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LUNIORTIgRE—RIE, FRRRRBROME 2L z@m L T Sh 2 2RGEO— R ThHh 5, Lizii-o
T, TRTOMEED Z OFERFRABROBEDOHTHEA SN TN D LIFR Z20,

Ado 8-amino-3,6-dioxaoctanic acid (8-7 X /-3,6-UA X VA7 X k)

ALP alkaline phosphatase (7 /v U iR A7 7 #—F)

ALT alanine transaminase (77 = h T VA7 I F—7F)

AUC area under the plasma drug concentration-time curve (IfiL 5 H 5 B — g Rl T i )

Cave average plasma concentration (-2 IfiLE H 2 FE)

CL clearance (7 U7 7 R)

Craax maximum drug concentration observed in plasma (5 & I 4% H i EE)

DRF dose range finding (F E#iFHL E)

ECG Electrocardiography (:0rE&[X])

EDTA ethylenediaminetetraacetic acid (=F L > 7 I IUEERE)

F absolute bioavailability or female (k) A 47 <A Z U 7 ¢ L)

Frel relative bioavailability (FHXTHI/SA A7 XA Z U 7 1)

GLP Good Laboratory Practice (% 3£ 5 D% 21 B4 2 FERGE A #ER D S o JLHE)

GLP-1 glucagon like peptide-1 (7 V71 F R~ TF K-1)

GLP-1R glucagon like peptide—1 receptor (27 /L 71 I AR~ T'F R-1 Z24¥1K)

HPLC high pressure liquid chromatography (FiHkiA7 o~ K777 4 —)

HPMC hydroxypropyl methyl cellulose (& Ka ¥ 7' m /LA F L&/ —2R)

iv. Intravenous (k)

ICR incurred sample reproducibility (SE38EHD FRHLME)

LC-MS/MS  liquid chromatography tandem-mass spectrometry (&K 7 o~ k757 ¢ — « % 7 NE &Ry
Brik)

LLOQ lower limit of quantification (& FIR)

LOCI luminescent oxygen channelling immunoassay (8 tEEHE T ¥ 1 U > 7 Sl EE)

LSC liquid scintillation counting (AT > F L —3 a U FH)

M male ()

MRHD maximum recommended human dose (F K[ A &)

MTD maximally tolerated dose (Fz Kfif &)

NA not applicable (%472 L)

NC not calculated (% HiH7)

NNC Novo Nordisk compound (/7 / /VT 4 A7 HDILE)

NOAEL no observed adverse effect level (HEFEM: &)

NR not reported (572 L)

OECD organisation for Economic Co-operation and Development (&7 0 /1 B 6 4%4%)

p.o. per oral (F%11)

PK Pharmacokinetic (CAEhfE)

QC quality control (/2 & i)

Racops observed ratio of accumulation (FAFEE OB Z3H)

RIA radio-immunoassay (U 52 1 E %)
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SD
SNAC
tin

tmax
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Subcutaneous (FZ T)

standard deviation (f%¥E{RF )

salcaprozate sodium (/v 71 7w F— K KU 7 L)

terminal plasma half-life (F&ASHR =08030)

time at which the highest drug concentration occurs (¢ /) HILE H i FE 21 BERE)

volume of distribution (4347 Z5FH)
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2661 F&oH

FEBE Y 7R TE2mg (LT, By 7)) OBREER M1.13.138) 1ZiX. A2
6ﬂ7?w%F(@m%ﬁ@z)(uTxt77w?b)®&T&5(MT\&?&5ﬁviw%
R) 12 K 5 aFER R IEREIR B R 23 R STV 5,

ZAUTIN AT, Sprague Dawley 27 v N RO =27 A P LEHNT, B~ 7 LT FoKkoks (L
T, BAE~Z VT ) KD RERGFEERBRE ERm L7, ZhbOBROBE L2 LI TITRT,

B ch 7 a— - R U oA (SNAC) OFMHHEOMEIL, M2.6.6.11 fF§kIR
7,

26.6.1.1 FEMHHBRIOISLA

HHE~ 27T FOEMEHEL, E &Gt~ 7 LF RTRICR O TWDIE T Lc w7 o
7T MEEDSWTHERERIN T Y . Y%y 1 77 AT HK EU EELEBFfERSZE (ICH) M3
TA RTA AOHIERIRICHER L TV 5, SbIC, At~ AT NICBET 2HmMEER T e 77 A
%, ARBREENE Y RO HHI T A RZ A > [Draft Guidance for Industry and Review Staff: Nonclinical Safety
Evaluation of Reformulated Drug Products and Products Intended for Administration by an Alternate Route| 2(Z
BSWTHEM LTz, 2015 FICHHS NI A FTA L DORMBIESS L, FTLET Y b (2618
) ROvL (178 (20 2 KEHRGRERER 7 1 7 F A3, Ot~ 70T ROERLKRH

A XFFT S LT TH D Z L R S LT,

NTFREIH LB ERANSATT A TEY T A PERNZ Lnb, BRAKGHOE~ 7 LF FOR
INZHMESE D720, WIEERI AL IZ G ENTW5, At~ 7 AF FICHWLTETR
NEITH 5 SNAC IZ. K[E FDA @ [Guidance for Industry - Nonclinical Studies for the Safety Evaluation of
Pharmaceutical Excipients] “IZ7E> C, BIRIEERARRER 7 0 77 M X DR FER I N T . AY
A Z U AZICHM3Y T A KT A NOREN TSR FIHICAEIICHERT 2 5O ThH 5,

DAFEME e B ONCAETERE~DEBE L G~ 7V F ROSFEMIT, B5RBICKFEES, BT
BHEOFEWRBR T 0 /7 ACTHSIRHisTnbd EEZLND M1131SH) . 7y MR =7
A PMTIT 2 in vivo RFTFBROFERN S | MAKGHICHLNTRBH T 2 7 7 A VT R THRE
BORBY T 07 7 ANV EFRIETHoT B ZHND,

BT 1 7T A& FEHE 4RO FDA T A R4 " Co 5 [Draft Guidance for Industry and Review
Staff: Nonclinical Safety Evaluation of Reformulated Drug Products and Products Intended for Administration by
an Alternate Route) | 2 TCl&, HEE KR AKGE~OHRGEREOEFICE L T, kR ORERE
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RprEERERZ | OB CHEMTH 2 ERHER I TV, 20 &SN T, 7y MRl
Lo~ VT ROKROEE (B~ 7 LF K& SNAC Z[AFHEE) 12X 5 26 BEEEMERERBIC BV
T, RO B2 31 Lo, ARBRE EiT 5R02. & MCBT2HEESIELL, 7o b
KO AZIIT 5 61 W@ﬁu&ﬁﬁ%%%hbtomﬁ%%ﬂ'ﬁ%iﬁgk%ﬁbkon&ﬁ
ERTHREORBEREZIE LI 2 A, B~ LT NICEE LB EmIcERO D 5 =R
ST, SNAC HAIOFMHRE CRO NI E LKL T, B~/ AvF RoRn&Es (B~ LT K
& SNAC Z [FRif&5) (2 R D72 2 @mtEiIidw b o7z,

> DS OBMIREIC KT B~ Z A F RO OBEIC L 2 HEMEER 2 HRT 570, <2
JVF R EBIOWIEER] ( *MEC ) BH=T AP RIRR OB E U7 17 B E &
s#EmRER (R T4 2zcB 0 2 : 27010 LRBRoOMEC
SO L7,

RO~ VT FOFMRBROMEL £ 2.6.6-1 1T,

7 2.6.6-1 BOETIILF FOEMHRBRTOT S A
Study type and duration Route of Absorption Species GLP Study
administration  enhancer used Compliance ID

Repeat dose toxicity

2 weeks dose range finding Oral (gavage) SNAC Rat/Sprague Dawley No 208301
6 weeks Oral (gavage) SNAC Rat/Sprague Dawley Yes 208300
26 weeks Oral (gavage) SNAC Rat/Sprague Dawley Yes 210196
2 weeks dose range finding Oral (capsule) SNAC Monkey/cynomolgus No 208302
6 weeks Oral (capsule) SNAC Monkey/cynomolgus Yes 209153
17 weeks Oral (capsule) *H)EC Monkey/cynomolgus Yes 209428

GLP-1 5 RARVEENEK O 22 2RI SRERSUS OBLS D BT > WK OFET > WEOEMFE L L T2
NETITHNHENTE =T v MR =7 A Pk, eV PaER K O R ER O @ #hi i
ELTERLE, 7y PEO VR, RTERSE~Z7 LT RO—KEMERBRICB W THEA L7,

Ty MBI AR TIL, B~ 27 LF RE SNAC 25 HT 5 KIBIKZmERO%E L, vicBsis
HEERTIX, B~ /T R EWIYELER] (SNAC X *PEC ) DIREKEH TEVCTE
TA L, Bicfs Lz,

ORI IR R I 2 R X
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26.6.1.2 FHERRUHER

Pt~ 7 VF ROFERFIERIR 7 7 77 L OERIT, TRt~ 7T FOEMERBROME R
EHELT—HL TR, RAEYIZAF ROTm 7T ATROLATCFTRIZ, & MBI 2 %aeM k-
DR LITEZ bR o T,

ROt~ 7 VF FORBERENS ., LLTIZHR~NS X 912, GLP-1 ZHEEDOIEMAL 2 U 7= 35 /F
H. T72bb, BHEELMEE~OEFER UI - REEA L EZ 2 O EER IR D N,

KT 77 MMZENTEBINTZHARICEBNT, BO®~ AT ROZEMEIIML CRIgFTH-
oo LU 6, 26 RO KeE FAERE (60 mgkg/H) OWEZ » k 2HI33E1E L, AFFLIL, &
A & DD K O 22 R BN L 0 ZIRAGEE, 3 7hb b, BRIREEENICL 200 THD &
B2, BEINTEHADIZFEALEX, B~ VT RTTPRENDIZE, T/obb, EBEEDOH
D RERD USERE IS Ch o7z, 2608MD 7 > FMRBRTRO bz, HEICEE LTV h
URAT 75— (ALP) O¥INL, 4 @M ORI FIZEIE Lz, ROFHEEE 02k, ThR
ME D DT b U T LRI KTT 5 GLP-1 2 BARAFEIFEOBEMOMREFEM EML T—HT5HDT
bolz, WTNORBRIZBENTS, REICBIT2EGICHEE L 2EBRBO bNeholo 2 &b,
PRAHEEATEE H 12 ﬁ%m IREINDEIT RV EBZ bz, BEIZEE L7 v — RO
TN T o B RO LI, FolWBEIZEHONTRNST2b DD, BT HEEBROZEL
@A%hto7w/+ BRCIX GLP-1 ZFENEHBL TR, KRG~/ VT R THEL R
BNTWV5E21C ML13.1) | 2D DHTRIE GLP-1 ZFROIEMELICBE L T2 ATREMED @i &
EzbNb, TNHOEMMIE, B TEREE~ VT ROHEERRT 2 7T AOF > HEICBOTHR
HHINTNDZ ENG, BAOOEGREEIIEE LV, T —RoZ L, 7o —RED)
THAL A RO JIE SUTHRE ZE O WT IS HBE Lo 72 2 & RERIC L Y [BIEMESFED b2
L. RO FEEE~ 70T RONAFIERBRIZE O T, @KL CIEEE A~ OHERIZFRD Hig
MolzZ &b, TNHLDOEITAFETRNWEEZ 2L, LT, 7 —RoZkiie MikT
LHEENE EOBEELTLIWNWEEZ LD,

HLE T D~ VT RORFMTERICEET 5222 EOBREIZ. WINORERIZHBWTHIE
DNy AN REY
2.6.6.1.3 HEHMEDOHE

At~ 7 VF ROBMERBROBEL (M2.6.6) MOBIEE (M2.6.7) (TR TORERTIE
v INTF ROBRGIZEDEER DT BEZONLHEADOAZTR, BL L, RAEYIZALF R
DB TI \tvﬁw?h®ﬁ%&m&5ﬁ®%@%ﬂﬁf%5i5\%mc%i * B C

DTN E G T 5 FIRFR BRI 23R E Uiz, WIEEANZBEET 5 & B 2 b 5 2B IAM

BT ARG AR L I 8 S 2
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TR R A, SNAC OB A1 HIL 2.6.6.11 [fEka SO = &, #EHICHE L =20
LR CHRAICHHREE L7V R Y | BT IREE & Lhi U CHEFHARIA B AN D D & L=, M2.6.7 TIIMEt=
MAEBEZENHLNIIN TV

FHETRW, BEFHNEROLRWVUTIHEFEEDO v (e LTHEH) EEx o2
BILC. AMELTIIHES., FOMTRDONTFTRANE WV o235 MERZBEL L 2WEERH
%o FEMIIM2.67 2B OZ L,

TRTCOBEBELRFERBRIIEMLEO T A RIA UL THEM L2 &0, AME I35
K OFHHIE B2 DWW TR AR GERICE D D Z L L35, MEROMINNEE TRWRY BTV A 0
FEHIEREE L2, RO DICERBRT VA O E BB D RE. R oORBREHEEE SR
HT L,

TRTOFEERRICE N T, TESIN TV DERE SR CH IR OEEREE AW, 7 v M

BUARBRTIX, MHROZLGIZE > T~ VT FERE Lz, 8z, B~ 215 KL SNAC %
ETe /KA D pH % 8.5 |ZFHHE L CTRG Lz, XPHREEICIE, ﬁmcwﬁwmﬁﬁwpﬂ%sszﬁﬁbf
BehH L, ZHUTMA T, 26 M7 v FaRBRTIX, *HRWE & L TKOBE G 53 RIS %
Too PITET DFERTIX, WIREER] & LT SNAC X *)EC mwﬁh#%aﬁb
FIRAEHEL LT, E5F o Wik Faxo a2 F e —2Z (HPMC) H 7L EHWTE
~ VT REfE Lz, PUVCBIT2EELRRBR TR, SRR C2HOMBRAHE L, — ORI
% SNAC X% *H)ELC DHZEHRE L, b ) —HDFTHRIBEAITLEDH T 2%
H LT, A7z ViHGESORIZE L, 72V A RBGA LT,

TNTOHERELRRRICBNT, BBEOMHR, FXaxxT 427 2 (TK) Ol & & b I28HHh
TERESHT 2 Rl LTz, BHORESRWIRY  BERIIE~ LT FERERTHRR L, ZhboRBRIC
BT, FEBEOE;W ) &GN MR O —E22 6, JIEEICEIT D LLOQ Z T T kAl % |
HIE PRI D~ 7 VT KB ENTZ, WThoOBHE b, BIEREIORIAD in vivo IZ/EYTH
HAREMEIIERNE ZE X BN D UL TK il ~DEEN L SR -T2 2 &, REROFE R K N4

T AT O Do Tz EHIE LT,

K IZET 28T, EEOFROFEICBWTEETHL L EZX ONDIBEDL, MR O
IR T, B ZVF RO TK OFFERIZHOWTIE, M2.6.7, M2.64 X TIM2.65 25O L,

AAEBROF A RIL, BRI S TR A R SV GRIRL ., 3= CoRBIC S
PRI, GLP-1 S R EBIC 48 3 BRI ONRTRC S5 SRR & — ﬁ?é%@

ORI R I E 2 X
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Thoto, BHEELOMKERDIT, BRICBW T, ML TCENINIARRDRTHLEEZ DN
HZEMD, ZNEOREBITFMERERICB W THE TRV & HW L,

BEMEZ, Ty PPV LEBITHRTTEL TWORGHEETSHS 1A 1HE L,

2.6.6.2 HEEEEMHHER

BOv~ 27 VF ROHEREGEFRERBRIZIER L T\, K TESt~ 7 LT RO RS EER
BRiZ, Ao vy 7 O EBERABROBFKEL M1.13.1) [IRENTWVWD,

2.6.6.3 RERSHMHHAR
BOt~ 7T FoERSFEERRIT. 7 v AR 2 HERHETE (DRF) R &
G TR LT-. EH1C, T MIBIT A 26 BMRBRAEMm L. VBT 5 17 8RR (
*H)EC Z IR ER & Ul A3 L 7=,

PR 2 EEL RGBT, BiEE T2 HEHFORNC &SI 2% T2 2 & Tk
~INTF RICRTL2EREMELZSGEL T, LV aHEORGZ1To7, HEERHRBROME S OFiHE s L
T, BEETOHEICET DRIOE,/ BIZAOH TR L, T2bLE-1H5-1 HIZAEET5H
BEHIRMFEOROME,/ A Th o, ERlBROE, A, $obbAFEE T2 HETORBHMII., wWiThb
IEDOE TR U, FHEHIFIE T35 Re ) SR L, BIAIXEIEMIM O 2 813 5B R2IE) LRl
7=

BERKERGEERBROME A 4 2.6.6-2 ITRT,
% 2.6.6-2 BOETYIILF FOEELRERSEHABROBE

Species Duration  Nominal dose levels NOAEL Effect(s) defining NOAEL Study ID
(mg/kg/day) (mg/kg/day)

Rat 6 weeks 0, 6.67, 33.36, 66.67 66.67 No treatment related adverse findings 208300

The premature deaths of 2 animals at 60
mg/kg/day which were attributed to

Rat 26 weeks 0, 6, 20, 60 20 X 210196
exaggerated pharmacodynamic effects
on food consumption and body weight.
Monkey 6 weeks 0,5,10 10 No treatment related adverse findings 209153
Monkey 17 weeks 0,5,20 20 No treatment related adverse findings 209428

BT AR W R S S R
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26.6.3.1 Sy bIBTHIREREEHEHER
26.63.1.1 Sy hsFHAEHERERER (M2.6.7.6, 208301)
AFEGLP B BHIX, OB~ VT ROFEEZFME L, LRI TET HEEZRT v F ik
THWA @Y H & 2% ET 5 Z & TH 7=, Sprague Dawley 527 v MIE~ 7 /VF RiEiE%E 1 H
1] 2 @R ARG Lic, &GHE, SHOMNER VI Z £ 2.6.6-3 127 T, B 7 0F FED

SNAC D% 115 IZHETE LTz, NAFTT XA T DT 4 BN KI5 X9, HERIF 3 BEH~& 5%
1B £ CEMW AR ST,

# 2.6.6-3 Zv MIEBIFHAEHERTERRER (208301)

Group Treatment Semaglutide SNAC Number of animals
Nominal dose Nominal dose
(mg/kg/day) (mg/kg/day) Males Females
1 Control (SNAC) 0 1000 6 6
2 Oral semaglutide 6.67 100 6 6
3 Oral semaglutide 33.36 500 6 6
4 Oral semaglutide 66.67 1000 6 6

PG T OUTHE TS FRCIORIHE 23Hi L7z - B, —fBeRiesles, (RE, SR, ik
PR, MR RO, TK, BRI O | PIRAR LR K& ONEIR L 72 s O
TR ERALAR R AL

AR AP O NRBD BNT-, ZALDETIINTNORAT~ 7T REDREETR VL&
Z b, RAERORE 1 FITIX, B ICIREMREN S OISRk L7 2 &b RFIEE
7o BHEREORE 1 FIN SR O OENSEZMEH LT L, FHEREOME 1 5] %O HEREOME 1 5]

X BRI, TR, Z@E MR SO IRIBEMNE LT Z E MO LRFFEI T, BED3
FIORTITRE G I Db D L HEESNTZN, 202 & 2R '?‘5ﬁ&)@*”*ﬁ%?fbfi?ﬁ\ott&)
FETE2S SNAC IZHEIR T2 AIREMEZ T E T X o 7o, [AERIC, 2 Bl —IBMEO—BRRIEZE LR 5
i, RBREEFII R SR EERICBEET 2T R Ch 5 Ltk STV DD, RICELE LTRER.

SNAC IZ L BB TH DL AREMEZ S E TE 2 o 7- (SNAC IZRET A1 DOFEMIT M2.6.6.11 3%
M)

‘%ﬂﬂ%&(ﬁqﬂﬂ%ﬁ%“@%%%ﬂﬂﬁ@ WPEDIRED 3780 B v, A8 TR GBI 48 U TR EH
NI 2GR ATz, 2 W ORERIEmG =IL, HETRK 68%. M TRAK40%TH-o7-, EHETHE
BHEORD RO TEY , REZGIIM L TEEEZ KT 56D TH o7,
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AR BEFOMEZ R EMREIZBV T, R, ~F7 v kU~ b7 U v b OBERET
WRDHNTe, ZALOREPMD T/NENrolcZ &b, HEFRIERIT RV E AR L., 2HRIC
BWC, mER R 7Y FRECEKTZEO bz, oD bid, BEEORDIZ L > TE
C7orlRBME S @ & B 2 BTz,

ﬁ?@\ﬁﬁ®%ﬁﬁwmﬁiiﬁ%%’%‘Lfﬁ@bkoﬁ% KIEAETH D 6.67 mgkg/H

. REHFA BT DR o T, 33.36 KON 66.67 mg/kg/ HBEDMERED 5 T, Hm@m
@ﬁﬁm@vw@ﬁw@ B BTz, RO Z(IZEEE T 2 B MR AT B I EITRD b T,
SO RIE, BEEEOWDICL S 7Y a—7 U MBIcEET 5260 LB 2 b,

PbEXY, B~ 7T R%& 66.67mghkg/ HE TOMET 1 H 1 [ 2 @ER O GREOZFMEIXRL T
bV, TRINTAEEHEORD K ORERINIG, 72 5 N BT R ORI T X2 FTHE & OV R 6 A H

WCRIETRERBD bz, Lieh-> T, LIBEOFEMERERICIT 285722 ] #1% 66.67 mg/keg/H ThH
%) k%z LT,

26.631.2 Jv hIHT56EMEAKRSEEHARKY 2 BMEEM4EHER (M2.6.7.7.A, 208300)

AR O HiJIE, Sprague Dawley 527 v MZtE~ 7 /VTF REERZ 1 B 18] 6 8 [ 5RGIFE 0 5 5RO 5
PEROTK Z3Hli T 5 2 & Thote, &GHE., SHOHER OB A % 2.6.6-4 12777, HEZEIR
E. DARMIC S50 U 7= R PR @ tBh (208301, 2.6.6.3.1.1) TELNIIERICESWHTIT-72, &~
T REOVSNAC D& 11SICEE LT, N"A AT XA FZ YT o BERKERD LD, FERIK 3
RE ~ B 51%40 1 e & CEW 2 i ST,

7 2.6.6-4 v MIHITS 6 EMREOKRSEMER (208300)
Group Treatment Semaglutide SNAC Number of animals
1\(11(:;/1;:;'; d(:;?)e Di:;“g‘;ll:igl/l d(:l(;f)e Main study Recovery study
Males Females Males Females
1 Control (SNAC) 0 1000 10 10 6 6
2 Oral semaglutide 6.67 100 10 10 6 6
3 Oral semaglutide 33.36 500 10 10 6 6
4 Oral semaglutide 66.67 1000 10 10 6 6

/1

BRI T RS, LR OB 230 L7z - A8, —elkiesles, (RE, BigE, REE
FORRAS, MR, MR B R, JRIE. TK, JUAREL, B E%\ PIIRAORER AL K O
T ERAEL R RO AL
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B RIS 1) 2 BRSO AT O 2506 & b MRed TIRIREE (KA ERED 1/10 Kiif) TiEH 5
W, w7 AF Rl sz, 2, St oxy ) =4 —R"—=ZL5bDTHDH LEZ BN
T Enh BHITHWIZEEEAOIRAN T A2 &l L7z,

RERFIZ 10 IO TRRBO 5N, TIHDORTIE, Wbt~/ T RIZE#ET S O Ttk
WEEZ bivTo, RHREE 1B S AR ERE 1 Bl 2 BlokEA | Bk OBREIZ L0 LRI, S
B CetHREE 2 B, HPHERE S B OV & 1 6) SRR SIS L VB C TR EIES BT, 2 b D)
WX, Wb ioER, Rl R OHEA LI, 2 OB O—E Tk, MR m 23R
Do,

EHERO2FT, §1~2 FICESMEOR T, YEBELROCHAENRBOLNEZ, 202 L%, SHER
OHHERICBW T, 508 >—BHEORERDPIBO NI L E—HLTEBY, BEv LT
FEeH CBET D AMREME N DD B2 bz, £2. BHEROFHERICEW T, B5HME2@ELT
TREHININGI DGR D btz 6 BB O G-I OREIININEIRIL, BETRK 47%., HETHRK 54%
Thotz, MABKOTHER CIHBHEND LTy, (FEHBIE L CEATRZ K LTV
Too WEL T, REK O RITTREIIN TS REMSGES b,

BHETHD 66.67Tmgkg/ HIZBWT, 77=73/ h 72 A7 27— (ALT) EOBRM EH
NHELNT, 72120, MetFRIAEEENRBD LNTDOITMO AR TH -7, FEEOMEM N LV IKH I
BOTHRD I‘oﬂf:ﬁ‘i\ IRIEHAR OB O ALT ISR RBEOEM) L FRRETH -7, 7 v b T,
BEEOWNT L D TIRIE L L LT ALT [EORM 7 ERABE SN TS S ERIT 50% A0 & %
ThHY, 1‘9%@*%5?@@%@%%6’3%%# WO LI -T2 Z D, ALTED EFRIIFEETRWEE X
b,

HECIIHFHAAEETRD DN o7 b oD, 2EGHTRY 77U &) RORENFED Hiv
oo ARPTRIZ. 2 BRI ORI RICEE Lhr o7z, AZ I, IRERINENH] K QAR O &
D RAZAETHY 2, AETIERNEEZLLND,

JRIGAEORES:, HGWIRE TRIC, AR Z G LI2/BEO R &L O pH 2303 22N L7, 1
ORFEIARIZITIX, 2O X 2 REINTERD bR d o Tz, JREOHEINE, EfRMENLOF RY 7
L\ﬁ'ﬂﬂl ZXF9 % GLP-1 OO EFEHIZL 26D THLH EB X HND5 REICEL T, &5

U 7R BRI L ER O DR o T2 2 0D RFPFHIIEE OZ(LITAFE TRV EE X bR
7

X2

H[—/I\ ‘I\—A\

AY
9] =
SN

BROBRERIC, T~ I ATF FEEORBENRD L, BN NIRRT, f%
Mk, ek, APDE. RN, MR, RISZIR. KSR TH o7z, HktEESNED L2 EREEIC
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D HIRNo TG E . TR E RIS AT RV, FAXTEES M L25EOWT il bl
el Enb, ”“Ea MIFFRBE, REICHT 28~ 70 F FOEBERICL 26D THD Z L
DRESNT, 7k, B E U CE A EREOREORTINLIR DR i OFERFE DS & b ISR e~ T
D UlTc, BEEZHIIRLZT v MZBWTH, RRROED @G ST\ 5 2, MHEIT 2 0m Bk
BALDRRO DR -T2 Z L BINLIREROBITAE TRV EEZZ b, RS TR,
Az b LIc B OISR E & IT VT b B L FRREChH -7z,

JREMMR PR EORE, B~/ T RERERE T, MBRHCHT, BB o 7 v —Ro
A 72 IR R O S8 B 78 B AF B0 SN U 7=, 2 R ORI IC 7 L o — RO IE R 3380 b
RoT=Z e h, ABLOREEMEI RSN, T —E, FEE LSS oOREERE LT, &

IREEYE % G T v h UPERSR OB S L, 2 L0, B0 FNENED DS EEELEE %
i3 2, 7T =R TIT GLP-1 ZFEREHEBLL T 5 ERITE~ 7 VF Rk D GLP-1 %
BARDIEMELICEET 26D EEZ B, TA L F—IRTRO NI, 7 —R UL
L RIEDORIE, SUTHIRAREE O WU B BIE L7 s o 72 Z &, ORI IC[RIIEMENGR S H vz
ZEND, AFTRITAFETRWEB R b,

PEXY, BERENRBD N7 Z b, R L7I-Rk&SHRETH D 66.67 mgkg/ H 3
NOAEL & &z b7,

26.6.3.1.3 Jv hIHITH26EMEORSEMABRKY 4 BREEIEM4EHER (M2.6.7.7.B. 210196)

AFRERD HAYIZ, Sprague Dawley 527 v MMt~ 7 /0F RO SNAC AR Z 1 H 1 [5] 26 I R 50 %R
A& GREOFEEL O TK ZF T2 2 L Tholz, 3SHEDE~YZ/VF K% SNAC & [FARFHEG L, Xt
3% 3 HED SNAC HA|Z 5 ME & L TG Lz, 512, SNAC ORBEZFHMET 5720, Kafk
B4 oxt 2R E LTz, B~ 70T NCRT 2R MEL MR T 720, BIEEH&ETO 26 51
MR, 2 HH ORI 2520 72, #58., SHFOHRER OIS % 2.6.6-5 1277, &~
7»%F@%%@Ri\um:£MéMK7yb kBT 5 6 HEFRER (208300, 2.6.6.3.1.2) (20
TIT-72, SNAC BEHBEOMEOFEMIT, M 2.6.6.11 fH8k (JLY0278, 210196 & [Al—aklR) # S Mo =
s
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i< 2.6.6-5 v MIHTS 26 BAMBEOKRSHMHHER (210196)
Group Treatment Nominal dose of semaglutide/SNAC Number of animals
(mg/kg/day) Main study Recovery study

Week -2* Week -1* Weeks 1-26" Males Females Males Females

1 Control (Water) 0 0 0 20 20 10 10
2 Control (SNAC) 0/90 0/90 0/90 20 20 10 10
3 Control (SNAC) 0/90 0/300 0/300 20 20 10 10
4 Control (SNAC) 0/90 0/300 0/900 20 20 10 10
5 Oral semaglutide 6/90 6/90 6/90 20 20 10 10
6 Oral semaglutide 6/90 20/300 20/300 20 20 10 10
7 Oral semaglutide 6/90 20/300 60/900 20 20 10 10

a: Dose escalation period
b: Main study period

Be5 R OREIHR T ST TIRRS, LUT OB 2500 L7z - AL —BoiResig, R\, 5
=, R, MEFRORE, MEACFAORA, W, JRRAE, TK, JUARREE, B HEE,
PRIHIR A3 BELAR A K OV BEAH A S O AR AL,

B HWRH, F 1400 TNRD BT, 60 mgkg/ HEE TR HALIZME2 HIOIETS (2856 1 4,
T 16 X, Bo—BRENELL TWZ b, B 7T NICEET A REENH S &5
z2 bz, —HeREBOE(LIT, BEEORD K ORHRMREERDICE > ThELZEBEx D Z &
Mo, B F ROBEIZREHRERICE D ARENREZbND, KV O 2FOFETDH B, 1FO
G T OBEE, %0 O 11 FIOETITNT LG SNACIZEKRT L0 TH Y, FEM 2.6.6.11 1
gk (JLY0278) (ZRCdk L7z,

20 MUY 60 mg/kg/ HRETIE, #&5-WiR 2@ U TIREIEININGI R O iz, 26 B OG- W o4
EIEINPNHIFRIL, BETHRK 45%., HECTRK 46% Th o7, G TR & HEREOME 10 fl20H
TAEAENZRBD B, 9B 1HIAREL Lz, 20mgkg/ H (HED ) F Y 60 mg/kg/ H CIIEETE DD
HHNTEY, FEHEBIIHE L CEERL KB L TV, LT, REROERICKIET AT
TG EIEENRD bk,

MEFHIRAORR, HETIIMRMERE DB LI, METIIAZMITEEO b o Tz, BifE
DA L MRMEREL DB DRRBDO N TND Z b 2, B~ I AT Raeib LIcfECH LN
L, BEECHT 2~ 70T FOEHIERIC L D rIREENE X b D, AZLITEHMTHY . B
SR BHEPESER O B AL, ARMEREHAGIE H (ZBI LT, 45 SNAC X IERE & LE_TZ DO EM SR E
WD & HEAERO HNRINSTZZ END, MRILERBOBITAEFETRVWEEZ LN,
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T~ 7T R EOREEMEN R — O A FRATHEE H OZEA B bitle, ZhbIiZid, i
7 LT F = OBMIRT., IRFE. VKON Y U LAREOBMZIENA G ENT, MELY 7Y
U FBEIZOWTE, BHICEE LR TAHLNTH o7, HEZRIT 5 Y R OR8N
brx . 2B L, oM~ EEENIRD b, 2 b OALFRAEEH OZiL, &
EHEIZXT 5~ 7 F FOIKMIERIC X 5 kA7 2 S SUIBEA O GLP-1 OBEHREIC KT T K
HIREETH D EBEZ LN, WTHOFTARBBEM TH Y, AETRNEEZ LN,

MEAACFRE O RN HIEX, ALPIEMEO D REE S 2 S8, 458 B ORIEBIR 12584 X
B2 EIEMEDNTRD HiLz, T v T, AMEYEROYEYET A Y A LD MHEH ALP O 3= ZERERL
KA THVY, 2D OMBHICB W CEGICEE LA ERENRD ONRho7oZ vk, ALP O
BINIAETRNEEZ DN,

PRFGHEEE 02 b & LT, JREOHEM, 7 MY 7 AROHEAMRED LR ERRO BN, 2
OO, B~ 7 /VF KL SNAC DWW B NITRK T2 S IX B C X o te, JRE
OHME T Y U ARED EFIX, TARMENSOF N U o AFRIICKRE % GLP-1 OBEAIO
EERICED b0 L, RFPFHMEE OZ{iX SNAC 70 72025 OF b U 7 APEHI 32 55 SO
ThHHARENREZ DD, RE~OBRGIZEEE U 7oA P EEDGR O b olo 2 & o
b, RPFHEEE OZLITWT I AEETRNEEZ X b,

EIET R COIESROERIC, B~/ AT FESOEENBEO LN, 1ZEAEOHA, HXTEED
WD AT EEOHMBRD N/ T &b, M ERIC KT T2, #IL <, REICHT 25t
~ VT ROFIERIZL DD THD Z LRSIz, MxtEES D Loy, HxtEENE L
O UITIR. RS IR D, TEEGR () . DREL. AiNZMR, MEER. REZE. M. MoiR) . X
ITFEF BRI L7255 S (B, K, RERAOTEE () ) 2o bil, B~ 27T K20
60 mg/kg/ B BED PR, BN &L OB LK BHEEZBRVNT, T X TOZ ki, KRIERITIRE & 3L E1E
L., ZUHDEMITNTN O AEEFETRVWEE X LN, B~ 7T NICERT 52 OMoOlEiRE &
ZAb & LT, HECEMARRIB EEOHEMAFED bivlc, AT SNAC HREETITRE O b o7z
2B, B AT RICERT L0 THY , HBEELOEREICKITTEEICL D KR A ML
ALBELIEBETHD EBEZ BN, lhasEREOZIREAARRF A 2B A S e o 72 2
b, HETROEHE LT,

WIRADHRERRRA DOFE R, 60,7900 mg/kg/ H BEDME 6 Bl HH 7 NEM & th b 720+ RGO IEENR
D HAVTEA, AR DR ENEAR TR TR < FEICREBROFT RFEO bRl Z &t +2
BEONREE B~ 7 VT REOBEMETIARATH D LB X LR, WEREEOREOR 251X,
FICHHBELROEAEICBWT, + B0 7L o — BRI 5 BEE L 72 B~ DR K 6 3R
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LTz, 4B ORIEIIBIZIC T N F—IROIERIGFRBD LR o722 Enh . RO RIEMED R
SNz, TN RO R TV T — IR OVHABE RS D 29 SR BEE O W42 & B E g
HHLDOTIE o722 & REBZICEEENRBD N2 LD, ZOFTRIIAETRWEEZEZLN
77

B CIIFIRMREEF DO 5 OIEFEL HERD H L, MR ERF T EEEO T X TO IS~ T iz
EOZEMENRRO LIV, ZNHDOEIEMEOELIL. SEERDEaEEOKME A LT Y . KEIZ
KIFTE~ 7 LF ROZEIC L AFREENGWEEZZ BT,

SNAC X HERE T, #i7e/ N EPOMERFIIBIE R O FBEE N DTN M L, PHELOEHAED
v T REGEETIL. BREHEENSODT O TIEH NS SN LT, ZOBINTHZ 0B85
N, BETRDP-T22 0D, B~/ VT R LOBEMRIIAHTHD EEZ BN, &6, B
A R T 2R PR AR L R OREIR R AR DSRD B o7 Z &b IFaDIERIE
FETHRWEZZ LN, KRERZRICHFHIEOIERDTRD SN0 -o7oZ Enn AT ISR ST
FHEMEDOFT R TH D Z LRSI,

UUbEXD ., #HiEkOEREISS T 2RI Z2EHEENC L2 6D LEZ 6N 55T 241 (60 mg/kg/
H) ICAEU=Z 75, NOAEL X 20 mgkg/ H &% 2 bz,

26.6.32 HIILIZEITHIRERSEEHR
26.6321 A=VAFNITETLRAMERR (M2.6.7.6. 208302)

A JEGLP) OHMIE, OB~ 7F ROBEMELE O TK ZiHii L, KKMt&E (MTD) &L
B DB I T 2 HERBR THW S 2 e AR EST 22 & Tholo, ARBRIL, &H
BHIZ X AR 7 = — X, ROKOE FRGICL2EYEEY - — X, RO&kGIC X 2EEHE
BehH 72— AD3 72— XATHR LT, Ot~ 7 LT Rid, SNAC Z2E5Teh 7&K E5(2 X - TiT»
Too B ZVF FE SNAC DI VISIZEHE Lice NAFT XA TEY T 4 BRRRIZRD K 5. Kbl
DK 2 KI5 21T o 72, TG, B0 HEX OEWHE 72 2.6.6-6, 7% 2.6.6-7 KTV 2.6.6-8 IZ
AT, BEAE EOBBIZEID, TH2 7'V (005) OF5R, =7 A4 b alae7e i KA
mETHDHEHIB LT,
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%< 2.6.6-6 A=V AHFIIZEITSH MTD Rk (FAE#HE T 2 —X) (208302)
Group Treatment Day Semaglutide SNAC Number of animals
(mgjanimalidnyy’ (manimatidngy  Moles  Females
1 Oral semaglutide 1-4 10.69 160.31 2 2
8-11 15.63 234.37
15-18 31.26 468.74
a: Corresponding to 2.7-3.9, 4-6, and 8.1-12.3 mg/kg/day, respectively
b: Corresponding to 39.8-57.9, 60.4-90.5, and 121.8-184.5 mg/kg/day, respectively
i< 2.6.6-7 A=V AHFIVIZE TS MTD HER (EMERET = —X) (208302)
Group Treatment Day Semaglutide SNAC Number of animals
Nominal dose Nominz}l dosle): Males Females
(mg/animal)
2 S.C. semaglutide 1 0.01 mg/kg N/A 2 2
Oral semaglutide 15 31.26 mg/animal® 468.74
a: Corresponding to 6.7-11.9 mg/kg
b: Corresponding to 99.9-178.2 mg/kg
% 2.6.6-8 A=V AHFIIZEITS MTD B (BAERERSEG 7 —X) (208302)
Group Treatment Day Semaglutide SNAC Number of animals
Nominal dose Nominal dose Males Females
(mg/animal/day)” (mg/animal/day)*
32 Oral semaglutide 1-14 31.26 468.74 4 4

a: Consisting of animals previously used in Groups 1 and 2
b: Corresponding to 6.8-13.0 mg/kg/day
c: Corresponding to 102-194 mg/kg/day

7

FHHR TR IUIRE T RIS, LT OHE 250l L7z - B —BeiResis
FORRAL, Mk e RO, TK. s B8 & O IRAR LR AL,

. RE, EBEE, Mg

HHE~ 7 VF OB L TR TH 7o, ABRTIETIIAELT, HEHHEY =— XKD
FMENRE T = — KT, BGTBE L — R LIdRB D S e 7o, ME2 B, Wark, ML,
IEEEAR T ORGITEET 5 & B 2 b DB —fRoRIEER LS [EEH &R E 7 = — XD g)EHE
H#% 2 AMICRBO b NTe, BMBROTXTOT7 =2 — X T, BEFE K OKREO PR TR EIEINIH 2558
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OBV, REEEINPNIHI2S A SV HE 1 B OME 1 2R DNT, BIEAEREG 72— XDF 1I~15HD
AR IR ERAT T~13%Th -7,

[ A G 7 = — AT R OMEIR MR I GRNZ L ~ T2 < 1F & A E DI DR M EREKL
F. BRT O TRMERE Cho7c, —H. T OMOIRMEGHE B IZIZAEDFHINCER D H H
RIFRRD bR - T, MRALFERREOR R, KFE, VRO 7Y &) FOMmBETRENME
ETHoTz, TH6 DOIRKRBRAERT RITHEEEOBAITERNT L Z b, B~ 7T FOEBEERIC
XobnEEZLND,

HE 2 I R O 2 iz BV T, ET — & & X T, RO/ N ST R E S OBMEN R D H i
77 MMREEOIMEIL., HS5HIELOEEEDHVICEIDA NV RAICEELZFTRTHDL EE 2B
éuo

PEEY, h=0 AN~ NT RE 7% 3126 mg/Hil/H (6.8~13.0 mg/kg/ HIZAHY) T
OHETIH 1 FRE 2EMROZEGROIFEIRGTHY, 50 UHBE S EHEL OMAE
DD BRI X DERRAEE A K OlEss E R I RIETER B o, LT, K
M EITLIEOFEERBRICIHB N T, HEWHEZICREGET2HES LTHEL TV D BT LT,

26.6.322 HZVAYLIZEITS 6 BRBEORSSHEHRRY 2 BREEMESER (M2.6.7.7.C,
209153)

AHBEOHMNL, W=7 AP~ T VF K7 A% 1 H 1 IE 6B #&EGROFEMR O TK
AT 5 Z L Thoto, HBERE, SHEOMERCEMHEE £ 2.6.6-9 1T~ HEIL, LA HENM =
A7 MTD iR (208302) (ZHBWT, &G FRERER KM ED 00 57 7L 2 TH D L= Z

IZEESWTERIR LT, B 27T K& SNAC OIF 11SICEE LT, NA AT AT T 45
R0 % K9 MREEOK) 2 RFRATIC R G- 21T > 72,
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% 2.6.6-9 A=V AHFIIZEITS 6 BRZEOKREGEMRER (209153)
Group Treatment Semaglutide Nominal SNAC Nominal dose Number of animals
dose (mg/kg/day) (mg/kg/day)
Main study Recovery study
Week -1 Week 1-6° Week -1°  Weeks 1-6° Males Females Males Females
Control
1 (Placebo)* 0 0 0 0 4 4 0 0
Control
2 (SNAC) 0 0 78.35 156.7 4 4 2 2
Oral
. 5.0 5.0 78.35 78.35 4 4 2 2
semaglutide
Oral 5.0 10.0 78.35 156.7 4 4 2 2
semaglutide

a: Dosed with an empty capsule
b: Dose escalation period
¢: Main study period

FE M TSUTHE TRHIC AT OB 25l U7z - A7, —BeRie@lgs, IR, MATEN R0
fili, IRFFFEROMA, OER, ME, MEFRRE, MEAFERRE, RRAE, TK, JUREL, Bd
HiE, PWIRAYHERA K& OBk AR AL

BT EME FEEOEREICESOTHE 1 EIER L, BEL T, A7 OFRITFFAETRETSH 5
BN, B~ VT FEGHOBPICRE SN0 72V OFEICE LT, 2/65 i T
P ARAE (FEUER KT 80%) SUTMME (BEYER DK 140%) DFBD LTz, U7 A EROREHFED
LR bOD, ®hIZHTNTHY  MBROMRICHEL MFT 2 L3RV EEZLND,

v I NF FRAKRGOEFEIIM L TR TH o7z, HEITRD LT, B~ 7T FREICH
Y5 LB R LD BRI S e o T,

HEWHE Y = — AR OFERR T = — XD~ I VT REHGEICBW T, STREEIZ TR ERD X
VAR EBEININE AR H vz, METIE, WS LML CThOT M RIEERD B b, KEICKE
TEEIIRIEZ ICRIE LT,

%6 MDA 2 KO 24 fRIIZ, 10 mg/kg/ B FEDRED LAEDS . SNAC X RREEIZ LA~ Th 70T
o (+10%) L7z, ZOMIMIIX, HORE, F5HERNICA DN BEmAKMR ST Y, B
BRI EB 2z ONT, o, BHEROBIZKN T, 6 O 5% 2 X 24 FEHIZ, SNAC xf
FEBEIZ LT ST, QT & QTc MMRDOEBIK e FME RO Hivie, —F, 77 B ARHEE & DRI
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D BT, BERNZHRBEOMHAINED G TN L, 2 O ICEE R AT Vv &

Ex b,

iR
&

AEEHEToO®REE 2 B, B~ 70T FERERETHEBMLERE B Lz, 72721, ﬁ%%ﬁ@%
TITHFH AR BETRRO DIV - Tc, —77, 8 6 Bl TIIAFT RIZA LT, JRILEKEHEE F (2
D DZALDFED HN -T2 2 L s MRMEREOBAIIAE TRV EZ LN,

Mg AL PR ORS R, BAEREOMICB W CRFBOHMPBED b, B~ LF RekE
L7oHETIR, RFTRITERO b o T, 2B ORER, SHEEZKS LM RFBREITRGHET
Rl 0 HAR< , BIEMESHER Sz, REFEOHEIMCBE L T, AFERIRKZRET 2 8iE1 580 b
Mol=Z b, KEITEETRL, X7 BORACERZBNSE LT REENRH 5, EEK
WMEREICKIFTE-I LT FOEEBIZLL LD EEZ BN,

RIRAEDFER, BE 5 < SNACITERT 2 & B 2 b5 DHOELRFRO b=y, HELDIRED
BB, HED 7T B AR IREE L DZED LM FHICHE TH Y . SNAC xHREE L OZEITHE T
Moleb DD, B 7T NICBEES 5 AL G E TE RV EB R biL, ORI TR O
HACIREE I TAME R U BRRE LT o7, BIBEEICEEIGRD T, B 29w BT
T AR BT o 7Tz, IROKREIIFEE TRV EEZ LT,

6 T D G- K ORFEIR R O W7 IC B W T, ARl &G LIZ8 OB, B/ ZiEIC X 5
PRE DI 358 G Tz, SNAC XIEFOEMW) 2 41 (B G- HIRIHE THREC 141, RSB TR
B ICHBMAREMRBEO LN LD, B AT N5 L OBEMHIIAHTH D, RTRIX
AREICKFTHEROCEGREC L DA PV ACEE LT N ThH D TREMNE A b D, FEBH
R O EIEE DR -T2 2 & D, RPTRICEEFZRERITRNEEZ N D,

SmM@Hﬁ@1%&@mmy@Bﬁ®2%’ + A5 D 7 v T — RO YRR K OV B PR
JVE 3580 BTz, 2 MHE ORI #IZIL, R RITRD b hroTe, 77—l Tl GLP-1 %
@%ﬁ%ﬁﬁbf“éﬂm\_h%@%ﬁ®%ﬁﬁiﬂﬁ<\%%f%ot:&\&@7»y+~%
DI B PRI S BV TSI/ B FIVEB R R E N2 LD, B~ 7 AT Fih & o
PR TH D, T —RTRONTZFTRIX, 70— IR UITEALE K D 2 iE T A fEE
DONTHICHBEET S DO TERN -T2 D, TRHOFRAITAEETRVWEEX BN,

PLEXY, %GICBEE L/ EREENTED N7 £ 5, NOAEL i3t~ 7 /vF RDiE
HAETH D 10mgkg/ H & 3% E S iz,
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26.6.323 HZVAHILIZHEITE 17 BREEORSSHEHBRRY 2 AFEE4HER (M2.6.7.7.D,
209428)

KkBROBINL, W= APk~ VF RO 7N %Z 1B 1E 78RO #EGEEOEN N OTK %
FHlS 5 2 & Th oo, ARRERTIEL, WIEEAIE LT, SNAC TidZe< *P)EC

A Lz, 5L, SEEORABN OIS E £ 2.6.6-10 1077, AEERII P HERARZCE O

HWIZHESNTTV, BEFRRRERNKHRIZIVWEZ Z biv, KEBD (REENNH) 262638

THRINLIHEE L, B~ LT K& *P)EC DT VS ITREE LTz, Ao FT A

FEVT 4 BNRRICRD LD MEEOK 2 KRN &R G- 21T > 72,

3 2.6.6-10 WZOAFNIZEIT S 17 BEZEOESS4HHER (209428)

Group Treatment Semaglutide *W'EC Number of animals
Nominal dose Nominal dose
(mg/kg/day) (mg/kg/day)
Main study Recovery study
Week -  Week 1-17° Week -1° Weeks 1-17° Males Females Males Females
lb
Control
1 (Placebo)’ 0 0 0 0 4 4 0 0
Control
2 (+'Ec 0 0 75/150 300 4 4 2 2
)
3 Oral 5/5 5 75/75 75 4 4 2 2
semaglutide
4 Oral 5/10 20 75/150 300 4 4 2 2
semaglutide

a: Dosed with an empty capsule
b: Dose escalation period, day 1-4/day 5-7
¢: Main study period

