific automation steps performed by
pipetting robot
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5.3.1.4-14 213540: Validation of an ImmunoCAP method for measuring 2E
anti-semaglutide IgE antibodies in human serum samples

5.3.1.4-15 214429: Validation of a semaglutide neutralising antibody 55
assay in human serum

5.3.1.4-16 214422: Validation of an endogenous GLP--1 neutralising 5
antibody assay in human serum

5.3.1.4-17 216098: Add-on validation of a RIP method for the 5
determination of anti-semaglutide antibodies in human serum
samples

5.3.1.4-18 216154: Additional validation of an endogenous GLP-1 5
neutralising antibody assay in human serum to assess
sensitivity

5.3.1.4-19 214096: Validation of a modified anti-semaglutide antibody 5
RIA in human serum

5.3.1.4-20 208105: Validation of a radioimmunoprecipitation (RIP) BE
method for detection of anti-exenatide antibodies in human
serum

5.3.1.4-21 215264: Validation of a neutralising anti-exenatide antibody 5
assay in human serum

5.3.1.4-22 209028: Validation of the NNC 0113-0000-0217 plasma 5
protein binding assay

5.3.1.4-23 208465: Incurred sample reproducibility of NNC 0113-0000- 5
0217 in human EDTA plasma samples from Phase 2 trial
NN9535-1821 (study 208329)

5.3.1.4-24 209099: Incurred Sample Reproducibility of NNC 0113-0000-[ £
0217 in Human Plasma Samples from BE Trial NN9535-3679
(Bioanalysis study 209051)

5.3.1.4-25 AA98749: Determination of Semaglutide in Human Plasma 55
(K3EDTA) Samples Derived from the Study Entitled
“Investigation on Safety, Tolerability, Pharmacokinetics and
Pharmacodynamics of Multiple Doses of a Long-acting GLP-
1 Analogue in Healthy Male Subjects and Male Subjects with
Type 2 Diabetes” by LC-MS/MS

5.3.1.4-26 CA12337: Determination of Semaglutide in Human Plasma 2
(K3EDTA) Samples Derived from the Clinical Trial
“Multiple dose trial examining dose range, escalation and
efficacy of oral semaglutide in subjects with type 2 diabetes”
by LC-MS/MS

5.3.1.4-27 209507: Incurred Sample Reproducibility of NNC 0113-0000- | &%
0217 in Human EDTA Plasma from Phase 1 Trial NN9535-
3633 (209058)
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5.3.2.1 MmAERE AR AR S & 5.3.2.1-1 208380: NNC 0113-0000-0217: In vitro binding to mouse, b=
rat, rabbit, pig, monkey and human plasma proteins

53.2.1-2 213228: Evaluation of the in vitro protein binding of 2
NNCO0113-0000-0217 and NNC0090-0000-1970 to plasma
from mouse, rat, rabbit, monkey and human (and human
serum albumin)
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5322 ET‘LE?;&K}“%%*HEVEFH AR [53.2.2-1 206642 ["H]-Tyr-NNC 0113-0000-0217: Metabolism inrat, | 25
W monkey and human hepatocytes, a cross-species comparison
53.2.2-2 214064: In vitro metabolite profiling and species comparison 2
of [’H]Oct-NNC0113-0000-0217 in hepatocyte incubations
[human]
53.2.2-3 214196: Semaglutide: In Vitro Evaluation of semaglutide as 2
an Inhibitor of Cytochrome P450 (CYP) Enzymes in
Cryopreserved Human Hepatocytes
53.2.2-4 215026: Semaglutide: In vitro evaluation of Semaglutide as an | &%
inhibitor of human P-gp, BCRP, OATP1B1, OATP1B3,
OAT1, OAT3, and OCT?2 transporters
5.3.2.2-5 215048: In vitro Evaluation of Semaglutide as an Inducer of 2
Cytochrome P450 Expression in Cultured Human Hepatocytes
5323 o v MEREEZ W ZER [5.3.2.3-1 215514: Structure characterisation of metabolites of 2
B & semaglutide formed following in vitro incubation with human

neutral endopeptidase 24.11

5.3.2.3-2 214379: Structure Characterisation of Human Metabolites in b=
Samples from Healthy Male Subjects in Trial NN9535-3789

5.3.3 EEIRIEMENEE (PK) SERHRIE

=$:
5.3.3.1 TEFEBR A 351 HPKR O (5.3.3.1-1 NN9535-1820: A randomised, double-blind, placebo- 5%
WA SR B controlled, dose escalation trial of single subcutaneous doses

of NNC 0113-0217 to assess safety, tolerability,
pharmacokinetics and pharmacodynamics in healthy male
subjects