B T SUTHE TRFIC FRE OB 23l L7z - A, —MelRiE@lEs, IRE, PRRATEN AURE
fili, IRFFFERORAE, OFER, ME, mEFRORE, MEAERRE, RRAE, TK, JUREL, Bds
HE, AHIRAGPELRR A M OV B Ak A AL,

Ot~ VT FOREMIIML CRFTH 7=, GBI OZE SHLIRE, & HEREOME 2 Flic<e
W EIRNZED DT, BEICEE L7 F OO —IRIEZALIZZER S bILe o T, 7T AR
FEDOHE 1 BNV T, ABEOEBHIEI M L= 2 &b, UikEhy 2 F B R 2 225858 S
w7,

TR LR B S 2
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MEWIE 7 = = AR OFRR T = — XD~ 7 VF FREGEICBN T, B~ TERERD X
TAREHINBNH 5580 DT, RHEER, IRERICMIE S BIImIE L7,

A RCOREH 2 BIC, £~ /AT M ERECRRMBREED LTz, 7275 L, I BREOH
IR B DA o, —J7, 17 MCEART RIZRD S, ARILEKFEIEH I
ZOMOBELSED ENARD T2 L Db, MRIHEOWS A E TR0 L EZ bR,

MRAACFHIRRAEORE R, B EREO FZREBEMMOF 2 B TIRFOHMGRD Hiv, & HER O
Tit. BEHROK TEC B3 S, 2 RO RIEII#% O R T REE L FIfRETH Y . [
B RENTZ, IRFOIMIFAL T, AERFERZRET LSO bNRhoTloZ &inb . K
BAix, X o EORACERZ M2 /NN H 5, BEELOMEREICKIETEY LT RO
HEZLLZbDEEZ NS, 6T, & 2 AROHE 17T EOSHEROBEO MAEF 7L 2 — AR
HEEL D IR, TRTOEPICIBAN T, FEREEESAEL D BIR2 o7, 2 R OKRIEHIFE T
D 73— AREIL, BGHBKETROMLID bEdro/Z &0 n, [EEM MR I,

FAITE M ERECTBIBAL N T ERAOMEIEEN B Lz, — 7, MdEREICEETIRO AR
b, INHOFTABKEIZRET AT RO ZRREZEIZL D b OIVRS NIz, THHME
IR OAE R B DOWA . K OIS D KRBT 2 EEORUMEM S, & HEREO I,

KPEC  IMEEOME R 5 N E L OCEmAEROM TRO b, ~Z— Il — B0
BRI EMD, B AVF FEDOBEEMIIAATH S, L Laen b, WEIEAREAZE(L
O BN ST Z LG KT RICEEFABR &R D LB NI,

M EFEOHMEIC IS W TIIREEORD 2380 bivlz, & 61, WM AIRAOR R, 17 8H D
FeHRMORFEIIZ O T &b, &~ 70T FEGREK O RREE It o iBiE,/ ZEHE 23380 b
oo LIRS T, B NF G L OBRERIIAHTH D, AFTRIE. AEICKETTRZELOERE
BEICE DA PV RICEE LT A Y TH L iR B 2 b, sEFRERIRVWEEZ LD,

PLEXY, %EICEE L2/ ERENRDO N7 )b, NOAEL i3t~ /vF ROKE
HETH D 20 mgkg/H & 58 E S L7z,

26.6.4 EinEMHER

Yt~ 7 VT ROBMLEEMFMEIL. A8 By 7 OFERFRRBREOBEGFER (M 1.13.1) (RS TH
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26.6.5 HARMEHER
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EHMEOR A Z D, B I VF FORFEMIIRGREEIIEKFE L 2N b TR
177 ATHFIZFISN TS EEX NS, Ty b (KUY L) IZBWT, BRAORGRKIZRA
OEERFWIRD biiehnolz, 7y MBI 20 KO TS 2 Ao ick 26 8 Mo
U L7, B~ 70T NICBEE LEEEFRICERO O L EZEAPROONeroTo 2 &0 KDY
SNAC HA DO FMRBR CRO OB LR LT, B~/ A F FOROEEL (B~ 7 LF RED
SNAC # Al 5-) IC KD H T RBEBHITRO NN 2 b, B~ AT ROKROFGIZL DN
ASFMERUBR LI L TUheuy,

26.6.6 4HERESEHR
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Wa,
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HRIEIEA O TEAHMIIZRD HT, ROKE & FTFRGE 2 LR 7 e 7 7 A oV idEkE
Tholz, ZOZ LML, BT VTF ROROKEGIZ L DA AETVERBR I L TV 7R,
26.6.6.1 WMEEBYZEHAU-HER

hAEE 7 W=t~ 7 vF ROFEEOFMEIL., 4 ¥ vy 7 OIERKABROSHEE (M 1.13.1)
ICRENTW D,
2.6.6.7 BFTRIBERER

1 0% 542 OB E IS 2 JRPTRIIE O FHE 2 . SAERE D &% 5 MERER O — A AL 7=
(2.6.6.3TH) ., fEimE LT, ML ICXRT 2 RATEMEITRO Hivienoiz,
2.6.6.8 FDOEMAER
2.6.6.8.1 HERME

NTF REFEISTHHAREAIC LY . EHOBRBEIED U, SRR 2 851 2 nlhetk
BHbH, LzRoT, B NVF FOT R CTOEERMER DK GEERBRICBWNT, itk T
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RIURPEA Z MG LTz, 26 ORBRIZEBWT, ik~ 71 F IR B SN 7813580 517
Mol
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G B MR BRI S E L TV Ry, MRFERIRHMEIRE . Mg a7 Y o e 0 B K OV B
MRS & o TR VER 7o R B MR IA B 2 e E B RERIC & O, REFEEOBEITRD b
o,

2.6.6.8.3 {k#FMHE

T~ TV TF RO R OISR O | LA AR & OBEET A DRy, &5
(2, ELAMERAFEICBIE U AR IEME Y AT DRI N T VAR — e~ ST RED
FEAMEIIR STV, BLED Z & ROWME REH ., RIE RO BRI AETEENIC B3 5 FEERRER
IZEESL &L B AT NITELRME MRERICEE L 20 b0 LB bD, S 6T, SLAME KT
PEIZH IR D GLP-1 Z R MABEBHE Tl b TV, LER-> T, B FRER R AR GOWTHIC
BWTH, B~ 7T ROIEHREDELAM, ARAFHERERIC X 25350 L CTueuy,

2.6.6.84 {tuEit

v VT Rid, XTTF REREO K X7 Gpfii L ORS8O Ky plEkic L RET S5,
bt MiEF O~ VF FOREM T 7 v A0t Ty ROV TRGEO a7 7410 L
FEECTH D, LI=N-o T, (o2 et %253 5 malBRiansE et Ex bz,

26.6.85 #EAOEYYILF FOERKLAIZEF N D RMFOFE

HRIFITdH 5D SNAC OIEEGKR Z2 M2 L M2.6.6.11 11274, 61T, EFAICIZE LR —2R
(&) . RERVERART T U Ui~ 7 2 LN EASNTEY (M23.P.1, BAIKOLTT) |
BT EMR OGS ICHO MO IR T EZEn H D,

2.6.6.8.6 Al

26.6.86.1 HBEHHMYMEBRRXRAMYOTM

Y~ 7 VF ROBFIBRIZIZ, HMWP L OLLF ORI (BUKEARMY) ., BOKPERMS) 1, Bk
R 2 ROAMP O EGF) BEENTND, HMWP KO b ORMMIL, B~ 7 LT RO Y
HHEAHTHY . R ORE (M3.2P55) ITRENTWD, HEET 2 AR (proposed
shelf-life acceptance criteria) LBk & OGABRT71E (M 3.2.P.5.1) 1Z-T,
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s, v~ remnsussens Lz, won i @ cevrrrrz
WL, = KE OEERRBR L OB aos L ngssgrciy -, zo%. R GGGl
-7%- <R 55 @l sl s se~r0F v,

B 1ARZ B ONTER 2 MR M OV » MZEIT 5 26 MR O &% 53R (210196) %%, FERGARRR

Bo—icivE. ZofilliEz. —%-M%ﬁf:iﬁ-ﬁ“ﬂmb
~ (RS . L5t~ 70T Ra, 83 KRR THV -,

S TRVEMERBRIC Lo ¢, B iEECciE L~ T RORMM 7 v 7 7 A )V isElER
T%é EMER SN TS (M3.2.8.2.6, BIFsHICHdE L2 FEEDEZENE) . B~ 20T RORAIR
FEOMEIFRIAIBI R ORKE (M2.3.P2) (IR 7,

HERLZEMERRICAW- RO~ 27 LF Foa vy hOEIX., M2.6.7.4 127R-7,

R OBIEEMERBRIZER LTy, B F RITBEEEEZ A SN ERENTED
(2.6.6.4TH) | NlIIHEENIZCE~Z VT REFEUT L2 b, BRREFREZZZVWEOLEE
265,

F v MBI % 26 HE MR (210196) TR L7 RHI4 L~V RO % A 20 IR O b
WeA 42 2.6.6-11 1T,

& 2.6.6-11 EMERTEME L - T L NI RUBET 2BNHERE

Proposed Impurity level Rat impurity Human Animal to
Impuritv srou shelf-life tested in 26-week dose at impurity human ratio
purity group limitsl rat toxicity studyl NOAELE dosell (fold)
(%) (%) (mg/kg/day) (mg/kg/day)
Hydrophilic impurities - - [ |
Hydrophobic impurities 1 - - [ |
Hydrophobic impurities 2 - - [ |
Sum of impurities - e [ |

HMWP [ ]

RO~ 7 NVF ROZ v MZBIT 5 26 BFFEMERER CTIX, NOAEL THiFf LB H &iX, 3XT
DA LT, AEKEMAE (MRHD) © 4mgHicksidse MAELY b IINRGE -7,
L3> T, B~ 7 VF FRGEID O FRE S A LRI CLaMEn R s & &2 56
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. HEET DI ERII RS L L2 b5, —EORMICE LTI, 3mg RO T mgdElck LT
masd a0 EES. 14megteosiElo 03, 270, 2h b oses
A O - - 5. 3mg X0 7T mgbEIokt L CHETAEDMIMBS L Y L EX 5
na,

26.69 EBEZEERXRUMRHD (14 mg/H) DEREZEELLEK

BEERFEMERERICE L T, B TRICEHETHIE L7z~ 7 VT RoggERE L. MRHD O 14
mg/ FIZBIT HEFREO L MREFERE L OIRAE £ 2.6.6-12 12777, b MNEERIL, HARAD 2 BUHER
REBE OB EICET AFE JafHO B ARANICBITAET Y v 7#EE M53.35) 12590 T3,

# 2.6.6-12 EELGENERCET53YRVE FOBRZEEL

Species, Study type and Cumax AUCtau Caverage" Exposure
Dose (nmol/L) (h x nmol/L) (nmol/L) multiple
Human (type 2 diabetes) - 188 400.8 16.7¢
14 mg/day
Repeated Dose Toxicity
Rat, 6-week (208300)
6.67 mg/kg/day 10.9 41.6 1.7 0.1
33.36 mg/kg/day 98.3 891 37 2.2
66.67 mg/kg/day 388 3825 159 9.5
(NOAEL)
Rat, 26-week (210196)
6 mg/kg/day 9.4 86 3.6 0.2
20 mg/kg/day 780 1752 73 4.4
(NOAEL) 336 3695 154 9.2
60 mg/kg/day
Monkey, 6-week (209153)
5.0 mg/kg/day 45 811 34 2.0
10.0 mg/kg/day 221 4011 167 10
(NOAEL)
Monkey, 17-week (209428)
5 mg/kg/day 4.8 91 3.8 0.2
20 mg/kg/day 133 2578 107 6.4

(NOAEL)

Abbreviations: NOAEL: No observed adverse effect level

a: Caverage = AUCaus5/tau

b: Exposure multiples calculated as: Cayerage in animals/Cayerage in humans at steady state
¢: Human exposure based on Phase 3a Japan modelling report (M 5.3.3.5)
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2.6.6.10 FERUfaim

At~ VTF FORFERR T 1 77 LOMERIE, B TEREGE~ 70T FOEERBROMGR LML
T—EHLTEY ., GLP-1 ZAEDOIEMAL 2 LB ER], J /b b, HEE N OREIC T T EHE
ST ZRETER L B A DD EN FITRD BT,

DA & ONCAFE R OB RIETHEBL G, B~ 7 VT ROREERITHE GREEIKT L
RN ML, KRG 077 ATHpICFHiSn TS EExbRD, Ty NEROI =714 %L
B2 invivo REFRBROFRE R, BROKERZICAONT-REW T 07 7 A4 Vid, K TF&REZOREY
7°m774/w: A CholctBZEZOND BEATIM264) ., HIT, %XDJ‘Q@&U‘&T&’@%FHL\
Tod e 26 HE ORBRE R 2 i L7122, B~ 70 F RICEHE LB RAICER O H 5 RN
NighotzZ & KT SNAC HA| DOFEMERER TR LT e &t L T, tvﬂw?%®&ﬂ&5
(B~ 27T REONSNAC Z A 5) IC K D H7- 2 BEITRBO N hoTc, ZOZ END, &0
B~ I NTF ROBHERR Ny r—1 3@t e E 2 6 b,

Fhi L7ziBRICB N T, At~ 270 F FOREMRIML TREFTH o7z, L LR b, 26 HfH
AERD 60 mg/kg/Elﬁ?f@ﬂfE? v R 22BN Lic, Zabidndins, RO & UMRERD D3k
fEL7cZ EICL 2 TR, T2bh, BRIZREIIEICL D bo LB b, AL S
N5 ET, ﬁiﬁ.\%ﬁf‘aﬁ%:L LT, T o Fnia—@ttEDO — R LG8 bivlz, B ShcprROK
o, BT ]\“T“—T’*Qéﬂéﬁeﬁ(ﬁﬁﬁ&@%ﬁ@f%%ﬁﬁ\ Tebb, EEREORD K ORER
D ISATREIINHENC & D "R 722 igies B8 N OBRBRERHHE OFEF TRVWELThH -7, v
(2B T LR T %zhf:H@H%%O)/J\EFMI:/H@%Eg@ﬁT&U}i@%@%ﬁ/ﬁ%ﬁ (3, HEERELOKRED
AT Tl BEBEICE A L AL BB LIEFTRTH L AIRENEL 6D 1,

PRFHIIE H OZACIE, EALRAME S OF b U 7 LFRIIZA 2 GLP-1 A AREEIEE OB D
FHEEHEML T—ET 20D Th o725 WINORBRIZIEWTH, RESOHRGITEE L7221 bk
WO DR oTZZ LD RPFHIIE H OZLICE R STV E B L bR,

MILE~DE~ 7 VF ROFEICEE L2 ZaM EOBE&IT, WTFoRBRICE O THEED LA
mofe, INGHEROVEMET A VWA AR E/2MHEH ALP THDH T v N Tix, ALP S FH&EICEE L T8
MUT=23, Z o#INE 4 B E OREFAF 2522 UTE 20 EE Lic, 7y MZBIT 5 6 KT 26
BIERER ClL, 7L o T — RO~ D SER DI BB 23 F Bk RIS L. Y uicksiT 2 6
FIRERCIL. 7o —BROPEIR K OUF R E O FAED GRS DAy, Tk b & o
FIARATH -7, T —RE, BEbEORERKE LT, ERBIEE ST T V0 VYRR D5y
WIZBE- L, 2Rk, B HNENED S LS 2 A% T 5, 7 v —lR Tl GLP-1
SREPEFRBLLTEBY B Ty FTAHALNEIERIE (BF O, YL Th LI NBEIREE &K OV
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PERIRE H) GLP-1 ZBEROIEMALICEET 2 b0 B2 bnDd, Ty —ROE L, K T#E
v I NTF RO T 0 77 5O~ T AKRT v MTHROHLILTND Z ED, EHOFKE#
BEIFRE L2V, BRAK K FHRETERENT v M 26 &S L 23 B Cix, R—IRERIC
BWT, AT ROFBBBEE K OCEEERRETH o7, 7NV F—RO b OETEEFETRNE
Ex BN, B MIBWTLZEME EOBE L ITE X bhiehote, TN —ROEIEZ, T ) —
JiR S ONHAL BRI 0D 2 i S ORI FRE T DO W AULIZ & B L 72 o 7o, AREEIT K 0 [BIEMEDSTE O B,
BTG O AJFHERBRIZ I T, A M ORI~ OERITFRD b7,

B INTF REDOBEEMERARHTH 72 2 DOFTRICE L Tid, EEFHBREIIRVWEEZ N
7oo 7w MZBIT 5 26 HFFERD SNAC XIREEIZISU T, B8/ NEE HRU ORI A AR AR R D 8 BB 73
OErEmML, FHELXNEHEOE~Y LT NEERETIE, BBBEERDT L TIEH LRI BIC
WL, ZOEINIMIZOARBDENbLT N THLZ E, Ty MBI LVTF REeZTHE LR
BRCIIFRR OB O DR -T2 b, B~ AF NG L OBEHIZIAATH L EEZD
Niz, 61T, st 2 R B O U R A (LB Do To 2 &b | i
MRORERITAETRNEEZ X bz, KREZITTFMBOIERNRD bnoleZ &b, R
BRSO IEEMEOFT R TH D Z LRI NIz, S HIT, YT BIT 5 6 lHORERICHE VT, B

D UEEDKI 10%IEMN L7223, 2 O, & 2 FREE G- BRI A DA o A R S 1T
72o MED DS IREE L OEFITBD DN o T, FICBIT 5 17 BB TIE, DEkosn

RO 52 hoT,
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LUMIORTIgRE—RIE, FRERRBR O E 2R 2@ C T S T0W L eIgFED— R Th 5, LN
> T, TRTOMFEPHERROBEOHTHA STV D LITIRS 20,

3T3-L1 mouse pre-adipocyte cell-line (= 7 A Fiifig IiHEIEE)

ADME absorption, distribution, metabolism, and excretion (I « Z34fi « (X3 - HEil)

AME absorption, metabolism, and excretion (WZU¥ - G - i)

ATP adenosine triphosphate (77 / > =V &)

AUC area under the plasma drug concentration-time curve (Ifi 4 HF i B — IR B AR T 1
&)

BALT bronchus-associated lymphoid tissue (&UE 3B U > FHER)

BCRP breast cancer resistance protein (FLIEIMEZ > 737 'H)

BHA B-hydroxy butyric acid (-t K& 3 S &%)

BSEP bile salt export pump (JHIFEE kT 0 AR —% —)

C2Cl12 mouse myoblast cell-line (= ™7 A ZFHEFEAK)

CAS Chemical Abstracts Service (7 I /L« 7T ARNT 7Y « h—ER)

cDNA complementary DNA (deoxyribonucleic acid) (FHAT A3 > U Az

(DNA) ]

CF Carboxyfluorescein (/LR FT 7 /A LA V)

CHO chinese hamster ovary (cells) [(F ¥ A =— AL Z X —PRE (fifld) )

Crnax maximum drug concentration observed in plasma (Fxz = IfiL 5 H1 i )

CNS central nervous system (HAXAHEER)

CSF cerebrospinal fluid (4 #6i%)

CYP cytochrome P450 (F k7 = — A P450)

DDI drug-drug interaction (FE¥HHAAEH)

DLS dynamic light scattering (B Y #EL)

DMPC Dimyristoylphosphatidylcholine (I U A hA LR AT 7 F L2l V)

DRF dose range finding (H i &)

DSC differential scanning calorimetry (7= 727 A 2L & E)

E1245 glucuronic acid conjugate of SNAC (SNAC @ 7 /L7 v U i A1K)

E1246 glucuronic acid conjugate of E494 (E494 ® 7' )V 7 v TS 1K)

E1247 glucuronic acid conjugate of E506 (E506 ® 7 /L 7 1 A 4)

E494 SNAC B-oxidisation metabolite (2 carbon less) (SNAC @ B (L (2 RFETE

SV
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E506 SNAC B-oxidisation metabolite (4 carbon less) (SNAC @ B (L (4 fRFEHE
KA ]

D

*FAHE

ECG Electrocardiogram (/[>E&[X])

EDTA ethylenediaminetetraacetic acid (=5 L 27 X U UNEfER)

EFD embryo-foetal development (£ - o FdFE/E)

EM electron microscopy (7 1 PHfKE)

EPC egg phosphatidylcholine (JFEEAR A7 7 F2Lay )

ETC electron transport chain (& f-{mER)

F female (Hff)

FD4 fluorescein-labelled dextran (4 kDa) (7 /A L&A VIEH T XA N T (4
kDa) ]

FDA US Food and Drug Administration (K [E 8 5 7= &5 7))

GD gestation day (4F4% H)

GI gastrointestinal (VH/LA&)

GLDH glutamate dehydrogenase (27 /L% I RN KSERESR)

GLP good laboratory practice (I35 D22 M BET 2 FERR IR AR D 5 0> KL vE)

GLP-1 glucagon like peptide - 1 (7 /L1 T LR~ T'F K-1)

HEC-1B human endometrial cell-line (& k7= PEHERERE)

HEK293 human embryonic kidney 293 (cells) ([t R VEB g 293 (i) )

hERG human ether-a-go-go related gene (t I ether-a-go-go BHEE x5 1)

HSA human serum albumin (& MJE7 /L7 I V)

iv. intravenous  (i#ftJikN)

ICso inhibitory concentration (at which 50% inhibition is observed) [FHEJREE (50% D [H
ENHONDIRE) )

ICH International Conference on Harmonisation (H & EU [ 3 5 HLHI R A0 [E PR 258)

IS internal standard (PN ERARE7E)

ISR incurred sample re-analysis (FZ50EFD FE55347)

LC-MS/MS liquid chromatography tandem-mass spectrometry (k2 v~ ~27'5 7 ¢ — « X
v T DNEEGHTE)

LLOQ lower limit of quantification (& & FR)

BT RGBT LR i S R 2
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human astrocyte cell-line (t b~ ZHfark)

liquid scintillation counting (KT > F L —3 3 > 55

male (%)

mass to charge ratio (' &5 w7 k)

multidrug and toxin extrusion (1 or 2K) (ZH - wELAEWHEH (1 XX 2K) )
Ministry of Health, Labour and Welfare (Japan) (JE/E5781%)

micronucleated polychromatic erythrocytes (/MZ % 7% 2 YR I EK)
multiple reaction monitoring (ZHEXHE =4 U )

multidrug resistance-associated protein 2 (Al 4B & /X7 H 2)

maximum tolerated dose (i KIfit &)

molecular weight (471 &)

not applicable (%2472 1)

nicotinamide adenine dinucleotide phosphate (reduced form) (=25 > 7 I K77
=UVRIVAFRY g (R )

human gastric cell line (& ~ & Hifark)

nuclear magnetic resonance (F%fg 5 0E)

Novo Nordisk compound (/78 / VT 4 A 7 #-DLE)

No Observed Adverse Effect Level (74 &)

organic anion transporter (1 or 3) (A7 =4 F 7 AR —4%— (1 XiL3) ]

organic anion transporting polypeptide 1B (1 or 3) (AT =4 ik R U~ 7 F
K1B (1 1%3) ]

organic cation transporter (1 or2) (AN FA 2 F T o AR—%— (1 XE2) ]
organisation for Economic Co-operation and Development (% # {5/ BH 5 HA%)
peroral (f%11)

apparent permeability (5L7>F DOFiEARE)

rat peripheral blood mononuclear cells (7 kA AH i A% EK)

P-glycoprotein (multidrug resistance protein 1) [(P-§54 > /327 (ZAlfitE S > X7
1))

Pharmacokinetic (GEA#E)RE

pre- and postnatal development (HiA= /I & DN AER D36 A=)

quantitative whole body autoradiography (E&EIIEHA— T VAH 7T 7 1)

predicted ratio of a victim drug’s AUC in the presence and absence of an inhibitor (JH.

EROIFE T I OARTE FIZB T DA AAEH R D AUC O -FHlk)
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SD
SEM
SGF
SNAC
SPE
tin
TEER
TK
Tm

tl'l'lél.X

UGT
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blood-to-plasma concentration ratio (1L, M4 i B bE)
single dose (HL[[#25:)

standard error of the mean (- DIEHEFAE)

simulated human gastric fluid (Z&{Hlt k5 i#%)

salcaprozate sodium (YL 7w HF—KF K~ U 7 L)
solid-phase extraction ([EFHH#HH)

terminal plasma half-life (F&AFH F-JH)

trans-epithelial electrical resistance (% | Jz 55 HEHT)
toxicokinetic ( h ¥ aAFRT 1 7 )

transition temperature (fAF5IE )

time at which the highest drug concentration of drug in plasma occurs (f i IfiL 4 H
JE B )
UDP glucuronosyltransferases (UDP 7 /L7 11 L FElinfER%5R)
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A TaF—rF MU UL (SNAC) IFTHEIRINAITH D L& 2 v, Fhi L7z IEREIR F MR~
7 77 A13K[E FDA @ [Guidance for Industry - Nonclinical Studies for the Safety Evaluation of
Pharmaceutical Excipients' | (ZYE#LL TV | YEH A ¥ ATk h~O R 2 3FFT 5720 DH
K EU EF S HHFRFERSE ICH) M3 A R7 A ARSI TW D HERE R A pgI s L L <
W5, LIzh- T, FREIRFEMERER 7 1 7T M3 — i mtalbR, Bnm kiR, 23 AUJRPERRER, EJH
J A MR M OV de MR BR IS LV R S D (322.6.6.11-1) o S HICEMEERICEWTRRO b
Te@mMEIC DWW TR L, £ O ICEE L7 YERE 7 v 7 7 A V2 52T 2 — OB &K O
AH=XBRBRPERENTND (£26.6.11-2) . ZhsoxE:: -0 . I
- B Ot/ T R GBS TR )
FOARLITDOFE EWAT L CEESN TN D, LIZDi> T, FABHIHIOWTHEH L 7oA
PIFTE L. E 72 —H OB TIE SNACL BED Z OFRER L O R T b2 BR b F7ET 2.

(LLF. BE=Z LT R)

% 2.6.6.11-1 SNAC D JEERRE 4R
Study type and duration Route of Species GLP Study ID
administration Compliance
Single dose toxicity
Oral (gavage) Mouse/ICR No EMIS/R96007
Oral (gavage) Rat/Sprague Dawley No EMIS/R96009
Repeat dose toxicity
6 weeks Oral (gavage) Mouse/rasH2 Yes JLY0382
13 weeks Oral (gavage) Mouse/CD-1 Yes A16705
2 weeks Oral (gavage)  Rat/Sprague Dawley Yes WIL-315002
2 weeks Oral (gavage)  Rat/Sprague Dawley Yes WIL-315004
13 weeks Oral (gavage) Rat/Wistar Yes A62807
13 weeks Oral (gavage)  Rat/Sprague Dawley Yes WIL-315003
26 weeks Oral (gavage) Rat/ Sprague Dawley Yes JLY0278
52 weeks Oral (gavage)  Rat/Sprague Dawley Yes BNA00004
2 weeks Oral (gavage) Monkey/Rhesus Yes 3007-97
4 weeks Oral (gavage) Monkey/Cynomolgus Yes 694-95
13 weeks Oral (gavage) Monkey/Rhesus Yes 3060-98
16 weeks Oral (tablet)  Monkey/Cynomolgus Yes JLYO0387
39 weeks Oral (gavage) Monkey/Rhesus Yes BNA00003
Genotoxicity
Bacterial mutagenicity assay (Ames test) In vitro assay Not applicable Yes 0725-2140
Cultured human peripheral blood lymphocytes  In vitro assay Not applicable Yes 0545-3300
Induction of micronuclei in the bone marrow Oral (gavage) Mouse/CD-1 Yes 0374-1521
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Study type and duration Route of Species GLP Study ID
administration Compliance
Carcinogenicity
26 weeks Oral (gavage) Mouse/rasH2 Yes JLY0436
104 weeks Oral (gavage) Rat/Sprague Dawley Yes JLYO0366
Developmental and reproductive toxicity
11-day dose range finder Oral (gavage) Rat/Sprague Dawley Yes 805-002P
Effect on fertility and general reproduction Oral (gavage)  Rat/Sprague Dawley Yes 805-003
Embryo-foetal development Oral (gavage) Rat/Sprague Dawley Yes 805-002
Pre- and postnatal development Oral (gavage) Rat/Sprague Dawley Yes 805-004
12-day dose range finder Oral (gavage) Rabbit/New Zealand Yes 805-001P
White
Embryo-foetal development Oral (gavage) Rabbit/New Zealand Yes 805-001
White
Local tolerance
Stomach local tolerance Oral (gavage Dog/Beagle No JLY0558
and tablet)
Other
Immunotoxicity study Oral (gavage) Rat/Sprague Dawley Yes 523561
% 2.6.6.11-2 SNAC OFEM A h =X LHER
Study type and duration Route of Test system/species GLP Study ID
administration Compliance
In vitro
Effect on ATP and enzymes in mitochondria In vitro N/A No NN-2013-001
Effect on cellular respiration In vitro Multiple cell lines No 40919
Effect on cellular respiration In vitro C2C12 cells No 40926
Effect on cellular respiration In vitro Hepatocytes No 140912
Effect on cellular respiration In vitro C2C12 cells No 41003
Effect on cellular respiration In vitro C2C12 cells No 41010
In vivo
Toxicokinetics and tolerability study Oral (gavage) Mouse/CD-1 No JLYO0557
Mechanistic respiratory and cardiovascular Oral (gavage) Rat/Sprague Dawley No ONNCI11
study
Investigative single dose study Oral (gavage) Rat/Sprague Dawley Yes JLY0412
Investigative single dose study Intravenous  Rat/Sprague Dawley Yes JLY0413
Investigative single dose study Oral (gavage) Rat/Sprague Dawley No JLY 0468
Investigative single dose study Oral (gavage) Rat/Sprague Dawley No JLYO0517
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Study type and duration Route of Test system/species GLP Study ID
administration Compliance
13-week investigative repeat dose study Oral (gavage) Rat/Sprague Dawley No JLYO0532
Effect on ATP tissue concentration Oral (gavage) Rat/Sprague Dawley No I 40701
Effect on ATP tissue concentration Oral (gavage) Rat/Sprague Dawley No 1102

—E BRI~ v A, Ty RO AW TER L7z, SNAC O AJREPEFHIIEIC DWW T, AR
DOUMENIHTA KT A4 L KOICHSIBHA K74 LBV C2HEDITF >tz HAW D Z E iR s
WAHZ EMmB, 26 rasH2 N T AV ==y 7w 7 AR LK OV 2 M T v FakBrA e Lo,
FHERBRITT v b2, RPN (5) BB X 2OV CHER Lz, EEERigT v ROy
X CHEM LT, wEIZ, —HD A B = XL % in vitro X DN invivo T, FIZT7 v bEHWTE L
72o SNAC R OFEMRHWIL, b FE2EFLT X COBMREO MBEHIT/FTE LT,

TRTOBE T 5 HEERFEMRBRICB N T, HERKITBKORGRE Ch o NEE (po.) &L
72o SNACIE, #EL TR E L CEMICHRR NG Lz, L Ledi s, A XITkIT 2 BE 59 b
B RFTRIBERER L O =7 A P T D 16 B E G- E R cix, TIREEAI O WRINAIRLAR &
FAREDFLRR DR 2 5 LTz, TR TORAOFGHEBRICBWT, SNACIX 1 H 1[EFES L, 7 v hZ
B DDA T =X LR TIX, SNAC ZFIRNES LTz,

BEREM—BEERBREO—EHO A T = X LR X ax 317 0 7 A (TK) #Hliz A
7o T o WEO— BRI I D PIEER MR AU, L Tl i PR B BGER R (tna) (2XFL
TEL, WY T AW EB XN, DBRICER L7 A D =X LR BTk, ROFFME2RELSTH2 L
2L, EEDOIEMIZ SNACIRE T 1 7 7 A VOl #1T 572, & MZ 300 mg/ H % B 505 O &
ZRT HMREE R AR L. 2.6.6.11.9 THITR T,

SNAC D75 Z frat L 72 AR BE SR 2 M2.6.7.18 {18k~ T,

2.6.6.11.1.2 HERRUKEHR

SNAC O BRI, ST LT 75~500 mgkg/ HLL FOHAET, L TR TH 7=, kit
BRI ST oEWFEIC W T . BEIZ 500 mgkg/ B 2 2 5 FHEIZEHBW T, SNAC (%R
REZAE L OB & O EMENEO bivle, ZUOOFTAICE LT, A D =X LRERICBWTHRD LI
T AT R OEREE (CSF) W7 a—2ofE T, miEd %O CSF Lo E5- Il OV
ATP KT & OBEMNRO bivlc, T O O ISMEMERLEFEICREE ST 2 & E 2 b, B hTO
SNACHEE R L 0 1L D MICE W IRE & TR bz,
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2.6.6.11.1.2.1 —fs&=MH

RREAT T2 T N TCOEPHE (VA Ty b, UFFROHIL) IZBNT, SNACOEGIZEVH
TR R OBEC AL, T v MO AJEMERER 2 5 Lo bR I G- RIS & R &
(NOAEL) ##%iE L7z, A HIKVY NOAEL X7 v M AAJRME CTRRIE S 7z 75 mghkg/ H Th - 72,

BEL T, ECIEEAEOEEHRBIFHUNIZEED bitle, WTILOBWREIZIE W T HIELT DRIIC,
WEAR, BN GEEAHR, BERE. e O ONTIEEME, HERRIRER O O T 7 & O—fRIRIEZ
ERRETRR D AL, —EBOBMIILRIESET-, 2 oD REZE(LD 5 H—HOE bt T
&)of:o KRG FEERBRCIX, Ao NCEEORD GNRWHREIZBW T, BT L CRUBRIR

L CTHRMICERED biv, BRI ORI R OB INIEC RN & £ HEAIEGERD b o Tz,

b G EMERBR A E LT, —H L CEYO—RIRIEZ (L UTIE T O JRIK 2 K7 E AT RE 7R AR HERY 72 i
RAA T RSO B 2O IIG8 o Sl o 72, 72720, YL OmBRIZIS T 500 mg/kg/ H DL E
R LT ERTIER, —BRBEE L ORI DARMBEERIEIR LBl Sh 2 & 2 b ORIz
ITHEE T RURECEYE 5272, RiOX A IV TREREE XN, miEh v a—RREICE
L7z BIIRBD o oTz, —MIREZLIXTE A ER—IBETH 7203, Bz mL Ta D
&L AR KT T DIRERIT RN EB X D, ThbOMAE, Ty MBI DA =
R LRI B N T, MEF 7L a—ABENo TR 7 a— A E 5 OFITRD G- T &
—HT LD Tholz, FOMIZ—H LA RETMEE OZITRBD bR -7, 7y R T
ETNHYERAT 7 Z—B RN 70| NREDO LS, 77 ) JRECIKTFARD LN, 7
>y ROV IV OWFITEBNT, FREEOZEN (&b —BMERA NI N U ARED EA)
F OV EEOHIMEIN 235880 HAveny, BT 2B P LITER O b oz, ZhbDE
fhi&mc\%#%%FJ7Aﬂ%ﬁéht#%’ié%@&%i%hk°é%:\ﬁii®%Mﬁ
7 v N ROV T O— B AR Al L T — B L CGRO DN, WREERREN A L &
@%@Lf%%f\ﬁ%ﬁiﬁwt%z%hto

UEDZ EIZHEASNT, —#HOA D=L BREZFE L, —HORBE(L R O T OJRRE Z FEt LTz,
Invitro Tl&, SNAC B EIZEFRERDOESERIOMEZT LT, MIFFR A 5% L7z, Sprague
Dawley 2 7 v b & 7= in vivo BRBR TlX, SNAC 1 ZEM ORI 2 20812iEMA L LU, fif } OV CSE 1 od
TN a—AREART S, MR CSF HAMBIEE L EH I, DK OO ATP IREZ KT
B, ZHNOHOEMN, MIEMEEOREICL 528 O X VX —RZIZERK L, ERED
SNAC IZIRFE S EM A & LTEROFR TH D B 2 Btz SNAC TR bV AEREF O
[ZOWTIE, MIRERER I RIFET 2 (M4.23.7.7-B-1) 22RO L,
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) TR DAL —RIRREZE L DR BLIX, SNAC £ 5 EZICRO Hivd SNAC O FE TR & B
AFICHIBI L Tz, S HIT, —RIREE Wb@ﬁf&@ﬁrf& SNAC DI HEFREE & ORIZITBIEZR
BIEMERGEO bhve, LT, 7—ZIC kY, MAEFRED SNACIZ XV #FR &5 —eiRigZ ko
ROEERRERFTHD Z EBRENT, LEBR> T, Co ([CHES BB, RO A 2HE
KFDE MIBITD Y ZAZFHZEEI TH LD LEX OND, BERLOFEME 2.6.6.11.9 ITRT,

fhiame LT, B0 C RO eRIBZ bIL, 2R BRFTED = 3L X — R ZITE 2 Ml rE BH
DIRKTH D Z EBRH LN -T2, BWOI T, 300 mg (3~4 mg/kg) @ SNAC GO E K
DOUEFE R & i U TR VIR R, FRCE ORI T 2 B G OIEF IS m iR cA U
TV, ZOX 7m0 iETEE X, & M2 300mg SNAC S22 G- L CHEET L Z Lidhnz &
NG, B TRD BN LIIE MIBIT S SNACOERHICE LT, BRMZMEIC b2 0nEE X
bivd,

2.6.6.11.1.2.2 BEEERUIPARME

BEEMERBRICBUW T, SNAC D in vitro X1 in vivo TOBMGEMEBEMIIRD R0 o7, DA
JEMERERITZ T v PR U A2 HWTER LTz, WTHOREBRIZE N T, ¥ ATl 300 mgkg/ H %
T, 7 v FTIE500mgkg/H £ THEE L7722, SNAC OB AFEMEFHERIEITRO Siie o7,

2.6.6.11.1.2.3 HEFRAEHMN

Z v MR Y X &2 - EmE e A A EMERER A2 . SNAC HAID 1000 mg/kg/ H @ 1 H 5 C%Ejii
L& Z A, —B LU TEERERED LOEEW, B8 ORERD PO bivlc, Lie-> T, HEy
?® NOAEL T 1000 mg/kg/ H A Td o 72, SNAC (TR « JEVEFAITHELZ KT S 2o T2 &b,
IR - JEUED NOAEL 1% 1000 mg/kg/ H Tho7-, 7 v MTIIT 5 AR K CHAEZOFAIZRE T 5 5
WZBWT, FEPE K OV AR B H LN OSE T OEINNEED B2y, ZHUIRE om0 L
EZONT, ZTROHOREID . RRBRCTHAIR S L7- SNAC 1000 mg/kg/H O 1 &7 NOAEL & 1%
EZ OIS T,

2.6.6.11.1.2.4 BRI

LT SNAC % 39 TR O &5 L7e%Ea . XL 300 mg @ SNAC #5467 D8R % 16 Lﬁﬁ%‘kﬁf
L7 E 0TI T, AT HEEE r RO ENleh otz (HOFEMMHRA) .
PEJR TR ORETE BRI E LioA XEBRIZEBV T, SNAC §& & ONEANE H 12810 5 R ek fiﬂ%r
o lo, RIEEG—REERRICBW T, #5524 RKEZICEENE L7 v NOE +
MBIIER CHoTz, L LARND, 7 v M SNACIRIR &2 ifilf 045 (900 mgkg/H) L., #5%
20~60 SN ZHIIE Lo & 2 A, B T+ ZfRIBICRAMEOREEALD RO bl &5% 24 IF
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RHNIZAT AN A B o 72 Z L%, B OO & O BRI O 32 72 [l M 2 B LTV b
NAFEMERBROFE RS, B+ BB AN mkAEO B LITEEMRE 2 6726 SR2nZ &
RE T,

2.6.6.11.1.3 BRI ZDEIR

AFEMRBROME L (M2.6.6) KLOMEER (M2.6.7) 17T T_XTORBRTIL., SNACEEHIZL D
BN ST EZONDHEB O EZ, EEELTZ, &EICHEE L2 Lot TRIZHEE LRy
RO | EIIHBRE L Ll U CHERFRIIAE EZENH D & Lz, M2.6.7 CIIHEHFIIABEZENA LN E
nTn5

AETRV, BEFOER OV UIFIEFHBEO 2V (R L LTHER) L& bhiZiic
BILC, ABE L TIES, COMTRD b D E V- MR 2 120 L2 VAR S 5,
FEAHTIM2.6.7 BB OZ L,

TRCOEEREERBITBATONA RTA AL L TEME L7722 LD, G OFEEEH
[ZOWTIABEE CIENR TR ICE D 5 Z & & 95, REOMRNEE CTRWRYRBRT VA o0
FEAIIIRCHEL L 22V, R 0 IZHREBRT A ORI BB 2 36MIE, (BB OB S E A2 ST
L2l BRBOWAEAr Va—b, —RBIEA7 Y 2— LONTK B OB ST, BRI O HT
ROZERZHMTL0IHHATHL 2 0D, VEIDS U CEMZ R~

—io e cik, SNAC S B - L7 K (NNC0113-0217)
Loy X I - 5 = iu7-, SNAC Rl AR
REINTZRBRILEIC, SNAC B2 &G L- 2 UL LORBRTH 5, fham & L CEIMOE # & OESE 7

HERBFONDHEEITIL. SNAC O 1 HEREO A, XUE SNAC & B2k ORIREEE G2 3% 72
R b AMEEITR L, SNAC OIRER L MR O I A AN D Z & L35, SNAC HAIRED T —
2 DFHHER L TNDRBOMORE Ry & ORIRE G2 5Te) OF —% %, AEMKIGME, KO
5L OB #EMEORHEICHE AT 5550 H 5,

SNAC T EICIE ARG Lc, ZHITRIKRE R CRGRETH D, FHITREDRWIEE . iR 2wl
PG UTc, R SV BET TR (A Aok FERUK, UTEFAK) Thovz, oo
B2 AW B TR B B I REal T 2, RHRFEIZIE SNAC &G L b o &R CintiEa &5 LTz,
FEF 2% OG- U 7o B SU TR i B L 72 3BRIC DWW TR, I/ SERI DR BT,

TRTCOEELEHREBRICE T, BEOMER., TKAHME & & HICRFITRE ST 2 £ Lz, —i
DOFRERTIL. — RO % FRENY O M EFEHI I E FTRE 72 R O SNAC M S iviz, 026, Bt
PELD IR in vivo 5% T 2 AIREMEIZAR D>, T TK 3 & ONRER S A BT 22 Eflim DT
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Hivlc, TK % 32 L7 Ky OFBRIZ W T, FIEECEHRIUR I3 5% 10 o~1 R ThH Y, v 7
AROPT v F T tmx DETH o722 EBRRICHA LN E o7z, TK RBIOBRBE R IX R 2R ORHIC
HETHDLZ LD, BREESITRBR S L ICEEH L, BROBETHLERT D, TOMO TKIZBT 51
WX, FMEOEZRNH D EEZOLNDIFTAIC OV TORAEELIZED D, SNAC O TK OFEIZ DOV
TiE, M2.6.7.18 gk, M 2.6.4.10 {18k XM 2.6.5.16 fTEk 2SO Z &

wMERRER O I L CTRARMEIC RS @R U7z, HERIREIEIIAE R —HREE L O T
& LT, RRANEARRBR OB R,

2.6.6.11.2 HEE5HMHHAR

SNAC OEMEEMEIL, 2FOEBWFE TH L~V AKRTDT v b a AW EER O E5EERRIC BV T
I L7z, ~ U RZLARTOFER T SNAC 12K L CRAF R ERMNREI, SNAC OG- &R D722
EMBBIRLT, 7y MIL CHEERBRCEA S THY . HllYRIC LRI WD Z Lh
HIER U7z, RSB OME % % 2.6.6.11-3 IZ-7,

#266.11-3 HAEKESHHRBROME

Species Administration Nominal dose levels Observed Approximate lethal dose Study ID
route (mg/kg) maximum non- (mg/kg)
lethal dose (mg/kg)
Mouse Oral 0, 1000, 1500, 2000 1500 2000 EMIS/R96007
Rat Oral 0, 1000, 1500, 1000 1500 EMIS/R96009
2000, 3000

26.6.11.21 XDRIZHITHEERE SRR
26.6.11.21.1 IVRITHTHEEROKSHEHER (M2.6.7.18 {8k, 2.6.7.18.5. EMIS/R96007)

AFRBR O BIX, ICR &2~ 7 AT SNAC % Hi[AI5HH|#E O &% 5RO 2t mE 25 i+ 25 2 L Th o7,
BHRE, SEHEOHER O E 5 2.6.6.11-4 17T, ~ U AFRGREH 4 B Lz, EH L2
I 25% viv 7 a B L 7 ) a— LKIRIR CTd o 7,
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#®266.11-4 IVRHTLHEEROKREEMHER (EMIS/R96007)
Treatment Nominal dose (mg/kg) Number of animals
Males Females
Control (vehicle) 0 5 5
SNAC 1000 5 5
SNAC 1500 5 5
SNAC 2000 5 5

BN D AEFE K O BIRREBIZE, &5 BT 5% 15, 30, 45, 6074, ZDO®%KIIEG% 4R E T
3053 Z & IZATV, t&IZ 1 H 219 14 EIF'ﬂﬁof:o KEITHBR 1 B OBRGRT L 15 B OHRANIHIE L
720 TRTOFIZEBNTE 15 HIZHI 2 Fh L7,

e 5-4% 60 /712, 2000 mg/kg £ 5-BEOME 3 GO N R R Sz, 205 H 201X 45 3k OEIECrg
IRIRREZ 2 U7c, #&5-# 90 %) 2000 mg/kg B G- HEDME 1 BIAEIRIRAERZ = U, & 5-1% 4 e O 22/
FETRFRUCIEE 3 F AL S 4172, 1500 mg/kg FE Tl ZETITRD bR o725 BE 161235 90 73 K}
120 0 DBERICB W THEEFHRIETH o 72, MBI 5% 4 REE OBEIRERIK TRESCIXEIE LT
7o FRIZBWTHEHNZALITRD T, SERITFFE TE e o Tz,

ftiam & LTy SNAC & ICR B2~ 7 AIZHEIR A5 Lz & TR O b Nk RIEBFEEIT, — IR
AEZEAL D B3R BAUT- 1500 mg/kg T 1, KM O EIE B3 2000 mg/kg T -7, 1000 mg/kg TILH
BTN T,

26.6.11.22 S v MIHITHEEREEEHER
26.6.11.221 Sv MIBTLHEEROKSHEHE (M2.6.7.18 {8k, 2.6.7.18.5. EMIS/R96009)

AGRER O B IZ, Sprague Dawley 52 7 v b2 SNAC % HL[BIGHH|FE O 8 5RO 2MEm 2 5425 2
EThote, B, SHORAELROEMIE £ 2.6.6.11-5127F, 7 v MIZEGAT—BE (§) 18~24
HERD) el U7z, i LT 25% viv 7 e L o 7 ) a— L KIS T - 17,
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#£26.6.11-5 Sy MIHITHEmMBEOKRESFMHAER (EMIS/R6009)
Treatment Nominal dose (mg/kg) Number of animals

Males Females

Control (vehicle) 0 5 5

SNAC 1000 5 5

SNAC 1500 5 5

SNAC 2000 5 5

SNAC 3000 5 5

W D EFE I O —RREDOBIERIX, &5 BTG4 15, 30, 45, 6074y, ZD%kIiIH 5% 4 Fefif £
T30 T L 12fTuy, VIRRIZ 1 B 205 13 HE T 72, KEITFE | HORSRTLOE 15 B OFRETIH|
E LTz, &ALz TRl 2 Fhe LT,

3000 mg/kg #E TILT X TOBE I FE G EHZITEIRRAE S 720 | 30 53 LANIZSET L7z, 2000 mg/kg T
L. HE 3 M OMEA 5 DN G145 1 ~4 IeRILINIZAE T LTe, 1500mg/kg£$f VI 1 B, 2 A 2~4
RFFEILANIZAE T L7e, 2 HEREOWT s (2000 & TN 1500 mg/kg/ H) . —MCIREEZE L & L CiftiE, X
FHET, BB, TEEME T, BiR, SO B vz, 2000 mg/kg BE CTHAALF L7 7 2 Bl
—ORREZAGITFR D DR o 1273 1500mg/kgﬁ$®$f@]%“( (X ERCo— IR AE zzq‘lzrbwﬂ#ﬁaﬁméﬁ
LZRFE A BT, 1000 mg/kg BE TIE—BARIEZALITRO b -T2,

2000 mg/kg GBI T, ol L CTREGICHEET LA L LTEA LN b DI, B AT/
I OIREAL, RIAE, UTEIERE Th -T2, L L7 b, JRITEFE TE > 72, 1000 mgkg O
W 3 Bl S BRI O Fth Th 55 14 BIT/MBORIEN I~ BT, 2D OB Tl SNAC HE#
D14 A% THY | &5 LBET L REMIEVWEE X b,

ftiom & L C. SNAC % Sprague Dawley 2 7 v NI AR 5 GRFZERD B L7z e RIFEBFERIT 1000
mg/kg, I DO ESEE (T 1500 mg/kg TH -7,

2.6.6.11.3 REESSMHHR

KRG Be G EMERERIL, A RGHERE (DRF) R, v~V A, 7y NP VERAWEEER 2, 4 K%

O 13 ARRER. 7 > MMIBT 5 26 L O 52 AREEER, iz 2 39 BB TRk sz, b
DFRERIT SNAC O — R FENE DRI i Sz, & 512, SNAC 2| & Ui L7l
I - N > D, VSIS B 16 T EER S Fhi ST
W5, ARREBRTIE, ERRRA & RIBROEEAIZ AV, SNAC OADOREZRIT TR SN2 &b, AR
BR b ARTEICEH L. SNAC O JRETEARIEE MY 5.,
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AR OB E A2 £ 2.6.6.11-6 1T T,
#*26.6.11-6 SNAC OREHRSHBORE
Species Duration Nominal dose levels NOAEL Effect(s) defining NOAEL Study ID
(mg/kg/day) (mg/kg/day)
Mouse 13 weeks 0, 150, 500, 500 Excessive mortality at A16705
1500/10002 1500/1000 mg/kg/day
Rat 2 weeks 0, 500, 750 1000 1000 No treatment related adverse WIL-315004
changes
Rat 13 weeks 0, 2000 Not Excessive mortality at 2000 WIL-315003
established mg/kg/day
Rat 13 weeks 0, 100, 500, 1000 500 One potential treatment A62807
related death at 1000
mg/kg/day
Rat 26 weeks 0, 90, 300, 900 90 Mortality at 300 and 900 JLY0278
mg/kg/day
Rat 52 weeks 0, 150°, 250, 500, 500 Mortality at 750 and 900 BNA00004
7500, 900 mg/kg/day
Monkey 2 weeks 0, 1000, 1000°, Not Mortality and adverse 3007-97
1500, 1500°, 2500, established clinical signs at 1000
2500P mg/kg/day and above
Monkey 4 weeks Part 1: 0, 800, Not Mortality at 1200 mg/kg/day 694-95 Part 1
1200°, 1800° established and above, and adverse 694-95 Part 2
Part 2: 0, 1800 clinical signs at all dose
levels
Monkey 13 weeks 0, 1800 Not Adverse clinical signs at all 3060-98
established dose levels
Monkey 16 weeks 0, ~100° ~100 No adverse findings JLY0387
Monkey 39 weeks 0, 1500, 200, 300, 300 Adverse clinical signs at 500 BNAO00003
500°, 600 and 600 mg/kg/day

a: 1500 mg/kg/day was dosed on day 1 and 2, but due to excessive mortality, treatment was discontinued and re-commenced on day 5
at 1000 mg/kg which continued until the animals were terminated prematurely on day 9

b: This SNAC dose was administered together with [l mg/kg/day of ]

c: Administered as tablets of 300 mg/animal

2.6.6.11.3.1 YO RIZHITHEHER

2.6.6.11.3.1.1 ¥ XIZHIT%S DRF#HEX (M 2.6.7.18 f+§k. 2.6.7.18.6, JLY0382)

ADRFEREO BT, rasH2 T L AV == v 7 <7 R BT 5 26 BN AEMREROH &4 8T
T 5728, rasH2 B4R~ 7 2|2 1 H 1[8] 6 HBE5EHIRE 0 &% 58D SNAC O K&, #EE O TK &
PHlid 52 & Thote, BER., SHOHEL OB Z 2 2.6.6.11-7 1277,
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&26.6.11-7 <TIRITHITH#EO DRF &HER (JLY0382)
Group Treatment Nominal dose Number of animals
(mg/kg/day) Main study Satellite study
Males Females Males Females
1 Control (Vehicle) 0 10 10 6 6
2 SNAC 500 10 10 18 18
3 SNAC 750 10 10 18 18
4 SNAC 1000 10 10 18 18
5 SNAC 150 10 10 18 18

a: Group 5 commencement of treatment 2 weeks after first groups. Dose level adjusted due to mortality on day 9.