53.3.1-2 NNO9535-3789: A single centre, open label trial investigating 2%
the absorption, metabolism and excretion after a single

subcutaneous dose o [3H]fsemaglutide in healthy male

subjects
5332  BECBT OIPKEUHIAAE Uk L
PR
5333 WINPEZN Z B L7-PKelER |5.3.3.3-1 NN9535-3633: A Randomised, Double Blind, Placebo- Pt
Wi E controlled, Parallel-group, Multiple Doses, Dose Escalation

Study to Assess the Safety, Tolerability, and
Pharmacokinetics Profiles of Semaglutide (NNC 0113-0217)
in Healthy Male Japanese and Caucasian Subjects after
Weekly Subcutaneous Injections

53.3.3-2 NNO9535-3634: A single-centre, parallel-group, randomised, FEA
double-blind, placebo-controlled, multiple-dose trial to assess
the pharmacokinetics, pharmacodynamics, and the safety and
tolerability of semaglutide in healthy male Japanese and
Caucasian subjects.

53.3.3-3 NN9535-3616: An Open-label Trial Investigating the 2
Pharmacokinetics and the Tolerability of NNC 0113-0217 in
Subjects with Normal Renal Function and Various Degrees of
Impaired Renal Function

53.3.3-4 NN9535-3651: A multi-centre, open-label, parallel-group trial | Z%&
investigating the pharmacokinetics, safety and tolerability
after a single subcutaneous injection of semaglutide in
subjects with mild, moderate or severe hepatic impairment
compared to subjects with normal hepatic function
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5.3.5.1-1

53.5.1-2

5.3.5.1-3

NNO9535-3819: An open-label, one-sequence cross-over,
single centre trial investigating the influence of semaglutide
on pharmacokinetics of ethinylestradiol and levonorgestrel in
an oral contraceptive combination drug after multiple dose
administration of semaglutide in subjects with type 2 diabetes

NNO9535-3817: An open-label, one-sequence cross over,
single centre trial, investigating the influence of semaglutide
on pharmacokinetics and pharmacodynamics of warfarin and
pharmacokinetics of metformin in healthy subjects

NNO9535-3818: An open-label, one-sequence cross over,
single centre trial, investigating the influence of semaglutide
on the pharmacokinetics of single doses of atorvastatin and
digoxin in healthy subjects

Global Modelling report

Japan Modelling report

NN9535-3652: A Thorough QTc Evaluation of the Effect of
Semaglutide on Cardiac Repolarisation in Healthy Subjects: A
Randomised, Double-Blind, Placebo-Controlled, Three-Arm
Parallel Trial with a Nested Cross-Over Design for Positive
Control with Moxifloxacin Administration

NN9535-3685: A single-centre, randomised, double-blind
two-period cross-over trial investigating the effect of
semaglutide on energy intake, appetite sensations,
postprandial glucose and triglyceride metabolism and gastric
emptying in obese subjects compared with placebo

NN9535-3635: A single-centre, randomised, double-blind,
multiple-dose, placebocontrolled, parallel-group trial
investigating the effects of semaglutide on B-cell function in
subjects with type 2 diabetes

NN9535-3684: A randomised, single-centre, double-blind,
cross-over trial investigating the effect of semaglutide on
hypoglycaemic counter-regulation compared to placebo in
subjects with type 2 diabetes

NNO9535-1821: Investigation of safety and efficacy of five
doses of NNC 0113-0217 versus placebo and open-label
liraglutide, as add on therapy, in subjects diagnosed with type
2 diabetes currently treated with metformin or controlled with
diet and exerciseA 12 week multi-centre, multi national,
double-blind, placebo-controlled, randomised, nine armed
parallel group, dose finding trial

NNO9535-3623: Efficacy and safety of semaglutide once-
weekly versus placebo in drug naive subjects with type 2
diabetes

NNO9535-3627: Efficacy and safety of semaglutide once-
weekly versus placebo as add-on to basal insulin alone or
basal insulin in combination with metformin in subjects with
type 2 diabetes

&

FEAI

L

L



Module 1.12

Page: 29 of 46

i H R 4 o
5.3.5.1-4 NN9535-3626: Efficacy and safety of semaglutide once- A

weekly versus sitagliptin once-daily as add-on to metformin
and/or TZD in subjects with type 2 diabetes