LUF ORI H 2 452 5-391 ] o ST TIRFICREAMG L7z« A —fRRiE (RS-, 77— DITIm 38,
FHEOB G TRy, B G% 1~2 K%, 450 O TR | RE, BEE, miKFma, TK (R5Al
KOBGH% 155y, 1, 3, 7. 2405[]) | flds i, PARAREL A K OV BRERE 7RO AR,

SNAC 150 i 500 mg/kg/ A £ 5-FE DA LK O TENC 1T 5- O BT O Hivie > 72, 750 mg/kg/
HCIZ 360 (859 HICHE LB, 5524 B KON 40 HICHE 1 F190) 23T LTz, HEZIHREME T K& ORI IR
A2 L, FETRNTIIAREEB KL O N . 5Tz, HEIZ DWW TSR T O3 RLLIRTZER D Hivle —fi%
NS Eﬁiﬁﬁéhﬁ#otoNMmy@HﬁTi%Iﬁ&U%IWﬂ%IH@&@&lﬁ%uwl
L7, o HE3 I ROME 3 BN 3 B O£ 1 RFLINIZSEL L= 2 & 225, 1000 mg/kg/ B 1
Wﬁmiéﬁszékﬂmb WVHBEOBWM G 28 3 HICZEICME Uiz, HEMK T, FIRES,
SEEL BEREN S ASHLRI R R R S O — R RE 2R kI %oﬁvwmmmygaﬁmﬁﬁ b S1ANEN
FECEMIZ T <L 5 3 B OLREBEALE £ T LB LD bz,

750 mg/kg/ HHETIE, s REHE & bhiig L€, fECIREH NG O 237 540, 1000 mg/kg/ HEE Tl 3
A N MERE DO S IR DR E DS LTz, BEFEICRIETREITRD b rr o7,

MEFHIRAE TlE~N~ b7 U v b, ~NEZ 1 B URE R OYRMEREOEIE D _EHH 500 & O 750
mg/kg/ H DHERE T B v, [FEROMR 235 3 H D 1000 mg/kg/ H DREIZFRD b7z,

MR D AR B B OIS 500 mg/kg/ H # 5 REDOME KX O 750 mg/kg/ P G- REOMEREIZZRO B2, %F
L OZEBRITDOTNTHY, BT 2B TR B B o7,

TR R OV BEAR AR 2 ORI Tl DM SNAC e 5 L BT 2 LB 2 DDA RS e o
7o g 76@%@@»%%@@%%@%%@7wmyga&5ﬁ®%lmﬁmmlm_;w%n
Too ZOPRTRITRBRIEEE D rasH2 ~ 7 ADOE 2T — X ZIFRO LT, rasH2 h TV AV z=v /<D

AT VRIEX IR A 26 W&%ﬁ@§%%$$®#@riﬁ ICBWTHIESTOLARN, L Lan
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5. BARFAEVEDOIRIEIFA{LIL, rasH2 = 7 AD TR T 5 BALB 2~ 7 A Tl HE iR H LD AT
Th 5B,

FER L L CL BRI rasH2 ~ 7 A2 SNAC 750 3I% 1000 mg/kg/ H 2 O #e 5 L7k R, 2o
DT TRINTEL DT, RKMEZBEZ Tz, PIARA K OV BRSO R CIRSER & ORIl
ROWT NG RE SR o 72, 150 XU 500 mg/kg/ B D% 5-TiE, TMEFRMICEFRO H 5 HEBITRD
OIS T2Z &G AR TR SN2 KM &l 500 mgkg/H Th o7,

2.6.6.11.3.1.2 YO RIZHITS 13 BFEFEASMHHER (M2.6.7.18 {1+, 2.6.7.18.7.A, A16705)

AREERDO HEIE, CD-1%~ 7 AIZSNAC & 1 B 18] 13 3 [ 5RH#E 0 3 5-RF O3 & OV TK % 7P 3
HZEThoto, BERE, SEEOHER I E L 2.6.6.11-8 12777,

#&26.6.11-8 TORIZHEITH 13 AREOFMHER (A16705)

Group Treatment Nominal dose Number of animals
(mg/kg/day) Main study Satellite study”
Males Females Males Females
1 Control (Vehicle) 0 10 10 12 12
2 SNAC 150 10 10 12 12
3 SNAC 500° 10 10 12 12
4 SNAC 1500/1000¢ 10 10 12 12

a: For clinical chemistry, urinalysis and toxicokinetics

b: Due to technical problems, this group received only 75% of the nominal dose for 3 weeks (approx. week 3-5)
c¢: 1500 mg/kg/day was dosed on day 1 and 2, but due to excessive mortality, treatment was discontinued and re-
commenced on day 5 at 1000 mg/kg which continued until the animals were terminated prematurely on day 9.

LUF OFHAGEE B 2 ¢ 550 303 TRFICEM L7z - B, —fReiRigglisz (1 R 1 EI&ONHE 1 |0
filiz) | RE, EHEE, IRFFPRE, MEErRE, mRA(EFrma, RRg, TK 5% 1, 3
7RO 24 ) L DA E A, PIARAOPERRR A K OV B RO R AL,

& 1500 mg/kg/ H 28¢5 Uiz~ o ADHE 6 HlJ OMfE 10 5123, 25 1 H ROV 2 HIZAET L=, #EL T,
EHAEFEOBERFNIYEEDOEINDN A DT, MEITIT—BIREBEITERD b ied o T, FETIER
IZZ <AL LD, YIS 3 H L4 BITIREE L, 25 5 HLRRIC B G- &% 1000 mg/kg/H (2
W Lz, LD, FEURIEARE LTEL, 7 AR08 HITITHE 4 5] K OME 3 FI3%ELT L,
B2 — R BEZE(LITRRD B o1z, LI - T, SO AFEMIE, MR & OV
WAL FAIR A AN 2 BRI U722, 35 9 AICLAEALE U TR 2 i L7z, & &= RE Tl 23/44
Bl (K101, HE 13 41) 2B Lic, S 6I, L R SR & O REEOHE 1 5] & OME 1 BI23%E 1 L7z
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D, WTNHMBIEHTHY . SNAC & ORIEMEITRWEEX bive, AR TRD bNTmWIETE
([ZOWT, ARREERIAT R & OBEMEIIFR O b e o7,

BEEEICKITTH O EBITRO LN T2 b 0D, SmHERE CIIthoRE ’ttf<7f?§ﬁﬂﬁﬁa)%§
FEEOEERENKE S, BEEOEMLEL LA LNz, L UEEL TEREICKIE TG OREI T
O BRI,

BRRA T, BEOCTHETCORGOFBIIRINEho72, 9 BICRESENE L&A
BECIE, ZESSEAERT O M FIIRE BT, T —4 & il U CieE ~ a7 R I R E B
DIET RIEE, ~E7 by KON~ b7 Uy b)) KOFERHRER AR M ERE O O HE AR S
Nz, FEHRT—ZLHERLT, ZROOEWIIIVa—R, ZLT7F=RKORMY 70k N
FEERBEEIZE <, BV A E U RORY VR RENREE Ko7z, XDIT, BE AT ADRY
(FrV WA&UL]’L@@%W@{RT RONNCA Y UL KRN OO 882 iz, L
LEIHICBITAHERT—ZIIGoNTE LT, S~RBEHOBMN LGNS RT—FDHTHD
_&#5\m%gﬁ®ﬁx@§7~&®%ﬁ_iga%£¢50

figies B 5Tl 500 mg/kg/ H B G5-REDOMEIZ B H EOREOHEMAFEO Hiv (X EEDO AR AR
ZHY) | HECH RO N R ST,

B AR RS TlE. 1500/1000 mg/kg/ H B G- REDIEIZIBN T, OVEAMENFZ Y 22— OFEBIHA
FEDRSTHRBEIC LR THOTNEN o 722, ZIUISRBEOEDIREEDEALIZ L 5D EEX b,

ftiam & LT, CD-1 /2~ 7 AT SNAC Z 13 HREFE D% 5- L72fEHR. 1500/1000 mg/kg/ H 23517 2 it
RIET, KOEEOBRRATAGE B O L B EEOBMATRD Hiviz, JHEHER IR A LR
RBREIZBWTC, SERERFETHZEIETE o7, BHETRHCRRO N2 b, HH=E
T 5 500 mg/kg/ H 728 NOAEL & & 2 b7,

2.6.6.11.3.2 S v MIHITHEER
2.6.6.11.3.21 v MZHIT5 DRFHER (M2.6.7.18 {+#k. 2.6.7.18.6. WIL-315002)

7% DRF 352 H #11%, Sprague Dawley %7 » 2 SNAC Z 5, i IGNNNCG - > -
F5-C 1A 18] 2 8 MRS O #GREO ARG U, SR oo B2 e F MR I s 5 i ) 72 H St
ERETDHZETHoT-, RETIE, MBEEL SNAC BAIZ G LT 4BEDOT — 2 DHhZnd, &5
B BHEOHELCEME A 2.6.6.11-9 1277,
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#&26.6.11-9 S MIHITSH#ED DRFHER (WIL-315002)
Group Treatment Nominal dose Number of animals
(mg/kg/day)
Males Females
1 Control (Vehicle) 0 5 5
2 SNAC 1000 5 5
3 SNAC 1667 5 5
4 SNAC 2334 5 5
5 SNAC 3000 5 5

LUF ORFAGE B 2 G- B30I 7RISR L7z - A —eiRieiigE (RGie, 50 1§
[t KOGEMZoRAEE 1 [B) | EiE, (RE, MRPORE, MRAEI P, WIRAIRERA,
s e A (I, "B VTR

2334 J Y 3000 mg/kg/ HIZEWNT, SREME 1B L OME 2 B2 Lz, JE2 BIOFRKRITNThbis%
5 HRERFOER (BEZL) Tholo, MHIXZNZENE2, 12, BEPI3HIET LI, ZbD
MED 5 B 1 HNTIE, FETHFA S ICATH OG5 | ISR TR bz, £ Tk
TRTOBEGHITHWCEH 1 HLR, Ry, 2o ICaEn (RbBE) © . AR O
TR TEAE DTS DAL, 1667 mgkg/ HLAETIET vV EORBEBEN EH L, Zhbo—
FRORREZALIT B 5 1 RERI A IS e BAEE LTz, MEDSE B SRR L=2, SERIIARHTH 70, Ffefif
HIRFE AL L7283 52 BE L - WIRMZLIZRE O Bz oo T2,

i HE T 5 3000 mg/kg/ H ORETIXE 1EIC, REFMIH] L OCEEE R DA T, [FEROMEm
DN 2 8 D[R A &UQB4&OMWmM@BH(¢§ﬁM@A) IhH b, ruT ) URE
KF, £/o, ZOZEEZXBLET AT IV /a7 ) o B B R EREOK T 1667
mg/kg/ B LL_EDOMERETIRD 7=, 3000 mg/kg/ B DM TIIHE IR O OIR T AB S, 7R
OHELFITIET VA YR AT 7 Z —BIEMERBEIC BH LT,

fifess B IS OV TR, 1667 mg/kg/ H LA THF R OV E S AME AN L, 312 3000 mg/kg/ H THEFHFET
HREENBEOD LT,

ftim & LC. Sprague Dawley 52 7 » K2 SNAC % 2334 K O 3000 mg/kg/ H O & C 2 BME OS5 L
TRER, TNODOHBETHENBE L ENDRRMEEZB LA T\, REET, 72500 ;5$f71_
(RbBIE) | B, AL ORI DN TR AT EME SO —BIRBE N 2R 5 HIZRD
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NN, 2 b0 RIZLIEORERICB T 2 EUHEOR G2 B ET HHABICITRb2WnWEE X6
7=,
26.6.11.3.22 v MIHITH 2 BAMBOSZHEHAER (M2.6.7.18 {18k, 2.6.7.18.7.B. WIL-315004)

ARBROBRIZ, 2252 TR B&UC) THRIESNT SNAC % Sprague Dawley %7~ MMZ 1 H 1
] 2 R ARG RE O, TN ENO@MELZRHME LIkEkd 52 L Th o7, &G, SHEOMEK
OB 3% 2.6.6.11-10 127~

#&26.6.11-10 S v MIHITS 2 BEZEOFMERAR (WIL-315004)

Group Treatment Process Nominal dose Number of animals
(mg/kg/day)
Males Females
1 Control (Vehicle) N/A 0 20 20
2 SNAC B 500 10 10
3 SNAC B 750 10 10
4 SNAC B 1000 10 10
5 SNAC C 500 10 10
6 SNAC C 750 10 10
7 SNAC C 1000 10 10

LT OFHIE B 2 F G-I T SUTHE TRHICEHIE L7z - A, —olRiegls (bGhr, &54% 1k
A, MONE 1 [ OFEMZR A | AE, BEE, IRBRE, iRkt migE e rm,
s e i, PIRAR B A e O BEREL AR PR AL

KL< —RIRIEZ ITEB O b vy, (KE, SR, BARRE, IRFPIOBRA SIS EE
(CHR G BEIE L 72 B3R B R o Tz,

SR B AL & U C IR BRI TR OIS 22 4 ERIZ T2, SNAC DM & T 1 XL 2 il
RO HINTEN, FHEOEEMIIARATH 72, S Aid, BEAEE R OCEEENMENZ Enb,
FMEFHERIIWVWEEZ BN,

fEEmE LT, B2 2T/ BAOC) THREESNZ SNACIZ X BB ITZRD LN oT-, L
7223 Tl TF#& & ¢ NOAEL /% 1000 mg/kg/H & L7z,
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26.6.11.3.23 v MIHITH 13 AMBEOSMHHER (M2.6.7.18 {8k, 2.6.7.18.7.C. WIL-315003)

ARERD AL, Sprague Dawley %7 » 2 SNAC Z A, NN © R85 1 1A
13 B FEHER QR EREOFEEZ N5 2 & TH o7, ARETIIRIRRE, O SNAC HARGHED T —
Y DhETT, B, SHEOHER OB A 3 2.6.6.11-11 TR 7,

#266.11-11 v kIHIT5 13 BEAZEOSMESAR (WIL-315003)

Group Treatment Nominal dose Number of animals
(mg/kg/day)
Males Females
1 Control (Vehicle) 0 20 20
5 SNAC*? 2000 20 20

a: Due to the increased mortality in the SNAC treated group, all surviving females were terminated in week 10 in order
to obtain timely necropsy and histopathological evaluation of tissues

KB CIIHGHEZFEOHE LTWe, ITOMETIE, HEERZHEL, #GEHEZFH1HEL
TR & — S H 7,

LUF ORFAREE B 2 #5310 303 TRFISEHE L7z - ZEFEBR O —feiRielle (G, &5 1
RFfA], M ONE 1 B OFFMamd) | E, SR, IRFFEIORA, RFromA, kA brrmd,
s B, PAIRADY BELRR A M OV BEAR R S OB AL

SNAC # 5 HETIEF IS < DI D580 Hav, M4 51 L O 10 I WFH BT AR R S, #E 1
BNLER 74 FICZESE S H T, FECITRERAIC TR 28 L CEORMICROD TR Y . #lES
BRICHRAIOFTHINFE R STz, WEE PR E CIIER 2 FE TE R oTe, ZTRLHDOEMWD S
HEFNZIZ, SEC A OGRS 1 RERIZICIEBIMEIR T, BB OMRD & O 505 o — ik ik g
AR Bz, BEL T, SNAC 5 L8 Tk, ST AEF, 7, KOZEommoEhr (&
(ZEEH 72 & ONT AR A B OV P PR AL Bl 2R aEek) - oD Hiz M ST 0D 38 8 S 3R G L 0D 38 BUAF FEE 73
. ZAUTRKRBE E TCAGFE LB THLRR T -7, S 61T, Bl Cidf&s 1 FriRIcT v &
IENRD BT,

EEENE (B2 Thh, LT LLMAFENAEENROD LN DT Tldehnotz) 1%, %t
FERE & L U CRe CHREE 22 M m) 23 A S U722 ECIaR BE 22 s8I ) 23 A S 7=, 28 b hS e
T—EHLRWZ &b, BELOEMIIRALEZ B,

M A IR A TlE SNAC B EREDHEC IS T 27 VB VR AT 7 2 —BOBED EHPZRD B
Teo 707V AREOIKT 2 /7 EORT RO A/G H EFNEITHECRD B3, [Fkk
OHEIFHET OO T, EBIT, JRFEMOHEHRRE O T DSMERELIZZRD HATZA W DR
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IZBWTHHEIPIAEZEITRO Lo To, Z0b OZLOIRR YR R OmtE P ERII AP T
o,

H?)SZU“WE% T SNAC & G-EW THIAN L7225, B U 72y B 0 28 (ki3 70 < O RT3tk o
HERIIAATL S,

B O PR AR A BT, IR & el U OIS o hERIR B O BE R R (B & BT
~) RO E B g OB 7 L ROBTE R O EMEE O F-28 SNAC B ERECERD b, ZOFED
AL SNAC DJRFHERIC L Db D &E 2 bile, I 612, TRIKATEEMILOZEN{EAY SNAC % & 5-
L7-HECRD HIEZA, METITER® bl 72, SNAC Z# 5 L7t 1 IR IREE DR 2 S5 0378
Do, AFTROBEFHERIIAHATH L2, URRICER LT v MBI 5 B3t ClIlEkR

DEALDRBD B2 o772, SNAC 5 ITBES 2 AlRBtEI IRV E B 2 Hivd,

fam & LT, 2000 mg/kg/ H CHLEDFRD Lz Z b, NOAEL [ IFFE TE o7z,

26.6.11.324 Jv MIEITS 13 EMZEAFMEHER (M2.6.7.18 1§k, 2.6.7.18.7.D, A62807)

ARFRER D BA9IE, Wistar 527 > 2 SNAC Z 5, OG- 75555 C 18 1 1358
R D GRFO B LT 5 2 & Th o7z, RETIE, HEELK D SNAC DAL #H LTz 3
DT —H &y, W, SHOHEROBIWE % £ 2.6.6.11-12 12777, mMHETH 5 1000 mg/ke/ H
DKM &E & 725 &Pl T,

& 26.6.11-12 J v MIHBITS 13 BEZEOFERER (A62807)

Group Treatment Nominal dose Number of animals
(mg/kg/day)
Main study Satellite study
Males Females Males Females
1 Control (Vehicle) 0 10 10 5 5
5 SNAC 100 10 10 5 5
6 SNAC 500 10 10 5 5
7 SNAC 1000 10 10 5 5

LUT OFHALIE B 2 #5010 B 303 TRFICRHE L7z« B —MRIRIEBIZR (1 R 11, R OGEHEZR
—feREERA A 1 [B) | RE, BEFE, BREERRE, Mk ermRE, kA e, R,
TK ($c54% 30757, 1. 3, 7 KON 24 W) | Das A, AHRAGH LR A M OYR B RO AL
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SNAC O & TH 5 1000 mgkg/ HIZIWT, 2HNTHT %A Uiz, BE1FNE, &G (BRiER
%)ﬁﬁ;éﬂttb%ﬂﬁ’ﬁ%%éﬁﬁ@1W®Mi%%ﬁ HARFEARNCIET L=, Z O

DO OSNT-FTRITIRER RO TH o7~ LN -> T, ZOHEOIT: & SNAC 5 & OB L8
ﬂ{@%@bx

BRI A IZ BV TR IMER A, MRARMEREL, U o SERE, RONEMEALE Sy b o R T 2 F
RO LEH, Z7va—x Jv7F= KLU AECDORT, TRV TLAKROA Y U AER, 7
NT I/ r7aT7 ) s ERERREO LN, 26 OB LITEMOUIRETH Y . FIZ 1000 mg/kg/ H
IZBW TR bz, ZEORREN/ NSV D & R OYR BRI AL & O BEMENTRD Hin 2 &
NH, I OBRBREFZNEIT, WIhbAEETERWEEZ LR,

B OV B OHIMNAY 1000 mg/kg/ H D7 5 ONZ 500 K2 O 1000 mg/kg/ H OREIZFRD S L7223, 1000
mg/kg/ H ORED I EARXHEICHF FNA B EIT A DN o 7o, Ilas EREICKIFTHEITRMTH Y |
KT D IREAE AT R L A SN oTzi2d, AETIERWEEZ LT,

ftiam & LT, 1000 mg/kg/ H THE 1 BB L, #&5 & OBEMENRTE TE RNl &b,
NOAEL [ HETH 5 500 mg/kg/ H & ¥ L7z,

2.6.6.11.3.25 T v 26 AMBEOZHHBRR Y 4 BAFEERIER (M2.6.7.18 {18, 2.6.7.18.7.E.
JLY0278)

AR O B, Sprague Dawley 27 v MIE~ 7 /VF KEONSNAC % 1 H 1 [8] 26 ¥ 5@ HI#E 1 $
HREDOFMER N TK 23425 2 & TH o7, SNAC T~ /LT L DR E T3 HE, MY
ELTHAITIHEZ#EE Lz, 51T, SNAC OB LM 2 72 O /KRB L 2 5% 1 7=, ARIET

1%, IKIAIE REE S OV SNAC HAI D 3 HERED T — X OBk md, B~ 7T NITxHd 2 BAEMEZ

RY D50, BEHEEL 26 G 2A0C 2 B OHEEEHIM 2538072 (B~ 70T NG
B 25EHE, Ot~ 0F KM2.6.63.1 (210196 : JLY0278 & [AikBR) 2oz L), BERE,
BHED & K OB A £ 2.6.6.11-13 (ZR3, HEITLIANZ Ik S 7z 52 EEER (BNA00004,
2.6.6.11.3.2.6) OFEFEOBEIZIASWTEHE L=, SNAC 1% 900 mg/kg/ H 23 NOAEL & &iiz/=®H, Y4

FHEN 260 EMRBROBHEL L TRV THD B2 O, Tk, S2EMREBROBEERZO L E

{28 T NOAEL OF a2 T4, 500 mg/kg/ H 2B 2 2 AEICBW T, BEICBEET D 52
BIDIEL D HL- 2 &2 E . NOAEL 1E 500 mg/kg/ H & HIl7 L 7=,
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#£26.6.11-13 v MIHIT5 26 BREEOSMHRR (JLY0278)
Group Treatment Nominal dose (mg/kg/day) Number of animals
Main study Recovery study
Week -2 Week -1* Weeks 1-26° Males Females Males Females
1 Control (vehicle) 0 0 0 20 20 10 10
2 SNAC 90 90 90 20 20 10 10
3 SNAC 90 300 300 20 20 10 10
4 SNAC 90 300 900 20 20 10 10

a: Dose escalation period; b: Main study period

LIT OFHMBEE 2, &5 K OBEEGRE S, ST TERHICEHE L7z - A, —Beikiggls (5al.
IR, BSREOB A TR, % 1~2 R, &R OK TR, REBMIMToORRLZA, &
O 1 [BIOFEefAy) | E, SR, IRBAROMA, MiRFmA, Ml Zrmd, RRA,
TK (BeGhil, B5% 2. 6. 12 KT8 24 ] + il 5-1% 336 L UF 672 ifH]) | Ristgs B, AIHRAGYREL
A M OV B R AL

900 mg/kg/H Z &5 L7 1 2 1] fe OME 8 5], K TF 300 mg/kg/ H Z#%5- L72H#E 1 BIOIET A FER S iz,
WTNOFET bFRGHR I E L, FHEHIFIZECHNTERD b ieiolz, FECITRFHINT IR
AL COMmICED bitle, TXTTIERVR, Z< OO T ITRE 1~2 FHHZICHE RS
Nz, FETRNCAH 2 —BARIEZE TR b, WEHRRAIBRAIC LV ERITRFETE o Tz,

S 51T, 90 mg/kg/H DM 1 FIA3, 549 H DR G% 40 /302 E L TWAH Z ERRA SN, AR
HOPT L OYR B P A s, BEFIIC—ET 20 THY | FHRNTIZAEFL TV, L
723> T, ARIELEHIE SNAC # 5 & ORFIHEM 33RO H vz o7z,

300 X U900 mg/kg/ H 2 #¢ 5:-4% . JHEMAFHI 72508 O R ONRIED FE BB O¥EIMDER 0 BTz, 900
mg/kg/ H A& # 5 LB 18Tk, & 8 MICHMER K OFEROBRRIKR FREO b, REELRoT-, &
DL OFEIR & LT, 300 &8 900 mg/kg/ H T 14 3 ~20 I HEORBN A LT, Z OFRBEHEE X
RBIKFENTH o203, BAMICEBITHROONTZOHRTH-T2Z L, LM SNAC F 512
HILbDEITBEZ N7,

MR AR A Clrd e H & 900 mg/kg/ HIZH 1T H~~ h 27 U » b ~EZ v B2 ROURIMEREL DK
2 ERMRENTE, 2D OELIZA[HTH Y | BILOREDN/ NS holzZ M, AETIEHZND
LEZLNT,

EBHIT, TVHIARATZ 7 4 —BOBEO LF TR NI 7V 1Y RBE, RO a7 U sy
W XDz Xy RS, B o MR A L RO ATE H 2% 900 mg/kg/ HIZHB W T Lz, Zh
SOZLIFA W TH Y, ZIALORREDN/ NS oo Z v, HETIT/Z2WEBS 26N, T/
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AT 7 2 =B RO T AT I FT—BERD L7 2 FICA DAy B3 2 PR AR 72
FHEDEAITRED bivignolz, T A7 I —BiEME L OB ERIIAHTH D,

MmER Y o B JREOEM, Kb R T AR ORI EOREM, K OYR pH EHAFEIZ 300
J V900 mg/kg/ H TRO LIV, ZNHDOHETIIBFEEMMEAONT-Z L0256, SNAC DEHERRIZK
ETRENTRRIN, INLOOELO—IBIIRAHH Th o7 (MEH Y R OYRF pH) . LA L
PR G, B D B AR R AT FITGR D DRI T2 T LD BRI R AE T SNAC A
HOF MU UAPEHICE D E BN 2SS THY , AERICTIERWEEX N, ~~ 7
v b, NEZ B EUREROIRMERIOEBE D EF & o o RIMERD BT, KT o A KIET
WEBLEZLND,

HTEEDOHINDS 900 mg/kg/ H OMEIZERD Haviz, FFtk 2R3 #lak 0 U R R A 2B TR
bIviahrolo, AFTRIZAETIIRWEZ L6, &G TR 4 BH TEIEMENZRD T,

PRI~ 2 D i 15 ORI AR D AE S O ERORTE R, BRI 31T D LGB RL D R BUBEEE D%
FED F5H-723 300 LT 900 mg/kg/ H DREIZFRD Hivlz, LarL, AEMGHEZH 622 Tide<, Zabo
AT CTh o Tz, ZNHOPFTROFEFHIERIIAATH L3, SHED SNAC 25 [ETRIEE
EHT LR E R LTV D,

il OB 7RI L & LT, Mild~ 2 a7 — 88, fifadk, XUESBE Y 3Rk (BALT)
O IENE ER. RO E M U 2 EREEEE DY SNAC & 5 U728 xt FREE X 0 s e BUSH S
SOTEIEE TRO NN, AEKSHETRD e oTz, 72770, 2D OFT RITRHREEC LR
DO To, MR EEORRIC BT 23 MMt & e L7z, METORSR, Wi CofIREER O &
#) 12 Pneumocystis carinii \Z X 2 &L 3F80 HAL, ZOREFEIIFRE Ch o7z, BYENRBD LT
HLOD, RRFOTEEMER OIS EL KE S 20 oz, BN KIETTREITRD bhno
2o RTERENY) CIIREARE L ORI/ & <, SNAC 2RECRBUAE K OEIEE DN SN &0,
SNACIZ K Wi L L7 2 LR S 7o, SIEERAE TlX, 2406 OZ(k)S SNAC A0 H fiE
WIZEDHDEIFRENE o7z, D7 B ) U RERBED WIS TH o 72, mHAERED
HEIZ 35T D BALT OMa 8 ML DRREE D B B DR BB FFZIE, rIE A R AT S b av7eh
STz, ZIH DT ROBFMFHERIIRHTH > 72, P.carinii |2 X DIEGENED -2 b,
AFBRIZH5 1T D NOAEL §HMICIT AL KIFE S /2o 72, SNAC O EEFEREIC >N T, 7y b
BT D 4 e EERER (523561, 2.6.6.11.82.1) TEEANIHMR L7z, Z O mttREr i,
SNAC % K 500 mg/kg/ H £ TRAOK G- L=y, U o SSBRR OIS BRALRR F A0, g bOS XX E
FHRRRAE~DFE L ORREMEIIFEO BT, SNAC OFEEMEFHBMEITRD S0\ E MRS
77
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900 mg/kg/ A RED 2 BN FLRMRRE . KO 1 B B RRAERIEDNGR O BTz, 240 OFBUHEE 315 5
— 2D EREBL TEBY, ARBROKEETIEER G L OBEMEZ SERICHETE R0 o7, Ll
NH, URICFEMm ST > b 2 RN SRR (JLY0366, 2.6.6.11.5.2) 2KV, SNAC DA
PEBRMGRD DR 2 & AR SNz,

fitiam & L C, Sprague Dawley 52 7 v M Z SNAC % 90 mg/kg/ H £ COMET 1 H 1 [1] 26 #[E#E 5
L7fE R, ZARMEIXERIFTH D25, 300 KT8 900 mg/kg/ HIZHBWTI LR Bz, FERITFFE S
TRinolz, FETIZEESE, 90 mg/kg/H 723 NOAEL Th 5 &I L,

26.6.11.326 v MIHIT5 26 BREFEHFEZET 52 BREEOSMEHARKR (M2.6.7.18 Tk,
2.6.7.18.7.F. BNA0O0004)

KB O HHIL, Sprague Dawley %7 ~ FZ SNAC A Hxl<, M- ©0HfH <18 1E 26
U3 52 W BRI O R SRR O EE K OV TK 23+ % 2 & Tho 72, SNAC (XM - o7 5
T2 MHE., HMAICTIHEARE Lz, ARBIcHoWTiE, SNAC KO 0T — % § SNAC
DFHCERE LB OND 2 LN, REIRT, HEH, SHOHERCEEZ 2 2.6.6.11-14 1
T, HAEITUENCERm Sz 13 BB (WIL-315003, 2.6.6.11.3.2.3) OfERICESWTHRE L=,

#26.6.11-14 S v bIHIT5H 52 BFEFEOHEHER (BNA00004)

Group Treatment Nominal dose Number of animals
(mg/kg/day)
52-week main 26-week interim Satellite study
study study
Males Females Males Females Males Females
1 Control (Vehicle) 0 10 10 10 10 8 8
2 SNAC? 150 10 10 10 10 8 8
3 SNAC 250 10 10 10 10 8 8
4 SNAC 500 10 10 10 10 8 8
5 SNAC? 750 10 10 10 10 8 8
6 SNAC 900 10 10 10 10 8 8

a: This dose of SNAC was administered together with [l] mg/kg/day of | I

LUF ORI B 25 K OEE IR T, SUTRE TSR L7z - AR —elRieslg (kbik 1~
2HF L ONA 1 [ OFEHefdr) | RE, SR, IRBZEARE, MEFrkg, miiA b mm,
RIRAE, TK (G, #5410 L T3055, 1, 20 KROV4KFRD) | @ EE, AWIRARERE & O
BRI,



Module 2.6.6.11 {14

33 0f 83

P G HAR S A RO IREE 1 I R OME5RE 16 Bl CHETS A 38 L, URZEEIEALE STz, SNAC &5
YOI, B AE L THEICRD bitlz, SNAC 25 L7z 3 B0 CITgsyE & B r
DIRVNE &5 E2bDThHoTlz, EHIT, SNAC 25 L7z 4 Bl LAE, H10E K OB TS
RHIERIT L D IR — IR ARBO b Z L b ﬁ%%éﬁto_n%@fﬁiamc
k%@bﬁwk%zantt . D OB OEEEIE S SNAC & OBEIL/W B 2 Hiviz, SNAC
%m7wXﬁﬁmmM@H%&5Lk3%@%liﬁéﬁﬁ(ﬁéUVN@&Uﬁ%%ﬁWE)T%
. BEICBIE G D ATEEME IR &I S AL, NOAEL (2 RIETHBITRD o T2, ki
I E SN2 o7z 6 Bk, WL d 750 321 900 mg/kg/ HEETH 72, T HDIEICIZIE SNAC D
BHEBEERS D LB DN, TROLOEITT R THEL TWDIONRFHEE I, ORI
ORREZLITRRD DN h o T,

MR AL FAIRR A TlE SNAC H GBIV T, SR & Hel U TRk e 8k, bbb T Y
RAZ7 A —F, vUALEY, NUZURY KR, AGEH, IArvvh, Voo bR, RORE, 7L
TF=r, Ta—RA ERIE, TaT )y WEOK TN RENEZ, DO kIET T
DODHETEZL AL, FICEHETIIHIFICAE Ch o723, ML THERIGHEIZZR . —#oD
ZACITAMHEICOARFBD bz, fEFE LT, mMiRE(LFiIE b0 b & OB M XA &l s v,
TNHIVBRAT 7 2—F, Z N IE/ 7Ta7l)r/ AGH, KHE, UV EOERIZONTE, —
Mo T RT — X OfESNTHY, —F, vy NI ZURY R Sra—R LT F
=V RO AT, LT RT — X ORBENTH T,

W%iQMC%%LTSme@HuL&ﬁbt%%fﬁMLtﬁ ZOZEARITLT L B FEHFR
ICHBETIER L, FHEGMET 26 HRBREHC O A Hiv, S2ERBEE IR bhvehoT-, o
PRAVFHIEE H | ﬂmﬁéwmiﬁﬂoto%ﬁi#*%@%ifﬁ%bﬁorﬁﬁﬁ%%% HS B
N2 oTe T b, ZNLDOEMITAETIT RV EEZ I L,

B FFEREOBIMNNTRD Lz, et HNAEAEITRD bieh oz, HET 2R
i3, ZOFRIZAEETCERVWEE BN,

WRRAYPERFR A Cld, SNAC ZHE L T 500 mg/kg/ H LA B G- L@V C, B ORLKOE D
FBUERE NI 0MZ ER LT,

(AR~ W8 FEE 0D 18 %&@%ﬁﬁriﬂﬂSMKW”&U@Wm@@H%&@Lt%%@%%%um
Doz, KVEHETTEEEPRO N7, TOOHETHRE LZHIZT HMOATH
otoﬁﬁﬁW&WEﬁfwﬁﬁﬁg WFERR~OHEIT 2 R T HIEIEER O DT, ER~OHEITZ2 R
FTRTR S AR To, BEIEERIT < IR B L5 RFTEZL T H 5 4 ERERME KA, 500
mygﬁuhé&ﬁbt7yF@#%ﬁﬁgguﬁ%ﬁkﬂ\u%ﬁ%ﬁk®*ﬁbk%LTiﬁ#o
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7o THVOOFTLITRIREEC b RHTRE0 B iz, RS TIEd 225, BB OMHE L, i, /7%
LK N FE VR, OV AMERIE N CBEIES I B B bz, S 51T, 250 mg/kg/ A 2455 L7z H
WD T v b 11BN OEMARERIEN RO DLz, Y% TITT OO K O EMWREALIC I E T
EPNBOONRNZ ED, ARFAETITRNEEZ LT,

FEGE AL FE LB 70 & QNS S MW K OV FEREBR B O W HICBWTHERD bz, L7
NE. 24T v FOAEMERER JLY0366, 2.6.6.11.5.2) ThiERINT- Loz, WFnbihb & ol
HME W EE 2 B,

fEam & LC, Sprague Dawley 527 v MZ SNAC % 1 H 1 [8] 52 [F#E O 5 Lo fER, 750 200900
mg/kg/ B IZBWTIHLE DR Hive, JSERITFE SN oTo, BOLINIFETIZESE, 500 mg/kg/
H 723 NOAEL Th 5 & ¥l L7,

2.6.6.11.3.3 HILIZH T HEER

26.6.11.3.31 Z7ATZHFILIZEIT 5 2 BMEOSEHER (M2.6.7.18 1§k, 2.6.7.18.7.G, 3007-97)

KRB BiE. 7 H 7z SNAC Z2 5, SO O R 5T 1A 1 (R 2 8RR
O GRFOFER X TK 234 % = & Th -7, SNAC T o F35 T 3 &, B#HIT3
MBS Lz, AkBriE SNAC OFFiicEE & & 2 5 b=, SNAC & OO (71545 5.7
DT —H brd, W, SHOMHEROBIE % 4 2.6.6.11-15 [TR T,

&26.6.11-15 FATHILIZE T2 2 BREEOSEHER (3007-97)

Group Treatment Nominal dose Number of animals
(mg/kg/day)
Main study Satellite study
Males Females Males Females
1 Control (Vehicle) 0 2 2
2 SNAC 1000 2 2
3 SNAC 1500 2 2
4 SNAC 2500 2 2
5 SNAC 1000* 2 2 2 2
6 SNAC 1500* 2 2
7 SNAC 25002 2 2 2 2

a: This dose of SNAC was administered together with iU/kg/day of IIEGIN

LT OFFAGE B 2 % 5- 10 B 303 TIRFICRH L7z« B, —ReIRiEBl (Gl &5 E%E)
LG 2IFRE £ T, RHORORER, KO 1 RIOFEMARA) | AE, Bk IRFEAIRE.,
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MRFAIRRA, IR FRRE, ZVa—XE=2 ) 75T, RRA, TK (581, &5% 15,
30, 457 VL, 15, 2, 4, 6, 8 RN 12 M) | AR E AL, PHRAYELR AL M OV ERRLRR 7RO AL

SNAC Hifl % # 5 L 7= B2 S flid 72 0y 72, SNAC 1000 K 0f 2500 mg/kg+ NG0B~ 55 7- 2
BIRE GHHIZELE Lz, RIMFERRIEIR A2 2 L2, 50% 7 R UREOR D SUIFIRNE S L7223, Zh
O OEITFIERIEIC /2D | WL G/ 2 REEZ I L Lz, TK#HTIZHE W T, Zhb 0@y T
IFBRBEENKEI Do Z LRSI, ZO26OHREIT 720, ERBO—EHTIXR2ho7oZ &
5. BEEHIRAT L2 b OOREIX THh T, FERITHRE S o Tz,

Z OMIZEREBRIIT H OFECITRRD B o 7oy, Bk 2e—fIRIEZ LS E IS 5 2 BERI % AT T
ROBNT, —HREZE (L E LT, EM, BREIHEOMR T, —i@EOMIEMT, IR T3 OWE)
H O, ZIDO—BERBEBEALIRMAEERIER & IR S 41, T T O LT 50% 7 R OO N
SRS 55, 161 2 & ICRIBEIC T 18R 21772, LIl b, ZJva—RE=4Y 7T
AR B N K E <, Zva— RJRED D IX SNAC 2 X 2 Ik FIER IR S - Tz,

AR TIISE L R O fReR BB AL DAt I Z # G-I BEIE L 72 23R B R o Tz,

fwme LT, 77 SNAC KO 1 P 1 | 2 @R 085 L2 S, 1000 KO8 2500
mg/kg/ HIZHBWTHT RO ivlc, JERITFE SR o To, LT ORNTII—HBREZ LB i,
ETAEFEMICLRO N, —BRIEE T, EEVER T, MBI, PAIR, JR¥EM QNEM-TH - 72,
T R O fORBEZA LB HT= Z &S NOAEL (3% E TX o 72,

26.6.11.3.32 W=V A4 HIIIZEIT+5 4 BEBOEMEAE (M2.6.7.18 {+8%. 2.6.7.18.7.H, 694-95)

ARERO Biix, =2 A 2 SNAC # IS ORI 5. C (Part 1) . K OMEAIT (Part 2)
1B 1] 4B RIRER 3% 5 OB 23T 5 2 & Th 72, SNAC (M- ©FE3 53 1
B, HBAITIHEEZ®REG L, ARBRICHOWTIE, SNAC OFHiicEE L %2 5572 SNAC Il
> 5 GO T — 2 bR, BGRE, HRER O EEOBIM A 3 2.6.6.11-16 12T,
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#£266.11-16 A=V A HFILIZHITH 4 BREOSMHEHAR (694-95)
Group Treatment Nominal dose Number of animals
(mg/kg/day)
Main study Satellite study
Males Females Males Females

Part 1 1 Control (Vehicle) 0 3 3
2 SNAC 800* 3 3
3 SNAC 1200? 3 3
4 SNAC 1800 3 3

Part 2 5 Control (Vehicle) 0 3 3 2 2

6 SNAC 1800 3 3 3 3

a: This dose of SNAC was administered together with [Jljmg/kg/day of |

AGRBRD Part 1 1IZBWT, 8 1~6 A OFICKHET 21T (&5 1L5~3BIRNCEE 25 & FiF) | &
7 HUARE KON Part 2 Tl #AIZ 2 BRI B HAGEE S8, FO%EF S5 1.5~3 FFENC el 2 51 & Rif7z, &5
9 2~2.5 BRI IS ERRER L 7=,

LUF ORFAGEE B 2 #5033 TRFICEMI L7z - B, —fReiRigilsg (RGER L U514 2
RFfRFIERE, CORMUEITIE TR 2E\EIE) | (RE, &K, MEFARE, MkA(EFRRA,
PRI, BEe T E, PIRAOTT B AL M OV BEAR AR "R R AL

SNAC 1200, 1800 % O* 1800 mg/kg/ H z Hl % 55 S - O RS L7213 Bz, 2hTh
AR 27, 3 KON 2 HIC—REZ LD 7= DI IE S W7o, —fRIRIEB LT G E KRB L, 158
PR T, EOZRMENL, PARK OEEN A LTz, 7 RUBEORGINRERHLNRNoT2Z L vk,
G 2.5 RHRICLEIESE T, 2O OBMITRIEES 3 v 7 L2Wr S, RIS 2 BOSIERE
DO 0T, —IBPETIEZH D78, FERO—BIRIEZE LS, EIT 2 R OBIZERFR H11Z SNAC % ¢
B U7 TR S, @3 U TERMARER SR T 2 7 R UG08 7oz, —RIRIEE
{EORBBEE L, RRIBEREAZOSE 7 BIK T Lz, WEMARFORE CIX. 20 oIRkE
EICE AT RIS e o T,

%529 A2, 1800 mg/kg/ A @ SNAC & IR 0 A $¢ 5- U 7= 2 51 % OY 1800 mg/kg/ H @ SNAC %
BB U2 151l MR EF- Lz, ZOFTRO SNAC & OBEM: K O 2R B R IR
HTHD, 515 BT, MY IREEN SNAC 2 &5 L7 — OB THEIIK T Lz, H29 B
IFIEFEICEE Le, AFTRIE, BZ2 6 EIZE 1EICALILZEED ZIRZELE B Z bl

PRIRAE TR, 6 REMW) S OB G RT OIS B~ TR b ARDRBEE O EF K OUR pH OEER7{K
TR SIz, S I, M EE 1200 KO0 1800 mg/kg/H T, JFEENEHETHOT 2 H#MmL 7=
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B WIS HERIGTEITRD 5o Te, 206 OFT RIZRE S o /R Bk 2RI L 2R~ o
e, AETERVWEEZ LN,

fimme LT, =27 A YILITSNAC Z 1 H 110] 4 BB 0B 5 L7 s 5, 1200/320“1800mg/kg/ﬁf“
FELENRO BT, FERITEFE S 2o Tz, ORI —BAIREZRLFRO H v, EFEHMICHER
DOV, —HARBZITEEMEIR T, MIEMGZ, PAIR, WL DNEM:-THh o7, RO LN T KD
—IRREZEALIZ L W . NOAEL 345 E T o 7=,

26.6.11.333 7AZHILIZEIT S 13 BREZEOSMHHER (M2.6.7.18 1. 2.6.7.18.7.1, 3060-98)

AkBro Broix, 77 7Yz SNAC 2 55, SO © RS 1R 1A 13 58 R R
OG0 O#EME 2G5 2 & Th o 72, SNAC ZIM: O R85 3 f&, HAT 1 HEE#
B Uz, RRBRTIEL, XL SNAC HAIRED T — 2 OBk omd, BHHEE SHEOH &R OB %
32 2.6.6.11-17 12779, HEITLENCERG ST 4 7Pz 2 2 B8l EERE (3007-97,
2.6.6.11.3.3.1) OFERITEDZEE LT,

#&26.6.11-17 FATHILIZEIT S 13 BREEOSHHER (3060-98)

Group Treatment Nominal dose Number of animals
(mg/kg/day)
Males Females
1 Control (Vehicle) 0 4 4
2 SNAC 1800 4 4

LUF OFAMTE B 2 5 5- ]I P 3O3R TIRHCEMIE L7 - A, —elRiesisR (50, &51% 2 0F
AR, [FHO%ROR R, KOW 1 RIOFEMZRE) | (RE, Bk IRFPARE, LENMRE, @
RIRAL, MR RO, IR, Dags R, IR ELR A M OV B AR 2 RO B A

AREBRICBWTHTITRO Do 7o, AER—BREBE(LPS ISR bhvlz, SNAC 2 &5
L=z wf&ﬁp%uh_mﬂw%ﬁﬁfmiﬂﬂﬁ%mto%@@@ N X (AL
IEEMER T, 7 — P OIRTOMEN, IR, ROIEHFER R SIS 612, RGO 1~3 REf#%ICHR
DO, ZORFMUSMT bR bz, 612, F—Y LA L(D%E&U F A RITRTE
{EDEENGRD HAVHHEN, SNAC Z 5 L7-E CRBAE IR Dz, AETFICBD 2R 2B <
7o, 7 R UBEOR O SUTFEIRN IR G- 3 858 T b T,