5.3.5.1-5 NNO9535-3624: Efficacy and safety of semaglutide once- 5
weekly versus exenatide ER 2.0 mg once-weekly as add-on to
1-2 oral antidiabetic drugs (OADs) in subjects with type 2
diabetes

5.3.5.1-6 NNO9535-3625: SUSTAIN™ 4 — vs. Basal InsulinEfficacy 5
and safety of semaglutide once weekly versus insulin
glargineonce daily as add on to metformin with or without
sulphonylurea ininsulin-naive subjects with type 2 diabetes

5.3.5.1-7 NN9535-4091: Safety and efficacy of semaglutide once A
weekly in monotherapy or in combination with one OAD in
Japanese subjects with type 2 diabetes who are insufficiently
controlled on diet/exercise therapy or OAD monotherapy

5.3.5.1-8 NN9535-4092: Safety and efficacy of semaglutide once A
weekly versus sitagliptin once daily, both as monotherapy in
Japanese subjects with type 2 diabetes

5.3.5.1-9 NN9535-3744: A long-term, randomised, double-blind, R
placebo-controlled, multinational, multi-centre trial to evaluate
cardiovascularand other long-term outcomes with semaglutide
in subjectswith type 2 diabetes

5352  FETHGRUBREIREE U L
5353 O & fFE TR [5.3.5.3-1 Integrated summary of Immunogenicity -
L7 E
5.3.5.3-2 Integrated summary of Immunogenicity(Z B3 2 73R —
5.3.5.3-3 Global safety summary Appendix partl -
53.5.3-4 Global safety summary Appendix part2 -
5.3.5.3-5 Statistical method for safety evaluation in global safety -
summary
53.5.4 Z DAL D AR & 53.5.4-1 NN9924-3790: Investigation on safety, tolerability, %%

pharmacokinetics and pharmacodynamics of multiple doses of
a long-acting GLP-1 analogue in healthy male subjects and
male subjects with type 2 diabetes

5.3.54-2 Evaluation of ethnic difference -
5.3.5.4-3 Justification of use of global trials for J-NDA -
53.5.4-4 Evaluation of efficacy and safety of semaglutide in -

combination therapy

5.3.5.4-5 List of Attachments for 'Justification of use of global trials for -
J-NDA' and 'Evaluation of efficacy and safety of semaglutide
in combination therapy'

5.3.5.4-6 JP data - 3623-sec-14-1-demographic-data -
5.3.5.4-7 JP data - 3623-sec-14-2-efficacy-data -
5.3.5.4-8 JP data - 3623-sec-14-2-efficacy-data-all-subjects -
5.3.5.4-9 JP data - 3623-sec-14-3-1-adverse-events -

5.3.5.4-10 JP data - 3623-sec-16-2-7-adverse-event-listings -
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5.3.54-11 JP data - 3626-sec-14-1-demographic-data -
5.3.5.4-12 JP data - 3626-sec-14-2-efficacy-data -
5.3.5.4-13 JP data - 3626-sec-14-2-efficacy-data-all-subjects -
5.3.5.4-14 JP data - 3626-sec-14-3-1-adverse-events -
5.3.5.4-15 JP data - 3626-sec-16-2-7-adverse-event-listings -
5.3.5.4-16 JP data - 3626_met-sec-14-1-demographic-data -
5.3.5.4-17 JP data - 3626_met-sec-14-2-efficacy-data -
5.3.5.4-18 JP data - 3626_met-sec-14-3-1-adverse-events -
5.3.5.4-19 JP data - 3627-sec-14-1-demographic-data -
5.3.5.4-20 JP data - 3627-sec-14-2-efficacy-data -
5.3.5.4-21 JP data - 3627-sec-14-2-efficacy-data-all-subjects -
5.3.5.4-22 JP data - 3627-sec-14-3-1-adverse-events -
5.3.5.4-23 JP data - 3627-sec-16-2-7-adverse-event-listings -
5.3.5.4-24 JP data - HbA1c-subgroup-descriptive-statistics -
5.3.5.4-25 JP data - HbA1c-subgroup-statistical-analyses -
5.3.5.4-26 JP data - adverse-events-by-subgroup-variables -
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5.4-1

5.4-2

5.4-3

5.4-4

5.4-5

5.4-6
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Cuartero B, Gispert JD, et al. The expression of GLP-1
receptor mRNA and protein allows the effect of GLP-1 on
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diabetes. Diabetes Care. 2016;39:Suppl.1: S13-S22.
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