FEIZRIZTTREITRBO N2 >7), SNAC 2K E L8 TIIERPZD LI Sn/zL 5 Th

‘?/El

277,
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RN T, IRPEMRE OB ECE RS Dav, B Y U LR O SRR E OB T LD
TR U LREOEMZR ERPEO LN, BB TEEEOBRMEINN BN, R EMR
BOEACITBIROFHAR P L BE Lo e 2 &b, AETIERWVWEEZZ b,

JHFE L SNAC $ 58 CHAERITHMN U722y, BRARMRARIC K 2 2 b X3 EkR ik AP 7. & o B
ﬁﬁ< Z O ERBIMCEEFOERITR O EELbT, 85T %%E%ﬁmmc&@ﬁf@

WA L %1@11@&@%%%%&% LTWe, ZTNHOMBOFTRIZA ML RIZE DR
%%m&%z%ﬂkw

fhame LT, TAZYPIIZSNAC A 1 H 1A 13 R A#E LR R, 1800 mgkg/ HIZHWTHE
72— ORRE AL AR DR, FECITRD Do 7c, LLEX Y NOAEL 5% E CTE 20 o7,

26.6.11.334 HA=ZVAHILIIETS 16 BRBEOSEHRBRRY 2 AFEEMERER (M 2.6.7.18 {T£k.
2.6.7.18.7.J, JLY0387)

Ao Hrgix, e & U< sNAC 2 &4 L NG ;-
. W=7 AV B 1 EIGE I8ER (=i 2 Wi+ 156k 168 W)@D&5ﬁ®ﬁ$%ﬁﬁﬁ
5z & Thot, SNAC I BE 2 A 7 & I 552 P R 235 5 5720, 1R
300 mg SNAC # & 479 % 2 I = & 72\ e A 7&&“%—1 L. MBI IREER & [FY A R od2e
NTENERE U, BERIL O 7L & B OWRBAR 5B B S8 TRBIA E 7=, ARETIX
Q%H&USme&5ﬁ®7~&®A%mfo&5ﬁ\%ﬁ@%g&@%%ﬁ%ﬁzﬁﬁn48_mfo
PIRNZ S50 S 7= ilBRICEE D&, SNAC O ETH 5 300 mg/EhW/ H OBEMITREFTH D & THIS
72. SNAC 300 mg & 1 $EAI D RSy B OVE S ZERIK FEEAI £ A U Ch o7z,

% 26.6.11-18 H=U4H)L 16 BMBOFMEHE (JLY0387)

Group Treatment Nominal dose (mg/animal/day)® Number of animals
Week -2  Week -1  Week 1-16 Main study Recovery study
Males Females Males Females
1 Control 0 0 0 4 4 0 0
(Empty capsule)
2 SNAC 300 300 300 4 4 3 3

a: 300 mg/animal/day corresponded to an average dose of approx. 100 mg/kg/day.
b: A dose escalation period of 2 weeks was included to ensure tolerability towards I (. SNAC dose was
300 mg/animal/day throughout the escalation period

B3I G- 0K 3 RFHATIC S & BT, 50K 2 R (B REE L7,
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LUF OFEMTE B Z 8530 P 3O3R TRACEHE L 72 - A58k, —iikiesls (B hEni, & 5% K&
O G E%, 854 30 ~2 K, [ A ORREZRERY BV, KO 1 [BOFEMZRBA) | (KHE,
B, IRAEMRE, OEMRE., MEFEORE, MRECFEHRE, RRE. TK (501, &5
D 1553, 1, 2, 4, 12 ROV 24 R5flf%) | DeedE i, PORRAR B A & OV BEAR AR AU R A

B O RE OITENC 5 OB IR b T, MBI o7, LaL, EEITK
T HEPIL OF UG E & A U7 B L ORHEDS SNAC % 5 L 7B 2388 D, B 5E#% Tt
HEBEEICRD bivle, BEFIRITHRE L RETH 72 &b, 20D OBfEIEL SNAC (T B
ToHEEZLN, WRFEKTHDLAREMENRZEZ DR, it Th D Z & LIERORHEN S, AE
TR WEE 2 b,

TEA R SNAC & 58 TSR L7228, IR & il U CAE U TR BB ININEI 23k D I2 TR B
NI=DWIZxt L, MEORBEIEINI\RMIIEE SN, LR -> T, &5 L OBEMEIIRHATHY ., Zh
5O RICHEEFER IRV EEZ BT,

RS ClE, MECRB W TESZ2 T b U 7 A PEIR OB IME R 2 £ 5 B2 R PE & o BN R
%nto:m%®£m1b#ﬁf%0\ﬁfi&%m&#ot_a#%\§5kwﬁk¢ixﬁk%
R blc, ZNHDOZEMIZHONT, JREMER PRI L & OBEMEITREO bk oTo, L -> T,
SNAC 73 FHIkDF F U U LAPRIIZEIS L2 CTh D & B 2 b,

SNAC B GREDOHEIZ B W THIREZEDOIKR TARD HIL, TDH HO 1 FHITRD LI EARFTRIZONWT,
R B AS TR D /ML, R OYF BRAR AL AR TR AR O AL T8 EMEDIK T & o B rEDS
RO LNz, ZNHOMROFTRIZ, SNAC DBRICE 2 5HFORX ML RIZEET L EZExbNDH T L
261 MREEOK FICOWTEEFIERIIRVEB X 6T,

fifam & LC, =2 A BT SNAC 300 mg 25 A4 258414 1 A 1A 16 R Q&G L7k, £
(G T P, B K ONRIEDSFRO bz, ZAbITWNTith SNACOKRIZE D HDTHY |
BH-FNEIZ ié%@fi&w&%z%mtoﬁﬁﬂ LD B> T2 2 &5 NOAEL I 300 mg/#)
/A (%) 100 mg/kg/ HIZFEY) & X bl

2.6.6.11.3.3.5 7HZHILIZH TS 39 BEBEOEMEHAE (M 2.6.7.18 {+§k. 2.6.7.18.7.K. BNA00003)

watsro Bix, 747 SNAC A, S ©FEEE T, 1R 15 39 R
RO EREOFEMZ MY 5 2 & Th -7, SNAC IZIM ) o R 52 &, H5c3 R
PG Uz, ARBRIT SNAC OFHiIcEE E Z 2 b b7, SNAC K O O 7 550 7 —
&%f? BeGaE, SO EKROEMEE 72 2.6.6.11-19 1T, FABEIZLIANZFEN Sz 7 B 7

BT 5 13 BB EMERER (3060-98, 2.6.6.11.3.3.3) OFERICHKSEEE LT,
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#*26.6.11-19 F7ASHFILIZE TS 39 BREOSMEHE (BNA0C0003)
Group Treatment Nominal dose Number of animals
(mg/kg/day)
Males Females

1 Control (Vehicle) 0 3 3

2 SNAC 150 3 3

3 SNAC 200 3 3

4 SNAC 300 3 3

5 SNAC 500° 3 3

6 SNAC 600 3 3

a: This dose of SNAC was administered together with [l mg/kg/day of ||
BHIE], 50K 3RFFIFNC S & BT, BE&RK 2FFM £ THREFL o7,

LUF OFFAGE B 2 £ G- 303 TRFICEME L7z - B, —fReiRigBle (911 8], 5% 15F
. MOFRICTEL S5, REDSCTRMOBER) | FE, SiE, IRFERd, OENRE
&, MIRFRE, MR PR, REE. TK (50, &5% 15 K304, 1, 2, 3, 4 KO
QHFMH]) | MEeE B, PONRAY AR A K OYp BEA AR 2RO AL,

G REZE LT, BE 7 B O 2 BHCTREMEIR T, REHR UM BT S EOR RIS B itTz, 500 &
U600 mg/kg/ H Tlk, 2B OIERIL, 1 HD D BEGEA L7 4 BIOFRBUBE K ONER (7 FUbE, #LE
U VST RY) OB T DRSNS, AETHDL EE LN, 150 KO 200 mg/kg/
AT, 2fRENZ 1 HIZ 1 EREIRZ B Lo, 26 OIS TR0 LE T/ £z,
BN RBL LT Z Lnn, 2HIZE8D bV —fBOREEZLITAE TR W EB X b,

150, 200 K U* 300 mg/kg/ H Dk 4 BIZIN T, 55 26 1 I EE 39 3 O IREH AR AL CHREMBAERR 2378
iz, RBEEETIE, &5 L OBEMET AR &Rl S Tz, Hﬁﬁﬂ%glz@ﬁﬁﬁg/&wﬁm
ERERDFT BB DN o T2 2 &b R OW TG & OREME TRV D E B X bivT,

fimm e LC, T YPIMITSNAC 2 1 H 1RO #E LRGSR, 500 & O 600 mg/kg/ H 1235\ THO®
() CILd 523, 1aW 2 BT DISEIHIR T, BRI O—BREZ (LB b, AFEEx
iz, L7=23-> T, 300 mg/kg/ H A NOAEL TH 5 & ¥ <7,

2.6.6.11.4 EzHHHER

MWD H A Z o ALETH A ICH S2A K OVICH S2B (BATOH A X2 ZALEIT ICH S28) ITHERLL T,
SNAC Z W=7 vty hDOR w7 U —B Rl (in vitro iR % 2388k, invivo iRk %2 1 3 BR) %
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FEhi L7z, T _XTORBRILGLP ICHEIL L T L7z, b ORERIZIBVT SNAC DiElsm ik B0k
TR o7z,

2.6.6.11.4.1 In vitro E{zHE i ER

2.6.6.11.4.11 458D ERF T UERME%D Salmonella typhimurium R U1 D Y 7 7 7 VER M
¥ED Escherichia coli Z RAW-1EIRRALZERNER (M2.6.7.18 {F#k. 2.6.7.18.8.A,
0725-2140)

AFED b ATV U BERMMR CTH D Salmonella typhimurium (TA98, TA100, TA1535, TA1537) K OV1
DN N7 7 VHESRMERETH D Escherichia coli (WP2 uvrA) % FHUW T, SNAC O Z8 S5 2 S
L72. SNAC Z A A4 > KICEME L. 313, 625, 1250, 2500 K& T* 5000 pg/plate DIEFET, T v FAF
HHEMR (S-9) OFF(E F R OFEIFAE F T 2 BIOMANT L 7= 3k A Ffi L7z,

fEim e LT, SNAC ITRET LW ofkicB Ty, REHEESR (T v FHEYEAT S-9) OIEE T X
WHEFET CEIRER oo =—oORERENEFE Loz, THHORERIL, F—&M4ETiT-
7= 2B H OiEr (FEadidbr) 12 LR S,

2.6.6.11.4.1.2 BEHEE FREM) DN\KZRAN-LXEAKREEHRER (M2.6.7.18 {15k, 2.6.7.18.8.B.
0545-3300)

ZWE R =0 b0t FRIFILY kAR L, RETEMER (S-9) OFFETROIEFET T
in vitro YR B F TR A F2hi L, SNAC O YLERBENMEZ Gt L7z, DRFRBEROFERICESE ., SNAC
ZiA AR TAIR L, 400, 1000, 2000, 4000, K X 5000 pg/mL OPEFE TR 4 FEht L7z, 5%
E7L— MIFRBRIZHOZ 28V, 20%, RETEMESR (S9) OFFEE TR OFEELE T T 2000,
4000 J TF 5000 pg/mL O FE CHUEE L 7= il DYk g 2 A a7k Uiz, Wk (S-9 IEF/ET)
H3EhE L, ARRER T, 400, 1000 KO8 2000 pg/mL O CHULER L 7= Mg DY (R g 2 2 a 74k L
77

fifam & LT, SNACITME L7V T HOREICE N TS, RETEMR (S-9) OFFEFRUHEFET
T, BB HRICH AN TYREEREE OF BN EZFH R LR o T,
2.6.6.11.4.2 InvivoBiEHHR

2.6.6.11.421 SNACETHDRADBHZAW =/ MLEHER (M2.6.7.18 8k, 2.6.7.18.9.A. 0374-
1521)

HMEfE CD-1 2~ 7 ADF AT 5 SNAC O/E 29 5 ZYerERImER (MPCE) #3&ME % st
L7z, SNAC % 25% viv 7 Lo 7 ) a—) U IKE CREL L, ~ 7 AR O &G L=, AR Tl
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A HEMERE 5112 0, 200, 500 X TOF 1000 mg/kg (e Kifif &) O E CTHEIE S L7z, MPCE ORBUHE %
SNAC #5-0 24, 48 KON 72 KFfil & (2 HE L 7=,

DRF iR & 10~2000 mg/kg D#iPHTIHME L7z (3 HUIMELE/RE) . 2000 mg/kg O 2/3 5, HE 1/3 FiI73,
1000 mg/kg DME 1 B3 5-1450 30 /3 I2FE1E LT, M SE1S T D ANCIEE N 2 STz,

IMZBRIZ BV TRKR 1000 mg/kg & CTEMICEE G L7220y, —CIRIBE(LITFR D bivie o7z, Wt
L7c DT DI L OB IR RIC 38V Tt | [RIREES I BRE & il L€, SNAC ¢ 5-#£ D MPCE
BUTHBEZREINEA BT,

fitiam & LC, SNAC (T K 1000 mgkg (e KiitiE) F THE Lo~ © 212380 o/MZaBRIZEs
WTCktcth o7z,
2.6.6.11.5 HARMAER

SNAC DD AJFEHFFE R DN T, BUTHTA RTA NHEWVELIZ 26 A R 7 AV == 7
rasH2 = 7 ZFBR L O 104 [0 7~ FBRICBWTEHM L7z, 2o ORBRAE BT R0, T
A ROHABREICOWVCRERMERLF (FDA) ERLGHIAIE Y o 7 — B 3RE A M & oF#k
ZATo 72, HEWHE OISOV TILL FORRBMEL 2RO = L,

M AFEPERER OB 2 LI 04 2.6.6.11-20 (2R T,
% 2.6.6.11-20 AARMEHREROHE

Species Duration Administration = Nominal dose NOAEL Effect(s) defining NOAEL Study

route levels (mg/kg/day) ID
(mg/kg/day)
Mouse 26 weeks Oral 0, 30, 100, 300 300 No toxicologically JLY0436

significant findings and
SNAC was not carcinogenic

Rat 104 Oral 0, 75,200,500 75 (females) SNAC caused increased JLY0366
weeks and 500 mortality in females at 200
(males) and 500 mg/kg/day but was
not carcinogenic

2.6.6.11.51 rasH2 FS VR T ZwHIIDRIZEITS 26 BRBAKRSHLAAVRERE (M
2.6.7.18 {F§%. 2.6.7.18.10.A. JLY0436)

ARBRO BT, SNACZ rasH2 F TV AV x2=v 7 <7221 A 18] 26 BE 0 #5500 SNAC
ONRAENFREEZFTMT D ThoT-, WA GEN T U AT x2=v ) rasH2 ¥ 7 A% TK il
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[V, GBS FOBRENE L BEHC AW F T U AV 2= v 7 = 0 ZAD YNy F O UINE % ek
T DT DI MERH R 2 5% 1 7o, et IREED T — X IZARHETIIR S 20, N-AFbp-= b vy
LT NG Lo, PARLCE Y G S ICRBL L, IR S, B, &
BEOHE K OEW A 32 2.6.6.11-21 (-7, FEITLARINC it S 72 B AR rasH2 ~ 7 A ZBIT 5 6
W] DRF #lk (JLY0382 ik, 2.6.6.11.3.1.1) D#ER KT FDA OHELLIZ IS W TERE LTz, i H & 300
mg/kg/ H BAARGRERIZFI1T DKMt &E & TS 7z, 750 mgkg/ BIZBW TR L2501 & L DRE
RERD B, 300 mgkg/ H 2 % 5 &% 26 &G Lica, MLABEIZFETNEL D L PHlESh
77

#26.6.11-21 rasH2 FS VR =y I IDRITEITS 26 BEBEOHRSHNARMEHER (JLY0436)

Group Treatment Nominal dose Number of animals
(mg/kg/day)
Main study Satellite study
Males Females Males Females
1 Control (Vehicle) 0 25 25 6 6
2 SNAC 30 25 25 21 21
3 SNAC 100 25 25 21 21
4 SNAC 300 25 25 21 21
52 MNU 37.5 25 25 0 0

a: Positive control group administered a single intraperiotoneal dose of N-methyl-n-nitrosourea (MNU) on day 1 only

PLF OFEAGIE B A #% 5310 B SO 7RIS U7z - A7, R oz 2 51— ikiegizz GR
B Z LT B DA Vo — b, IS ESR) | KE, BffE, TK (G, 5% 15 7, 1,
3. 5. 7T RON24 B5[E) | AHIRAOFEERRAS K OV BRALAR 2 R 2,

TRTOEH OIS LKL TITEN SV T, REOZBTFBO b -To, 26 AR ORGHF S, &
RICHE 4 61 S OME 3 B8 B T LEIERLE S Te, T O DOIETEHI D 5 6 4 BITRIREE, 1 6lidE M
BRHEOHE, 20ITTHERLAOCEHEHROM TH o7, SHBHORLZHRE LZE 2 A, M g
H I, BEEYOLTITRRR GIC L DMENRLOTH D EE A bNIZ, mAEFOMEIIET )%
R, Mg ERNEREZ DR TH o7z, ThidrasH2 F 7 AV ==y 7w T ATHK
KROONDEFETHY . Fio, MERIEIIHREOHDOLTHIZ RO ONT-Z Lb, mHER
DHETRD HNTFLTIZHONWT, &b L EEMETRWNE D LB 2 bl BmEat Lo H A 52238
FESH- P HEFEOHEHC b IERENRD bz, ZOZ&iE, Bo—REOE(LA T2 5 5K
TIEHRWEEZOLND OO, EERMPHETREEFRETHLH Z L. mARERE TR GICHEE L
FEENRDoToZ enh, PHEHOHEOETIZOWT, &5 & OBEEMNEITRVWEDEE X b,
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SNAC Z 5 LW OB b filin alRE 2R I I SR 7o Z &b, il al e 72 AR
WA, B OV ZE B RIS S W TR G- O BITRE D b Ive - 7o, RIRADERBAL K OV B
FHIRAORER, SNAC K GIZBHE T 2 L B DN L WMEFEIERDOH DA, FriZ, &EICBEE L
TS T RITEE O bR o T,

B 5 & OB AR Z2 AT ADSEMCER O L, HEIZIBWTY U ERERE DR BUHE O LA 23389
b7z (0, 30, 100 TR 300 mgkg/ H TENEI 0, 12, 16, KN32%) , METIIERNRBD L)
STz, FHAERELOE A ETEOREOFRBME T, RBRFEMEH O 5T — % O (CFE¥) 4%,

12%) % EFEl>TWe, LY UREREEII~Y U A TIEZL ALNDFTR TH 5%, éwﬁﬁ Zon
T, OMIRHRE . RIAEUTZE OMMOMIEER & OBEMEITERO b\ Z &b HEEFHERITR W
EEZ LN,

fhgme LCL rasH2 7 v AV 2=y 7~ A |Z SNAC % 30, 100 3% 300 mg/kg/ H O & T 26 i
MO LN, BEFNEREOL LT AITRO 5T, SNACrasH2 h T VAV =y /< A
AR ZHR T DRAUTIFED biviero7z, L7 -> T, NOAEL [IME L=k HETH 5 300
mg/kg/H & & 2 bl

2.6.6.11.5.2 Sprague Dawley %7 v MZHIT5 104 BREBEOMNARMEAER (M 2.6.7.18 {T#k.
2.6.7.18.10.B, JLY0366)

AR HAIL, SNAC % Sprague Dawley 52 7 > MZ 1 H 1[E] 104 8 RH#E A # 5K SNAC DA A
JEHFREZFMT 22 L Thole, B EEFEONERVDEMI A £ 2.6.6.11-22 1277, HEIT
LIATIZ i S - B s (JLY0278, 2.6.6.11.3.2.5 2 X BNA00004, 2.6.6.11.3.2.6) DfEFIZHES
EROEL. B AT I 23R &0 ARBUNN - OFRKIF & & Tl S 7z 500 mghkg/B & Lz, &
BRBALARTIC, FDA & RRBROT VA K OHEICET 2K E1T o 72,

% 2.6.6.11-22 Sprague Dawley %5 v MZH T3 104 BREZOBRENABREMERER (JLY0366)

Group Treatment Nominal dose (mg/kg/day) Number of animals
Main study
Males Females
1 Control (Vehicle) 0 72 72
2 SNAC 75 72 72
3 SNAC 200 72 72
4 SNAC 500 72 72
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LUF ORFAGE B 2 #% 5- 115 5 303 T RFICRHE L7z - BAFE, IR ot 25 e —ieikiggls (R
Bl LSRR DAV 2 —)b, FEIITHEESR) | E, SR, REEORA, kAR,
AL ERIRA, IR, TK (RGal. 5% 10 K TV3055, 1, 20 KO4EFRE]) | AIRADRERR
A M OV AR R A IR AL

A FHCHE 175 B % OME 197 123 SR R IZAE 1, XX ZERIPALE STz, 55 99 IS & HERE (500
m@@ﬁ)®M®$Tﬁﬁm@mﬁwL Z OREOHE~DO B2 5 100 > H & 5 THREE TfE IR L
7o 55 103 BT A ERE (200 mg/kg/ H) OMEDAELFEA 20 HUZIAD L, Z OFEOME~DER G- % %
B TRFE CTIEIE LT, ZOMOREOMER OMEOSFHT TEBY 104 HE RS Iz,

200 31E 500 mg/kg/ B £ 5-REOMEIZ U THRIBREE & bl U CA RN BR7 L, B4 2 —fike
ZAITER® b T | REEE TR EICB W T8 LI ERIIRE SR o lo, HEOIETRITITR)
FRRE L Lol U TR A By » 7278, 500 mg/kg/ H ORETIE, 25 8 #H LA C BN /R B B o) &
£ 5 BRI INIHINB D vz, L L7en s, 2 S OREOREIIER OB EOFT i
FALDORREDN NI N EMHAETIERNEB I DI,

BEORMEGHIIEIE O CESMila~T 7 v v v R OCERMEHEOM T, FRifLERE O H )
23 500 mg/kg/ H &% GEEOMEMETIRD HT-, L Lansb, ZLidMchy . ~ /o BEICE
B2 o2 ED, ZTRHIFFEETIERVWEZSZ LN,

500 mg/kg/ B B GREOMEICIB T 2 MEEF U 7Y D FEED EHEOMEFRa L AT 0 — LJRE
DT, FFHRNOIRERHRE 2 RET 5 REMENH 5, LR, ZoEBIco T, if
A OJREARR AL & OBEMEDRTRO NIRRT 2 Eh, I OBICEHESEFRIERITR
WeBZ LT,

g U o AP B O K OR T pH OIR T 245 7 B U O APEREOEEINAY, FEIZ 200 & T 500
mg/kg/ H BEDOMEREICFRD BTz, $eHICBE LW R F AT B b ol 2 b, Zh
HOEAITAEFETITR <, SNAC 3 FHROF b U U APPSR E RGN ER L2 2 itk 2 b0
EEZ BT,

mmc&%miét%26h5@F@Xi#Eﬁéwm IO NIRRT b KERBRICBW
T. SNAC DT v MIXRT DDBAFEMEITFED HINWNW T RSz,

fEam & LC, Sprague Dawley 52 7 v T SNAC % 75, 200 X1 500 mgkg/HOHET 1 H 18], Kk
104 R A5 L7oRER. 200 & O 500 mg/kg/ B IR W THEDSE T HAY EAH- L, 500 mg/kg/H 230 T
HED R F NN S OB TSI 0358 8 B ALTz, IR TR OSSR, B5- 12 BaE L 72 JigiE
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WZIEREIG I LD R S e o722 E v, SNAC @ Sprague Dawley 52 7 v MMZxF3 2% 23 AUJEPEITER

D B> T2, NOAEL X, METiX 200 & T 500 mg/kg/ H T RN EH L7722 & 75 mg/kg/H .
HETITAEERFTANBE LN -7 2 LD 500 mg/kg/ B &Ik L7,

2.6.6.11.6 HIERESMHHER

ICHS5 A KT A AUZHEVY, SNAC DOZIEREZ B NI HAERT K OV AS DORANZ KIET 2L 1)
W (T v F) IZBWT, B IBIROREE (EFD) ICKIEFTHEZ 28 (T v NEROBTHX) (28
W TR U7z, TR AR OME L LI D 2.6.6.11-23 12/,

#* 2.6.6.11-23 EEGAERESHRBRONE
Species  Study Administratio Nominal Maternal NOAEL Effect(s) defining Study
Type n route dose levels NOAEL (mg/kg/day) NOAEL ID
(mg/kg/day) (mg/kg/day)
Rat FEED  Oral (gavage) 0, 1000 1000 1000 No treatment 805-
related adverse 003
changes
Rat EFD Oral (gavage) 0, 1000 <1000* 1000 No treatment 805-
related adverse 002
changes on
embryo-foetal
development
Rabbit EFD Oral (gavage) 0, 1000 <1000* 1000 No treatment 805-
related adverse 001
changes on
embryo-foetal
development
Rat PPND  Oral (gavage) 0, 1000 <1000* Not A NOAEL could 805-

established not be established 004
due to increased
incidence of still
born F1 pups and
increased pup
deaths postpartum

Abbreviations: FEED: Fertility and early embryonic development; EFD: Embryo-foetal Development; PPND: Pre- and
Postnatal Development
a: Maternal body weight gain and food consumption were adversely reduced at 1000 mg/kg/day
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26.6.11.6.1 v MIHBITHZHRERVIE - MROFREEICEAT 5558

ZHRRE K ONR « BRI R AR 25t 2. MEHEZ ~ FOREBEOZEN 2 O 4 B B FTH ST
7 H (GD7) F COHIMNCHENE L7,

2.6.6.11.6.1.1 T v MIHITHZHERVIE - BEOHKLEICEAT 538, (M 2.6.7.18 {F£k.
2.6.7.18.12.A. 805-003)

A#BR O BR9ix, SNAC o EFIHEG I O F R G5B 5 ZIREER OIE - IR o4
ICRIETRBE TN 5 2 L THo7=, SNAC % Sprague Dawley 27 v NI 1 B 1 [EFR$IFROHE S LT,
M [FEBIAA 2 AT S GD7 £ TG L1z, GDO 24l & Uiz, HECIFERIAA 4 BRI & KER
5y DM % 25 BEALE S HIF A (GD20) F TG L1z, 58, SROAER OB A £ 2.6.6.11-24
(R,

&26.6.11-24 S v MIHBITEHZBERVIE - REORAEIZEY 5548 (805-003)

Group Treatment Nominal dose Number of animals
(mg/kg/day)
Males Females
1 Control (Vehicle) 0 25 25
5 SNAC 1000 25 25

LT R E B A R U] o SO T RFIC AP L7

i:3)

FRARTEME « A7 sk. —feIRREEIER, (RE, AR, YERM. CASAMNTIC X D H - E8)H k OREE,
AZBLRE. MAHE. AEMRAGRE. HEoD SRR R K OV IR AR PR A,

fa 2 - AR R O

ARG B0 T AT B L7 SE T 132 o 1228, B B AT & BT oD 78\ VT HE e O 11 2548165
MR BN T L n, H 17 FICHE | 220858 S,

SNAC 1000 mg/kg/ H 25 L 78I BTt — B L7 —CIRIEZ TR E DL CThH - 72, %
DL OF 5 BE T 5 FIREMED & 5 — iR IEZS L & LT, HEICRB W T2 RFOKAIR, B R ESED
KT, BAOVERER, NEFEORGOEREEYE., R, Ao B0 R O ER D& AR
NHONT, ZHHITHED 1~3 Bl LT,
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HE AR INNEI S B G-I T . B ICE 56~70 HICERD IR, HEHFHICEBE ThH-T-0
56~63 H DB Th o1, METIX, KREEININHID GDO~GD8 IZB W TH LI H LI, B2l G
GDS8 £ CTOFIRMIM 218 L CEEEN D Lz,

ftim & LC. Sprague Dawley 52 7 »» M Z SNAC % 1000 mg/kg/ H D HE TR OG- L7223, Zhhie
RBCRE, IEMREGE SO RIME R B2 DWW T, EBICBIE L7 B3R b o 7o, ZIREEK
O -« B2 03412 B9 % NOAEL 1 1000 mg/kg/ H & Hr L 7=,

266.116.2 v MIBITHE - lIRIRDOFKLEICEET HHER

7w M HWTHE « JR R OFAICEI T 254 2 sBRFEM L7, 1 BRI PR THY . TR
MERE Z kb T 5720, FRBROFNT I L7,

2.6.6.11.6.21 T v MZHIT 5T DRF R UL - lRROFRAEICEIT 55888 (M 2.6.7.18 {1k,
2.6.7.18.11, 805-002P)

ARBRO B9, RIS 587 SNAC IEZHE+ 5 2 & Lot sNac oY o
IRefe G- ST HAN G- 23 - Te R E L KT AREMEIZ OV TO THE#HR AL 2 & ThoTo,
SNAC Z4E45 Sprague Dawley 52 7 » M2 GD7~GDI17 £ TOBEAIIC 1 B 1 [B5&EHIRE 055 L7,
TRTOEN % GD20 ([TLHFEAE LAl L7z, AR TIX, KHEEL SNAC HAIR GHEOT —F DI
Zond, WHREE. SHOMHEROEWEZ £ 2.6.6.11-25 IZ/RT,

#*26.6.11-25 T v MIHIT5H DRF RUEE - fBIRFEE (805-002P)

Group Treatment Treatment days (GD) Nominal dose (mg/kg/day)* Number of females
1 Control (Vehicle) 7to 17 0 8
7 SNAC 7to0 17 1000 8
8 SNAC 7to 17 2000 8

LUF OFFAREE B 2 2B ) o 33 T RF ISR L7z
REEW - A, —eRREBIES. (R, AR EIRAGE K O'WIRAYR B AL,
fRIE - R R ORI

1000 & O 2000 mg/kg/ H DAHE 1 T, £ 4 GD9 KT GDT IZFEL 2338 H a7z, 1000 mg/kg/ H
DB AR E Y GDT~GD9 (2588 vtz 2 il & & —REEZLIZA LT, HRICE
UWNTEERNIRFE S 72 Do T2,
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1000)}20“2000mg/kg/a%&ffw:@a%@ . ReREBZ L & L CREF ORI E NS B, 1000
mg/kg/ B Tl DOPREE N MEFE R RO bz, ZULOERIZWETH Y | KB 1~2 FIITR
B,

FHEARAERY 22 AR EJR A3 1000 & T8 2000 mg/kg/ H e 5-8E T, 512 GD7T~GDI2 1278 S, 2000
mM@HTi&ﬁ%%%kbfﬁ@%ﬁ&ﬂ%%ﬂf%oto%E@%Eﬁ@@mmmygafmg
WCTHoTN, T OMIZHELZZ - FIERFHMEE B IEERO bhveho Tz, s OB(ICHFZ0
HEETZH DN T,

M%&LT\%%&M@Mhmwf?yFV&MC%w%&@%mm@@m®ﬁifﬁﬂﬁﬁb
TR, REMW O, O R IEZ L QYR BB NI 2358 S 7z, 2000 mg/kg/ H Ti,
BRI ERD L OB IEAERBD A ONT- 2 LD, DRI E T 5 FBRITI1X 1000 mg/kg/ H 23 H#E5E <
iz,

26.6.11.622 v MIBITHHE - REOFKAEIZEAY 558 (M2.6.7.18 {1k, 2.6.7.18.13.A, 805-
002)

A#Bo BiiE, SNAC oA 5% O © R 5308 - ORI RIS T 85 3
T 52 L Tholz, SNAC ITAENE Sprague Dawley 5% 7 v MMZ GD7~GD17 £ CO#EEMNZ 1 H 1 [H]
SRR ARG Lz, T X TOBEMW %2 GD20 ([ ZHFEALE LaTh L7z, ASERTlix, <& O SNAC
HABGREDT — 2 OB md, KGR, SO EROCEMEZE £ 2.6.6.11-26 IZ7-7,

#266.11-26 Zv MIBITAHE - lRRFELE (805-002)

Group Treatment Treatment days (GD) Nominal Dose (mg/kg/day) Number of Females
1 Control (Vehicle) 7to 17 0 25
5 SNAC 7to 17 1000 25

LT ORI IE B 2 s U SO T RIS A L7z

RN - A —eRREBIES, (R, BETE. MIRAGH. K ORIIRAYHELR A,

fRld - RE, SR, IR OV RS R,

TQ%’E’?JLLT:&Et TERD LN o T-23, SNAC 285 L= 1 T, S B E &R 5 & 1%
REEL D 22 W MFRE IF ORI L DTN R ST,
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SNAC % #5- U 7= BEEh (2 B 72 R B EE AN M OMEEEE DAL T 25, 512 GD7~GDI10 (278 BT,
FAEDOREND, ZNOOFRITAEETHD EE X LT,

Atim & L C, UEHE Sprague Dawley 52 7 » M Z SNAC % 1000 mg/kg/ H D H & TR OG- L 7=/l 3,
W) DRG] e OME TR 33RO bive, T O OREIZ LY | BEi O NOAEL (I 1000
mg/kg/ AR T o7, IR« JBIRDOIEIZHONT, EICHE L2830 549, NOAEL iX 1000
mg/kg/H &Il S 7z,

26.6.11.6.3 Y FIZHTDHE - REOFERLEIZEHT 5.

A VT - IR ORI BT 5 3B A 2 IR L7, 1 B TRRB TS Y . R0
PR E A Bl by 5 7200, EREBRICSEAT LR L7z,

2.6.6.11.6.3.1 Y F(CHITSH DRF RV - RROFELEICEET 5 FmaLEBR (M2.6.7.18 {F£%.
2.6.7.18.11, 805-001P)

ARBRO B L, ERBRICE )7 SNAC & A #ET 5 = &, KO SNAC o HA# 530 GG
& DORIRFERE G0 « JEIRORAENT R L RITTATREMEIC DWW TO Pt # a5 5 Z & Th o7, SNAC
EHRE=2——T7 0 RARTU A MEY Y X2 GD6~GDI8 £ TOMEANIC 1 B 1 HFaHERE &5 L
oo TRTOEMZ GD29 (ZZIEALE Uit L7z, XHHREE & SNAC HAIE 5REO T — ¥ O F % ARIH
T, R, SO ER OB E 7 2.6.6.11-27 IZRT,

+&26.6.11-27 Y FIZHTH DRF RUE - lelRDFEAEICE T 558 (805-001P)

Group Treatment Treatment days (GD) Nominal Dose (mg/kg/day) Number of Females
1 Control (Vehicle) 6to 18 0 6
2 SNAC 6to 18 1000 6
3 SNAC 61to 18 1500 6
4 SNAC 6to 18 2000 6
5 SNAC 6to 18 2500 6
6 SNAC 6to 18 3000 6

LUF ORI B 2 250 ] o S TR ISR L7z

W REEN ¢ AEAEEL —BCIRREBIES. (RE. BETE. TK. SEERAGE & OAHIRAVRER A,

BRI R R ORI
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HIEHEZRS EHEICEB W THEKRGHZREERO EANERD iz, $GICBE L7203,
1500, 2000, 2500 i 3000 mgkg/ HIZHBWTEINEIL 2, 4, SKO6HIRAE L, WToEh b H
BRICEB W TR E SN R o Tz, FGICBE LZWIRMA L L LT, B R OE KRS O5E
W BT DR N2 AREEAL AN, 2000 mg/kg/ H 2 %5 L7 1 HIZRD Bz,

1500 mg/kg/ A LA £ SNAC %5 L8 GECHIZET) IR b —IRIEEE kI, BRIE
RO T, BMAERIRT, DM, B, EmBRETE ER, BEOTIE, Eojd
8, HIE SUIREE T - 72, 1000 mg/kg/ H Tl 1 Bl —i@tE o B R EB RO T AR Sz,

2000 mg/kg/ H A BT, KPLOEBH THEBRE A SN DL E T, UIREFL S5 E T, EBEEOW
DD REJD D3 FR O H ATz, 1500 mg/kg/ H CIXAEREA Y GD6~GD9 12, F£7-, REHMINH 2
GD10~GD24 |Z#4 b iz, REIZK iﬁ%@i\&ﬁﬁﬁ%Lbf\it\Gm4iT%%#ﬁﬁﬁ%
@ﬁ@%%ofwkommmygafi RE KR O EORA X, H&GiEE 3 AFICBNTOR

OB, IO OEAICHEH FIA BT~ DR o T,

[EIE VR RFAGEE B I AT T 528803 1500 mg/kg/ H UL &5 LEIc B\ TA BTz, 1500, 2000
Y 2500 mg/kg/ B CIEFHRIEO BN AZE D HAL 5 & [RIRFZ BB O F & L 7= REE) O A 03 L 5-
L7, 1500 mg/kg/H Clx, BB 1 BUECIHBIE 1 BRI, £2, AHEORI 1 FlIicB VT,
T EEBICBEE U723 Cd 2 IS & O 2358 H A7z, 1000 mg/kg/ H Tix, [FIIENERE
BB Do Tz,

fEmm e LC, Hk=a2——F > RARU A MEYHFIZ SNAC % 1500 mg/kg/ H LA & TR

HLUIERER, 250 (77 LERITRE SN o70) DO LN X HIC, KMEEZ#EZ T
W, IO ORETIE, 2 —MeRiEZ b, (KE, BEHE K OVERE REEGE B 12 &IT T 2050
B BT, 1000 mg/kg/ H TIXRFEM OFEIEN TR D=3, 1 HNCE T 5 HREEB EOMK T RO 54
IO E KL ORI IR DN TV, LA - T, ARBROME RIS, 1000 mgkg/ H £ TOHE
I, UHXICBT A8 - BRIEORAEICET 5 REBRO ERBRIZE\V T, GD6~GDI8 (24 5-HF D ZEMEN
THAIRETH D Z LRSI,

26.6.11.6.3.2 VY FXICHEITHIE - BROFREICET 555 (M2.6.7.18 {1k, 2.6.7.18.13.B, 805-
001)

KRB Bi91%, SNAC O B G & O - O R 52508 « BBV O 5 A BOE 3 B8 % i
THZEThoT, SNAC HiHk= o —Y—F KA T A MEYHFIZ GD6~GDI18 £ TOZE
(21 B AR ARG L2, T X TO@ % GD29 (2223 FEALE Uikl L7-, ARBR T, <R
SNAC AR GEREDT — 2 OBz nd, &EHRE, HHEOMEL OB A £ 2.6.6.11-28 IZR"T,
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#26.6.11-28 JHXITEITHE - lRIEOFREICEET H5ER (805-001)
Group Treatment Treatment days (GD) Nominal Dose (mg/kg/day) Number of Females
1 Control (Vehicle) 6to 18 0 20
5 SNAC 6to 18 1000 20

LUF ORI B 2 fUBR R o SO T RIS R L7
W REENY) - AR ORISR, RE. BATE. WIRRGHERA M OUEIRAKRE.
BRUE  RE, SRR 6 NS B OVE R R A

FEAZBhE L7z — DT RIE, G R OREGRIZB T 2 BEW O R EIE NS 2 — > O FE K O
BHEOHDTHY, ZhHITAFLELALN,

fimm e LC, iR=a2——F  RARUA MEY P FIZ SNAC % 1000 mgkg/ H O HE TR A& S L
ToRE S, BB OREIEINING & OB &0 038 b v, L7e-> T, BEi# O NOAEL IZ 1000
mg/kg/ H AW T o7z, IR« JRIROFAICEA LT, &G ICEE L2 81338 0 59, NOAEL (3 1000
mg/kg/ H & B iz,

26.6.11.6.4 v MIHITHE - REOEELG S VICHERMBRUHAROREIZET 535K

IR« BRIR D34, 2 b ONTHAERT R OB OREICET 252, 7> FEHAWTEIET7 B D
IO 20 H £ CTHEhi L=,

2.6.6.11.6.4.1 Sprague Dawley %75 v MZHITHIE - BRRUVHER AL RICHAROREIZET S
AE& (M2.6.7.18 8%, 2.6.7.18.14. A, 805-004)

ARBR O Hiix, SNAC O EAR G X O & O R85 05 8 Ok, 45k, M ORLER.
JOWR « BRIET A, A, R, AR ORE R NRE OERERIC KT TRELFMT 52 & T
& >72, SNAC |Z4THE Sprague Dawley 527 »~ NI GD7~HA%E 20 HET 1 A 1 EHRGHIR O S L,
HAERS 21 BIZ, §XTCO Fl BEW) 2 L5500 E LR L=, RHAT » MIGD24 £ TG L,
GD25 (222355 EALE U 7=, F1 IREMICIZIG Lo 7z, HIARTEHE 21 BT, ASBERE 25 451 & OMHE 25 {51
O F1 2@ 250 (5 CRERIZR R 21TV, 780 O REMIIALY Lz, £ 90 AiEE A T2 b O
W27 ZRL S, GD20 (223 FEALE Uil U 7o, ASRREBR Tid, RFHERE KR OF SNAC HAIR GRED T —
B DIHERT, TR, BEEOHBEL I A £ 2.6.6.11-29 1T,
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£26.6.11-29 Sy MIHITHE - BERUHERI AL VICHERDORLEIZEET 5588k (805-004)

Group Treatment Treatment days Nominal Dose (mg/kg/day)* Number of Females
1 Control (Vehicle)  GD 7 to day 20 post- 0 25
partum
5 SNAC GD 7 to day 20 post- 1000 25
partum

LUT ORFAMRIE B Z B8R ] vh 3O3R T Rp ISR L7z

FO M : AAFdk, —feiRie@lgs, (RE, SR, IR KL O WIRFRELR A
F1 RIS (BEFLAT) B8 KBS A ORE

IRE) (CLIFCALE) - IRAIHEL R A

FI 7 b (BEILR) Ak, —BeiRBEIE. (RE, BAE, MRATEAOAE. TR, SCBLRE.
SEARRRAE, 0D Bt s B B e OV IR AT B R AT

F2 [ - (R M OSSR LA

SNAC Z 5 L7 R IT— R IEZE (L & U CRE DOFRIEN A H v, BE L CHER IR & Oz 3L
HOFER O 1 ABICHEL LTz, FEEEOREAWE bR ORI O A BIZH bz, REEINHI
M O R #E O DNERBIM T 5202 CTh o 7z, HEAFEITHARE 1~14 A ORILWMPIc bR L
e, Mt PR EZEITZA NIRRT,

SNAC #¢ 5-HE CTITARIRIIMI 23 3%IERE L, SEPER Z AT 2 REMW AL, b OfEETIE, [
ERBHT- 0 OFEIRDOEI G EmNoTe, S HIT, HAERE 2~4 BRI A I UTRFER S
EHER ST REM BN LTz, L7223 > T, SNAC B 58 CIERIE R o AF T Uiz, $£7=,
HARE 21 BICBT 2FRER G720 O REMWOMREIL 12%8I0 L7223, ARFTRIZOW THEEFENESR
(AR Y

fbEm & LC, ULHE Sprague Dawley 52 7 »» R Z SNAC % 1000 mg/kg/ H O H & TEE TR & HA %
H20 HETROBG LIoRER, —BoIREZ b & UGl EE O JitiE K OV JE B O R e, (R EEH I
KO RO | R OIER 23780 b7z, SNAC &G-#E T, FERER K ORI R LINIZHE
TR SN IREORBREN mroTc, TALDOFTRIZEY | AR T SNAC & Bl b L7z
Me—D & TH D 1000 mg/kg/ H 2 NOAEL & 42 Z L IX TEX o iz,
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2.6.6.11.6.5 $ESFWERAL-HER
ShAS B 2 A =3 BRI X L 72 o 72,

7 v b a2 AW tERBRIC I 1 5 RBRBA MG OB 1, KRES DERE R E b O/NERH
SEFEH RIS T 5B 2005, b ORERIZIWT, REBREIMZm U CHERIIZIE T 2338
AL TEY ., SFEEWD R LS TRICEZ DR @V & ITHE A DR o T,

ShEEY) & F\ 7= SNAC DO EMERER O MBIz ST, ANEEERBREHE (PIP) O—E e LT
EMA/PDCO 2 TNFDA & Hi&ima 17> CE 70, WTNDOYFEIZEH SNAC O EM) % 72 ik 5E
i AN & < T,

2.6.6.11.7 BFTRIEEEER

ICHM3 W7 A RZ A 2 2ZHeV, JRpTRR MOt & SAE# G- 3 ERBR— IS A ATz, Zhb o
R T T v M SNAC IR 2 REIRE N5 L7203, BRI L E R ENICRD B NTeDHTH -
Too TOXIBRFRIZVATIERD N0 o7, LALLM E, Ty MBI 2 a5 EERE
AR (JLY0412) Tld, IRE KO+ ZFEM IS~ AR O S B M O R FEAS . 900 3% 1500 mg/kg
7 SNAC Z#5-1% 20 43 33 1 IR b T, REROFTRIZ, RKEHR G- HEMERER OEER) 72 # T
& 5 Beh5-t% 24 R C L EIPALE L= 8 CIERRd b ivienso 7z, $E410 SNAC O RFTERIX, Bizo
WTCREM 72 iR 247 o 7o — ikt 16 WYL ERER TRt L7228 (JLY0387, 2.6.6.11.3.3.4) | SNACIZ
B L 72 B O RLIZERD L L2 hr o 72, SNAC §E K O SNAC ik & A X AZssfild O h- L, HiZkiT
DAV A g LT R GBI, 2R OFiiznWTIh bR bniznolz (FRsi) .

266.11.71 A XHBTHEEREEBARIFMHER (M 2.6.7.18 {F#k. 2.6.7.18.16, JLY0558)

AREtaBR o BAIX, B — 27 /L RIT SNAC OFEA 2 BLERE O GRE, UK 2 BEGRHERE 0 & 5-
KED B IZE 1T 2 B O TR B A S92 Z & Th o 7o, 2 BEZ SNAC KK O 5@l O 85
U SNAC 2O N E DN EIT 72, SNAC 300 mg & A SEH DRl 4y Mo OVE 13 i bR 82741 &
FLThotz, TEH, FHOHELOCEMEA #2.6.6.11-30 12777,
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+&26.6.11-30 4 XIZHITHEEKEFERARBEFER (JLY0558)
Group Treatment Nominal Dose Number of Animals
(mg/animal)
Termination 1 h Termination 24 h
Males Females Males Females
1 Control (Vehicle) 0 2 2 2 2
2 SNAC (Liquid) 300° 2 2 2 2
3 Control (Untreated) 0 2 2 2 2
4 SNAC (Tablet) 300° 2 2 2 2

a: Corresponding to an individual dose of 24-35 mg/kg

AR, X TOEBICEO T feRBBlE e kG, &G, REER, 5% 05 KO 1K
FHCAT o 7o, G144 24 BRRIESIRE ClE. S DICIRE 2~3 R, M ADOTE 228 0IFZ, LT
LHGCILERTNC —ARIEBIER 21T - 7o, HIRITZ RSB ER AT 72, EBHOE. KORIRKRE
AT SR80 b VB D RGE > DA 2 BRER U W B AR RO ALBE 2 AT VR L7, AT
FERVRATF OALIE TR RALE (FRAFAL) 2R LT,

AR G L2 BT b, BER AT RIZERD b o7z, SNAC SEfxh- 1 K
I L REFEALE LT A X VA FINZIBN T, SERIN I > T\ D 2 L RRIRMICHER S, 20
AT RN B3 2 B 2RO FT RIS E S o 72, SERIRIF O, SNAC 5% 5 L 7=
oA XDORIE, B XIIBITERD ko 72, SNAC 300 mg/EW) DOVETE XX EEA| O£ (2 B L 7=
PORRAOIRBRAT L (- 1 3T 24 W2 IS BBEALE LU T-8h) USSR BHAR 20T L (B 1 IR 1%
(ZEEHICALE LT E) 13RO bR T,

fiam e LC, B =2 L RIZ SNAC % 300 mg/EN) D EEF| CHLANRE 1 B 5 TV & iRl n G Uiz
23, PIHRAR B A K OYR B IR DR R O . FITB T 5 Atk o BFTRRgE 380 B
Nl
2.6.6.11.8 DD H MR
2.6.6.11.8.1 AR

SNAC DG JFMERRER I T FEhE L 72 hr o 72,

2.6.6.11.8.2 REHMHAER

F v MBI S 26 HsREIR 053 JLY0278. 2.6.6.11.3.2.5) IZBWT, MoOJmEEMERE 7L
fb& LT, flila~7 a7y —8oEn, Mlas, & BEMEY o EREEE K OB XBEHE D > 31
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ik (BALT) OMIIRFEFEMED EFA-NERECFERO Hivlo, KIS & i U T, FEEBHE X EEE O
BN X T SNAC EHETRD bz, RHEETRYD bV Preumocystis carinii 12 X 2 &L )5
FLOJRRTH 2 ATHetEN m < . SNAC FHEE TR AV R B I OVHE & O ANZ ST, SNAC
DDA Z B S ETo RN & 2 LS T bz, TNLOFRAOBEFHERIIAATHY
FEMIZRRET AT O oD, T v M E MW 4 B R A S L7,

26.6.11.821 v MIHITS 4 BMRESHEHR (M2.6.7.18 {1, 2.6.7.18.17.B, 523561)

ARERD H A%, Sprague Dawley 52 7 v FZ SNAC % 28 H[FILL_Eami# O #% 585 0 Gy 3k o T e
WEMRFT D2 Thoto, HERE, FREOHEXR O HEE 2.6.6.11-31 1277,

#26.6.11-31 v MIBITHRESMHRAER (523561)

Group Treatment Nominal dose Number of animals
(mg/kg/day)
Males Females
1 Control (Vehicle) 0 10 10
2 SNAC 75 10 10
3 SNAC 200 10 10
4 SNAC 500 10 10

LUF OFFGTE B 2 B 580 303 TRECEHG L7z« 78k, —BoRiegisg (G E%2 b ONC R
H4% 1 ROV 25, RO 1 RIOFEMZR M) | B, (KE, MR FRRE, MRAELTFRRE, %
B (BGAROES1 304)) KOWIRMFERE, S0ZMSE, P LTHF—F— U Xy |
~NEVT = (KLH) #5858 UV 22 HICK TG LTl L=, & 51T, AR & Ok E &0
P, KOV o SROFESHER AR CEBREA A T, MEEREY oMk (GALT) | MR, T3
B OMGBEIIEE Y o B, MR OB fiR) 247> 72,

AFRBRICB WL IEERD BT, 75 i 200 mg/kg/ H 2 85 U7-8)Cid, B5CBhE L7-—fi%
WREZALITRRD BN o 72, 500 mgkg/ H % ¢ 5- L= 1 FlicBWC, 252 H OB G EZICHEA K&
OB ST, & 5T 500 mgkg/ A 25 L8 Cix, #5 IR, B 5% IR 22 i &
O —DF » T %485 B ERS BRI R LTz,

BRI REME H . Y o SBkEE, TR RBIAREICER T 5 U U/ SERE DO HIZ DWW T, SNAC
(ZBEE L 7o B IR B e o 7o, KLH ZHURICHE A U7e T AIRAEMEBTARSOSIC & 0 $a SOG %
R L7 & 2 A, SNAC [T BRIC T, 85 L8 0 IgM G X3 1gG BUGREIC A MIE S 72
WZ EAURE T, SNAC 512 K pligdrE 028k, PIIRAY SR B ST RIS Do 7z,
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BRREOR S, TN, RmEGHIN L OCEAZERMILD M, E . BB O 4541 K OEREIZ DU
T, SNAC (2B L7 BT R E SN ino T2,

ftiam & LT, Sprague Dawley 58 7 R T SNAC Z fx X 500 mg/kg/ H £ TOM&ET 4 B@MEOHEE Lo
D, U U ROIE AR RO A ZAL, S OS AT S R BV KT TR TR AR R A R A
HOZAb & ORBEMITERD biehot-, LEER-> T, &K 500 mgkg/ H £ TOMAEICHNT, HiEH
PEAERIZZ2 W LSRR DT BT,

2.6.6.11.8.3 {R7FMHEHER

SNAC DARAFMERBRIT SN L 727> 7,

2.6.6.11.8.4 {t#i

SNAC Uit O FMERERI T I L2 vo 72, LU S, 5O FENHY O TK Ktk 2850
SNAC BRERHMH U772, FEMIEI M 2.6.4.10 k2RO Z &,

2.6.6.11.8.5 A4l

3FED SNAC BRI T, AHE S RO ofFflliz . SNAC i o Je i i
Bl : (Salcaprozate Sodium, Justification of Specification, M 3.2.P.4.6) |ZHDSNTITo72, Z DIEE

IZICH Q3A (R2) H'A KT A L NTEIT 5 ARl owks B4 35,

Z v 2B 5 SNAC @ 104 HFFMERARBRICIBV T, NOAEL 2445 L7-8it. b Mokt 2#&5
2O WG RRIIF 2G5 EhTniz,
D T O *Q;f IZ. NOAEL 23} S 17- JEMRR MRS T HAL72 SNAC /Sy FITIE, ERT
BERBAEENTOARNST, LALARL, Zhb 2FOLAMITIE, SNAC OREEEE DRI E ¥
nNTWb, £, WIFnolkehb ar va—4—% iz (TEMN) #HEEEMEB [ (Q) SAR) *
) —= 7 THREMESHESNTEBY ., ICHM7IZREEH#HO®@Y . ZhbDORMPITr 725 FEELR
JFPEARHI) IS ST,

Gl LT, gERERATRC L oRsiE L T 20 U o LR Il eic S B - & A
g bR,

2.6.6.11.8.6 BIMIDRTERETT 54 h =X LHER

EHER G THRD DT O 2200 L, SNAC O3RWEhRERH I 2 FEAIICRR L, BEEo b 25
MOt bOIRERBEIZHEE T A0, —HOD in vitro N in vivo A 1 = XA L3 k%2 Fhi L., [FIERC,

BT RGBT & A
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J 0 R A CTRUBHR R U 72 BRI S B RERTAT & A AL Tz, BUF DIEIZ A I = X LR OB &

w3,
FEANZR FE 1 DRI DUV TUE, IR Z K IET 82 (M 4.2.3.7.7-B-1) IZHEKT 5,

2.6.6.11.8.6.1In vitro X E&

26.6.11.86.1.1 TV IOV FY70ATP EERUBREEHICRIFTTEE (M2.6.7.18 1.
2.6.7.18.17.G. NN-2013-001)

ARBRO HAJIZ, SNAC R U2 O (E494 KL OVNE506) 28 b=zt R U THERE, BB F{niE
BN ONATP FEAIT L T e 2 et b2 Tho T,

I b= KU 7 %M Sprague Dawley 27 » M LW HEEL . 582K ha R TIZBIT 5 ATP
AL, KOS by RU TRAEASER T LN TG RIET SNAC, E494, XX E506 O 5228 - |
E LT, WEREERZ R E U THERA Lz, MBNEOIE A £ 2.6.6.11-32 127”7,

#&266.11-32 X b2 FYTADEED in vitro 574l (NN-2013-001)

Test Concentration  Test system Parameter Substrate Substrate target
compound
SNAC 100-1000 uM Isolated mitochondria ATP synthesis Glutamate/malate Complex I
SNAC 100-1000 uM Submitochondrial Enzyme NADH Complex I
particles activity
SNAC 100-5000 uM Isolated mitochondria ATP synthesis Succinate Complex I1
SNAC 100-10000 uM  Submitochondrial Enzyme Succinate Complex II
particles activity
E494/E506  1000-30000 Isolated mitochondria ATP synthesis  Glutamate/malate Complex |
M
E494/E506  1000-30000 Isolated mitochondria ATP synthesis  Succinate Complex I1
M

SNAC X, #HAMKT (FZ I/ ) o AgiE) 20 L T —iiHaaZ I b= R
T D ATP E G & R ERAFIIZBAE L, 500 pmol/L DA b CREGHFMA EZEN A LI (50~90%FH.
%), ZORBENESKR ] OBEEEOEHEOLEICER T 5 TR 2 RETT 5720, SNAC OfE k
ay RY TR FCRIETHEL, HAKRIEE L L ToO NADH {7/£ F Cilfi L7=, SNAC (Z#iI =
¥ R U TR OEAER T OBERIEM: 2 BRI E L, 500 pmol/L LA E CHEGHFIIA R ZN A L
72 (50~60%FH) . 1000 pmol/L TiX, W OHEIE TH e/l ENRD b,



Module 2.6.6.11 f-+§%

59 of 83

S haryRYTEQHEI hary R TR APESEL (an7BEE) 20 L o —{igs
ZF 72 8A . SNAC 1 5000 pmol/L LL_EDEEE T ATP A£G L AR 1T OREEIEIED W 7 & HE Lz,

E494 }, TNES06 1%, HAKRIROEEE T 20 L T g X — G252 17723 har KU 7O ATP
HEARICH T BEMEANTEL< . ZNHDOT vEA BT 50%ME 5 121F 10000 pmol/L (E494)
JZ TR 30000 pmol/L (E506) % H % HIREN LI TH -7z,

fitiam & LT, SNAC I& 500 pmol/L LA EDIREE T, HERIZ M L T p L F— g a7 7 v FH
BES ha RUT HS hay R TR0 ATP AR OMEA R 1 OBRFETE M 2555008 B IZ B
17, SNAC &l LT, REMW E494 TN E506 DI =2 KU 7 ATP A& HEERIZT - -,

2.6.6.11.8.6.1.2 HBAOEFEEEREICL Y BIE LI-MIAFRICRIFT SNAC DELE (M2.6.7.18 f
$%. 2.6.7.18.17.G. 140919, I 40926, 140912, I 41003 R U
H141010)

SNAC XU I FEEAH P IR 2 B A KAE T ATREME 2 T 2720, LT OB % ki L 7=,
Seahorse XF96 & U NT, FHAGREIL 2 B4 5 fla O HE#E (OCR) #HlE LT, ~f 7 a7
U— MAICHEE R Lol Eod s (R 2 pl) OMASEET 22 21280, OCRDY T /Z A L
WEZIToT2, MESBRELZHET DL, YA 7 aF v U N —NOBEFEIEFR RN HC NI AL
T 5, ZhzaMiaEEo 200 pm EEICALE T S EME o — 7 e —7 THIE L7z, FEME L 72 OCR R
BROMEE % # 2.6.6.11-33 12”7,

£ 2.6.6.11-33 Seahorse XF96 % AL \I=fHRAMEIRIZ R IF T 2L

Study ID Test Test system Aim
compound
140919 SNAC C2C12,3T3-L1, HEC-1B, LN319 and Effect in C2C12 cells and comparison
PBMC cells® between different cell lines of
different origin
140926 E1245, E494, C2C12 cells Effect of principle metabolites in
E1246, E506, C2C12 cells
E1247, SNAC
Bl 40912 SNAC Cryopreserved hepatocytes (mouse, rat, Effect in primary cells and
monkey, human) comparison across species
Freshly isolated hepatocytes (rat)
41003 SNAC C2C12 cells Effect in the presence of human
serum albumin
41010 SNAC Permeabilised C2C12 cells Location of effect within the electron

transport chain

a: C2C12 (mouse myoblast cell-line), 3T3-L1 (mouse pre-adipocyte cell-line), HEC-1B (human endometrial cell-line),
LN319 (human astrocyte cell-line), PBMC (rat peripheral blood mononuclear cells)
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SNAC (TH5FT L 72 T~ T ORI IV TREFER 2 FHE L, S 1C50 fEIE 175 pmol/L (C2C12 #f
f&) . 181 umol/L (PBMC) . 199 pmol/L (HEC-1B #Hfi@) . 315 umol/L (LN319 #Hifd) K O 666 umol/L
(3T3-L1 i) TiH-7- (H40919) . Z oD ICsfEIC L v, Fix DKL OB (v F 25
T2) HIROMIORZ HEZIIRER TH D Z L ARSI,

SNAC /% 1000 pmol/L C C2C12 Hifu DHIRurER 2 7222 fRE L7z (Il140926) . BEA{LACEH
(E494 [ (X E506) OFERFBLEREILX SNAC O /I0 L FTH D, 77 v iginb iy (E1245,
E1246 K TN E1247) OMIFEMER IZ KT T HEITD TN TH Y . 10000 pmol/L TFEWD B AL7ZFHEIT 10%A

MCholz, &IKE LT, MM EREIL SNAC>> E494 > E506> E1245=E1246=E1247 CT& > 7=,

SNAC (Z & % Mifi FER P (I B AFRI TH Y | it L7 X COBEMFE R O AFfIaIZ 3T
5000 pmol/L To4Z A L7 (IMI40912) . P 1Cs 1% 226 pmol/L (= 7 &) | 558 ymol/L (7 >
F) . 752 umol/L (B k) KN 1214 pmol/L (/L) TH Y. SNAC T L D IR L ESREIED
il 2 O EY)FE R OMIE OB A IIRER T D Z & DR STz,

K BIz, TAT L8 SNAC ORI L EREC B4 KT TAEME A it L7z (E141003)
0.2, 0.5 X% 1.0% (§930~150 pmolL) © MILIET L7 I > (HSA) %7 v & A HHUZIRIT 5 &
ICso BIRAANC S 7 b Uiz, 20T &b, MIBIRELPLTE 31755 S 115 01T E 72 SNAC B
AT I UGEFCERT 22 LRS-,

SNAC NEfBi#ER (ETC) OFFEDERIIKITTHELTMTE D L5 FBLEE L7 C2C12
faZz il L CHREZEEI bay R TICEESE, B8R IUITF FZ a—AcoWnThnzsn
Lz —figaezirons koL, (MEl41010) , SNAC X 1000 umol/L D¥EE £ THE
KI by RY 7R Z2 A EERFIICHE L2, SNAC 4000 pmol/L Tix, HAKRIDO FHiDI k=
¥R TR G BRE LT,

fiam & LT, SNAC LT RCOBHMEDOI har RY 7@%&%[3&351,710 TIT I AFET
“CHE R R | xTTZﬁ’EHﬂ@{EE‘F# WD BTz, EFARER DR DI T DIEMEZ AT L 72 ilER
TlX, SNAC DFEHR, FICEHGKRIDOEEFEL T L TWnHZ & 7b>/Té7mto B@&ﬂ:mﬁi%f&;é E494
JLOVB506 DX k= R 7@%&@[@%@% 355< . —FHTONT v UGG E1245, E1246 KX
E1247 ITIXEEDO HHIEM T A LN > T,
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2.6.6.11.8.6.2In vivo it E&

2.6.6.11.8.6.21 YORXIZHITHEEHFEEIZESERY TKHAE (M2.6.7.18 {+8%. 2.6.7.18.17.H.
JLYO0557)

AERO HAIL, MERE CD-1 2~ 7 A2 SNAC % H [T #E 0 # 5K D, SNAC KO85 FE o 2
MOBFMR O TK ZiHli$ 5 Z & Tholz, &KEHE, FHOMNEL O E %5 2.6.6.11-34 (TR T,
FEIE. UIANCE M Sz 13 HEERER (A16705, 2.6.6.11.3.1.2) ([ZHESEXEE L, 2B, Y%
AR TIE, 1 EIH O TK SRR R 55 1 FF[ER Ch o702 LD i) 7e TR BPEREM 3 T & 72
Motz, £, EHEIIPIEEGETIX 1500 mg/kg/ H THh o728, JEEAEELZZ L0, $3H
ROV 4 BIZHREE L, 555 BURRIZH &% 1000 mg/kg/ H IZHE L7223, KRE L RN RELIZZ &
DD, EAREEASE 9 BICLRIAE Lz, ENRAE L RIEARICE T D TK #5234
LTz, ARFRERTIX 1000 mg/kg 28R L2, FHETH S 500 mg/kg/Hi%, 13 EFEERIZI VT
NOAEL & Hilfr =7,

#&26.6.11-3¢ YIVRIIHITHERFRERRMERY TK (JLY0557)

Group Treatment Nominal dose (mg/kg) Number of animals
Main study
Males Females
1 Control (Vehicle) 0 10 10
2 SNAC 150 25 25
3 SNAC 500 25 25
4 SNAC 1000 40 40

PLFOFHIE B 28500 ST TR L7z - Ak, —ieikesizx (kb 2 ifklc, By
B2 2 L3O Irwin REBITENEIZE) . SNAC KOS5 FEO EFH D TK (5% 2. 5.
20, 40747, 1, 3. 8, 12 M ON 24 [EfH])

O\

HEIZI 1T D SNAC KON B ER LA DM EE Sl 3 U CHEICEE R CTED o 72, METIHRE Oz &
HE L CTEo 203, BERILIE OBE RN SR TH - 7=,

SNAC 150 31 500 mg/kg & #%5- L 78I — R IBZITERD DL o7, L L7223 6, 1000
mg/kg/ H Tl SNAC % # 5 HZIZA E R — MR DS 4 1] (K 1 BILOME3 ) TRO LTz, —
fIRREZ ik, MEREL, PEIRELE . BERBE), EE BRSNS B IR O BRIR DK,

MAAr, IR, ZEMER OERRSER Th o7, —BRBEATEETH L Z &b, M3 H%
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LHIE ST, WREE BN VLZIICITE - 1A E R R L O BN Z W TR A w315 AL
oty ZOZ EIE, KELEE OXEHRIN D TH 72 Z LITHET 5 L B2 b,

fER L LT, CD-1 %~ 7 A2 SNAC % 500 mg/kg O & CHRFRHEFE O & 5O 2SI L TR

HCTHolz, LNLARNE, 1000 mgkg %5 Lz~ 7 AD 4/80 Fl )N G544 (A E 22— IR RE A b %
2L, OB 3IBINEIED =D LEIALE S iz, BEL THED SNACIREEENSHEL Y KE o725, 1
$Ed SNAC IREE & A E R —REBZA L & OFEMEII A TH - 72,

26.6.1186.22 v FMIBFETLAMI—RUTLFRES ST 1 HAHER (M2.6.7.18 {15,
2.6.7.18.17.1. ONNC11)

AGRERD B, HEME Sprague Dawley 2 7 > M SNAC % HL[RIFE 5 L TN 8 H A& 5-RED L
J O REREIC T T B ATl 2L THoTz, TV A NI —ROEHE T VFRET T 7 1 &0f
AL TT—4% %257, RBROMEL £ 2.6.6.11-3512R-7,

#266.11-35 TV MIBTETLAMI—RUTLFREYTZ 71 5tAHER (ONNC11)

Treatment Dose (mg/kg) Administration No. of animals
Control (vehicle)® 0 p-o. (gavage), 8 day repeat dose 8
SNAC 900 p-o. (gavage), 8 day repeat dose 8
SNAC 1500 p.o. (gavage), 8 day repeat dose 8
Control (vehicle)* 0 p-o. (gavage), single dose 6
SNAC 900 p.o. (gavage), single dose 6
SNAC 1500 p.o. (gavage), single dose 6

a: Water for injection was used as vehicle

ML R O RERE 2 ARG BR DI ) D 23— N TG L7=, ODMEENI T L TR H 72 SNAC DR8I
FEONWT, &5, ME, ECG, Fllgs & ONEE O IE B % FTl9- 2 58k 2 3k L 7=,

SNAC 900 & U 1500 mg/kg/ H 24 5- L7 #E . #EHFAICH B Mo mEIX T (5~11 mmHg)
B OFEaH PRI B 7R B ORI (e 30 [E1/43) OV (51~75 bpm) @ EA-NFHEIE Sz,
%1 HOBE 2.5 FERILINIZ, 900 mg/kg/ HEED 4/14 4511 K OY 1500 mg/kg/ HEED 3/14 FIABETS L=,
IS OB TITAE L, BEEEA FNE L QG RREORBREE O LR A b, S 61T,
IO OEO—EICIFEEE R MER TR, £ 1HNOHEIR T, 2 612 PR IER K ONBEE 72
FEREL D EAD BT, ZAb0EMIINT G, IMFIRIC K VBT T D 1~5 SN RS 12558
Doz, 8 HIFEE % TiX, SNAC 1500 mg/kg/ H % 5HEO O EA 3 ME—F8D BV HFIIIC A
BB Cholo, MRICEL T, MEFFHICAERREZBITRD beh o7z,
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ftiam & LT, SNAC % 900 }2OY 1500 mg/kg/ H O HE TR AFZ G L2/ R, QEM O I EKT 7
D N EE ORI EA DT80 BTz, 728 BIDIEL DGR H AL, FELT HHNTIT ECG DAEENR
MBIV, T, IMFIEIZ KX DT D 1~5 RN MR IESFRO ST,

2.6.6.11.8.6.23 T v MIHIFTHERFOXSHEETHER (M26.7.18 {FEk. 2.6.7.18.17.J, JLY0412)

Atk o HAIL, Sprague Dawley 52 7 v MZ SNAC % Hila[5&fil#% 0 & 5-RFZFE O BT BT
BT 5L EZEZ ONDRELFMT 52 & Tholz, SNAC DfmAREITHERGICEY TSN 55
Kt T > 7oA, RKAEHGRHT IR GBI L7 — R IEZ L OFE C O FE B & H/e F &I mRE
IRV AT T, S AEENAEL TN Z Emb, YU TFLERT N U U AR SRR E Lo, M, i
£V SNAC (TR DM S WO Lc, SFE2 ., 54 20 7, 1 RRRH 03 24 RFREIZ 22 585040
BT L3007 7 N—=1Zn8 L, &5/, FHEOMNEN OB A £ 2.6.6.11-36 |23, B
XGRS B & O 1 R £ TR S8 7,

#&26.6.11-36 v MIHITHEREARGRITHER (JLY0412)

Group Treatment Nominal dose (mg/kg) Number of animals
Subgroup
20 min* 1hn* 24 h*
1 Control (Vehicle) 0 I11F I11F I1F
2 SNAC 900 11F 11F 11F
3 SNAC 1500 11F 11F 11F
4 Sodium salicylate 800 I11F I11F I11F

a: Time of termination after dosing. F: Females

PUF OFHMIE B 2 38088 056 IR L7z 0 5 IO Irwin EBAITEVEZR . ik T A o OVERRE
m¢&UM§ﬁW(Cﬁ)¢7W:—X%f MmAEd A > 2 Y >, SNAC AT IRERE (FhH% 20 4.
1 R ST 24 5D . BHRMERE (BHEEEZETe) K OEER L 72 kas O KR P95 BERAR A K OV BRAR Ak

PR

FET-AY SNAC 900 & Y 1500 mg/kg i 7123\ THH- 15~39 3 ORICHED HAv72, 900 mg/kg TIE,
205 7 I N—T TR LB\ e o723, LY 7 70— 7 Cld 1 Bl &5 24 5514 1230

L. 24 W57 7 —7" Tl 1 Bl 25 32 012 IS LHIE S BT, 1500 mg/kg Tl 20 3% 7 71—
TR, 1Y 7 7 —7"T5 BN L, 247 70— 7 T3 Bl LR S Lo, AR
AREH P R i FE I E ) O IAERCEHISE B0 5 B 3 BBz, 24D 3 Bilod b A R E

SnfzEEt R bE <, WITLE T mg/mL (1,000,000 ng/mL) (1% 2.6.6.11-1) #Hx Tz,
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Data from JLY0412

26.6.11-1 REFRSE-HWICEHTSH SNAC DIMEFIRE

900 & O 1500 mg/kg (23N TEALEIL 5/33 Bl KON 16/32 B3 — R B b2 S L=, T4 D O
XG5 5 i~ 1 RERIC, SEC " LIE L= 8 & i e e GREE CAEGF LB (TE@E D # 5 24 B
[FIP4 (2R FPAE S NT- B & Ee) DOMFICRD b, —MeRIEA biE, RS0, PR RE . 7
EERT R OBEREMEENS A B eBH), TR, B KR, B, MOBRIRKT., M,
MHETH Y | BARHNITEBICE 72, 1500 mg/kg 25 L, ERMO—IREEZL GRERT 1 KR
Fife) &2 L7221k, SNAC OIEFREENE U 1 KMV 7 70— 7 OEGFEIC R THEICS
Mmooz,

MR AL FAORA Tld. SNAC IZBE L 72 Mg pH, p0O2. sO2. HCOs- K QMG EBEE O EFH- 1N R &
ﬂtomnwlb+iwmmyg%&ﬁbt@%f@&ﬁﬁéhto%tm B DI sOp M OV AL
WERNIEE L TR o7z, 62, T YDA EH ) v AR OI v A i L
CSF F1 7V a— 2K FRmHARE TRO bz, 2 DOFHMBEE ., fH & CSF H1 7L a— 2D B,
SNAC (Z B U7e —fefRAEA L L OBE T & BRI BT 1T 5 2 &3 T& 7 (42.6.6.11-2) . SNAC
HREOETHITIX, ML CSFH IV a—2DRKTFRLVBEETHY, Fizilf KAREIXRBEO A
FEBNZHARTHEL TR o 72, SNACIZ K DB TITH 5% 20~40 /it S 7z, Lo LI
pO2. SO KONV 7 A KON CSF H 7 /L o — 2 KA HEIL, 1500 mg/kg &% 5- L /-8 Claf&
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HGAFf#% ChHREHEINTEY, 2o 0OFMEEE 12 WEOFRHER M ®IEFNICIEE T 5
T EDRBE I, MmAEHR A R VREEIZEIL T, SNAC OFEIIRD b o T,
101 101
O

81 (@% 81
—~ O
) —~
| © J
Eesl O @ £ 6
% 6 @ Clinical signs g Clinical signs
% O O No 5 O No
a & O Yes % O Yes
2 41 g 41
o
S O © % %

21 % 21

O O
Vehicle 900 1500 O Vehice 900 1500
SNAC dose (mg/kg) SNAC dose (mg/kg)

Data from 212392 Data from 212392

X 26.6.11-2 —fBRELEILZELE-BWHSITIMFEFRVUCSFHIILOI—REE

SNAC 900 & U 1500 mg/kg & G-HEZ W T, & G54% 20 53 D LHICALE Y 7 7 Vv — 7 CIIB EEDOH
N, BeH# 1R MO8 20 73 DZZICALE 7 7 — T Tlid, TR & O EE O 358D 5
iz, —MeRBZEA LA 22 Ehfﬁh%®7~& AT DL IFEEICEA L THHFIAEEZT R 2
B e, —BOIREEZE L R OWF E &I T T BT X B 3 R STz,

B OB ClE, SNAC %5 L7728 Cldst BB R CTHNEY O HEE LK NHIREOHEMI /RS
7co HAPpH A ERH L7, HRBEOEM N O TIC N E R BB Z R TE R 2 &b, ANE
FREIC RAETHBE M C & e drotz, BB A 2713 SNAC 58T G- 1 REf%IC EF Lz, B
G A 2 7 LR ERR AT A L B L TR Y . 900 i 1500 mg/kg D SNAC % £ 5 L7824 <
TG 20 738 0T 1 RERFI B IR O R SRR 23588 H A7z, 1500 mg/kg/ H OB ORI EH KL O
900 mg/kg/ H DD HD BN T—RIRIEZAL U E R A BT, B TALNT-EbiL, BEAEE
DHEEEELUR 223, SNAC % 8- L7288 CA DL —RREZ b & BRI S 2 "l REtE IRV &5 %
%mtoﬁ%@ﬁﬁﬁﬁ%%%ﬁﬂmmc%&ﬁbt%%®+ fBIFCHL AL, —iIRIEZRL
S BT L OBEMEITIRO Do Tz, SNAC #5-TRO LB D% < 12, WIRK K OV ELAL Rk
B IR & BRUN T *kh EAEAL BEE RO DRI T U FLEET b U T A FEHEH IR T H R
HHNTEY, £72 SNACKEGHENT, —MRIEE LN b8,/ FECH] & —BeRIEZE LD 727
S T DR THEEZ 5547 LTz, CSF 7L o— A RIAE TR AR BN Y U FLEE T h U o A
EERG LI b RisRk Sy, AEIRO CSF 7L o — ZPREEIL, SNAC #5458 L=
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EFRRICIFRIARD o T U FAET MY UL ZRE L728mIC, B XT+ 5RO R etk
FEITFRD BRI 2Tz,

Atam & LC, WEME Sprague Dawley 52 7 » R Z SANC % 900 X% 1500 mg/kg O F & CHIRI& 5 L 725
K. HEERF A F R —BARBBE(L R UBE T FHER S 7z, SNAC IZ XV g4 FRIRHEE E . .
DE K N B EHE, KOVHLEIDAHRZ RO b, Frio, M EXNCSFH 7 Va—2DKT, 7
NHa— A ROE IR D B BMEREIRIEEIE 3 T8 il SNACIZ K D 2 b O8I
F1% 20 57 ~1 KEEICRE O B, 5% 24 IREIZITERD o 70, 2 DOFHEE . A & O CSF
I3 —=Z KT DA, SNAC IZEHE U 7o — R REZ L X OE T & BRI BIERT 1T 5 2 & N T&E T,

26.6.11.86.24 T v MBI HEEFIRNFZERETHER (M2.6.7.18 1§k, 2.6.7.18.17.K,
JLY0413)

ARFHRBRO EZE AL, SNAC OFARAIR G-FHZGED B2 —MRIRIEEADY Cona MR TR 1 T A FH
Rz e (AUC) O L LOICERTLINEMITHZ & Thoto, AFHMIX, WM Sprague Dawley % 7
> M, A &L BEGUEFIRNE G L2356 & BEGEE GRS SNAC IR EE 25 )E I EE C
& DI & AR CRIGEEA LTG0, — R b 2 el d 5 2 & TFEM L7, HAEICE, &
RATOFER, AUC XA TH D0, B2 TK 707 7 A ARRLND LHERI SNz, S HI2, Bl
ARBR TR LT — R L A UL C O RN 23T 5 720, FEMemit 217> 72,

BERE, SHEORHEL OB A % 2.6.6.11-37 12077, @3RG —BE LS | Bk £ T
o Sw-,

#&26.6.11-37 S v MIHITHERFRARSRETHER (JLY0413)

Group Treatment Administration Nominal dose Number of animals
method (mg/kg)
Main® Satellite®
1 SNAC 1.v. bolus 200 4F 4F
2 SNAC 1.v. continuous 200 4F 4F

infusion, 3.5 h

a: Behavioural observations from main study animals and toxicokinetic (TK) sampling in satellite animals, other
endpoints in both subgroups. F: female

PUF OFHIIE B % 58RI S IS FEI L7z ¢ 5 20 3.5 BRI O Irwin BB TENE 2L, CSF H 7
JLa—2z . TK (#FEH5% 5. 10, 15, 30, KOV4545, 1, 1.25. 1.5, 2. 2.5, 3 R ON3.5 W5 | feissE
& BRI L72lEs) . HeMhEE (BHEEE2ET) KOSR L 2l O iR 1M AL,
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M Sprague Dawley F7 v MZ SNAC % 200 mg/kg O & THEARN SEE G L2k R, 341k
Be 544 5~10 5312 —AIREZAL SUTFEC 3580 batlz, xtAIZ, R &ETH 5 SNAC 200 mg/kg D
3.5 RFIEF RN BRfe i 5 Tl FFET R EEITE O b v oo, BRNEER G L7256 & #IkN
FEA LT ATIZZ U T T U ARERY | ZORDREIEAE O AUC NEERGH% L0 /hE)o
&b, RRBROFEEM, 37205 SNAC Z #RN G- D — IR BEZEE DS Crnax MR R 2 TR
FERZERE (AUC) OWTIUTERT 2N ZHLMNITHZ EIXTE o,

26.6.11.8.6.25 Y aA—REHA/ELIZZ Y FMIHITHERROBSHREAHER (M 26.7.18 k.
2.6.7.18.17.L. JLY0468)

AGRER D B, HEME Sprague Dawley 52 7 » B IZ SNAC % Jifil#e O 85 & N7 L 22— ZAFRRINTEA
ZOFHIED SNAC IZBE L= BE 2R 95 2 & Th o7z, SNAC UTIAHER G- L [FIRFIZ A B R K
XIET N a—=ZDWT NN EFRIRNIEA LTz, 4B E5HLENEN2 DOY T 7 N—T2500, TiZ
HURE OB 5% 20 45 T 60 43\ SR FEALE LT, 7V 3 — A U AE AR OFIRNTE AL, SNAC X
IRAEE O A G- 60 73RN BAs L, BB T % THESE L 72, & BT, SNAC XU 5 FED FEAFHY O
PR TR B & IR B2 & oo BESEME: A ERE TR L 7=,

FEIE, PIANCSE Sz A 7 = X A58 (LY0412, 2.6.6.11.8.6.2.3) (28T, 1500 mg/kg (2 &
DAER—BREE LU T O i, B b -EWEH ORIK A SNAC (ZBEFE L 72 i e Y
CSFH 7N a—RREDIKT THLZ ENTRBENTZ LIZHSERE LT, BHRHEEEHOHEK
OEW A 32 2.6.6.11-38 1T~ d, EVIEAR G-AiT— B S OB FE 0 T 08 L T XXUE SNAC & 5- 1 IR§f#]
BETHREI YT,

#*26.6.11-38 JILa—RZEHARES LY MIBITHEEROKRSHREAFER (JLY0468)

Group Treatment Nominal Lv. infusion Number of animals
dose (mg/kg)
Subgroup
20 min* 60 min* 24 h*
1 Control (Vehicle) 0 Saline 7F 8 F N/A N/A
2 Control (Vehicle) 0 Glucose 7F 7F N/A N/A
3 SNAC 1500 Saline 14 F I5F N/A N/A
4 SNAC 1500 Glucose ISF I5F N/A N/A
5 SNAC 1500 N/A N/A N/A I5F 15M

a: Scheduled termination time point.
b: Only clinical signs and toxicokinetics assessed.
F: Females, M: Males, N/A not applicable
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LU F OFEMGIE B % 38R 506 P I REM L7 Trwin BRI TEMBIZR (8512 20 /9 XUE 60 /3 £ T 543
Wb, UL TK AHMEh Cid, 5 2 W% £ <5 omke, DI 54 6. 12 O 24 FER) | ik
HA, BIRG., FVva—A, A A2V, OB (5% 10, 15, 20 X1 604) . SNAC &
O S FEOEF RO TK (54 5. 10, 15, 20, 4047, KOV, 1.5, 2, 3. 4, 6, 12 KON 24 B
) | Mg vz I UEElKF#ERESE (GLDH) | B-t Re X e (BHA) . KOELEE (Fh1% 20
JV6047) . CSFHZ N a—ZAKRUOHEE (FBe5#%20 X16047) « 7V a—57 2 (F5# 20 KO
6077)

SNAC 1500 mg/kg {28 T, SNAC Z 45 L7= 33/89 fil &, —IRAEZAAL O BAEFEIZ K W LHIE S+
72 SNACIZ LV EIZHEGOHW O E#% 2 R LN R O —RIEEL O Rt R 2 — AT
IR, AT R OB D B RO BRIR R OVERE I OW KI5 &5 & £ Ul B RSN R L O
SREMEREE N STz, SERICHEEEZ T oz, T — OB —BRELE Lo E L LT
;T HOT N TH o7,

73— ZOP I BRBZE L OF BT EAE I A RIT I 2o 7oAy, (B Tk SNAC
DR L5880 Lz —REZ L O HE B K OBE L & ORI ARE 2 BREMEN TR S iz, 5% 0
SNAC D tmax [T F-< L 50005 2053 DOFPH, 1ZEAEDMEIX S UL 100 THY . —BREZL D%
Bl LRI L Qe —BIREEZ L O FREFEIC K 0 RS S 2B O MBET Crax (3. —BIRAE
BALDFED SRS TN D Coa (SR TEMN T2 (M 2.4, X2.4-5) , SHOTEERHY (E494,
E506, E1245, E1246 XX E1247) OWTHOFEEERE (AUC XL Cma) 1T 5 —HCIRAEZE L & OB %
R T BT RIX RN o 7o, BRE e RIRREA LAY BB TlE, CSF 1D SNAC JREE & — itk
REZAL D HEIEE MR EM L 0 @ o7, 1R E494, E506, E1245, E1246 X3 E1247 @ CSF Hij
FEE . —MeiRIEZ L & O BIRE e BEMEI TR O B LR o 72,

SNAC (Z L v ifnH, APl N CSFH D 7L a—RAREMET Lz, 7V a—4F 303 noONF
BRI SN o 7o, ZHUT—BOERIZL 2 b D LB 2 bz, ABAE/KOFAEECIX @A
B COMmF 7L a— 2D T & —REZE(L R OBELE & OB L BEER AL —T7, Zva—
ZOFEE (EBEEKE GRS TH T 7L 3 — ZRED &) Tk, BRI To 710 o — AR
& BRRE AL R OBE LS & OB T A SN Ze o 7=, IAEH & O CSF HELEAEE 13 SNAC 12 LV |
F L, Zha—RAE50F 8 b S PEIRE T & —RIEZ L L OBE A AL, &5
2, FRC 7 v a— 2R L728A1Z, SNACIZ X D 7 b2 BHA OIEFRENME T L, fmiEh
A VA VR EFEEN A ST, EA VAR VREICE D TV a— ARER T AR T TR
72hrolz, SNAC G- L8 2 Eh 7 v I REO ERIZ, P27 a—AREOKT
& B R BEEMED GRS BT,
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SNAC O 54, MK pH O _EFH-73 pCO» L OVHCOs 8 5 OIK F & & HIZBO biiz, #5%, Mk
D pO2 KL s0, D EH-HERO BTz, RO 2 b OFHMEHE H O biE, pH ZFrE ., —IRIEE(L &
UBEL & OBEMEN GO Hbivle, HWEOHMEIZME TIXZ NV a—2 2 H LA2WSEEICED b, Ca*'
IREEDIKFZ 9 Na kD c1®m¢/%f@tﬂ75>mzsb6mto LinL7ed s, — kB2 L R OBE
& OBEMENGRD b DT MEF CrOZ{bDHTH -7,

ftim & LC, Sprague Dawley 52 7 »» T SNAC % 1500 mg/kg O F & CHRIBRHIRE 0 &% 5 L 72 /55,
AER—MIREBZEAD, FITEER 5 0~60 2IZiFR S, 20 Z &i3ifsEd &K O CSF 1o & SNAC
JREE L BEHE L CTu, SNACIZ & 0 B3 iR AL R H O L b % S 4L, FrICiER &£k
ELT, A AV IEFERMDM R ONCSF 1 7L a— 2 &R, MmiETELEED 5 & OWER AT L F
H—IANRBO O, ZNHDOELIT—RREBEMOFELOEELLEEL, F-0nTnbEkE
% 10~20 2IZFBO b, 7V a—ADOFRNGFRE G 250 L7228, —BIRIEZ L O A ST EE
FEIZOWT, TR Do 7z, SNACIZXL VD LT 2E, SNAC DA I K IET 5
BL—-HT5HLEZLNT,

2.6.6.11.8.6.26 ELDBBLIOAVEZRAW=Zv B FTABERZAOKRSHRITEHER (M2.6.7.18
$%. 2.6.7.18.17.M. JLY0517)

AFRER D HIL, HEME Sprague Dawley 52 7 » M2 SNAC % HL[EIFRHEIFRE O 8 G5-RE24 U D EIVEH O 2
H=ARLERFTH e ERGICHE LIZHEEZRETHZ L. KRR DAL VA V2 i
5L ThHolz, SHIT, SNAC KO FEZAHM O— MR REZE I B U7 TK FrtE 2 d i L7z, £
7 = — AOEIIEE G 20 5312, TK A L8514 24 RERNIC ZRBEALE LTz, 58, SHEOMGER
LUk AEROEE 2 5 2.6.6.11-39 1TR T,
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£ 26.6.11-39 ELDBEBLIOAVERAWVES Y MBS TAERROKRERETHER (JLY0517)

Group Treatment Fasting regimen Nominal dose Number of animals
prior to dosing (mg/kg)
Main phase® Main phase® TK Phase®
1 Control (Vehicle) 3h 0 8F
2 SNAC 3h 75 8F 3F
3 SNAC 3h 200 8F 3F
4 SNAC 3h 500 8F 3F
5 SNAC 3h 900 10 F 6F
6A SNAC 3h 1500 ISF -
6B SNAC Overnight 1500 ISF -

a: Terminated 20 min post dose.
b: Fasted overnight prior to dosing. Terminated 24 h post dose
F: Females, - : No TK phase animals included in groups 1, 6A and 6B

LU OFEAMGIE H % 508 55 P2 GHE L7z« Trwin NEBIITENEIZE (514 20 /0 % © 5 0Mkm. X
TK HEMWIZ IV T G% 2 IRFIRTE C S fIR. £ 0% 5% 6. 12 ROV 24 IE[#]) | MR 7L a—
A, FLEE, EAEUER B-BE Ro Xk UfgR: (BHA) . 7k MEEER, 7 X I Uik FEEESR (GLDH) |
BB VN 77U ' Y K (BEHRIROEE1%2047) . SNAC K ONS FEO EEARH MO TK ; 1MfE
(5% 2, 5. 10, 20, 404y, KON, 175, 3, 4, 6, 12 KRON24 W) KONCSF 1 (354 20 %)
V24 W5f#) . CSFHZ L a—2AROHEE (FBE5#%204) ( 7V a—rr (&5%2047) | #R
L 72l es o WERAFR B A, PR O A &K OB T BB (R 5% 20 02225530 E L
=B .

3 IRFfEIAE AL L 75~900 mg/kg D SNAC Z 5 L= 8 id, 5 ICBhE L7 E 72— iR ie 2 b U
FECITRO BTz, L LR b, —Biffa L7z TK HE) Tix, SNAC 500 & Of 900 mg/kg D
BEIZED | MR, BT ROEEADORE | (RKOBRIRKR NEE SO RITH & & 4 U ERRGHE R
T ORIE MR 7 & O A E 7o —BOIRIEZ L 3557 S 7z, 900 mg/kg Tix, TK &) 2/6 il % e 5B 1%
(B 5% 157 KON 2047) 12, —RIEZAL O BEIEE D 7= DITLZHIE S 7=, 1500 mg/kg Tix, SNAC
ICE 0 EEEER (5% 15 250 20 47) (CAEER BOREBEEATFHER S, HEE K OEEL I,
—BeA R L7 @h 1% 5 BRI 3 R R L@ K 0 @mnodz, Gt 6 B (3 R RAET 1 BIA%,
—MeAEERET S0 2 —MRIRREEAL D EIEE D72 DI LI S e,

1500 mg/kg Z % 5- L 7= & & @ SNAC K O OB I2IL, —Bufe L-8W & 3 IR A L
ORI S 72 ZRITRD N o72 2 L h, i L U A 13 SNAC OBRFE EICHE L s
ZERIRE T,
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SNAC D toax (TG EH TH Y . FITEGH% 2 UL 55 Th -7, SNAC DI EF U CSF i &
—fRARREZAL D FAEE & DORICITH H 272 BHEMEATRD DTz, —MRIRIEAAL o HEE O 7= b RS
SEEHHTIIOTI L, SNAC O fEF & O CSF FREEAS, —fRRIBZ(L S EHOUIRBD B an
ST AN TE D272, STEOEEHD ORBERE (AUC U Coa) - & —IRREZAL & DRHICEY
EPEITRRD B IR o7z,

500 mg/kg PL_E D SNAC (2 & v 1fin#fE 1 BHA 23589 13 12K F L. ZAUZfEV BHA 7 & B EEBRLE MK
T L7z, CSF H3LEgo FHEEFH 72 EHH 900 &N 1500 mg/kg TRRH A3, A ELEE D FHI1X
— R RIT 1500 mg/kg Z %5 L72EMICOBG8D Hivlz, 7272 L, 3EMMERIEC L H 2 &t
BHlCix, BERMETHLBR LA, S5, —BiA®% O 1500 mgkg SNAC Tl fEd 7
JLa— AP OR BN B, 202 ik, 3EEHA L8 ClIA b7z, [FERIC CSF
73— ZPREER | FRICFECHNZIBN T, 3RFRFE R L 2B R CBEFICmfl Sz, Ll
MDH, T OB, —BiiE R 23T 72 e TR JLY 0468, 2.6.6.11.8.6.2.5) DfiRZBE
THE, EEL YA TIERLS SNACIZEKNT LD ThH -7z,

3 IR L7 B Ol RFIRO BERE 7 L =1 — & L~ 200 me/ke BLE CHEKFIC FR L, @
AT Y a—42 U HIETF L, —Beief L7-Bcid, RO L7 L 0 — 2 L~V R O
Y a— U EIEEICES . BEL S UHEHO R L DAL b0 L EZ BT,

B IO 128\ V) T, 1500 mg/kg O SNAC Z 4% 5- L 7= 3 B BB o -5 7' ) a—»7
& EIKT 2R TR O YA L OB 8D Sz, ZOFTRIZEEO IREE (b2 2T 5 &4
DAL, REFICITRD NN Lvh, SNACIZRE LB 2 R L CW D AREER H S, LorL7e
Mo, YA LOKTIXEREMIC L AONDFRTHY | B5RE 6 Hlloxt U CRRERT 3 Hl0
HThHoT-Z Emh, MEIZSNACIZEEL TWA LD D Z &ixTEahote, MRL VA Y
MR DT, B A RE & RTIREE (A 24 BFR vs 3 ERE) & DEERIIAT DR hr o 72,

FEEFEMERAICINT, I har R 7 oRE (T, BEEHEeE, OE&L O G5 (<
FOF BRI oTe, ARBRIIT MG & i 2 oo fed, B bz bar
RU TR (KFED3H) O L2 SNAC T —Biff e L A EEET 20 8 5 NI A TH S,

ftiom & LT, SNAC 75~1500 mg/kg Z H[ERE MG L 7GR, 500 mg/kg L EDO A& T, #514% 20 4
PUNIZ Mg & O CSF H D i SNAC IR EEICBE 4 5 A E 22 —IRBE LR Sz, —BifERIc X
V. SNAC OB 2 B DO RSMED IR S Hu7z, SNAC 13720 72 ifn 8 o} OY CSF LRI FE o
EREFETDE L BIC, MRS Rk (BHA) | MIEHREROCSFH 7 va—x KORFZ Y a—
FUERBR LI, I hary R TOBEBICKIETEEBIIRO bhkehol,
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2.6.6.11.8.6.2.7 S v MZHITH 13 BARBEOSERETHE (M 2.6.7.18 8%, 2.6.7.18.17.N,
JLY0532)

AGER D HAYIZ, Sprague Dawley 527 »~ M2 1 H 18] 13 M8 E5&EHIFR O £ 555D SNAC O TK K OV
P, R OBEYERITIZBE A U7 WA L B OB RE PRI IR B 2 R AE T ARBEME DO ZIZ SOV TRRETT 5
L Tholz, BERE. FREOMER OB EE 2 2.6.6.11-40 (TR T,

3= 2.6.6.11-40 v bIHT S 13 AMEOSERETHER (JLY0532)
Group Treatment Nominal dose Number of animals
(mg/kg/day) Main study Satellite study”
Males Females Males Females

1 Control (Vehicle) 0 10 10 8 8
2 SNAC 75 10 10 8 8
3 SNAC 200 10 10 8 8
4 SNAC 500 10 10 8 8

a: Satellite animals for toxicokinetic sampling

PLT OFMIE H 2 3B MR ICFE L7z - 851 B, 42 X ON91 BICkIT 5 5oMkE (5% 2 R &
T, DI G-#% 5~6 Kf#]) @ Irwin NEBIATENBIZE, —MCRABBIE: (rwin 8152 0 ZBR< fi: A O
Ht% 1 ReR) | fER v a—2 0 fHER, VB U EE, BHA, 7k NEEEE. JV X X UERIOKERER .,
WEEERERAEE, NY Uk U K (?&5:&1'1&0?&5?& 204y) . BRILA b LA, SNAC KON 2FED B EE{EAR
WD TK (F 5 5. 10, 20, 404y, KOV, 1.75, 3, 4, 6, 12 X O'24H5f]) . CSFH 7 La—=A
ROHmE (B5%205) . 7V a—=5r 2047) | B51% 20 70 OZERIEALE, IR L 72 lizs DO W
AR BRRR AT, 5 BAR A 7 O AR A B OV - BB AR AL

B L 2HEIZEIT 5 SNAC ODREMEIML TR ThoTe, HHICEE L7 TIE2R <, 500
mg/kg/El DO 1 B F 3B HAZBIE U7e —fRIRIER b 2 2 Lz, UiZ@h Tl 1| B OB 5 E% ISR
WHROBREOFD RO b, 5% 3IFHERVUBEORGHIM A8 L T, YZHMWITER
k%z bz, MEZ v b SNACIRZEITMEL VL TEro Tz,

200 mg/kg/ A 2 #5- L8 1 il 4, R G- O720D5H 8 HIZLEIL I HT,

4 SNAC G- HEDOMEIZ W T, & 5% 20 7712, iEH 7 b AR, BHA X377 & MEERE O T 25380
Hilz, HETIE, SNAC 200 X% 500 mg/kg/ HBEIZRB VTG 20 0% UTHRGRIO N ) 7)Y R
FEMHEREIC ER Lz, 2o OZUIFARERBN KT TR L B X b,
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MAEF XL CSF i 7 v a— RRREE . SUIHF 7 ) a— 7 REEIC R TRBIIERD B Lo 708,
CSF HgLFgiie 2 O re E5-25, 13 WM OG- HIRHE TR O 54 20 5712, 200 M Of 500 mg/kg/ H @
1 K O 500 mg/kg/ H ORETERD iz, St FRICA B2 AR FHLERIRE O FHITFRO b o 7o b3,
A B IV T2 BRI A Hav, BN LR D, B 20 4312 (2[RI AR M OV B-RiTE IS
HARTHHEICRE WILBIRE RO biv/e, CSFHAMRBED LR EZEZET 2 & mAFEPALBERE D%
LI 5B L 72 2B D ATREMEN B 2 LTz,

Fefb A b L 2 OHIME AL, AP SUIATE A A~ —0 —IZRO bR o7z, 61T, DI,
R M OB EIENHREO X b= B U 7 OBBHEIESEIE, SNAC Z2&5 L2 & stz 5 Lot
MREN) & TRk E B X DTz, T OMOMIE/NGE D &G ICBEE L 72 JERRER AR LITRE D B AL

ST,

PGB U 72 BRSO S L N B IZERD BTz, FEIZ 200 U 500 mg/kg/ H % £ 5- L 7= fE O i
IZBWT, BRI~ R EE DO RAEMEIEIENE ST RIEMEZ b, i, EROFIEE, BRI O /NE /s
2 SRR I B U ER M NER DS A DTz, TS IXAE TR E O EFICEWBIE X
iﬁfﬁﬁhﬁbt# U5 AR OB~ DOHEFTITRRD B o Tz, WTNOFEEL SNAC OFY
PEAERICEES 5 LB 2 b,

fam & L C. MEME Sprague Dawley 52 7 » M SNAC 75, 200 08 500 mg/kg/H % 1 H 1 [EFR OG- L
ToAER, AEMEIE L CRIFTH Y, HHICEE LSBT A Lo 72, CSF H & OV 3 o L g
WL D72 F A% 200 mg/kg/ H UL ECTRR® HiL7z, SNAC 512 B L7z iRk A b L 2 O e A 1%
o To, D, BT K OB EIEMEMEO I F a2 U 7 OEaMiREEIL, SNAC D @%X&Qw
HDEBZ ALz, SNAC O JRFTIIIER T M 2 7~ 3R B R TR LI E DXL, 3212 200 &
500 mg/kg/ H # 5-HEIZRRD BTz,

2.6.6.11.8.6.28 S v FZHTBHDIERBD ATP BEEFLMI 2155 (M 2.6.7.18 8%,
2.6.7.18.17.0. I140701)

ARERO HElL, —Bii R U721 Sprague Dawley 52 7 FZ SNAC % Hila[B&EHIFRE 0 & 5-RF D L
LR D ATP JREE Ik 2 2O BDO RREME 2 BaTT 2 2 L Tho7-, & 6T ATP R, Mk
7V 3 — A K OFLIRIREE & O BEME AR U7, R, BREOH &N OEWEE 35 2.6.6.11-41 [ TR
—é—o
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% 2.6.6.11-41 S MIBIT2DEABO ATP BE 25HEI 551545 (HI140701)

Group Treatment Nominal Dose (mg/kg) Number of Animals
1 Control (Vehicle) 0 10F
2 SNAC 1750 10F
F: Females

LUF R E H 2 38R G L7 - ATEMELES, Erh 70 2 — 2 RO (B G-Al M O 5% 20
57) Ll O ATP,

1750 mg/kg @ SNAC Z iz 5 Lo 3 X CTo@EWrs, Z@te, EAFEL, KA E ROBMTRE R ED
— KRB b 2 B U7, 4/10 BINEEEE . 6/10 BT 5B D — MR b2 5 UTe, WA BE O 18se 8 7
STz 6 BT BG4 12~19 /3 IC I S H 7=,

SNAC # 5 L8 Cld, Mgk 7 a— A REIET L, AREEIT ER L7z, SNACEZESG L
7B DD ATP FEEE 1L, IR REEIC T 68%[E T LT -, MR N & o T T
M OIERERR D ATPIEE L IEF IR . < DT v FhTIfEH 7L o — R BE S IEFITIK)I - 72,

fam & LC. MEME Sprague Dawley 52 7~ I SNAC % 1750 mg/kg O & CHIERE O#5 L7255 5.
—RORBBZEAE O DAL, Fio, DB D ATP IR AR TIZEE T 2 AIREMEN B 2 AL D AR E D
ERAKROT Va3 —=2AREORT bR 6T,

26.6.11.86.29 Sv MzBHFALEEUITHABD ATP BE AT 251 (M 2.6.7.18 {15,
2.6.7.18.17.r. I 41102)

AFRERD B, — Wi U= Sprague Dawley 2 7 »~ b SNAC Z HA[al5@#E 0 # 5RO
TS OV D ATP IREEIC RIET R OB LT 52 L Tho7o, S HIT ATPIRE, miEf s
b3 — AR OFLFEIRE & OREME 2T U7z, B, SREO AR @MW E £ 2.6.6.11-42 12”7,

£266.11-42 Sy MIBITADERVIFEGO ATP EEZ51E T 525t45% (H41102)

Group Treatment Nominal dose (mg/kg) Number of animals
1 Control (Vehicle) 0 10F
2 SNAC 75 10 F
3 SNAC 200 10F
4 SNAC 500 10F
5 SNAC 900 10 F
6 SNAC 1750 10 F

F: Females
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PUF OFHMEIE B % 38R 5256 ISR U7z #5-4% 20 S T8 EIER,. AR 7L o — X R O
(T 5RO 544 20 43) . $E5-1% 20 /50 (22280 AVE s O Dol e ONF/ELAR O ATP,

75 KOV 200 mg/kg TlE, SNAC IZ L DITEVEALITFE R S e o7z, 1241 (500 mg/kg BED 2 fi,
900 mg/kg #ED 6 B L Y 1750 mg/kg BE D 4 f51]) DEREED kg2 b2 2 L7 — T, FEEO—HIR
REZAEAS 84511 (900 mg/kg HED 2 5] 2 TN 1750 mg/kg HED 6 f5i]) 12388 Hivlz, 788 bivie —BRiEZ b
X, R, G, KA E | SMTREKOERLThH 7o, PEEO-BREBE(NA L
NT-EIER G 11~17 D% L5 S H -,

MAfErR 270 o — AR FE 135 i SNAC 900 mg/kg D & F CHEMRFINAK T L7223, Mt #RaE=E
1% 900 mg/kg DHFED BT, 1750 mglkg TIXZ D & 5 REEITH LN, 7L a— R PEEOHFHITIE
WA Ch o7z, MAEFFLERIRE X SNAC & £45- L7-8hic B\ CHEKIFIIC EA- Lo, #iit
LA ZEIT 900 KO8 1750 mg/kg TO B8 BTz,

ATP R 13 SNAC Z#¢ 5 L7283 O Dl M OIS B8 W CTHEIRTFRIIZIL T L. Dg Tk 1750
mg/kg T, HFiETIE 500 mg/kg UL L THEGHAMAEENRD b,

fitism & LC, Sprague Dawley 27 » MZ SNAC Z H[AIRE O G L-fE R, MfEh 7 ra— 20T,
MAEFEEED EF- . APl & OVDIERR O ATP IREOIK TR bivic, &I, AFER—MIREZE L
73 500 mg/kg UL B TRROH BT,

2.6.6.11.9 300mg/ATHE FEEE L DREEY

Y CTRO LN BwET RO MBI 2 Y R 7 2T 5720, ik Ot s ORERELEZ R
L7z, BEEIIIE, BN OA D = X BCHESE Con T AUC 2 H L7z, EEMEE

(NOAEL) (28175t h® SNACIEFE & (Cox XL OV AUC) . BN SNACMRFE &, K OWRE &%
PITFIZRT (#£2.6.6.11-43)

7 2.6.6.11-43 NOAEL IZ& (1% SNAC DRV E FrDEZEEL (AUC BT Cmax)

Trial/Stud Exposure® Animal-to-human ratio

. rial/Stu

Species NOAEL ID Y Total Cmax  Free Cmax AUCE Crnax Crnax AUC
(ng/mL) (ng/mL) (hxng/mL) (total) (free)

Human 300 mg® Trial 4140f 1083 19.0 1340

Mouse .

(13 weeks) 500 mg/kg A16705 81750 12500 18050 75 659 13

Rat d

(104 weeks) 75 mg/kg JLY0366 32800 2330 5985 30 123 4.5

Monkey 300 mg/kg® BNAO00003 24100 922 40300 22 49 30
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(39 weeks)

a: Exposure data in rodents obtained from separate studies: JLY0557 (mouse); JLY0517, JLY0532 (rat). Free
concentration calculated based on plasma protein binding (M 4.2.2.3-B-8, 309773)

b: Clinical dose of SNAC in oral semaglutide tablets, independent of semaglutide dose

c: The NOAEL defining toxicity was excessive mortality at 1500/1000 mg/kg/day

d: The NOAEL defining toxicity was increased mortality in females at 200 and 500 mg/kg/day

e: The NOAEL defining toxicity was adverse clinical signs at 500 and 600 mg/kg/day

f: Geometric mean in healthy male Japanese subjects, Day 91 (n=17)

g: Steady-state AUC values (AUCy.241) are reported for humans. In animal studies, AUCo.24n Was reported in mouse,
AUC values to the last measurable concentration (AUCqt) was reported in rats, and AUCy.gy in monkey, following
either single or multiple doses. Due to the rapid absorption and rapid elimination of SNAC in both human and animal
species, and lack of accumulation on repeated dosing, these differing AUC calculations yield similar values and are
directly comparable

S 5|2, NOAELZH1F % SNAC O SFED FEEHY (E494, ES506. E1245, E1246 X (NE1247) @
Y OIREFEE (Coax XN AUC) %, SNACTREI DO & MRgFEE S & HIZRT (F£2.6.6.11-44)

#*26.6.11-44 SMHERIZHTSH NOAEL TD SNAC KBEMDIREE

SNAC metabolites

Species Dose Trial/Study ID

E494 E506 E1245 E1246 E1247

Cmax (ng/mL)
Human 300 mg? Trial 4082 125 1075 3030 1811 6523
Mouse 500 mg/kg JLY 0557 28900 109050 66850 69650 110000
Rat 75 mg/kg JLYO0517 20300 40600 6560 4230 8330
AUC (hx ng/mL)

Human 300 mg* Trial 4082 125 1563 10338 5310 35122
Mouse 500 mg/kg JLY 0557 11360 96350 67600 147500 435500
Rat 75 mg/kg JLYO0517 9980 58500 8080 4740 17300

a: Human metabolite plasma exposure in healthy subjects (N=22; geometric mean) in Trial 4082 on day 10

BT SNAC ZFE O BRFIZE8D BT T HOW T, 50 0 B hgiE & L 5k L o BhEM: % W
AEL72, FERE L TCOEMEOE FO Cux LB, B FTO VYU R 7 Sl i 725 B H Th 5 & %
2 BT,

SNAC ##%5- L7838 G- T DOFEKIT, B EROESR T 20 Lo Mk R & &
Z BTz GRIRE I MIE T 82 M4.2.3.77-B-1) o ZOHEIZI ha> RUTHNTAEL D7D, M



Module 2.6.6.11 {143

77 of 83

HFE O SNAC 2 E TIE722 < FERE A SNAC IR E GERSAALRE) OREREILDOIFI 2, B hO U R
JICELTIVEROLIHEN S ONDI EEZEZLND, ZNHDT —H %K 2.6.6.11-45 [T,

% 2.6.6.11-45 REDEDONEI>I-RIEAZEICEIT28YWRVE FOBREEL (Chax. ERESE

)
Exposure® Animal-to-human ratio

Species Dose Trial/Study ID Total Cmax Free Cmax Chnax Cumax

(ng/mL) (M) (total) (free)
Human 300 mg Trial 4140 1083° 0.068
Mouse 500 mg/kg A16705 81750 44.8 75 659
(13 weeks) ‘
Rat 150 mg/k BNA00004 65600 18.8 61 276
(52 weeks) gike '
Rabbit
(EFD) 1000 mg/kg 805-001 265000 123 240 1810
Monkey 600 mg/kg® BNA00003 90100 19.0 83 279
(39 weeks) '

a: Expose data in rodents obtained from separate studies: JLY0557 (mouse); JLY0517, JLY0532 (rat) - exposure at 150
mg/kg estimated as twice the exposure at 75 mg/kg. Free concentration calculated based on plasma protein binding

(M 4.2.2.3-B-8, 309773)

b: Geometric mean in healthy male Japanese subjects, Day 91 (n = 18)

c: Highest dose tested in 39-week study. In a 13-week study, 800 mg/kg was tested without mortality
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2.6.6.11.10 BR R UEm

SNAC O a7 v 7 F Md, Fei U7 FEERIR i tEatBh 7" m 77 F L3 K[E FDA @ T Guidance for
Industry - Nonclinical Studies for the Safety Evaluation of Pharmaceutical Excipients!| (ZH#EHLL CTFV | Hi%
HA B ZNTICHM3 A BT A 2 HIR ST 2 HEEEARIC AL L T 5,

SNAC O EREMEF, SEWFRIZK LT 75~500 mg/kg/ H L FOHAETIE, ML CREFTH-72, #ik
ABRICEH SN oW T oEfEIZIHS VTS, RFIZ 500 mgke/H 28 % 5 HEIZEBW T, SNAC L%
WREZAL L OB & OBIEMENRO bz, ZHOHOFTRIZBE LT, A =X AR BRICB N TRD 5
N MAER R ONCSF H 7 L a2 — 2D, EH & O CSF FHELEE O _E 5K Ol OV > ATP AR T
& @EQJJMM DO, ZHHORTRIE, MRMERFLEICR#E T 5 & % b, B R TO SNAC IR

BELDHIEANICEWVIREE TRD LT,

2.6.6.11.10.1 —#sEH

RERZATS T T XRCOEME (v VA, Ty b, UBFEOYIL) IZBWT, SNACOEGIZEIV A
ER—OREEM L O ET AT, T v MRAJRMERERZ & Lo AR 53 EmBRIZ B 1T 5 2 b ic ik
S3& NOAEL # R E L71-, BBEEN Ot MREEEICKT DI 2.6.6.11-45 (R Lz, SEEREAELE
RIEAEILT v MZET 5 200mgkg/ H TH Y | ZHIFMOEPFETIHTHAALNICHELY HIFFIC
Krodz, ML T, ETITEMAENOWIREIE G 1 K LN O R SNAC B 8 ORF A ?%ébko*
5. 5RO FENARHY O E L —RIEE (L & O 2 R RIZ R o Tm, WP o EREIC
WTCTHIET ORNC, WEAR, PR R TEB)HH, ﬁ%m@\%@é\%%%%&vﬁﬁwﬁTﬁ®—
FORBEZEALBRFITRE D B, —HOBMPIILREIH ST, b DO—IREEILD 5 H—H D ZEiX
BB LR OHEIZBWT—1m%E TRO LT,

KRG EMERBR ClL, HONIEEORD LR WHEIZBW T, BT L CGRERBIM 2@ L
THRIIZRED B, R OMI R OB T RNE LM ANIRD SN2 hoT-Z &b,
BEHBORE S R OBELTIZIIEEN W LR ENT-,

RAEH G REERBREZE LT, —H L T O—IRIBZ UISEE ORI 4 R E IR 22 AR HER 7o il
PRIR ST R SR B 2 B I3 DL h o 72, 7272 L. $ L ORI T 500 mg/ke/ A LA L
ERG L@ T, —RIRIEE L ORED SARMBERRIER S M S =2 LD, b o@iic
BT RUBCEME G 272, RO X A4 2 U IBNRNEEZ SR, ffEh 7L o — AR
&fT*ELt%@ RO BRIz, —HRIREEEITIZ E A ER—BETH - 7208, Bk

WL THDE, BERUITRMEIZ ST DIRERIT W B oz, Zhbomilix, 7> Mk
5 A= X AEER (JLY0468) ([ZBWTC, IEH 7L a—ZARME o 723 7 v 2 — A E G050 Rk
DOENRPoTHMALE —HTHLDOTHoT-, ZTOMIZ—E L7-BRRAESHIEH OZ(ITERD Hh
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oo, Ty NCETABIVRRAT 7 Z—EBEKONN) 7k NRED LS, /a7 ) VREK
W7 FARDIRTFRRO LT, Ty MR VOB FIZENT, JREKOZEL (b —BMERA D
NEZIET B Y wABED LF) KOS EROBIMER NGRS b =28, B 2 5 EEsk 2
{RIFERO b2 oTz, T B DL SNAC /6T MU U AR SN RICE A2 b D &5
2Oz, EIT, HWEEOEMNN T v N RO Vil 5O — R a2 m L i — B L T
OO, WEEM TR FEEL TEL T, AETIIRVWEB I 6T,

R BN BIRIEZAL K OSETE DRI 2B 5202 T 5720, —0 A b = X Lk 4 Fhi L1z, In
vitro Tl *ﬁﬁﬂ‘ L 723X COMIEFE L OEMFEIZ I\ T SNAC 2SI RER 2 PR L7=, SNAC Ofilia

I WAEIX, FICEMBEROESIKTIOMELZI LTz, Sprague Dawley %27 v k&
72 in vivo ‘ft%ﬁf I%. SNAC 3@V DIER Z S IEMEL L, fF e QY CSF 1D 7L 2 — AR EE A KT
S, Mg RO CSF HLBRRE % bR S8, DIE& OO ATP IREAZIR TS E2 Z &ARShi,
S OEERFTRIL SNAC OMISEMERIZ RIFTHEBEL —FH L TnD ([#2.6.6.11-3) .

Glucose (¥)

-» NAD

\J

Pyruvate — - |actate (4)

5 : [ ComplexI inhibition ]
‘ : TCA Cycle
Ketone bodles (— Acetyl -CoA

NADH

----------------------- NA S=2 a0

W'\f f-—

Fatty acids

SNAC is able to inhibit complex I in the electron transport chain (ETC), located on the inner site of the inner
mitochondrial membrane.

Complex I is the first step in the ETC which ultimately is responsible for the generation of the majority of ATP; a minor
part is formed during the glycolysis (green arrows, Glucose —Pyruvate). Complex I catalysing the oxidation of NADH,
formed during the glycolysis and in the TCA cycle, to NAD".

An inhibition of Complex I will inhibit the ATP formation, and increase the NADH/NAD" ratio. To counteract the drop
in ATP, glycolysis is increased (glucose]) to form ATP. However, NAD" is needed during in the glycolysis process, but
is reduced following an inhibition of complex 1. To regenerate NAD", pyruvate is reduced to lactate (orange arrows),
and the lactate levels are increased (7).

X 2.6.6.11-3 fAEMEREVEFIEERICKRIZT SNAC DFE
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AHRRRE ORI X 2 272 BHEDO =XV FX —RZ M, @EIREO SNAC ICIRE L8N E L
FEWR B QMR AEA LB DO FRIK & 5 2 B d 28, B TR ARA LRI &IT 300 mg/ A 12815
t NORERED 276 (FEH % Tz (32 2.6.6.11-45) , SNAC TR b AVIAERBEF OFEMIC DV T,
AR FIE T (M 4.23.7.7-B-1) 28ROz L,

fham e LC, BT RO BRI biE, MiarEREENFR CHH Z &, KT 300mg/H T3
T2t N ORI TEVIRE R, FICEWERICE T 2 BEZIMOIEF @O hREC
BWTHATLZERHLNE RS, ZOLD @m0 ETREX, B~ 7 vF MROSEICE £
% 300mg D SNAC # & MIEH L THEGET A Z LT NI &b, B TRO LN TITE M
BT 5 SNACHHANCE L T, BRMZMAE L T2 56R0nWEB 2 b5,

2.6.6.11.10.2 EEEHERUHNLAERNE

BEEREIZEB T, SNAC D in vitro X1 in vivo TOBEEVEBBIEITRD Dol DA
FEMRBRIET v PO~ A2 HWTEGE LTz, rasH2 h T AV == v 7~ 7 A2 SNAC 30, 100 X
1% 300 mg/kg/ H O & T 26 HREROHE L7722, BHEFIERO D DT RITFEO 51T, SNAC DN
AJEME 2 R TR ERR D B AL/ v~ 72, Sprague Dawley 2 7~ 2 SNAC % 75, 200 X% 500 mg/kg/ H
OHETHRE 104 HERO#&EEG LizE 2 A, 200 LT 500 mgkg/ HIZHBWTHEDOIET RN EA LZ, L
U7 B BRI A Tld SNAC 51T RE IR 3 2 JEEME USRS A (LR S o 7o
Z &M, SNAC O AR Z R TARMUGERD LR h o 72,

2.6.6.11.10.3 HEJEFLESH

7w RO VX E o EmE L AR A m R A . SNAC LAl & LT 1000 mgkg/H D 1 HET
FhiL7=E 2 A, —H L CTEEREED K OREY,WEWOERERD PRBD bz, LedsT,
%) NOAEL % 1000 mg/kg/ H Aii T > 7=, SNAC 1L 1000 mg/kg/ H £ TZIRREL WL « kI D34
(B E RIE S 20T, T v MCBT 2 AL O AERZ DA (PPND) #RERICIBWT, JERER K&
OVttt 5 B I O EEMW) O OBEINMBFED HALTZS, ZAUSHPERIRICRAET H =R NLXF—RZ %
O REWOREIC L2 b0 EEZ LN, ZNHORRL Y ARBRCTHEAIR G L7- SNAC 1000
mg/kg/ H @ 1 FE23 NOAEL & 135 2 b ivie o7z,

REM) OFMEITIZ H < SNAC DML RIZTRELEZEZ LNL03, ZOREL, BAMEL
LT 300mg0>SNAC EEATORAOE~Y 7T FTIEHEROICHEE 702 133 2 60720y IR
Wz RIF T2 (M4.2.3.7.7-B-1) &) , L7243 T, PPND iBRIZ35\ T NOAEL 3% E S L7270
ST2b DD, FERARREBZZOND, &EMIZ, At~ 7T RiEfho GLP-1 73 =2 b & [k,
FERRHICAE TR & TIER LY,



Module 2.6.6.11 {185

81 of 83

2.6.6.11.10.4 BHFETRIEME

JRFTRENE DR & AR 1 5 ERBR O — T A AN T, 2D OFRBR T, ?yh’bfﬂﬁ
LRI ENUTRD SNT-DOHRTHY . Y2 1 B 18 39 BEERERR 0 G L=84a. XUE 300
mg SNAC Z 53 288414 1 H 1[5 16 #H[H L7235 amv?*t ZBWTH, J%wm@@ﬁﬂh AN
FTRIEERD B2 o Tz, B % B 514 20 U 60 /3 I 2238 BALE L= L 2 A, T v MR 5 HilE
% 0 B G ER K O 13 3 R R ER & Rk IS ﬁﬁﬁﬁ%m#ﬁ BT, %aﬂi+ BB O%
W~ 5 B 0D f A MEREIBEE AE A 900 3213 1500 mg/kg @ SNAC % HA[a 45 U 78 O KER/SIZ, SIHig
%N%E@%Eﬁﬁ%ﬁﬂMX@ﬂmmﬂgH@QMC%Bﬁ%%ﬁbkﬁTM@EMKOﬁ@&@
THIEEMEWEE L LT, BEMRRICBT2REAENMEN LICLDEE2HD, LnLaen
5. SNAC LB EEZ BT 57 A ) & KO OMO JHETRITEE O SRk itk ST b K )
(2. SNAC ORIFEERIT S 2RO MPEA TR Lz (FBomIcn) et b E 2 bhb, 612
T U7 R 2 ER2[A1E  (rapid epithelial restitution) 7' 12 & 22 X W IEFIZRhER B < FEE <
BEEIND ZENRIHABNTND S, —REEHRGFEERR TR T N ERE OL(R e h o7
LR ERKIEOESCOREENHEGE SN TS, Ty MBI 2B AFEMERBR I, HEE
(2T 2 SR 72 SNAC OEEFRIZ K- T BB TG MR 28 S TSR FEIEIE R X 7o
72o E BT, A RIZ SNAC OFERI TR 2 &5 L=, 2YERFTHMMERBRIC VT, #5% 1 KO
24 OWT IS BIZR T 2 RIERIT RSN o Tz,

2.6.6.11.10.5 G®RESMH

7w MEHWT 28 H MR m etz 356 L7, ARRBRCIiX, SNAC IEi K 500 mgkg/H £ TOH
BTRERICEEL KZER, T2b6 ) O SRICWEMETHE(LE b6 &3, &G L8
D IgM T IgG INEREZ B S ¥ D Z L /ed | R RBA, BRREMER ., MesEE TE
BEOZEAZ b2 b SN LR ENTZ, LI > T, SNAC I3 mEl 2 72 b S v L it
T 7,

2.6.6.11.10.6 &

SNAC DXL, K EMFEICKT LT 75~500 mg/kg/ H UL F THEL TR TH -7, #tERBRICHW
T R TOBYRICEIT 2 HEFR —BREBEEK O CIC LY, KRR S HERRIZISIT 5 NOAEL 23
BRE ST, —CRIEZAL R OB 1R, EAIR TBE A2 U Miarek oSSR L i 25tk
@izw% REZWFEFEEZ B, EORER, FFICEWOSERICK T 250 OIFF I &N
HER SNACJRE LER# T2 Z EBWL N E R olz, 2O XD Ze@mniE AL, & M2 300 mg
ﬁmcﬁ%ﬂﬁbf%ﬁiTé TN ED, BT LILIZAETITE MZEIT D SNAC D

EANCBI L C. BRRMZ2MBEIC R b2neEBEZ b D,
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SNAC ([ZIZBREME IR AFMEITRRD 57, F 72 SNAC ITZRRENL OUR - JRIROFEIZK LT
HEREEL RES 2o,
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A comprehensive nonclinical toxicology evaluation of subcutaneously administered semaglutide was made for the Ozempic registration file
(Please refer to M 1.13.1).

In addition, repeat dose toxicity studies in Sprague Dawley rats and cynomolgus monkeys have been performed with oral administration of
semaglutide. These studies are tabulated below.

The toxicological evaluation of the new excipient salcaprozate sodium (SNAC) is tabulated in ‘Salcaprozate sodium: Toxicology Tabulated
Summary’, included in M 2.6.7.18 Appendix.

26.71 SEHBRO—&

Test Article: Oral semaglutide

Species Method of Duration |Doses GLP Testing Study ID Location in CTD
Type of Study and Strain Administration of Dosing |(mg/kg/day) |Compliance Facility
Repeat Dose Toxicity Rat / Sprague Oral gavage 2 weeks 0 No Novo Nordisk 208301 4.2.3.2-A-1
Studies Dawley 6.67 A/S
33.36
66.67
Rat / Sprague Oral gavage 6 weeks 0 Yes Novo Nordisk 208300 42.3.2-A-2
Dawley 6.67 A/S
33.36
66.67
Rat/ Sprague | Oral gavage 26 weeks |0 Yes I 20019 4232-A-3
Dawley 6 I
20
60
Cynomolgus | Oral capsule 2weeks  |6.8-13 No I 005302 423.2-A-4
monkey .
Cynomolgus Oral capsule 6 weeks |0 (empty Yes I 20053 42.3.2-A-5
monkey capsules) [ ]
0 (SNAC
controls)

5
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Species Method of Duration |Doses GLP Testing Study ID Location in CTD
Type of Study and Strain Administration of Dosing |(mg/kg/day) |Compliance Facility

10
Cynomolgus Oral capsule 17 weeks |0 (empty Yes I 009423 4.2.3.2-A-6
monkey capsules) [ ]

0 (=tm'&c

controls)
5
20
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Module 2.6.7

2672 FXIaxR2T4 U XAHBO—ER

50f38

Test article: Oral semaglutide

Type of Study

Test System

Method of
Administration

Doses (mg/kg/day)

GLP
Compliance

Study ID

Location in CTD

Repeat Dose Toxicity
2-Week Dose Range
Finding Study in Sprague-
Dawley Rats by Daily Oral
Administration

6-Week Oral Toxicity
Study in Rats

Toxicity Study by Oral
Gavage Administration to
Sprague-Dawley Rats for
26 Weeks Followed by a 4
Week Recovery Period

Maximum Tolerated Dose
Study by Oral (capsule)
Administration to
Cynomolgus Monkeys

Toxicity study by Oral
Capsule Administration to
Cynomolgus Monkeys for
6 Weeks Followed by a 2
Week Recovery Period
Toxicity Study by Oral
Capsule Administration to
Cynomolgus Monkeys for
17 Weeks Followed by a 2
Week Recovery Period

Rat / Sprague Dawley

Rat / Sprague Dawley

Rat / Sprague Dawley

Cynomolgus monkey

Cynomolgus monkey

Cynomolgus monkey

Oral (gavage)

Oral (gavage)

Oral (gavage)

Oral (capsules)

Oral (capsules)

Oral (capsules)

6.67, 33.36, 66.67

6.67, 33.36, 66.67

6, 20, 60 mg/kg

Phase III:
31.26 mg
(6.8 to 13 mg/kg)

5.0 and 10.0

5.0 and 20

No

Yes

Yes

Yes

Yes

208301

208302

209428

4.2.3.2-A-1

4.2.3.2-A-2

4.2.3.2-A-3

4.2.3.2-A-4

4.2.3.2-A-5

4.2.3.2-A-6
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Test article: Oral semaglutide

Method of Sex & n |Study ID. |Doses Cax AUC 4
Type of Study Test Admini- /sample mg/kg/day (nM) (h x nM)
System stration time
Day 1 Day 14 Day 1 Day 14
F M F M F M F M
Repeat Dose Sprague | Oral (gavage) | 2M+2F 208301 6.67 NC 2.14 NC 0.563 NC NC NC NC
Toxicity Dawley 33.36 509 169 37.7 7.68 4060 1470 256 NA
66.67 1340 1640 67.8 61.9 14400 11900 484 597
Method of Sex & n | Study ID Doses Crnax AUC.24n
Type of Study Test Admini- /sample mg/kg/day (nM) (h x nM)
System stration time
Day 1 Day 42 Day 1 Day 42
F M F M F M F M
Repeat Dose Sprague | Oral (gavage) | IM+1F/ |208300 6.67 1.59 NC 10.9 NC 24.2 NC 41.6 NC
Toxicity Dawley 2M+2F / 33.36 286 141 109 87.5 2200 1350 1050 732
3M + 3F 66.67 2130 705 545 230 20400 6260 4720 2930
Additional information:
Animals were assessed for anti-semaglutide antibody development and all were found negative for antibody development.
Method of Sex & n |Study ID Doses Crnax AUC 41
Type of Study Test Admini- /sample mg/kg/day (nM) (h x nM)
System | stration time Day 1 Week 26 Day 1 Week 26
F M F M F M F M
Repeat Dose Sprague | Oral (gavage) | 20F+20M |210196 6 6.01 NC 9.37 NC 53.7 NC 86.0 NC
Toxicity Dawley (n=4) 20 22.8 28.8 60.6 1500 155 316 333 3170
60 537 234 288 383 5540 2650 4250 3140

Additional information:
Animals were assessed for anti-semaglutide antibody development and all were found negative for antibody development.
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Method of Sex & n |Study ID. |Doses Cax AUC 241
Type of Study Test Admini- /sample (mg) (nM) (h x nM)
System stration time
Day 1 Day 14 Day 1 Day 14
F M F M F M F M
Repeat Dose Cynomolgus | Oral 4M+4F 208302 31.26 104 184 229 172 1650 3040 4500 2960
Toxicity monkey (capsules) (6.8t0 13
mg/kg)
Method of Sex & n | Study ID Doses Crnax AUC 241
Type of Study Test Admini- /sample (mg/kg/day) (nM) (h x nM)
System stration time
Day 1 Day 42 Day 1 Day 42
F M F M F M F M
Repeat Dose Cynomolgus | Oral 6M+6F 209153 5.0 334 571 25.4 64.5 607 979 445 1180
Toxicity monkey (capsules) 10.0 267 102 281 160 3580 1540 5150 2870
Method of Sex & n |Study ID Doses Crnax AUC 41
Type of Study Test Admini- /sample (mg/kg/day) (nM) (h x nM)
System stration time
Day 1 Day 119 Day 1 Day 119
F M F M F M F M
Repeat Dose Cynomolgus | Oral 6M+6F (209428 5.0 38.3 13.2 4.67 4.96 627 256 86.0 95.3
Toxicity monkey (capsules) 20.0 236 346 101 165 3370 5280 1910 3250

NC Not calculated
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Oral semaglutide

Batch No. API Purity | HMWP Specified impurities (%). Study | Study
process ID
(%) (%) Sum of Hydrophilic Hydrophobic Hydrophobic
impurities impurities impurities 1 impurities 2
Oral dose range
L ; ne
— - - I I I I 208301 finding study in rats
Oral MTD study in
I 4
— - o I I I I 208302 cynomolgus monkeys
6-week oral toxicit
L L , Y
I I | I I I 208300 study in rats
26-week oral toxicit
I : Y
I BN | L | - 210196 study in rats
6-week oral toxicity
I :
— L - I ] | 1 209153 study in monkeys
17-week oral toxicity
I ,
I Em B | | | ] 209428 | i monkeys
I S | . O ] [ BN | 2ooas | ek onlionel

study in monkeys

Qoe
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2.6.7.5 ERIKZ5EMHHER Test article: Oral semaglutide

Single-dose toxicity studies are described in the Ozempic nonclinical registration file (M 1.13.1).
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Test article: Oral semaglutide

Method of

administration Duration | Doses Gender and no. | NOAEL
Species/strain | (Vehicle/formulation) | of dosing | (mg/kg/day) | per group (mg/kg/day) | Noteworthy findings Study ID
Rat/ Oral gavage 2 weeks |0 6M & 6F N/A Oral semaglutide was well tolerated and no 208301
Sprague Dawley 6.67 mortalities or clinical signs occurred which were

33.36 related to oral semaglutide. Expected,

66.67 pharmacologically mediated, non-adverse
reductions of food consumption and body weight
gain were observed together with effects on liver
(reduced weights and decreased hepatocellular
rarefaction) and clinical pathology (reduced
triglycerides) secondary to the reduced food
consumption.

Monkey / Dose escalation phase |3 x 4 2M & 2F N/A Oral semaglutide was generally well tolerated. No |208302
cynomolgus days Day 1 to 4: unscheduled deaths occurred during the study and
2.7 -3.9% during the dose escalation and the pharmacokinetic
phases, no treatment related clinical signs were

Day 8 to 11: observed. There were minor possibly treatment

4 gr related clinical signs such as vomiting, hunched
posture and underactivity in 2 females during the
first two days of the constant dose phase. Reduced

Day 15 to 18: food consumption and bodyweight, or bodyweight

8.1-12.3%** stasis, were observed during all phases of the study.
Reticulocyte counts were low compared to pre-

Pharmacokinetic phase | Two Day 1: 0.01 2M & 2F treatment values, and clinical chemistry revealed
single (subcutaneous) low urea, phosphorus and triglyceride plasma
doses levels. The clinical pathology findings are
(s.c.on | considered to be due to the reduced food
Day 1, Day 15: consumption hence secondary to the
p-0.0n |5 11 .Qkkk pharmacological action of semaglutide. Low
Day 15) thymus weights compared to the historical

background range were recorded in 4 animals. The
low thymus weights are considered to represent
stress-related findings as a consequence of the dose
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Method of
administration Duration | Doses Gender and no. | NOAEL
Species/strain | (Vehicle/formulation) | of dosing | (mg/kg/day) per group (mg/kg/day) | Noteworthy findings Study ID
Constant dose phase |2 weeks |& 4M & 4F administration procedure and the reduced food
Day 1 to 14 (including consumption.
6.8 -13.0%** |animals from
the dose
escalation and
pharmacokinetic

phases after a 4-
week wash out-
period)

& Doses are based on body weight in the relevant period.
* 1 size 0 capsule/day; ** 1 size 00 capsule/day; ***2 size 00 capsules/day

Capsule content:

Size 0 capsule: 10.69 mg semaglutide
Size 00 capsule: 15.63 mg semaglutide
2 size 00 capsules: 31.26 mg semaglutide

Subcutaneous non-pivotal repeat dose toxicity studies have been described in the Ozempic nonclinical registration file (M 1.13.1).
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26.7.7 RIEBREEMHRER - EEHER Test article: Oral semaglutide
26.7.7.A v hIBITS6EMBEORSEHHBRRU 2 AMEEMER (208300) Study ID: 208300

Species/Strain: Rat/Sprague Dawley Duration of Dosing: 6 weeks Location in CTD: 4.2.3.2-A-2

Initial Age: 7 weeks Duration of Postdose: 2 weeks

Date of First Dose: 27 January 2009 Method of Administration: Oral (gavage) GLP Compliance: Yes

Nominal Dose Levels: 0, 6.67, 33.36 and 66.67 Vehicle/Formulation: SNAC in water adjusted to pH 8.5

mg/kg/day

Parameters collected: Viability, clinical condition, body weight, food consumption, ophthalmoscopy, haematology, clinical chemistry, urinalysis, toxicokinetics,
antibody formation, organ weights, macropathology and histopathology

Special Features: Corresponding dose of SNAC: 1000, 100, 500 and 1000 mg/kg/day, respectively

No Observed Adverse Effect Level: 66.67 mg/kg/day

Brief conclusion: Ten (10) unscheduled deaths occurred during the study. None of them were considered related to semaglutide. On day 1-2, all high dose animals
appeared subdued with piloerection and hunched posture which coincided with an initial but transient reduction in body weight. Reduced body weight gain and food
consumption were observed at the two highest dose levels, but were reversible. Minimally increased levels of alanine aminotransferase, low triglyceride levels, and organ
weight changes were all considered non-adverse and secondary to the lower body weight gain and food consumption. Slightly increased urinary volume and pH in the
treated males were reversible and could be due to the known inhibitory effects of GLP-1 on sodium reabsorption from the proximal tubules. In the absence of any
treatment related histopathological changes in the urinary tract, the changes in urinary parameters were considered non-adverse. Histopathology revealed dose-dependent
increased incidences of minimal hypertrophy of the Brunner's glands in the semaglutide treated groups which were considered to be due to activation of the GLP-1
receptor. Since the finding in the Brunner’s glands was not associated with inflammation or cellular damage neither in the Brunner’s glands nor in the intestinal mucosa
and as recovery occurred, the finding was not considered to be adverse. In the absence of any adverse changes, the NOAEL was considered to be the highest dose tested,
66.67 mg/kg/day.
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Semaglutide, nominal dose (mg/kg/day) 0 (Control) 6.67 33.36 66.67 0 (Control) 6.67 33.36 66.67
Vehicle, dose of SNAC (mg/kg/day) 1000 100 500 1000 1000 100 500 1000
Initial Number of Animals
Main M: 10 M: 10 M: 10 M: 10 F:10 F:10 F:10 F:10
Recovery M: 6 M: 6 M: 6 M: 6 F: 6 F: 6 F: 6 F: 6
Toxicokinetics (AUC.4, (nmol*h/L))
Day 1 N/A NC 1350 6260 N/A 24.2 2200 20400
Day 42 N/A NC 732 2930 N/A 41.6 1050 4720
Noteworthy Findings
Died or euthanised/terminated prematurely 1 1° 0 0 2° 0 5° 1°
Clinical signs*
Hunched posture, Day 1 0/0 0/0 0/0 16/16 0/0 0/0 0/0 16/16
Subdued, Day 1 and 2 0/0 0/0 0/0 32/16 0/0 0/0 0/0 32/16
Piloerection, Day 1 and 2 0/0 0/0 0/0 32/16 0/0 0/0 0/0 32/16
Body weight gain
Day -1-41 (g/day) 3.6 34 2. 7¥%* 1.9%%%* 1.3 1.3 1.0%* 0.6%**
Recovery period, Day 41-56 (g/day) 2.5 2.4 3.9%* 5.5%% 1.0 0.7 0.9 2.5%%*
Food consumption
Day 1-41 (g/animal/day) 259 24.5 2].2%%* 18.3%%* 17.4 16.8 14.4 13.0%%*
Recovery period, Day 41-56 26.7 24.9 27.4 29.3 17.3 17.8 20.0 21.5
(g/animal/week)
Clinical chemistry
Alanine aminotransferase (U/L)
Week 6 67.0 78.5 79.5 92.7 51.3 49.9 57.0 66.3*
Week R2 72.7 66.5 75.8 73.8 60.7 58.7 61.7 60.2
Triglycerides (mmol/L)
Week 6 2.13 1.36* 1.13%%* 1.07%%* 1.09 0.86 0.82 0.76
Week R2 2.05 1.52 1.33 1.66 0.83 0.93 0.65 0.62
Urinalysis
Volume (mL)
Week 5/6 4.6 6.5 8.7H* 8.5% 5.6 5.4 6.5 6.3
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Semaglutide, nominal dose (mg/kg/day) 0 (Control) 6.67 33.36 66.67 0 (Control) 6.67 33.36 66.67
Vehicle, dose of SNAC (mg/kg/day) 1000 100 500 1000 1000 100 500 1000
Initial Number of Animals
Main M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10
Recovery M: 6 M: 6 M: 6 M: 6 F: 6 F: 6 F: 6 F: 6
Week R1 3.6 3.0 5.1 4.9 32 4.0 4.2 3.2
pH’
Week 5/6 7.4 8.1% 8.2%* 8.1% 7.4 7.2 7.7 7.3
Week R1 8.5 8.3 8.4 8.3 7.0 7.7 7.3 7.8
Organ Weights (main study animals)°
Adrenal glands
Absolute weight (mg) 60.3 58.6 60.3 61.4 83.3 80.9 77.5 85.1
% of body weight 0.0138 0.0139 0.0152 0.0168** 0.0293 0.0287 0.0288 0.0329
Brain
Absolute weight (mg) 2156 2121 2161 2195 2054 2043 2057 2054
% of body weight 0.495 0.501 0.545%* 0.600%** 0.725 0.724 0.764 0.799%*
Epididymis
Absolute weight (mg) 1269 1235 1209 1220 N/A N/A N/A N/A
% of body weight 0.291 0.291 0.306 0.334* N/A N/A N/A N/A
Heart
Absolute weight (mg) 1431 1330 1254%%* 1184%** 1056 1007 902%* 950
% of body weight 0.328 0.313 0.316 0.323 0.372 0.357 0.336 0.367
Kidneys
Absolute weight (mg) 2901 2760 2822 2828 1992 1883 2055 2077
% of body weight 0.664 0.649 0.711 0.773%%* 0.703 0.665 0.763 0.804**
Liver
Absolute weight (mg) 17226 15008%* 15055* 13778%*%* 10731 9035 10070 10317
% of body weight 3.92 3.52% 3.79 3.77 3.77 3.19%** 3.73 3.99
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Semaglutide, nominal dose (mg/kg/day) 0 (Control) 6.67 33.36 66.67 0 (Control) 6.67 33.36 66.67
Vehicle, dose of SNAC (mg/kg/day) 1000 100 500 1000 1000 100 500 1000
Initial Number of Animals
Main M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10
Recovery M: 6 M: 6 M: 6 M: 6 F: 6 F: 6 F: 6 F: 6
Prostate
Absolute weight (mg) 1142 1020 963* T25H** N/A N/A N/A N/A
% of body weight 0.262 0.240 0.244 0.199%* N/A N/A N/A N/A
Spleen
Absolute weight (mg) 1004 973 825%* TT1H** 737 759 617 681
% of body weight 0.229 0.231 0.207 0.211 0.260 0.267 0.229 0.262
Testes
Absolute weight (mg) 3772 3640 3716 3746 N/A N/A N/A N/A
% of body weight 0.866 0.858 0.937 1.025%** N/A N/A N/A N/A
Thymus
Absolute weight (mg) 546.5 554.4 452.6 525.6 468.9 413.8 367.6* 363.1%*
% of body weight 0.125 0.131 0.114 0.144 0.166 0.147 0.136 0.140
Histopathology
Duodenum, main study (no. examined) 9 10 9 7 8 10 9 6
Hypertrophy of Brunner’s glands, 1 2 8 7 0 2 7 6
minimal
Duodenum, recovery study (no. examined) 6 6 6 6 6 6 3 5
Hypertrophy of Brunner’s glands 0 0 0 0 0 0 0 0

* p<0.05, ** p <0.01, *** p<0.001 vs. control (pairwise test)

NC Not calculated

a: Euthanised due to physical injury occurring during blood sampling, i.e. unrelated to treatment

b: One (1) female euthanised due to dosing error, 7 animals found dead due to dosing error, all considered unrelated to treatment

c: Total occurrence/No. of animals

d: Statistical significance based on comparison of incidences of pH values

e: After the 2-week recovery period, no notable differences were observed between controls and groups previously treated with semaglutide, demonstrating that full or
partial recovery from the effects of semaglutide had occurred (data not shown)
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26778 S MIHTS 26 BEEORSEHRBREV 4 BREEMERER (21019) Study ID: 210196

Species/Strain: Rat/Sprague Dawley Duration of Dosing: 26 weeks — preceded by 2 weeks dose Location in CTD: 4.2.3.2-A-3
escalation

Initial Age: 40-46 days at dosing start Duration of Postdose: 4 weeks

Date of First Dose: 12 October 2010 Method of Administration: Oral (gavage) GLP Compliance: Yes

Nominal Dose Levels: 0, 6, 20" and 60" Vehicle/Formulation: SNAC in Water for injection adjusted to

mg/kg/day pH 8.5

Parameters collected: Viability, clinical condition, body weight, food consumption, ophthalmoscopy, haematology, clinical chemistry, blood glucose levels,
urinalysis, toxicokinetics, antibody formation, organ weights, macropathology, and histopathology

Special Features: Semaglutide was administered with an absorption enhancer, SNAC. In addition to a water control group, three SNAC control groups were included
to distinguish findings potentially caused by semaglutide from those potentially caused by SNAC. Generally, only findings considered related to semaglutide are
described here.

No Observed Adverse Effect Level: 20 mg/kg/day

Brief conclusion: Administration of semaglutide caused reduced body weight gain and food consumption which were expected effects, attributed to the
pharmacological action of semaglutide. The premature deaths of 2 semaglutide treated animals were probably due to exaggerated pharmacodynamic effects on food
consumption and body weight. Minor changes in clinical pathology parameters and organ weight changes were generally considered to be secondary to the effect of
semaglutide on food consumption and body weight and were, due to their limited magnitude and/or lack of associated histopathological findings, considered non-
adverse. Increased urinary volume and sodium and chloride concentrations could not be clearly attributed to either semaglutide or SNAC, but could possibly be due to
the known inhibitory effects of GLP-1 on sodium reabsorption from the proximal tubules. In the absence of any treatment related histopathological changes in the
kidneys, all changes in urinary parameters were considered non-adverse. Atrophy of the uterine wall was most likely secondary to the effect of semaglutide on body
weight. Minimal to slight hypertrophy of Brunner’s glands in the duodenum was observed mainly at 20 and 60 mg/kg/day and was considered to be due to activation of
the GLP-1 receptor. Since the finding in the Brunner’s glands was not associated with inflammation or cellular damage neither in the Brunner’s glands nor in the
intestinal mucosa and as full recovery occurred, the finding was not considered to be adverse. A slight increase in incidence of minimal centrilobular hepatocyte
hypertrophy was observed in the SNAC control group, and the incidence was a bit further increased in the intermediate and high dose semaglutide treated groups. As
this was observed in females only and as the increase was modest, it was considered of uncertain relationship to administration of semaglutide. As no histopathology or
clinical pathology alterations indicative for liver toxicity were observed, the hepatocellular hypertrophy was considered non-adverse. The hepatocyte hypertrophy was
not seen after the recovery period indicating that the finding was either incidental or fully reversible. Based upon the premature deaths of 2 animals at 60 mg/kg/day,
the NOAEL was considered to be 20 mg/kg/day.
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Semaglutide, nominal | 0 (Water 0 0 0 6 20 60 0 0 0 0 6 20 60
dose (mg/kg/day) control) | (SNAC | (SNAC | (SNAC (Water | (SNAC | (SNAC | (SNAC
control) | control) | control) control) | control) | control) | control)
Vehicle, dose of SNAC 0 920 300 900 90 300 900 0 90 300 900 90 300 900
(mg/kg/day)
Initial Number of
Animals
Main M: 20 M:20 | M:20 | M:20 | M:20 M: 20 M: 20 F: 20 F: 20 F:20 | F:20 M: 20 M: 20 M: 20
Recovery M: 10 M:10 | M:10 | M:10 | M:10 | M:10 M:10 | F:10 | F:10 | F:10 | F:10 | M:10 | M:10 | M: 10
Toxicokinetics
(semaglutide)
AUCq.p41 (ng*h/mL)
Week 1 N/A N/A N/A N/A NC 316 2650 N/A N/A N/A N/A 53.7 155 5540
Week 26| N/A N/A N/A N/A NC 3170 3140 N/A N/A N/A N/A 86.0 333 4250
Noteworthy Findings
Died or 0 0 1 2° 0 0 0 0 1° 0 8" 0 0 2°
euthanised/terminated
prematurely
Body weight gain
Week 0-26 (g/day) 299 313 302 304 292 2444 | 165** 4## | 111 123 128 121 122 110# 60* *##
Recovery period, 27 19 20 27 15 39## 81** 44 -6 -10 -8 -11 2# Q%4 23* %
Week RO-R4 (g/day)
Food consumption
Week 1-26 199 202 202 212%%* 199 190%## | 173%*## | 139 141 139 139 142 139 122%*#
(g/animal/day)
Recovery period, 195 192 193 207 186 200 209 131 133 122 133 128 145 145
Week R1-R4

(g/animal/week)

Haematology (main
study animals)
Reticulocytes (%)
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Semaglutide, nominal | 0 (Water 0 0 0 6 20 60 0 0 0 0 6 20 60
dose (mg/kg/day) control) | (SNAC | (SNAC | (SNAC (Water | (SNAC | (SNAC | (SNAC
control) | control) | control) control) | control) | control) | control)
Vehicle, dose of SNAC 0 920 300 900 90 300 900 0 90 300 900 90 300 900
(mg/kg/day)
Initial Number of
Animals
Main M: 20 M:20 | M:20 | M:20 | M:20 | M:20 M:20 | F:20 | F:20 | F:20 | F:20 | M:20 | M:20 M: 20
Recovery M: 10 M:10 | M:10 | M:10 | M:10 | M:10 M:10 | F:10 | F:10 | F:10 | F:10 | M:10 | M:10 | M: 10
Week 13 1.83 1.94 2.01 1.92 1.86 1.43%*4 | 1.42%*# | 1.95 2.02 1.84 1.89 2.17 1.86 1.80%*
# #
Week 26 1.94 1.94 1.91 2.11 2.02 1.65%# | 1.63**# | 1.60 1.83 1.89 1.75 1.89 1.66 1.53
#
Week R4 1.87 1.89 2.08 2.77 2.15 1.83 1.86 1.84 1.99 1.60 1.75 1.84 1.63 1.50
Clinical chemistry
(main study animals)
Alkaline phosphatase
(U/L)
Week 13 70 74 77 77 69 85** | 107**## 37 39 37 42 43 SO*FHH | 8TH*HH
Week 26 62 65 65 78* 62 76%* O8** 4 26 30 25 34%* 3O¥FH | AD¥FH | T2HFHH
Week R4 54 58 74 56 55 S58# 60 27 24 26 26 24 32 39 ¥4
Triglycerides
(mmol/L)
Week 13 0.63 0.66 0.64 | 1.01** 0.67 0.52 0.36%*# | 0.48 0.54 0.56 0.62* 0.46 0.53 0.60
#
Week 26 0.88 0.85 0.82 1.20 1.05 0.67 | 0.45%## | 0.71 0.86 0.81 1.01* 0.83 0.68 0.66##
Week R4 1.30 1.20 1.18 1.18 1.40 0.87* | 0.66%*## | 1.29 0.78 0.75 0.83 1.10 0.75 0.60*
Urea (mmol/L)
Week 13 5.35 5.34 5.34 542 5.27 5.08 5.46 6.60 5.98 6.32 5.83* 6.14 6.39 5.40%**
Week 26 5.04 5.00 5.45 543 5.32 5.53 5.27 6.02 5.49 5.84 5.65 5.87 S.02%* | 5.15%*
Week R4 5.22 4.71 4.68 4.71 4.30%* 4.53*% 4.55% 5.00 5.99 5.93 5.25 6.05%% | 6.42*%* | 6.00%*
Creatinine (umol/L)
Week 13 35 34 32% 32% 31**# 30%** 31 43 44 42 41 40%# 40* 36 *
Week 26 40 39 38 39 40 36 37 43 42 45 39 42 ITHEEAH | 36%F
Week R4 36 33 33 30%** 30* 33%* 31* 39 44 41 40 42 42 39
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Semaglutide, nominal | 0 (Water 0 0 0 6 20 60 0 0 0 0 6 20 60
dose (mg/kg/day) control) | (SNAC | (SNAC | (SNAC (Water | (SNAC | (SNAC | (SNAC
control) | control) | control) control) | control) | control) | control)
Vehicle, dose of SNAC 0 920 300 900 90 300 900 0 90 300 900 90 300 900
(mg/kg/day)
Initial Number of
Animals
Main M: 20 M:20 | M:20 | M:20 | M:20 | M:20 M:20 | F:20 | F:20 | F:20 | F:20 | M:20 | M:20 M: 20
Recovery M: 10 M:10 | M:10 | M:10 | M:10 | M:10 M:10 | F:10 | F:10 | F:10 | F:10 | M:10 | M:10 | M: 10
Phosphorus
(mmol/L)
Week 13 1.56 1.58 1.65 L75%% | 1.70%*%# | 1.77**# | 1.79%** 1.48 1.43 1.42 1.57 | LOo7**## | 1.73%*## | 2.06%*##
Week 26 1.52 1.54 1.54 L.74%% | 1.65%*# | 1.75%*## | 1.76** 1.32 1.37 1.38 1.39 1.45 1.46 | 1.65%*##
Week R4 1.46 1.42 1.49 1.60* | 1.75%*## | 1.83**## | 1.98**## | 1.40 1.27 1.24 1.28 1.42 1.29 1.45##
Potassium (mmol/L)
Week 13 4.6 4.6 4.7 4.5 4.5 4.7 4.6 39 3.8 3.8 3.7 4.2# 4.3%4# | 4.4%%44
Week 26 4.7 4.8 4.8 4.7 4.8 4.9 5.1%# 3.8 3.7 3.7 3.8 4.1%4 4.1%# 4.3%
Week R4 53 4.5% 4.3%% | 4. 4% 4.4% 4.6%% | 4.2%%4 3.9 3.7 3.8 3.8 3.9 39 3.9
Urinalysis (main study
animals)
Volume (mL)
Week 13 6.6 7.3 6.3 7.4 5.9 6.2 8.8%* 3.7 3.5 4.1 4.5 4.5 6.0%*## | 5.5%*
Week 26 7.7 8.4 7.6 9.6* 8.3 7.8 9.0 3.8 3.9 4.1 5.6%* 5.4%4# 4.7* 5.4%*
Week R4 8.0 9.0 8.6 7.7 8.4 7.0 6.6 3.6 4.1 3.9 4.1 3.6 4.2 2.0%##
Sodium (mmol)
Week 13 0.494 0.654* |0.786%* | 1.207** | 0.497# | 0.592 | 1.354** | 0.280 | 0.296 | 0.404 |0.527**| 0.357 | 0.497** | 0.773*
Week 26 0.453 0.697* |0.785%* | 1.595%* | 0.672* | 0.748** | 1.358**#| 0.287 | 0.326 | 0.382 |0.722**| 0.354 0.325 | 0.856**
Week R4 0.601 0.658 | 0.550 | 0.542 0.521 0.432 0.568 0.302 | 0.267 | 0.259 | 0.249 0.216 0.342 0.166%*
Chloride (mmol)
Week 13 0.350 0.449 | 0.406 | 0.432 0.343 0.285 0.510% | 0.205 | 0.219 | 0.256 |0.320%*| 0.295 |0.401**## | (0.512%*#
Week 26 0.300 0.326 | 0.286 [0.510**| 0.316 0.235 0.421* | 0.174 | 0.211 0.226 |0.395**| 0.267 0.255 | 0.440%**
Week R4 0.390 0.381 0.337 | 0.322 0.344 0.301 0.265 0.196 | 0.217 | 0.166 | 0.175 0.134 0.192 0.101%*
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Semaglutide, nominal
dose (mg/kg/day)

0 (Water
control)

0
(SNAC
control)

0
(SNAC
control)

0
(SNAC
control)

20

60

0
(Water
control)

0
(SNAC
control)

0
(SNAC
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0
(SNAC
control)

6

20

60

Vehicle, dose of SNAC
(mg/kg/day)

90

300

900

920

300

900

0

920

300

900

90

300

900

Initial Number of
Animals

Main

Recovery

F: 10

F: 10

Organ weights
Adrenals, main study
animals
Absolute weight
(2)
% of body
weight
Adrenals, recovery
animals
Absolute weight
(2
% of body
weight
Brain, main study
animals
Absolute weight
(2
% of body
weight
Brain, recovery
animals
Absolute weight
(2)
% of body
weight
Epididymis, main
study animals

0.052

0.0084

0.052

0.0080

2.15

0.351

2.21

0.337

0.054

0.0085

0.051

0.0076

2.17

0.346

2.18

0.325

0.053

0.0087

0.054

0.0078

2.16

0.356

2.14

0.313

0.056

0.0088

0.056

0.0083

2.17

0.341

2.21

0.327

0.055

0.0089

0.049

0.0080

2.17

0.349

2.15

0.351

0.061*#

0.0109*

HH

0.052

0.0085

2.15

0.389%*

#

2.13

0.350#

0.058*

0.0115%*
o

0.045**
H
0.0081

2.14

0.430%*
#H#

2.08%*#
#
0.379%*
#H#

0.063

0.0194

0.063

0.0182

1.91

0.594

1.94

0.572

0.065

0.0191

0.067

0.0192

1.97

0.584

1.99

0.569

0.068

0.0194

0.064

0.0187

1.97

0.569

1.99

0.587

0.060

0.0184

0.071

0.0199

1.92

0.589

1.98

0.559

0.067

0.0193

0.063

0.0181

2.00%**

0.586

1.97

0.574

0.068

0.0208

0.065

0.0187

1.95

0.598

1.96

0.564

0.057

0.0205

0.064

0.0208

1.92

0.696**

#HH

1.92

0.623#
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Semaglutide, nominal | 0 (Water 0 0 0 6 20 60 0 0 0 0 6 20 60
dose (mg/kg/day) control) | (SNAC | (SNAC | (SNAC (Water | (SNAC | (SNAC | (SNAC
control) | control) | control) control) | control) | control) | control)
Vehicle, dose of SNAC 0 920 300 900 90 300 900 0 90 300 900 90 300 900
(mg/kg/day)
Initial Number of
Animals
Main M: 20 M:20 | M:20 | M:20 | M:20 M: 20 M: 20 F: 20 F: 20 F:20 | F:20 M: 20 M: 20 M: 20
Recovery M: 10 M:10 | M:10 | M:10 | M:10 | M:10 M:10 | F:10 | F:10 | F:10 | F:10 | M:10 | M:10 | M: 10
Absolute weight 1.470 1.458 1.466 1.430 1.508 1.387 | 1.289** | N/A N/A N/A N/A N/A N/A N/A
(2 #it
% of body 0.240 0.232 | 0.242 | 0.225 0.241 0.250 | 0.258## | N/A N/A N/A N/A N/A N/A N/A
weight
Epididymis, recovery
animals
Absolute weight 1.559 1.511 1.536 1.576 1.518 1.452 | 1.380%# | N/A N/A N/A N/A N/A N/A N/A
(2
% of body 0.237 0.225 | 0.224 | 0.233 0.248 0.238 0.250 N/A N/A N/A N/A N/A N/A N/A
weight
Heart, main study
animals
Absolute weight 1.699 1.780 | 1.762 1.748 1.705 | 1.571## | 1.405*%* | 1.094 | 1.137 1.133 1.151 1.117 1.056# | 0.906**
(2) #Hit #H
% of body 0.276 0.282 | 0.288 | 0.274 0.272 0.281 0.280 0.339 | 0.336 | 0.324 | 0.352 0.324 0.323 | 0.326##
weight
Heart, recovery
animals
Absolute weight 1.792 1.826 | 1.988 1.956 1.803 1.750# | 1.644## | 1.174 | 1.224 | 1.160 | 1.205 1.152 1.210 1.113
(2
% of body 0.273 0.271 | 0.290 | 0.287 0.293 0.287 0.298 0.342 | 0.347 | 0.339 | 0.339 0.334 0.347 0.360
weight
Kidneys, main study
animals
Absolute weight 3.81 3.91 4.08 | 4.62%* 3.91 3.80 3.994## 2.02 2.18 | 2.27%% | 2.43%% | 220%* | D 3RF* | 2.33**

(g
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Semaglutide, nominal | 0 (Water 0 0 0 6 20 60 0 0 0 0 6 20 60
dose (mg/kg/day) control) | (SNAC | (SNAC | (SNAC (Water | (SNAC | (SNAC | (SNAC
control) | control) | control) control) | control) | control) | control)
Vehicle, dose of SNAC 0 920 300 900 90 300 900 0 90 300 900 90 300 900
(mg/kg/day)
Initial Number of
Animals
Main M: 20 M:20 | M:20 | M:20 | M:20 | M:20 M:20 | F:20 | F:20 | F:20 | F:20 | M:20 | M:20 M: 20
Recovery M: 10 M:10 | M:10 | M:10 | M:10 | M:10 M:10 | F:10 | F:10 | F:10 | F:10 | M:10 | M:10 | M: 10
% of body 0.619 0.622 | 0.666* | 0.723** | 0.625 | 0.679%* | 0.797** | 0.626 | 0.642 | 0.650 |0.743**| 0.664 | 0.730** | 0.842**
weight #H #H #H
Kidneys, recovery
animals
Absolute weight 3.88 3.93 4.01 4.27 3.90 3.66 341%## | 2.23 2.20 2.18 2.32 2.11 2.19 2.07
(2
% of body 0.588 0.583 | 0.584 | 0.626 0.633 0.596 0.621 0.651 | 0.625 | 0.637 | 0.647 0.611 0.630 0.670
weight
Liver, main study
animals
Absolute weight | 24.16 24.46 | 22.62 | 25.36 23.52 | 21.09% | 18.95*%* | 11.83 12.54 | 12.75 | 13.35*% | 13.01 13.19% | 11.59##
2 i
% of body 3.90 3.89 3.69 3.94 3.71 3.78 3.75 3.66 3.70 3.64 | 4.08%* 3.77 | 4.04%%4 | 4.16%*
weight #
Liver, recovery
animals
Absolute weight | 25.89 24.46 | 23.38 | 24.96 2542 | 20.68%* | 19.03** | 12.40 | 12.53 11.58 | 12.17 12.47 12.28 11.27
2 #
% of body 3.93 3.62 3.41 3.63 4.10# 3.36%* 3.45% 3.60 3.55 3.41 341 3.61 3.52 3.64
weight
Ovaries, main study
animals
Absolute weight N/A N/A N/A N/A N/A N/A N/A 0.092 | 0.110 | 0.087 | 0.107 0.113 0.090 | 0.060**
2 4
% of body N/A N/A N/A N/A N/A N/A N/A 0.0280 | 0.0335 | 0.0250 | 0.0334 | 0.0335 | 0.0275 | 0.0216

weight
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Semaglutide, nominal
dose (mg/kg/day)

0 (Water
control)

0
(SNAC
control)

0
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0
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0
(Water
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0
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0
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20

60

Vehicle, dose of SNAC
(mg/kg/day)

90

300

900

920

300

900

0

920

300

900

90

300

900

Initial Number of
Animals

Main

Recovery

F: 10

F: 10

Ovaries, recovery
animals
Absolute weight
(2)
% of body
weight
Pituirary, main study
animals
Absolute weight
(8)
% of body
weight
Pituitary, recovery
animals
Absolute weight
(8)
% of body
weight
Prostate, main study
animals
Absolute weight
(g)
% of body
weight
Prostate, recovery
animals

N/A

N/A

0.011

0.0019

0.013

0.0019

1.244

0.202

N/A

N/A

0.013

0.0020

0.012

0.0019

1.436

0.229

N/A

N/A

0.012

0.0019

0.011

0.0016

1.381

0.229

N/A

N/A

0.012

0.0019

0.013

0.0019

1.466*

0.232

N/A

N/A

0.012

0.0019

0.010#

0.0017

1.320

0.211

N/A

N/A

0.011

0.0020

0.012

0.0019#

1.086##

0.197

N/A

N/A

0.011

0.0022*

*#

0.011

0.0021

1. 124##

0.223

0.112

0.0315

0.017

0.0053

0.017

0.0049

N/A

N/A

0.072

0.0208

0.017

0.0049

0.022

0.0062

N/A

N/A

0.099

0.0279

0.019

0.0054

0.018

0.0051

N/A

N/A

0.164

0.0447

0.017

0.0051

0.018

0.0050

N/A

N/A

0.071

0.0206

0.017

0.0051

0.020

0.0057

N/A

N/A

0.083

0.0238

0.016

0.0049

0.018

0.0053

N/A

N/A

0.073

0.0235

0.013#*
#H
0.0046

0.016

0.0053

N/A

N/A



Module 2.6.7 24 of 38
Semaglutide, nominal | 0 (Water 0 0 0 6 20 60 0 0 0 0 6 20 60
dose (mg/kg/day) control) | (SNAC | (SNAC | (SNAC (Water | (SNAC | (SNAC | (SNAC
control) | control) | control) control) | control) | control) | control)
Vehicle, dose of SNAC 0 920 300 900 920 300 900 0 90 300 900 90 300 900
(mg/kg/day)
Initial Number of
Animals
Main M: 20 M:20 | M:20 | M:20 | M:20 | M:20 M:20 | F:20 | F:20 | F:20 | F:20 | M:20 | M:20 M: 20
Recovery M: 10 M:10 | M:10 | M:10 | M:10 | M:10 M:10 | F:10 | F:10 | F:10 | F:10 | M:10 | M:10 | M: 10
Absolute weight 1.408 1.290 | 1.410 1.367 1.350 1.240 1.313 N/A N/A N/A N/A N/A N/A N/A
(2)
% of body 0.217 0.193 | 0.206 | 0.206 0.222 0.202 0.236 N/A N/A N/A N/A N/A N/A N/A
weight
Salivary glands, main
study animals
Absolute weight | 0.713 0.740 | 0.746 | 0.733 0.746 | 0.652*# | 0.566** | 0.445 | 0.452 | 0.429 | 0.418 0.475 0.429 | 0.333**
(2) # H #H
% of body 0.116 0.118 | 0.122 | 0.115 0.119 0.117 0.112 0.138 | 0.134 | 0.123* | 0.128* | 0.138 0.131 | 0.120**
weight
Salivary glands,
recovery animals
Absolute weight |  0.764 0.720 | 0.725 | 0.755 0.719 | 0.657* | 0.641** | 0.448 | 0.451 | 0.466 | 0.459 0.475 0.460 0.431
2 4
% of body 0.116 0.107 | 0.106 | 0.111 0.117 0.107 0.117 0.131 | 0.128 | 0.136 | 0.129 0.137 0.132 0.139
weight
Seminal vesicles,
main study animals
Absolute weight 1.741 1.901 1.946 1.907 1.724 | 1.454%# | 1.366%* | N/A N/A N/A N/A N/A N/A N/A
2 # #
% of body 0.283 0.304 | 0.319 | 0.302 0.277 | 0.264# | 0.273 N/A N/A N/A N/A N/A N/A N/A
weight
Seminal vesicles,
recovery animals
Absolute weight 1.982 1.637 | 1.987 1.830 1.961 1.826 1.802 N/A N/A N/A N/A N/A N/A N/A

(g
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920

300

900

90

300
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Initial Number of
Animals

Main

Recovery

M: 20
M: 10

M: 20
M: 10

M: 20
M: 10

M: 20
M: 10

M: 20
M: 10

M: 20
M: 10

M: 20
M: 10

F: 20
F: 10

F: 20
F:10

F: 20
F: 10

F: 20
F: 10

M: 20
M: 10

M: 20
M: 10

M: 20
M: 10

% of body
weight
Spleen, main study
animals
Absolute weight
(2
% of body
weight
Spleen, recovery
animals
Absolute weight
(2
% of body
weight
Testes, main study
animals
Absolute weight
(2
% of body
weight
Testes, recovery
animals
Absolute weight
(2)
% of body
weight

0.301

0.895

0.145

0.938

0.141

3.83

0.626

3.96

0.603

0.242

0.954

0.152

0.939

0.140

3.81

0.607

3.84

0.572

0.291

0.997

0.161

0.971

0.142

3.84

0.636

3.80

0.556

0.272

0.952

0.149

1.054

0.154

3.64

0.573

3.88

0.574

0.319#

0.963

0.153

0.915

0.149

391

0.625

3.86

0.631#

0.301

0.767**
#H#
0.137##

0.839

0.138

3.71

0.672%*

#

3.75

0.615#

0.327#

0.723**
H
0.145

0.828#

0.148

3.61

0.722%%*

#H#

3.69%

0.675*#
#

N/A

0.548

0.169

0.612

0.179

N/A

N/A

N/A

N/A

N/A

0.613

0.181

0.622

0.176

N/A

N/A

N/A

N/A

N/A

0.559

0.160

0.552

0.163

N/A

N/A

N/A

N/A

N/A

0.583

0.180

0.607

0.171

N/A

N/A

N/A

N/A

N/A

0.604

0.175

0.591

0.171

N/A

N/A

N/A

N/A

N/A

0.565

0.173

0.578

0.165

N/A

N/A

N/A

N/A

N/A

0.514#

0.186

0.572

0.184

N/A

N/A

N/A

N/A
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Initial Number of
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Main

Recovery

F: 10

F: 10

Thymus, main study
animals
Absolute weight
(2)
% of body
weight
Thymus, recovery
animals
Absolute weight
(2)
% of body
weight

Macropathology®
Duodenum, main
study animals (no.
examined)

Distension, no

abnormal

content
General appearance,
main study (no.
examined)

Animal thin
Uterus (no.
examined)

Thin uterus

0.183

0.0296

0.155

0.0236

20

20

N/A

0.178

0.0285

0.151

0.0225

20

20

N/A

0.153

0.0250

0.162

0.0238

20

20

N/A

0.191

0.0297

0.142

0.0208

20

20

N/A

0.166

0.0265

0.137
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Semaglutide, nominal | 0 (Water 0 0 0 6 20 60 0 0 0 0 6 20 60
dose (mg/kg/day) control) | (SNAC | (SNAC | (SNAC (Water | (SNAC | (SNAC | (SNAC
control) | control) | control) control) | control) | control) | control)
Vehicle, dose of SNAC 0 920 300 900 920 300 900 0 920 300 900 90 300 900
(mg/kg/day)
Initial Number of
Animals
Main M: 20 M:20 | M:20 | M:20 | M:20 | M:20 M:20 | F:20 | F:20 | F:20 | F:20 | M:20 | M:20 M: 20
Recovery M: 10 M:10 | M:10 | M:10 | M:10 | M:10 M:10 | F:10 | F:10 | F:10 | F:10 | M:10 | M:10 | M: 10
Histopathology*'
Duodenum, main 20 0 0 20 20 20 20 20 1 0 21¢ 20 20 20
study animals
(number examined)
Hypertrophy of
Brunner’s glands
Minimal 0 0 0 0 0 18 18 0 0 0 0 1 8 15(2)
Slight 0 0 0 0 0 0 0 0 0 0 0 0 0 3
Total 0 0 0 0 0 18 18 0 0 0 0 1 8 18 (2)
Uterus, main study N/A N/A N/A N/A N/A N/A N/A 20 1 0 23¢ 0 0 20
animals (number
examined)
General atrophy
Slight - - - - - - - 0 0 0 0 0 0 3
Moderate - - - - - - - 0 0 0 0 0 0 1
Total - - - - - - - 0 0 0 0 0 0 4
Liver, main study 20 2 0 18 1 0 20 20 19 20 23¢ 20 20 20
animals (no.
examined)
Hepatocyte
hypertrophy,
centrilobular
Minimal 0 0 0 0 0 0 0 1 0 0 2 2 4 4
* p<0.05 ** p<0.01 (For comparisons with the water control group);  # p<0.05 ## p<0.01 (For comparisons of semaglutide treated groups vs. respective

SNAC control groups)
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a: Death probably related to administration of SNAC, i.e. unrelated to semaglutide
b: Death due to trauma sustained during dosing, i.e. unrelated to semaglutide

c: Death possibly related to semaglutide as the poor condition of the animals may have been secondary to reduced food intake and persistent reduction of bodyweight
and, hence, may possibly be due to exaggerated pharmacological effects of semaglutide.

d: Including 3 recovery animals; Brunner’s glands not localised in 2 of these.
e: Values in brackets () indicate incidence of findings in premature decedents. To get the total incidence, both values should be combined.
f: All histopathological changes were reversible, data not shown.
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267.7C HZHAHILIZEITS 6 BREROZRSSHRBRY 2 BREEEERER (209153)  StudyID: 209153

Species: Cynomolgus monkey Duration of Dosing: 6 weeks. Preceded by a 1 week dose Location in CTD: 4.2.3.2-A-5
escalation phase

Initial Age: 29 to 34 months Duration of Postdose: 2 weeks

Date of First Dose: 11 June 2009 Method of Administration: Oral (capsule)

Nominal Dose Levels: 0, 0, 5.0 and 10.0 Vehicle/Formulation: Hydroxypropyl methylcellulose (HPMC) | GLP Compliance: Yes

mg/kg/day capsules with SNAC (semaglutide:SNAC ratio 1:15.67)

Parameters collected: Viability, clinical condition, body weight, neurobehavioral assessment, ophthalmoscopy, electrocardiography, blood pressure, haematology,
clinical chemistry, urinalysis, toxicokinetics, antibody formation, organ weights, macropathology and histopathology

Special Features: Semaglutide was administered with SNAC as an absorption enhancer. In addition to a placebo control group, receiving empty capsules, a SNAC
control group was included to distinguish findings potentially caused by semaglutide from those potentially caused by SNAC. Generally, only findings considered
related to semaglutide are described here.

No Observed Adverse Effect Level: 10 mg/kg/day

Brief conclusion: Administration of semaglutide caused body weight loss or low body weight gains. The effect upon bodyweight was reversible. In week 6, the heart
rate and pulse rate of high dose males were slightly high compared with the SNAC controls. To a certain extent, this reflected a trend seen before treatment
commenced. The changes in heart rate from pre-treatment values were approximately +10% and was therefore considered of no physiological relevance and of no
toxicological concern. On day 2 at the target dose, reticulocyte counts were reduced in the semaglutide treated groups. However, a similar finding was not evident at
week 6 and in the absence of any other changes of erythrocytic parameters, the transient reduction in reticulocytes was not considered adverse. Increased urea was seen
in high dose females. Following the 2-week recovery period, urea concentrations were lower than that at the end of the treatment period, signifying that recovery had
occurred. It is considered most likely that the increased urea was secondary to the effects of semaglutide on food consumption and body weight. Urinalysis revealed a
slightly low chloride concentration which could possibly be related to semaglutide. At the end of the recovery period, chloride levels were still lower than expected in
the males. Since there was no effect upon kidney weight and there were no associated histopathological findings, this change in the urine was considered non-adverse.
A reduction of thymus weight, with correlating involution/atrophy, was observed both after 6 weeks of treatment and after the recovery period. Since minimal changes
were also seen in 2 SNAC control animals, and in view of the low incidence and the low severity, the relation to treatment with semaglutide is uncertain and the finding
may represent a stress-related response. Minimal glandular dilation and eosinophilic cytoplasm were observed in the Brunner’s glands of duodenum. Similar findings
were not present after the 2-week recovery period. Due to the low incidence and severity of the findings, and the anatomical/biological variation in the microscopic
appearance of the Brunner’s glands, the relation to treatment with semaglutide is uncertain, although Brunner’s glands show high GLP-1 receptor expression. Since the
findings in the Brunner’s glands were not associated with inflammation or cellular damage neither in the Brunner’s glands nor in the intestinal mucosa, the findings
were not considered adverse. In the absence of any adverse effects, the NOAEL was established at 10 mg/kg/day.
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Semaglutide, nominal dose (mg/kg/day) 0 (Placebo 0 (SNAC 5.0 10.0 0 (Placebo 0 (SNAC 5.0 10.0
control) control) control) control)
Vehicle, dose of SNAC (mg/kg/day) 0 156.7 78.35 156.7 0 156.7 78.35 156.7
Initial Number of Animals
Main M: 4 M: 4 M: 4 M: 4 F: 4 F: 4 F:4 F:4
Recovery M: 0 M:2 M:2 M: 2 F: 0 F:2 F:2 F:2
Toxicokinetics (AUC.4, (nmol*h/L))
Day 1 N/A N/A 979 1540 N/A N/A 607 3580
Day 42 N/A N/A 1180 2870 N/A N/A 445 5150
Noteworthy Findings
Body weight gain (main and recovery
animals)®
Dose escalation phase, Day -7 to -1 (kg) 0.08 0.09 0.01# -0.02*## 0.08 0.05 -0.09**## -0.08**##
Main study phase, Day 1 to 43 (kg) 0.07 0.16 0.08 0.09 0.09 0.12 0.06 -0.08#*##
Entire dosing period, Day -7 to 43 (kg) 0.19 0.26 0.07*## 0.04%## 0.14 0.15 -0.02%# -0, 17%* 44
Electrocardiography and blood pressure
Heart rate (beats/min)
Pre-treatment 236 223 222 248 245 229 254 205
Week 6, 2 h post dose 250 221 229 270## 244 221 261 240
Week 6, 24 h post dose 223 224 231 27 A% 237 226 263 248
Pulse rate (beats/min)
Pre-treatment 235 227 218 245 245 227 265 210
Week 6, 2 h post dose 243 218 227 277## 253 222 258 242
Haematology
Reticulocytes (%)
Pre-treatment 1.22 1.04 1.16 0.94 0.81 0.90 0.78 0.79
Day 2 1.39 1.19 0.50**## 0.47**4# 1.08 0.89 0.67 0.63*
Week 6 0.92 0.73 0.84 0.74 0.75 0.94 1.10 0.84
Clinical chemistry
Urea (mmol/L)
Pre-treatment 6.20 9.72 7.60 5.78 5.90 6.55 6.81 6.44
Day 2 4.46 591* 4.90 5.13 3.94 4.05 4.92 4.13
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Semaglutide, nominal dose (mg/kg/day) 0 (Placebo 0 (SNAC 5.0 10.0 0 (Placebo 0 (SNAC 5.0 10.0
control) control) control) control)
Vehicle, dose of SNAC (mg/kg/day) 0 156.7 78.35 156.7 0 156.7 78.35 156.7
Initial Number of Animals
Main M: 4 M: 4 M: 4 M: 4 F: 4 F: 4 F:4 F:4
Recovery M: 0 M:2 M:2 M: 2 F: 0 F:2 F:2 F:2
Week 6 7.13 9.33 8.46 7.54 5.95 6.03 6.50 8.82% x4
Urinalysis
Chloride” (mmol/L)
Pre-treatment 74.3 67.7 82.3 81.7 16.0 20.7 23.5 21.2
Week 6 56.5 46.7 26.8% 27.3% 60.5 60.3 62.7 33.0
Organ Weights (main study animals)
Thymus*
Absolute weight (g) 3.25 2.84 1.56 2.69 2.86 2.20 1.85 1.63
% of body weight 0.1265 0.1076 0.0637 0.1126 0.1101 0.0852 0.0735 0.0742
Macropathology
Thymus, main study (no. examined) 4 4 4 4 4 4 4 4
Small 0 0 3 1 1 2 2 3
Thymus, recovery study (no. examined) - 2 2 2 - 2 2 2
Small - 0 0 2 - 1 1 1
Histopathology
Duodenum, main study animals (no. 4 4 4 4 4 4 4 4
examined)
Brunner’s gland — 0 0 1 1 0 0 0 1

dilatation/eosinophilic cytoplasm,
minimal
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Semaglutide, nominal dose (mg/kg/day) 0 (Placebo 0 (SNAC 5.0 10.0 0 (Placebo 0 (SNAC 5.0 10.0
control) control) control) control)
Vehicle, dose of SNAC (mg/kg/day) 0 156.7 78.35 156.7 0 156.7 78.35 156.7
Initial Number of Animals
Main M: 4 M: 4 M: 4 M: 4 F:4 F:4 F:4 F:4
Recovery M: 0 M:2 M:2 M: 2 F: 0 F:2 F:2 F:2
Thymus, main study animals (no. 4 4 4 4 4 4 4 4
examined)
Involution/atrophy — cortex, minimal 0 0 0 1 0 1 1 1
Involution/atrophy — cortex, slight 0 0 0 0 0 0 | 1
Involution/atrophy — cortex, total 0 0 0 1 0 | 2 2
Thymus, recovery animals (no. examined) 0 2 2 2 0 2 2 2
Involution/atrophy — cortex, minimal - 0 1 2 - 1 1 0
* p<0.05 ** p<0.01 (For comparisons with the water control group); # p<0.05 ## p<0.01 (For comparisons of semaglutide treated group vs. the SNAC

control group)

a: During the recovery period, animals previously treated with semaglutide generally exhibited a marked body weight gain demonstrating reversibility of the effects of

semaglutide on body weight. Data not shown to avoid mean of two animals.
b: At the end of the recovery period, urinary chloride concentrations were still lower than expected in the males. Data not shown to avoid mean of two animals.

¢: Thymus weights for males previously receiving the high dose and for one female previously given the low dose were still slightly low at the end of the recovery period
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26.77D HZOAFIIZETZ 17 ABROKESSHERBRY 2 BREEE MR (209428)

Study ID: 209428

Species: Cynomolgus monkey

Duration of Dosing: 17 weeks. Preceded by a 1 week dose

Location in CTD: 4.2.3.2-A-6

escalation phase

Initial Age: 28 to 38 months Duration of Postdose: 2 weeks

Date of First Dose: 13 January 2010
Nominal Dose Levels: 0, 0, 5, 20 mg/kg/day

Method of Administration: Oral (capsule)
Vehicle/Formulation: Hydroxypropyl methylcellulose (HPMC) | GLP Compliance: Yes

capsules with *)ELC (semaglutide: *IEC ratio
1:15.67)

Parameters collected: Viability, clinical condition, body weight, neurobehavioral assessment, ophthalmoscopy, electrocardiography, blood pressure, haematology,
clinical chemistry, urinalysis, toxicokinetics, antibody formation, organ weights, macropathology and histopathology

Special Features: Semaglutide was administered with *¥EC  as an absorption enhancer. In addition to a placebo control group, receiving empty capsules, a
*HEC control group was included to distinguish findings potentially caused by semaglutide from those potentially caused by  ##/Ec . Generally, only
findings considered related to semaglutide are described here.

No Observed Adverse Effect Level: 20 mg/kg/day

Brief conclusion: Oral semaglutide was generally well tolerated with no treatment related mortality although 2 high dose females were reported to be thin from week 8
of the dosing period and onwards. Body weight loss or reduced body weight gain was noted in the semaglutide treated groups but the effect was reversible following
cessation of treatment. On day 2 at the target dose, reticulocyte counts were reduced, however, a similar finding was not evident at week 17 and in the absence of any
other changes of erythrocytic parameters, the reduction in reticulocytes was not considered adverse. Clinical chemistry revealed an increase in urea on day 2 of the
main study period in the high dose group and also by the end of the dosing period in high dose males. Following the 2-week recovery period, urea concentrations were
similar to control values. The urea increase was considered most likely to be secondary to the effects on food consumption and body weight. Further, on day 2 and in
week 17, the high dose males had lower plasma glucose concentrations than the controls, but at the end of the 2-week recovery period, the glucose concentrations were
higher, signifying that recovery had occurred. Decreased absolute weight of kidneys and the pituitary gland was observed mainly at the high dose level. However, body
weight-relative weights were unaffected, indicating that these findings were secondary to the effect of semaglutide on body weight. A decrease in absolute mandibular
salivary weight, which was accompanied by a trend towards slightly low body weight-relative weight, was observed in high dose males, — *#EC control
females, and low and high dose females. Due to this inconsistent pattern, the relationship to semaglutide is uncertain. However, as it was no associated with any
histopathological changes, the finding was considered to be of no toxicological concern. A reduction of thymus weights was observed in the high dose females. Further,
thymic involution/atrophy was observed both after 17 weeks of treatment and after the recovery period, both in semaglutide treated animals and in control animals.
Consequently, the relation to treatment with semaglutide was uncertain and the finding may represent a stress-related effect secondary to the body weight effect and the
dosing procedure and was thus considered of no toxicological significance. In the absence of any treatment related adverse effects, the NOAEL was established at the
highest semaglutide dose level, 20 mg/kg/day.
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Semaglutide, nominal dose (mg/kg/day) 0 (Placebo 0 ( =mEC 5 20 0 (Placebo | 0 ( =#EC 5 20
control) control)
control) control)
Vehicle, dose of *EC 0 300 75 300 0 300 75 300
(mg/kg/day)
Initial Number of Animals
Main M: 4 M: 4 M: 4 M: 4 F: 4 F: 4 F: 4 F: 4
Recovery M: 0 M: 2 M: 2 M: 2 F: 0 F:2 F:2 F:2
Toxicokinetics (AUCy o4, (nmol*h/L))
Day 1 N/A N/A 256 5280 N/A N/A 627 3370
Day 119 N/A N/A 95.3 3250 N/A N/A 86.0 1910
Noteworthy Findings
Died or euthanised/terminated prematurely 1° 0 0 0 0 0 0 0
Clinical signs
Thin 0 0 0 0 0 0 0 2
Body weight gain (main and recovery
animals)
Dose escalation phase, Day -7 to -1 (kg) 0.07 0.07 -0.02* -0.06** 0.11 0.14 0.03** -0.03%*
Main study phase, Day 1 to 120 (kg) 0.33 0.47 0.34 0.13 0.35 0.23 0.43 0.02*
Haematology
Reticulocytes (%)
Pre-treatment 0.64 0.79 0.96 0.79 0.87 1.04 0.86 0.85
Day 2 1.02 1.11 0.90 0.53* 1.12 1.31 0.72% 0.48**
Week 17 1.02 1.14 1.23 1.04 1.20 1.43 1.24 0.92
Clinical chemistry
Urea® (mmol/L)
Pre-treatment 6.30 6.34 5.50 6.27 5.80 6.05 5.18 5.93
Day 2 4.61 5.28%* 5.34 6.82%* 5.30 5.24 5.13 7.14*
Week 17 5.52 6.57 5.82 8.27** 5.27 6.07 4.50 4.80
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Semaglutide, nominal dose (mg/kg/day) 0 (Placebo 0 ( smEcC 5 20 0 (Placebo 0 ( =m'EcC 5 20
control) control)
control) control)
Vehicle, dose of  *#EC 0 300 75 300 0 300 75 300
mg/kg/day)
Initial Number of Animals
Main M: 4 M: 4 M: 4 M: 4 F: 4 F: 4 F: 4 F: 4
Recovery M: 0 M: 2 M: 2 M: 2 F: 0 F:2 F:2 F:2
Glucose” (mmol/L)
Pre-treatment 5.12 4.60 4.75 5.30 4.70 4.10 4.47 4.01
Day 2 4.10 4.56 4.05 3.31 4.62 4.55 4.18 4.62
Week 17 4.21 3.83 3.47 3.35% 4.70 4.14 4.90 4.28
Organ Weights (main study animals)
Thymus*
Absolute weight (g) 3.17 3.77 3.62 2.70 2.53 2.55 3.12 1.10%*
% of body weight 0.116 0.146 0.142 0.116 0.096 0.098 0.120 0.049
Mandibular salivary gland
Absolute weight (g) 1.90 1.87 1.75 1.40%* 2.36 1.76%* 1.73%%* 1.65%%*
% of body weight 0.0700 0.0714 0.0692 0.0596 0.0884 0.0704 0.0660 0.0741
Kidneys
Absolute weight (g) 1091 10.10 9.74 9.34% 8.95 9.64 8.78 8.22
% of body weight 0.401 0.389 0.389 0.396 0.336 0.379 0.335 0.367
Pituitary gland
Absolute weight (g) 0.050 0.043 0.040 0.033* 0.048 0.043 0.049 0.044
% of body weight 0.0018 0.0016 0.0016 0.0014 0.0018 0.0017 0.0018 0.0020
Macropathology
Thymus, main study (no. examined) 4 4 4 4 4 4 4 4
Small 0 0 0 2 2 1 0 4
Thymus, recovery study (no. examined) - 2 2 2 - 2 2 2
Small - 0 0 1 - 1 0 1
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Semaglutide, nominal dose (mg/kg/day) 0 (Placebo | 0 ( =pmmc 5 20 0 (Placebo | 0 ( «yypic 5 20
control) control)
control) control)
Vehicle, dose of .pzc 0 300 75 300 0 300 75 300
(mg/kg/day)
Initial Number of Animals
Main M: 4 M: 4 M: 4 M: 4 F: 4 F: 4 F: 4 F: 4
Recovery M: 0 M: 2 M: 2 M: 2 F: 0 F:2 F:2 F:2
Histopathology
Thymus, main study animals (no. 3 4 4 4 4 4 4 4
examined)
Involution/atrophy, minimal 0 1 0 1 1 1 1 2
Thymus, recovery animals (no. examined) - 2 2 2 - 2 2 2
Involution/atrophy — cortex, minimal - 0 0 0 - 0 0 1

a: Euthanised in the dose escalation phase of the study because of a fracture sustained accidentally to the right arm.
b: At the end of the recovery period, no difference in urea concentrations and glucose concentration for treated groups compared to control. Data not shown to avoid

mean of two animals.

c¢: By the end of the recovery period, one male had low thymus weight, but there was an overall suggestion that recovery was occurring.

* p<0.05 ** p<0.01 for comparisons with Group 1

Subcutaneous pivotal repeat dose toxicity studies have been described in the Ozempic nonclinical registration file (M 1.13.1).
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2.6.7.8 BIzH4HER : in vitro Test article: Oral semaglutide

The in vitro genotoxicity evaluation of semaglutide has been described in the Ozempic nonclinical registration file (M 1.13.1).

2.6.7.9 Ei=zFEMHHER : invivo Test article: Oral semaglutide

The in vitro genotoxicity evaluation of semaglutide has been described in the Ozempic nonclinical registration file (M 1.13.1).

26.7.10 HAARERMFER Test article: Oral semaglutide

The carcinogenicity evaluation of semaglutide has been described in the Ozempic nonclinical registration file (M 1.13.1).

26.7.11 HEERESMHHR  EELHEBRLUNDOHER Test article: Oral semaglutide

The evaluation of the reproductive and developmental toxicity of semaglutide has been described in the Ozempic nonclinical registration file
(M 1.13.1).

2.6.712 AEFRASHRR  RERVEKRECOMNHRRLEICET R Test article: Oral semaglutide

The evaluation of the reproductive and developmental toxicity of semaglutide has been described in the Ozempic nonclinical registration file
(M 1.13.1).

26.713 HERERAESZMUHRER : If - REORLICEHT HHER Test article: Oral semaglutide

The evaluation of the reproductive and developmental toxicity of semaglutide has been described in the Ozempic nonclinical registration file
(M 1.13.1).

26.714 HEEREESHAR  HEMRUTHERORELERD S RICBADKAEEIZET 3 Test article: Oral semaglutide

The evaluation of the reproductive and developmental toxicity of semaglutide has been described in the Ozempic nonclinical registration file
M 1.13.1).
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26.7.15 HESMERNAER Test article: Oral semaglutide

The juvenile toxicity of semaglutide has been evaluated as part of the Ozempic nonclinical programme (M 1.13.1).

2.6.7.16  FBFETRIBM4 Test article: Oral semaglutide

Local tolerance assessment (gastrointestinal tract) was conducted as an integral part of the toxicology studies, see 2.6.7.6 and 2.6.7.7.

26.717 OO HHHER Test article: Oral semaglutide

26.717.A RERME

No antigenicity studies have been conducted with s.c. or oral semaglutide.

26.7.17B ®RESH

No immunotoxicity studies have been conducted with s.c. or oral semaglutide.

26.717.C {&k#EHE

No dependence studies have been conducted with s.c. or oral semaglutide.

2.6.7.17.D {tuiw

No toxicity studies with metabolites of semaglutide have been conducted.

26.717.E T4

Evaluation of impurities is included in M 2.6.6.8.6.

2.6.7.17.F &Y

For qualification of the novel excipient SNAC, salcaprozate sodium, please refer to M 2.6.7.18 Appendix.
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2.6.7.18.1 HHBRO—EX Test article: salcaprozate sodium
(SNAC)
Species . . . .
and Strain Method of Duration |Nominal Dose GLP Testing Study NN Reference | Location
Type of Study Administration | of Dosing | * (mg/kg/day) | Compliance Facility ID Number in CTD
Single Dose Toxicity Mouse/ICR Oral (gavage) | Single dose 0 No B £ MIS/R96007 209239 4.2.3.1-B-1
1000 |
1500
2000
Rat/Sprague Oral (gavage) | Single dose 0 No B | ©MIS/R96009 209238 4.2.3.1-B-2
Dawley 1000 [
1500
2000
3000
Repeat Dose Toxicity | Mouse/rasH2 Oral (gavage) 6 weeks 0 Yes ] JLY0382 212159 42.3.2-B-1
wild type 150 ]
500
750
1000
Mouse/CD-1 Oral (gavage) 13 weeks 0 Yes [ ] A16705 209247 4232-B-2
150 [
500
1500/1000
Rat/Sprague Oral (gavage) 14 days 0 Yes B V1315002 211245 4.23.2-B-3
Dawley 1000 I
1667 |
2334
3000
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Type of Study

Species
and Strain

Method of

Administration

Duration
of Dosing

Nominal Dose
* (mg/kg/day)

GLP
Compliance

Testing
Facilit

Rat/Sprague
Dawley

Rat/Wistar

Rat/Sprague
Dawley

Rat/Sprague
Dawley

Rat/Sprague
Dawley

Oral (gavage)

Oral (gavage)

Oral (gavage)

Oral (gavage)

Oral (gavage)

14 days

13 weeks

13 weeks

26 weeks

52 weeks

0
Process B
500
750
1000
Process C
500
750
1000

100
500
1000

2000

90
300
900

150 +
.

250
500

750 +
I

900

Yes

Yes

Yes

Yes

Yes

Study
ID

NN Reference
Number

Location
in CTD

|

WIL-315004

A62807

WIL-315003

JLY0278

BNA00004

209241

209242

211246

210196

209243

4.2.3.2-B-4

4.2.3.2-B-5

4.2.3.2-B-6

4.2.3.2-B-7

4.2.3.2-B-8
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Species . . . .
and Strain Method of Duration |Nominal Dose GLP Testing Study NN Reference | Location
Type of Study Administration | of Dosing | * (mg/kg/day) | Compliance Facility ID Number in CTD
Rhesus monkey | Oral (gavage) 14 days 0 Yes [ ] 3007-97 209244 4.2.3.2-B-9
1000 7
1000-1 R
1500
1500+
2500
25001l
Cynomolgus Oral (gavage) 28 days Part 1 Yes [ ] 694-95 Part 1 211248 4.2.3.2-B-
monkey 0 E— 10
800 I
1200+
1800+
Pa(r)t 2 694-95Part2 | 211248 4~2-?~12'B'
1800
Rhesus monkey | Oral (gavage) | 13 weeks 0 Yes [ | 3060-98 209245 4.2.3.2-B-
1800 [ 12
[ |
Cynomolgus Oral (tablet) 16 weeks 300 Yes [ ] JLY0387 212246 4.2.3.2-B-
monkey mg/animal/day I 13
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Species . . . .
and Strain Method of Duration |Nominal Dose GLP Testing Study NN Reference | Location
Type of Study Administration | of Dosing | * (mg/kg/day) | Compliance Facility ID Number in CTD
Rhesus monkey | Oral (gavage) | 39 weeks 0 Yes I | BNA00003 209258 4.2.3.2-B-
150 + [l ] 14
L
200
300
500 + [l
I
600
Genotoxicity Salmonella In vitro assay Not With and Yes [ ] 0725-2140 209248 4233.1-
typhimurium applicable without [ ] B-1
and Escherichia activation [
coli Up to 5000
pg/plate
Cultured human | In vitro assay Not With and Yes [ ] 0545-3300 209249 4233.1-
Peripheral blood applicable without [ ] B-2
lymphocytes activation I
Up to 5000
pg/ml
Induction of Invivo assay | Single dose 200 Yes I 0374-1521 209250 4.2.3.3.2-
micronucleated 500 I B-1
polychromatic 1000 [ ]
erythrocytes in
mouse bone

marrow cells
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ans(fesct‘re:in Method of | Duration |Nominal Dose| GLP Testing Study NN Reference | Location
Type of Study Administration | of Dosing | * (mg/kg/day) | Compliance Facility ID Number in CTD
Carcinogenicity Mouse/tg rasH2 Oral gavage 26-weeks 0 Yes ] JLY 0436 213067 4.23.4.2-
30 [ ] B-1
100
300
Rat/Sprague Oral (gavage) | 104 weeks 0 Yes I JLYO0366 211519 4.2.34.1-
Dawley (preliminary 75 ] B-1
data after 52 200
weeks 500
included)
Reproductive and Rat/Sprague Oral (gavage) 11 days, 0 Yes I 805-002P 209252 42.3.52-
Developmental Dawley ie., 1000 [ ] B-1
Toxicity gestational 2000 ]
days 7-17
Rat/Sprague Oral (gavage) |Males: up to 0 Yes [ ] 805-003 209251 4.23.5.1-
Dawley 80 days 1000 ] B-1
Females: up [
to 37 days
Rat/Sprague Oral (gavage) 11 days, 0 Yes | 805-002 209253 4.2.3.5.2-
Dawley ie., 1000 I B-2
gestational I

days 7-17
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Species . . . .
and Strain Method of Duration |Nominal Dose GLP Testing Study NN Reference | Location
Type of Study Administration | of Dosing | * (mg/kg/day) | Compliance Facility ID Number in CTD
Rat/Sprague Oral (gavage) |FO Females: 0 Yes | ] 805-004 209254 4.2.3.5.3-
Dawley 37 days, 1000 [ | B-1
ie., I
gestational
day 7 to
lactation
day 20
Rabbit/New Oral (stomach | 13 days, 0 Yes [ ] 805-001P 209255 4.23.5.2-
Zealand White tube) ie., 1000 [ ] B-3
gestational 1500 [ ]
days 6-18 2000
2500
3000
Rabbit/New Oral (stomach 13 days, 0 Yes | ] 805-001 209256 4.2.3.5.2-
Zealand White tube) ie., 1000 [ ] B-4
gestational ]
days 6-18
Local Tolerance Dog/Beagle | Oral (gavage and | Single dose 0 No I JLYO0558 214326 4.2.3.6-B-1
(gastrointestinal tablet) 300 ]
tolerance) mg/animal
Other Toxicity
Studies
Mechanistic studies
In vitro
Assessment of Isolated rat In vitro Not SNAC, E494 No I | \NN-2013-001 213327 4.2.3.7.3-
mitochondrial effects mitochondria applicable and E506: [ ] B-1
and 0-30000 uM
submitochondrial

particles
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Species . . . .
and Strain Method of Duration |Nominal Dose GLP Testing Study NN Reference | Location
Type of Study Administration | of Dosing | * (mg/kg/day) | Compliance Facility ID Number in CTD
Effect on cellular Mouse myoblast In vitro Not SNAC: No Novo Nordisk | [N 40919 - 423.7.3-
respiration (C2C12), mouse applicable | (_5000 uM B-2
pre-adipocyte
(3T3-L1), human
endometrial
(HEC-1B),
human astrocyte
(LN319) cell line
and rat
peripheral blood
mononuclear
cells (PBMC).
Effect on cellular Mouse myoblast In vitro Not SNAC and No Novo Nordisk | 140926 - 4.2.3.7.3-
respiration (C2C12) cell line applicable SNAC B-3
metabolites
(E494, E506;
E1245, E1246
and E1247):
0-10000 pM
Effect on cellular Cryopreserved In vitro Not SNAC: No Novo Nordisk | 140912 - 4.2.3.7.3-
respiration hepatocytes applicable | _10000 uM B-4
(mouse, rat,
monkey, human)
Freshly isolated
hepatocytes (rat)
Effect on cellular Mouse myoblast N/A Not SNAC: No Novo Nordisk | 141003 - 4.2.3.7.3-
respiration (C2C12) cell line applicable | 0-4000 pM B-5

HSA: 0-1%
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ans(fesct‘re:in Method of | Duration |Nominal Dose| GLP Testing Study NN Reference | Location
Type of Study Administration | of Dosing | * (mg/kg/day) | Compliance Facility ID Number in CTD
Effect on cellular Mouse myoblast N/A Not SNAC: No NN I 41010 - 4.2.3.7.3-
respiration (C2C12) cell line applicable | 0-4000 uM B-6
In vivo
Tolerability and TK Mouse/CD-1 Oral gavage | Single dose 0 No [ JLY0557 214311 4.2.3.7.3-
150 | B-7
500
1000
Mechanistic Rat/Sprague Oral (gavage) | Single dose | ( (control) No ] ONNCI11 212471 4.2.3.7.3-
respiratory and Dawley and 8 days 900 ] B-8
cardiovascular study repeat 1500 ]
dosing | |
Investigative study Rat/Sprague Oral (gavage) | Single dose | 0 (control) Yes [ ] JLY0412 212392 4.2.3.7.3-
Dawley 900 I B-9
1500
0 (sodium
salicylate
comparator
800 mg/kg)
Investigative Study Rat/Sprague Intravenous | Single dose 200 No [ ] JLY0413 212434 4.23.73-
Dawley (bolus and [ B-10

infusion)
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Type of Study

Species
and Strain

Method of
Administration

Duration
of Dosing

Nominal Dose
* (mg/kg/day)

GLP
Compliance

Testing
Facility

Study
ID

NN Reference
Number

Location
in CTD

Investigative study

Investigative study

Investigative study

Effect on ATP tissue
concentration

Rat/Sprague
Dawley

Rat/Sprague
Dawley

Rat/Sprague
Dawley

Rat/Sprague
Dawley

Oral (gavage)

Oral (gavage)

Oral (gavage)

Oral (gavage)

Single dose

Single dose

13 weeks

Single dose

0 (with saline
infusion)
0 (with
glucose
infusion)
1500 (with
saline
infusion)
1500 (with
glucose
infusion)
1500 (TK)
0
75
200
500
900
1500

75
200
500

1750

No

No

Novo Nordisk

JLY 0468

JLYO0517

JLY0532

I 40701

213299

214112

214214

4.2.3.7.3-
B-11

4.2.3.7.3-
B-12

4.2.3.7.3-
B-13

4.2.3.7.3-
B-14
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Species . . . .
and Strain Method of Duration |Nominal Dose GLP Testing Study NN Reference | Location
Type of Study Administration | of Dosing | * (mg/kg/day) | Compliance Facility ID Number in CTD
Effect on ATP tissue Rat/Sprague Oral (gavage) | Single dose 0 No Novo Nordisk | 41102 - 4.2.3.7.3-
concentration Dawley 75 B-15
200
500
900
1750
Other studies
Immunotoxicity study | Rat/Sprague Oral (gavage) 28 days 0 Yes ] 523561 212329 42.3.7.2-
Dawley 75 ] B-1
200
500

a: Nominal dose in mg/kg/day, once-daily, unless otherwise stated

DRF Dose Range Finding, N/A not applicable, - no NN reference number as studies was conducted at Novo Nordisk
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Test Article: SNAC

Method of GLP Study NN Reference Location in
Type of Study Test System Administration | Doses (mg/kg/day) Compliance ID Number CTD
Repeat dose Toxicity
13-week oral (gavage) Mouse/CD-1 Oral (gavage) 150 Yes (OECD) A16705 209247 4.2.3.2-B-2
toxicity study 500
1500/1000

13-week oral toxicity Rat/Wistar Oral (gavage) 100 Yes (OECD) A62807 209242 4.2.3.2-B-5
(gavage) study followed 500
by a 4-week recovery 1000
period
26-week oral toxicity Rat/Sprague Dawley | Oral (gavage) 300 Yes (OECD) JLY0278 210196 4.2.3.2-B-7
study by oral gavage 900
followed by a 4-week 300 + 20 semaglutide
recovery period 900 + 60 semaglutide
12-month oral toxicity Rats/Sprague Dawley | Oral (gavage) IBORY | | No BNA00004 209243 42.3.2-B-8
(gavage) study with 6- 250 (TK report
month 500 211504)
interim sacrifice 750 + I -

900
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Method of GLP Study NN Reference Location in
Type of Study Test System Administration Doses (mg/kg/day) Compliance ID Number CTD
14-day oral toxicity Rhesus monkey Oral (gavage) 0 No 3007-97 209244 4.2.3.2-B-9
(gavage) study 1000 (TK report
1000+ I 215104)
1500
1500- 1 I
2500
2500+ I
9-month oral toxicity Rhesus monkey Oral (gavage) 150 + . - No BNAO00003 209258 4.2.3.2-B-13
(gavage) study 200 (TK report
300 211503)
Rg | |
600
Reproductive and
Developmental Toxicity
DREF oral (stomach tube) Rabbit Oral 1000 No 805-001P 209255 4.2.3.5.2-B-3
developmental toxicity (stomach tube) 1000+l unit (TK report
. 215066)
2000
2000+ I unit
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Method of GLP Study NN Reference Location in
Type of Study Test System Administration | Doses (mg/kg/day) Compliance ID Number CTD

Other Toxicity Studies
Mechanistic studies
In vivo
Single dose oral (gavage) Mouse/CD-1 Oral (gavage) 150 No JLYO0557 214311 4.2.3.7.3-B-7
tolerability study 500

1000
Single intravenous dose Rat/Sprague Dawley Intravenous 200 No JLYO0413 212434 4.2.3.7.3-B-10
investigative study (bolus and

infusion)

Single dose oral (gavage) | Rat/Sprague Dawley | Oral (gavage) 1500 No JLYO0468 213299 4.2.3.7.3-B-11
investigative study
Single dose oral (gavage) | Rat/Sprague Dawley | Oral (gavage) 75 No JLYO0517 214112 4.2.3.7.3-B-12
investigative study 200

500

900

1500
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Test Article: SNAC

Method of Sex & n |Study ID/ | Doses Comax AUC
Type of Study | Test | Administration |/sample |NN mg/kg/day | (ng/ml) (hxng/ml)
System time Eefere“ce Day 1 Day 41 Day 90 Day 1 Day 41 Day 90
o.
M |F M F M F M F M F M F
Repeat dose Mice / |Oral 12M+12F | A16705/ [150 462 (431 |719 |836 |418 (1040 |1630 [1320 |1820 |1710 |1810 |2250
Toxicity CD-1 (n=3) 209247 500 2050|2310 {3140 (1710 |2720 |1720 |5110 |11600|8450 [4770 |7240 |8980
1500%* 2770|4340 14500 {20800
Additional information:
*Treatment with 1500 mg/kg stopped after day 2, restarted with 100 mg/kg from day 5 onwards, stopped on day 9
Method of Sex & n |Study ID/ | Doses Chmax AUC
Type of Study | Test Administration | /sample | NN mg/kg/day | (ng/ml) (hxng/ml)
System time Eeference Day 1 Week 13 Day 1 Week 13
o.
F M F M F M F M
Repeat dose Rats / Oral SM+5F | A62807/ [100 1370 1530 3530 1030 4990 5460 8020 2560
Toxicity Wistar (n=2) 209242  |500 7990 4830 6770 3880 22500 |25500 |38800 |18500
1000 41400 15000 29100 5800 93100 65200 108000 |44400
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Method of Sex & n |Study ID/ | Doses Cmax AUCo-24nr
Type of Study |Test Administration | /sample |NN mg/kg/day |(ng/ml) (hxng/ml)
System time Reference Week 1 Week 26 Week 1 Week 26
No.
F M F M F M F M
Repeat dose Rats/ Oral 10M+10F | JLY0278/ | 300 1800 1230 1670 1500 6810 5140 14300 8970
Toxicity Sprague (n=4) 210196 900 2420 6210 7420 3250 20200 |23900 |42000 18800
Dawley 300* 754 693 906 495 5540 7490 15300 {9440
900** 229 434 3740 1390 2890 5010 33200 11700
Additional information:
*Dosed together with 20 mg/kg/day semaglutide
** Dosed together with 60 mg/kg/day semaglutide
Type of Study Method of Sex & n |Study ID/ |Doses Chmax Chnax
Test Administration |/sample |NN mg/kg/day | (ng/ml) (ng/ml)
System time Eeference Day 1 Day 91 Day 273 Day 364
o.
F M F M F M F M
Repeat dose Rats / Oral 8M+8F |211504* 150%* 3970 3050 20200 8190 6510 14900 19800 9550
Toxicity Sprague (n=3) 250 8010 6810 29600 13600 19600 15300 8070 28900
Dawley 500 28900 22000 171000 | 66700 144000 |243000 |131000 |177000
750%* 72300 82800 54900 90100 193000 [273000 {57600 341000
900 204000 |143000 191000 |90000  |288000 |243000 |33800 |229000

Additional information:
* TK report 211504 based on data from BNA00004/209243

** Dosed together with [llmg/kg/day | I
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Method of Sex & n |Study ID/ |Doses AUCo-4n AUCo-4n
Type of Study | Test Administration | /sample |NN mg/kg/day | (hxng/ml) (hxng/ml)
System time Eef“e“ce Day 1 Day 90 Day 273 Day 364
o.
F M F M F M F M
Repeat dose Rats / Oral 8M+8F |211504* 150%* 2490 1540 7230 4150 2960 4390 6100 3790
Toxicity Sprague (n=3) 250 8170 3230 12700 |7150 6110 5780 4190 12100
Dawley 500 21500 11300 |[34600 |31900 |39200 |70900 |30500 |51600

750%* 28500 40900 19300 |31700 |44100 |83700 |23300 |77000

900 88800 {42300 |73000 |27500 88200 {46700 16500 {47400
Additional information:
* TK report 211504 based on data from BNA00004/209243
** Dosed together with .mg/kg/day -

Method of Sex & n | Study ID/ Doses Chmax AUC
Type of | Test System Administra- |/sample |NN Reference mg/kg/day (ng/ml) (hxng/ml)
Study tion time No. Day 1 Day 14 Day 1 Day 14
M F M F M F M F

Repeat | Monkey/Rhesus | Oral 3M+3F | 215104* 1000** | 352000 | 66300 | 157000 | 80600 | 602000 | 161000 | 183000 | 191000
dose (n=3) 2500%* | 373000 | 397000 | 87800 | 108000 | 386000 | 573000 | 394000 | 341000
Toxicity

Additional information:

*TK report 215104 based on data from 3007-97/209244

*#* Dosed together with [Jfmg/kg/day -
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Method of Sex & |Study ID/ Doses Cmax Cmax
Type of Study | Test System Administration | n NN Reference mg/kg/day | (ng/ml) (ng/ml)
/sample | No. Day 1 Day 90 Day 180
time
F M F M F M
Repeat dose Monkey/Rhesus | Oral 211503* 150** 52300 26500 13100 9000 11700 12500
Toxicity 200 17400 {50500  |7260 16300 7810 12500
300 37500 39400 16100 16400 21500 13400
500%* 44800 58100 43400 29400 35700 17500
600 114000 |142000 |62600 105000 62500 55200
Additional information:
* TK report 211503 based on data from BNA00003/209258
** Dosed together with .mg/kg/day-
Method of Sex & |Study ID/ Doses AUCo-sn AUCo-8n
Type of Study | Test System Administration | n NN Reference |mg/kg/day | (hxng/mL) (hxng/ml)
/sample| No. Day 1 Day 90 Day 180
time
F M F M F M
Repeat dose Monkey/Rhesus | Oral 211503* 150%* 32000 27900 16800 15000 16400 15400
Toxicity 200 23900 29100 21700 24000 18700 20100
300 50500 45300 41500 35800 38100 30200
500%* 63600 75100 83100 58900 80900 50600
600 188000 130000 114000 |165000 86100 114000

Additional information:
* TK report 211503 based on data from BNA00003/209258

** Dosed together with [llmg/kg/day |
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Method of Sex & n |Study ID/ |Doses Cmax AUC
Type of Test Administration | /sample |NN mg/kg/day (ng/ml) (hxng/ml)
Study System time Eﬁference GD 6 GD 18 GD 6 GD 18
F F F F

DRF Rabbit | Oral 3 215066* 1000/0 350000 181000 156000 96400
Develop- /New (n=3) 2000/0 1020000 443000 1110000 292000
mental Zealand 1000/5000%*| 413000 547000 207000 320000
Toxicity | White 2000/5000%* 912000 670000 776000 499000
Additional information:
*TK report 215066 based on data from 805-001P/209255
** Dosed together with [[lllunits/kg/day |

Method of Sex & n Study ID/ Doses Cmax AUC
Type of Study Test Administration /sample NN Reference No. mg/kg/day (ng/ml) (hxng/ml)

System time
M F M F
Single-Dose Mice / CD- | Oral 10M+10F JLY0557/ 150 11000 8940 2410 3550
Tolerability 1 (n=5) 214311 500 80200 83300 12100 24000
1000 121000 183000 37300 62200

Additional information:
There was an indication of possible sex differences with a generally higher exposure in female CD-1 mice for SNAC. The higher SNAC exposure in females were more

pronounced for the higher given dose of SNAC
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Method of Sex & n Study 1D/ Doses Cmax* AUChast
Type of Study Test Administration /sample NN Reference No. mg/kg/day (ng/ml) (hxng/ml)
System time
Bolus Infusion | Bolus | Infusion
Single intravenous | Rat/Sprague | Intravenous (bolus and JLYO0413/ 200 547000 19800 169000 37300
dose investigative Dawley infusion) 212434
study

Additional information:

*Concentration at 5 minutes post dose following i.v. bolus administration.

The accumulated AUC from 0 to 3.5 h post dose (AUCast = 37300 h*ng/mL) following i.v. infusion did not exceed the AUC from 0 to 5 minutes post dose
following i.v. bolus (AUCo-0.083n = 47300 h*ng/mL) where clinical signs and mortality occurred. Consequently, it was not possible to meet the primary objective of the

study, i.e. to investigate whether clinical signs observed after intravenous administration of SNAC were driven by Cmax

exposure or accumulative exposure (AUC).




Module 2.6.7.18 {5

23 of 126

Type of Test Method of Sex & n Study ID/ Doses Clinical Group
study system Administration | /sample NN Reference | mg/kg/day | signs
time No.
Investigative | Rats/ Oral I5F (group 3, | JLY0468/ 1500 3A+HA 3B+4B 5 (female) 5 (male)
study Sprague 4 and 5) 213299 combined combined
Dawley 15M (group 5)
Cmax (ng/mL
None 467000 NC 503000 396000
Mild 679000 NC 692000 577000
Moderate 1080000 NC 851000 538000
Marked 1180000 NC 833000 663000
Marked — 1480000 NC 1190000 799000
euthanised
AUChast (hxng/mL)
None 106000 424000 281000 163000
Mild 173000 237000 411000 323000
Moderate 274000 227000 437000 361000
Marked 299000 616000 1190000 521000
Marked — 213000 274000 350000 511000
euthanised
NC: Not calculated
Method of Sex & n Study ID/ Doses Cmax AUC
Type of Study Test Administration /sample NN Reference No. mg/kg/day (ng/ml) (hxng/ml)
System time F F
Single-Dose Rat/SD Oral F (n=3-5) JLYO0517/ 75 56700 6580
Toxicity 214112 200 210000 44600
500 434000 214000
900 348000 226000
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2.6.7.18.4 FHUHHRICAVW-HEEME (NvFE) —& Test Article: SNAC
Batch No. Purity Study ID Type of Study

(%)
[ [ | EMISR96007 Acute toxicity in Mouse
[ ] [ | EMISR96009 Acute toxicity in Rat
[ [ ] A16705 13 Week Repeat Dose Toxicity in Mouse
S [ | WIL-315004 2 Week Repeat Dose Toxicity in Rat
] .
] [ ] WIL-315002 2 Week Repeat Dose Toxicity in Rat
[ [ | A62807 13 Week Repeat Dose Toxicity in Rat
] [ ] WIL-315003 13 Week Repeat Dose Toxicity in Rat
I I
[ ] [ ] JLY0278 26 Week Repeat Dose Toxicity in Rat
[ [ ] BNA00004 52 Week Repeat Dose Toxicity in Rat
| [
] [ | 3007-97 2 Week Repeat Dose Toxicity in Monkey
] [ | 694-95 4 Week Repeat Dose Toxicity in Monkey
I [
[ ] [ | 3060-98 13 Week Repeat Dose Toxicity in Monkey
[ ] [ | JLY0387 16 Week Repeat Dose Toxicity in Monkey
I [ BNA00003 39 Week Repeat Dose Toxicity in Monkey
[ I
[ [ | 0725-2140 In vitro Genotoxicity (Ames test)
] [ | 0545-3300 In vitro Genotoxicity (Chromosome Aberration)
[ ] [ ] 0374-1521 In vivo Genotoxicity (Micronucleus Assay)
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Batch No Purity Study ID Type of Study

(%)
] [ | 805-002P Dose-Range Finder Developmental Toxicity in Rat
| [
[ [ ] 805-001P Dose-Range Finder Developmental Toxicity in Rabbit
[ ] [ | 805-003 Fertility and General Reproduction Toxicity in Rat
[ [ | 805-002 Developmental Toxicity in Rat
] [ 805-001 Developmental Toxicity in Rabbit
] |
I [ 805-004 Development and Peri/Postnatal Reproduction Toxicity in Rat
[ [ ] JLY0382 6-Week tolerability Study in Transgenic rasH2 Mouse
[ [ JLY0436 26-Week Carcinogenicity Study in Transgenic rasH2 Mouse
[ ] [ ] JLY0366 2-Year Carcinogenicity Study in Rat
[ [ ] JLYO0558 GI tract Local Tolerance in Dog
[ ] [ | NN-2013-001 In vitro assessment of mitochondrial effects
[ [ ] 140912 In vitro effect on cellular respiration
[ | [ 140919 In vitro effect on cellular respiration
[ ] [ ] 140926 In vitro effect on cellular respiration
[ [ 141003 In vitro effect on cellular respiration
[ [ 141010 In vitro effect on cellular respiration
[ ] [ | JLY0557 Toxicokinetics and Tolerability in Mouse
[ ] [ ] ONNC11 Mechanistic respiratory and cardiovascular study in Rat
[ [ ] JLY0412 Investigative Single Dose Study in Rat
[ ] [ ] JLY0468 Investigative Single Dose Study in Rat
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Batch No. Purity Study ID Type of Study

(%)
[ [ JLYO0517 Investigative Single Dose Study in Rat
[ [ ] JLY0413 Investigative Single Dose i.v. Study in Rat
[ | [ JLY0532 Investigative 13 week repeat dose study in Rat
[ ] [ I 140701 Effect on ATP tissue concentration in Rat
[ | [ 41102 Effect on ATP tissue concentration in Rat
[ ] [ 523561 28-Day Immunotoxicity Study in Rat
I
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Test Article: SNAC

Species/ Strain | Route of Nominal Gender and | Observed |Approximate | Noteworthy Findings Study ID NN
Administration |Doses (mg/kg) No. per Maximum | Lethal Dose Reference
Group Non-Lethal (mg/kg) Number
Dose
(mg(kg)
Mouse/ ICR Oral (gavage)* 0 5M & 5F 1500 2000 At 2000 mg/kg, 3 females were found | EMIS/R96007|209239
1000 5M & 5F dead at 60 min post-dose. Two (2) of
1500 SM & SF these were lethargic at 45 min. At 90
2000 5M & 5F min, 1 male, also at 2000 mg/kg, was

lethargic and at 4 h, it was found
dead. At 1500 mg/kg, 1 male
appeared sedated at 90 and 120 min
but had recovered at 4 h. The cause of
death could not be established for
these animals. The acute maximum
non-lethal dose was established to be
1500 mg/kg while no effects were
observed at 1000 mg/kg.
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Species/ Strain | Route of Nominal Gender and | Observed |Approximate | Noteworthy Findings Study ID NN
Administration |Doses (mg/kg) No. per Maximum | Lethal Dose Reference
Group Non-Lethal (mg/kg) Number
Dose
(mg(kg)

Rat/ Oral (gavage) * 0 5M & 5F 1000 At 3000 mg/kg, all animals were EMIS/R96009 209238
Sprague Dawley 1000 5M & 5F lethargic immediately after dosing

1500 5M & SF and died within 30 min. At 2000

2000 5M & 5F mg/kg, 3/5 males and 5/5 females

3000 5M & 5F died within 1 to 4 hours post dose. At

1500 mg/kg, 1/5 males and 2/5
females died within 2 to 4 hours. At
both dose levels, clinical signs
observed included salivation, weak
reflexes, lying on the side/stomach,
sluggish, lethargic, and twitching. No
clinical signs were observed at 1000
mg/kg. In animals dosed with 2000
mg/kg, red/irritated stomach and/or
small intestine, and/or enlarged atria
were observed. The observed
maximum non-lethal dose was 1000
mg/kg.

a: Vehicle: 25% v/v aqueous propylene glycol
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Test Article: SNAC

Species/ Route of Duration | Nominal Doses Gender and No. | Maximum | Noteworthy Findings Study ID NN
Strain Administration | of Dosing | (mg/kg/day) per Group Tolerated Reference
Dose Number
(mg/kg/day)
Mouse / Oral 6 weeks 0 10M&10F (main) 500 Doses of 750 or 1000 mg/kg/day JLY0382 212159
rasH2 wild 6M&6F (sat.) exceeded the maximum tolerated
type 150 10M&10F (main) dose, as indicated by the premature
18M&18F (sat.) deaths of a number of animals.
500 10M&10F(main) Pathology did not identify a cause of
18M&18F (sat.) death, nor a t'arget organ. There were
750 10M&10F(main) no toxicologically significant effects
of treatment at 150 or 500 mg/kg/day
18M&18F (sa't.) and, consequently,
1000 10M&10F(main) 500 mg/kg/day was considered the
I8M&I8F (sat.) maximum tolerated dose and suitable
for a subsequent 26-week
carcinogenicity study in transgenic
rasH2 mice.
Rat / Sprague | Oral 2 weeks 0 5M & 5F Approx. |At 2334 and 3000 mg/kg/day, WIL- 211245
Dawley 1000 5M & 5F 1667 treatment related mortality occurred 315002
1667 5M & 5F in 2 females in each group. Necropsy
2334 5M & 5F did not reveal the cause of death.
3000 5M & SF Impaired equilibrium and

hypoactivity was observed in one
female 1 hour post dose, on the day
prior to the day it was found dead.
Red nasal discharge, red or yellow
material most notably around the
nose, mouth, forelimbs and trunk
were observed in all treated groups,
and an increased incidence of rales
occurred at 1667 mg/kg/day and
above, most frequently 1 hour post
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Species/ Route of Duration |Nominal Doses Gender and No. | Maximum | Noteworthy Findings Study ID NN

Strain Administration | of Dosing | (mg/kg/day) per Group Tolerated Reference
Dose Number
(mg/kg/day)

dosing. Body weight gain and food
consumption were decreased in
males at 3000 mg/kg/day. Decreased
globulin values were observed at
1667 mg/kg/day and above. Slightly
decreased chloride levels were
observed in females at 3000
mg/kg/day, and a single female at
this dose had markedly increased
alkaline phosphatase. Increases in
liver and kidney weights were
observed at 1667 mg/kg/day and
above.

Administration of 2334 and 3000
mg/kg/day to Sprague Dawley rats
for 2 weeks exceeded the maximum
tolerated dose due to mortality at
these dose levels whereas the clinical
signs observed at lower dose levels
were not considered to preclude
administration of similar dose levels
in subsequent studies.
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2.6.7.18.7 REHXSEMHR  EELHEK Test Article: SNAC
2.6.7.18.7.A YO RIZHIT5 13 BMBROKREEHHKE (A16705) Study ID: A16705
NN Reference Number: 209247
Species/Strain: Mouse/CD-1 Duration of Dosing: 13 weeks Location in CTD: 4.2.3.2-B-2
Initial Age: Approx. 7 weeks at dosing start Duration of Post-dose: N/A
Date of First Dose: 18 August 2005 Method of Administration: Oral (gavage) GLP Compliance: Yes
Nominal Dose Levels: 0, 150, 500 and 1500/1000 | Vehicle/Formulation: Deionised water, pH adjusted to 8.2
mg/kg/day

Parameters collected: Viability, Clinical Condition, Body Weight, Food Consumption, Ophthalmoscopy, Haematology, Clinical Chemistry, Urinalysis, Toxicokinetics,
Organ Weights, Macropathology, Histopathology

Special Features: 1500 mg/kg/day was dosed on day 1 and 2, but due to excessive mortality, treatment was discontinued and re-commenced on day 5 at 1000 mg/kg
which continued until the animals were terminated prematurely on day 9

No Observed Adverse Effect Level: 500 mg/kg/day

Brief conclusion: SNAC caused excessive mortality at 1500/1000 mg/kg/day, and a few changes in clinical pathology parameters and increased kidney weights. Neither
histopathology, nor clinical pathology, could establish the cause of death for the decedents. Due to the mortality observed at the high dose level, the intermediate dose
level, 500 mg/kg/day, was considered to be the NOAEL
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Nominal Dose (mg/kg/day) 0 (Control) 150 500 1500/1000% 0 150 500 1500/1000*
(Control)
Initial Number of Animals
Main M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10
Satellite M: 12 M: 12 M: 12 M: 12 F:12 F: 12 F: 12 F: 12
Toxicokinetics
AUC-24n (ng*h/mL)
Day 1 N/A 1630 5110 14500 N/A 1320 11600 20800
Day 41 N/A 1820 8450 N/A N/A 1710 4770 N/A
Day 90 N/A 1810 7240 N/A N/A 2250 8980 N/A
Chnax (ng/mL)
Day 1 N/A 462 2050 2770 N/A 431 2310 4340
Day 41 N/A 719 3140 N/A N/A 836 1710 N/A
Day 90 N/A 418 2720 N/A N/A 1040 1720 N/A
Noteworthy Findings
Died or euthanised/terminated prematurely? 1 1 1 10 1 1 1 13
Clinical signs”
Ruffled fur 0 1 1 19 0 0 1 0
Behaviour, sedated® 0 1 1 0 0 0 0 0
Hunched posture® 0 1 1 0 0 0 0 0
Haematology (Day 9)¢
Red Blood Cells (*10'%/L) N/A N/A N/A 6.75 N/A N/A N/A 6.58
Haemoglobin (mmol/L) N/A N/A N/A 6.8 N/A N/A N/A 6.7
Haematocrit (L/L) N/A N/A N/A 0.34 N/A N/A N/A 0.32
Reticulocytes (%) N/A N/A N/A 4.1 N/A N/A N/A 3.6
Clinical chemistry (Day 9)¢
Glucose (mmol/L) N/A N/A N/A 9.59 N/A N/A N/A 8.15
Triglycerides (mmol/L) N/A N/A N/A 1.74 N/A N/A N/A 1.36
Bilirubin, total (wmol/L) N/A N/A N/A 2.08 N/A N/A N/A 1.84
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Nominal Dose (mg/kg/day) 0 (Control) 150 500 1500/1000* 0 150 500 1500/1000*
(Control)
Total protein (g/L) N/A N/A N/A 51.40 N/A N/A N/A 52.79
Creatinine (umol/L) N/A N/A N/A 25.3 N/A N/A N/A 25.9
Sodium (mmol/L) N/A N/A N/A 145.5 N/A N/A N/A 145.6
Potassium (mmol/L) N/A N/A N/A 6.23 N/A N/A N/A 5.61
Chloride (mmol/L) N/A N/A N/A 108.8 N/A N/A N/A 109.6
Phosphorus (wmol/L) N/A N/A N/A 2.19 N/A N/A N/A 2.19

Organ weights (main study animals)

Kidney
Absolute weight (g) 0.496 0.497 0.546 N/A 0.378 0.353 0.405 N/A
% of body weight 1.441 1.459 1.533 N/A 1.260 1.241 1.371*

Histopathology (main study animals)

Liver (number examined) 10 10 10 10 10 10 10 10
Congestion® 0 0 0 0 0 0 0 3
Diffuse hepatic glycogen, minimal 8 5 7 5 6 6 6 5
Diffuse hepatic glycogen, slight 2 1 1 0 1 2 2 2
Diffuse hepatic glycogen, total 10 6 8 5 7 8 8 7

Lungs (number examined) 10 10 10 10 10 10 10 10
Congestion® 0 0 0 6 0 0 0 2

Nasal cavity (number examined) 10 19 10 10 10 10 10 10
Congestion® 0 0 0 0 0 0 0 3

Stomach (number examined) 10 10 10 10 10 10 10 10
Advanced autolysis® 0 0 0 4 0 0 0 5

Thymus (number examined) 10 10 10 10 10 10 10 10
Congestion® 0 0 0 3 0 0 1 0

a: One animal, a male at 500 mg/kg/day, was killed in extremis with the following clinical signs: sedated appearance, hunched posture, ruffled fur and lacrimation, all
other animals were found dead

b: Number of animals with clinical sign

¢: Observed in animals prior to death/euthanisation

d: At week 2 only blood samples from group 4 were collected. The measurements are compared to historical control values collected 29-APR-02 to 06-JUN-05:

Haematology (mean £SD)
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Red Blood Cells (*10'%/L): Males: 9.44 +£0.34 Females: 9.42 +£0.42
Haemoglobin (mmol/L): Males 9.4 £0.5 Females 9.7 +0.4
Haematocrit (L/L): Males: 0.46 = 0.03 Females: 0.47 £0.02
Reticulocytes (%): Males: 2.6 £0.5 Females: 3.0 £0.5
Clinical Chemistry (mean £SD)
Glucose (mmol/L): Males: 6.8 £1.93 Females: 6.16 £1.76
Triglycerides (mmol/L): Males: 0.68 +0.32 Females: 0.52 +0.19
Bilirubin, total (umol/L): Males: 2.69 £0.55 Females: 2.42 +0.40
Total protein (g/L): Males: 55.59 +3.50 Females: 55.12 +£2.82
Creatinine (umol/L):): Males: 13.7 +5.8 Females: 15.3 £6.8
Sodium (mmol/L): Males: 153.8 +4.2 Females: 151.5 £2.6
Potassium (mmol/L): Males: 4.52 +0.58 Females: 4.34 +£0.36
Chloride (mmol/L): Males: 115.4 £7.0 Females: 113.5 +4.5
Phosphorus (mmol/L): Males:1.85 +0.25 Females: 1.74 +£0.20
e: All affected animals died spontaneously, including the intermediate dose female at 500 mg/kg/day

- No data
* p<0.05 vs. control (pairwise test)
N/A Not applicable
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Study No.: WIL-315004
NN Reference Number: 209241

Species/Strain: Rat / Sprague Dawley

Duration of Dosing: 2 weeks

Location in CTD: 4.2.3.2-B-4

Initial Age: Approx. 7 weeks at dosing start

Duration of Post-dose: N/A

Date of First Dose: 14 June 1999

Method of Administration: Oral gavage

Nominal Dose Levels: 0, 500, 750 and 1000
mg/kg/day

Vehicle/Formulation: Deionised water

GLP Compliance: Yes

Parameters Collected: viability, clinical condition, body weight, food consumption, ophthalmoscopy, haematology, clinical chemistry, organ weights, macropathology,

and histopathology.

Special Features: The study was designed to compare two SNAC manufacturing processes (Process B and C)

No Observed Adverse-Effect Level: 1000 mg/kg/day

Brief Conclusion: Histopathological changes consisting of neutrophil infiltration of the submucosa of the glandular stomach indicative of local irritation in the stomach
were evident in one or two animals at all dose levels of SNAC. Relationship to treatment was uncertain due to the low incidence and lack of dose response in males.
However, due to the low degree of severity, and innocuous morphologic appearance, this finding was considered of no toxicological significance.

There were no other effects considered possibly related to treatment and there were no meaningful differences between SNAC manufactured by the two different
processes, B and C. Consequently, the NOAEL was assessed to be 1000 mg/kg/day for both processes.
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Nominal Dose 0 500 750 1000 500 750 1000 0 500 750 1000 500 750 1000
(mg/kg/day) (Control) | (Process | (Process | (Process | (Process | (Process | (Process | (Control) | (Process | (Process | (Process | (Process | (Process | (Process
B) B) B) 0) 0 0 B) B) B) &) &) &)
Initial Number of
Animals
Main M: 20 M:10 | M:10 | M:10 | M:10 | M:10 | M:10 F: 20 F:10 F:10 F:10 F:10 F:10 F:10
Noteworthy Findings
Histopathology
Stomach (number 20 10 10 10 10 10 10 20 10 10 10 10 10 10
examined)
Infiltration, 0 1 0 0 0 0 0 0 0 0 1 0 1 2
neutrophil, minimal
Infiltration, 0 0 0 1 0 0 0 0 0 0 0 0 0 0
neutrophil, mild
Infiltration, 0 1 0 1 0 0 0 0 0 0 1 0 1 2
neutrophil, total
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26.7.18.7.C S v MZHIT5 13 BREEOKRESEMHE (WIL-315003) Study ID: WIL-315003
NN Reference Number: 211246
Species/Strain: Rat/Sprague Dawley Duration of Dosing: 13 weeks Location in CTD: 4.2.3.2-B-6
Initial Age: Approx. 7 weeks at dosing start Duration of Post-dose: N/A
Date of First Dose: 02 December 1997 Method of Administration: Oral gavage GLP Compliance: Yes
Nominal Dose Levels: 0, and 2000 mg/kg/day Vehicle/Formulation: Deionised water

Parameters collected: Viability, Clinical Condition, Body Weight, Food Consumption, Ophthalmoscopy, Haematology, Clinical Chemistry, Organ Weights, Antibody
formation, Macropathology, Histopathology

Special Features: This study was designed to assess the toxicity of SNAC administered alone and in combination with- Only data from controls and the single
group receiving SNAC only are presented here

No Observed Adverse-Effect Level: Not established for SNAC alone

Brief conclusion: SNAC caused excessive mortality although no cause of death was identified. Increased liver and kidney weights, without histopathological correlates,
and vacuolation of cells in the pars distalis of the pituitary were, together with a few changes in clinical chemistry, of uncertain toxicological significance. Adverse
neutrophil infiltration of the glandular stomach and epithelial hyperplasia of the non-glandular stomach were observed and considered to reflect local effects of SNAC.
Due to these findings, the only dose level of SNAC given alone in this study, 2000 mg/kg/day, could not be considered a NOAEL.
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Nominal Dose (mg/kg/day) 0 (Control) 2000 0 (Control) 2000
Initial Number of Animals
Main M: 20 M: 20 F: 20 F: 20
Noteworthy Findings
Died or euthanised/terminated prematurely® 0 4 0 10
Clinical signs”
Weekly detailed examinations
Hypoactivity 0/0 2/2 0/0 0/0
Prostrate 0/0 /1 0/0 0/0
Dried red material around nose 3/2 12/8 0/0 6/6
Dried red material around mouth 0/0 22/13 0/0 26/10
Dried yellow material around mouth 0/0 19/12 0/0 7/5
Dried yellow material, ventral trunk 0/0 4/4 0/0 2/2
Dried yellow material, urogenital area 0/0 13/4 0/0 10/5
Dried yellow material, anogenital area 0/0 15/4 0/0 372
Dried yellow material, ventral neck 0/0 3/3 0/0 11
Dried yellow material, forelimb(s) 0/0 8/6 0/0 4/3
Dried red material, forelimb(s) 0/0 34/16 1/1 34/11
Wet yellow material, urogenital area 0/0 0/0 0/0 6/4
Wet yellow material, anogenital area 0/0 1/1 0/0 2/2
At time of dosing
Hypoactivity 0/0 11 0/0 0/0
Dried red material around nose 171 2/1
Dried red material around mouth 0/0 5/3 0/0
Dried yellow material, ventral trunk 0/0 2/2 0/0 3/2
Dried yellow material, urogenital area 0/0 36/4 11 17/3
Dried yellow material, anogenital area 0/0 38/3 0/0 7/2
Dried red material, forelimb(s) 0/0 4/2 0/0
Wet clear material around mouth 0/0 9/4 0/0 8/6
1 hour post dosing
Hypoactivity 0/0 2/2 0/0 2/2
Rales 0/0 3/3 0/0 4/3
Prostrate 0/0 0/0 0/0 1/1
Dried red material around nose 0/0 18/10 0/0 6/4
Dried red material around mouth 1/1 101/17 0/0 79/15
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Nominal Dose (mg/kg/day) 0 (Control) 2000 0 (Control) 2000
Initial Number of Animals
Main M: 20 M: 20 F: 20 F: 20
Dried yellow material around mouth 0/0 87/17 0/0 38/13
Dried yellow material, ventral trunk 0/0 7/6 0/0 9/7
Dried yellow material, urogenital area 0/0 18/8 0/0 11/7
Dried yellow material, anogenital area 0/0 10/5 0/0 3/2
Dried yellow material, ventral neck 0/0 22/9 0/0 20/10
Dried red material, forelimb(s) 0/0 71/15 0/0 77/16
Dried red material, ventral neck 0/0 4/4 0/0 2/2
Wet yellow material, urogenital area 0/0 6/5 0/0 19/8
Wet yellow material, anogenital area 0/0 2/2 0/0 11
Wet yellow material, ventral trunk 0/0 4/4 0/0 11
Wet yellow material, forelimb(s) 0/0 6/4 0/0 5/2
Wet yellow material around mouth 0/0 13/7 0/0 10/5
Wet yellow material, ventral neck 0/0 3/3 0/0 2/2
Wet clear material around mouth 0/0 3/2 0/0 2/2
Wet red material around mouth 0/0 4/3 0/0 1/1
Wet red material, forelimb(s) 0/0 3/2 0/0 1/1
Clear discharge, left eye 0/0 1/1 0/0 2/2
Clear discharge, right eye 0/0 1/1 0/0 3/3
Body weight gain
Day 1- Week 13 349 315 N/A N/A
Day 1- Week 10 312 285 116 128
Clinical chemistry
Alkaline phosphatase (U/L)
Week 5 196 181 126 153*
Week 10/13¢ 104 110 60 97
Total protein (g/dL)
Week 5 7.0 6.3%* 7.0 6.9
Week 10/13¢ 6.8 6.1%* 7.0 6.7
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Nominal Dose (mg/kg/day) 0 (Control) 2000 0 (Control) 2000
Initial Number of Animals
Main M: 20 M: 20 F: 20 F: 20
Globulin (g/dL)
Week 5 2.3 1.7%* 2.2 1.8%*
Week 10/13°¢ 2.3 1.6%* 2.1 1.6
A/G ratio
Week 5 2.00 2.76%* 2.25 2.81
Week 10/13°¢ 2.00 2.83%* 2.33 3.13
Urea (mg/dL)
Week 5 14.5 12.9 16.4 13.3*
Week 10/13°¢ 14.8 11.6%* 15.9 12.5
Chloride (mEq/L)
Week 5 101 98** 103 99**
Week 10/13°¢ 95 93%** 97 95
Organ Weights*
Kidney
Absolute weight (g) 3.95 4.68%** 2.15 2.61
% of body weight 0.760 0.947** 0.802 0.975
Liver
Absolute weight (g) 15.50 18.92%%* 8.10 11.15
% of body weight 2.982 3.803** 3.029 4.153
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Nominal Dose (mg/kg/day) 0 (Control) 2000 0 (Control) 2000
Initial Number of Animals
Main M: 20 M: 20 F: 20 F: 20
Histopathology®
Pituitary (number examined) 20 16 (4) 20 10 (10)
Vacuolation, pars distalis, minimal 0 6 (1) 0 0
Vacuolation, pars distalis, mild 0 3 0 0
Vacuolation, pars distalis, total 0 9(D) 0 0
Stomach (number examined) 20 16 (4) 20 10 (10)
Glandular, infiltration , neutrophil, minimal 13 1(2) 18 4 (6)
Glandular, infiltration , neutrophil, mild 7 15(2) 2 6(3)
Glandular, infiltration , neutrophil, total 20 16 (4) 20 10 (9)
Non-glandular, hyperplasia, epithelial, minimal 3 13(2) 2 5
Spleen (number examined) 20 16 (4) 20 10 (10)
Necrosis, red pulp, minimal 0 0 0 0 (D)
* p<0.05, ** p<0.01, *** p<0.001 vs. control; (pairwise test)
N/A Not applicable

a: All animals were found dead, except from one male which was euthanised in extremis on day 74. Deaths occurred on the following days: 1, 3, 23, 26, 33, 36, 39, 58,
58,61, 69, 73, 74, and 89.

b: Total occurrence/No. of animals

c: Males: all samples taken week 13; Females: samples from SNAC treated group taken before termination in week 10, control females sampled as scheduled in week 13.
d: Data presented for SNAC treated females were collected at termination in week 10, whereas data for males and for control females were collected at scheduled
termination in week 13.

e: Values in brackets () indicate incidence of findings in premature decedents. To get the total incidence, both values should be combined.
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2.6.7.18.7.D T v MIHITS 13 AMEOKRSHMHER (A62807) Study ID: A62807
NN Reference Number: 209242

Species/Strain: Rat Wistar Duration of Dosing: 13 weeks Location in CTD: 4.2.3.2-B-5
Initial Age: Approx. 7 weeks Duration of Post-dose: N/A

Date of First Dose: 27 March 2006 Method of Administration: Oral gavage GLP Compliance: Yes
Nominal Dose Levels: 0, 100, 500, and 1000 Vehicle/Formulation: Purified water

mg/kg/day

Parameters collected: Viability, Clinical Condition, Body Weight, Food Consumption, Ophthalmoscopy, Haematology, Clinical Chemistry, Urinalysis, Toxicokinetics,
Organ Weights, Macropathology, Histopathology

Special Features: This study was designed to assess the toxicity of SNAC administered alone and in combination with [  lllll. Only data from controls and the
three groups receiving SNAC only are presented here

No Observed Adverse-Effect Level: 500 mg/kg/day

Brief conclusion: At 1000 mg/kg/day, one satellite female died spontaneously on day 76. The only observation recorded for this animal was an enlarged eye.
Consequently, a relationship between the death and administration of SNAC cannot be excluded. Clinical pathology revealed changes in a range of parameters, and
increased absolute and body weight-relative kidney and liver weights were observed at 500 and 1000 mg/kg/day. However, as all changes were minor and as there were
no corresponding histopathology findings, they were considered to be non-adverse. Minimal to slight erosion(s) of the pyloric or fundic part of the stomach were seen in
a few animals at 500 and 1000 mg/kg/day. The relationship to administration of SNAC is considered uncertain, but due to the limited severity, the findings are
considered non-adverse. In conclusion, due to the death of one female at 1000 mg/kg/day, which could not be excluded to be related to treatment, the NOAEL was
considered the intermediate dose level, 500 mg/kg/day.
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Nominal Dose (mg/kg/day) 0 (Control) 100 500 1000 0 (Control) 100 500 1000
Initial Number of Animals
Main M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F:10 F:10
Satellite M: 5 M: 5 M: 5 M: 5 F:5 F:5 F:5 F:5
Toxicokinetics
AUCo-24n (ng*h/mL)
Day 1 N/A? 5460 25500 65200 N/A? 4990 22500 93100
Week 13 N/A 2560 18500 44400 N/A 8020 38800 108000
Crnax (ng/mL)
Day 1 N/A? 1530 4830 15000 N/A? 1370 7990 41400
Week 13 N/A 1030 3880 5800 N/A 3530 6770 29100
Noteworthy Findings
Died or euthanised/terminated prematurely 0 0 0 1° 0 0 0 1
Body weight gain
Day 1-91 (g) 244.2 254.7 261.6 236.0 108.0 91.8 106.9 98.3
Haematology
Haemoglobin Distribution Width (mmol/L)
Week 5 1.58 1.65 1.59 1.60 1.47 1.45 1.49 1.57*
Week 12 2.01 2.14% 2.12 2.10 1.55 1.63 1.64 1.66*
Reticulocytes (g/L)
Week 5 199 194 215 230%* 231 204 201 222
Week 12 191 214 193 225% 190 203 209 209
Lymphocytes (G/L)
Week 5 4.78 5.49 5.70 6.20* 3.78 3.80 3.60 3.75
Week 12 5.36 5.19 5.82 6.93%* 3.84 2.58%* 3.12 4.45
Activated Partial Thromboplastin Time (sec)
Week 5 21.3 21.2 20.9 23.0 23.9 27.1% 323 27.1%
Week 12 20.7 23.1* 25.1%* 25.3% 30.7 335 304 32.8
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Nominal Dose (mg/kg/day) 0 (Control) 100 500 1000 0 (Control) 100 500 1000
Clinical chemistry
Glucose (mmol/L)
Week 12 5.27 5.60 5.26 3.89%** 4.68 5.83%%* 5.51 3.89
Creatinine (umol/L)
Week 5 23.1 15.2%%* 12.5%* 11.5%* 19.8 17.9 18.0 15.5%*
Bilirubin (umol/L)
Week 5 1.28 1.15 1.05% 1.07 2.09 1.88 1.63 1.70
Week 12 1.83 1.60 1.52 1.29% 2.41 2.10 1.67*% 2.13
Sodium (mmol/L)
Week 5 143.3 147.7%% | 149.0** 147.8%%* 141.3 146.9%* 147.3%* 147.3%*
Week 12 146.2 149.2% | 149.7%* 149.0%* 141.2 144.6%* 145.9%* 145.4%*
Potassium (mmol/L)
Week 5 3.48 3.98%% | 4.09%* 3.74 3.03 3.40%* 3.49%* 3.47%*
Total protein (g/L)
Week 5 61.97 62.74 61.68 60.82 64.21 65.94 64.69 63.01
Week 12 68.64 68.46 65.85% 64.96** 74.00 75.85 75.67 71.06
Albumin (g/L)
Week 5 39.5 40.72% | 40.76* 41.10%* 43.54 45.84 44.43 44.42
Week 12 43.25 43.16 42.26 42.99 50.78 52.76 52.17 50.87
Globulin (g/L)
Week 5 22.46 22.02 20.92%* 19.71%* 20.67 20.11 20.25 18.60*
Week 12 25.39 25.30 23.39% 21.97** 23.22 23.09 23.50 20.19%**
Albumin/Globulin ratio
Week 5 1.76 1.85 1.95% 2.09% 2.11 2.28% 2.20 2.39%
Week 12 1.72 1.71 1.82 1.97* 2.20 2.29 2.23 2.53%
Organ weights
Kidney
Absolute weight (g) 2.20 2.32 2.62%%* 2.59%%* 1.48 1.37 1.44 1.69%*
% of body weight 0.51 0.52 0.59%* 0.62%* 0.59 0.58 0.58 0.71%*
Liver
Absolute weight (g) 12.47 14.03 14.78%* 14.43 7.76 7.76 8.37 8.98%*
% of body weight 2.89 3.15 3.28%* 3.45%* 3.11 3.28 3.37 3.78%*
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Nominal Dose (mg/kg/day) 0 (Control) 100 500 1000 0 (Control) 100 500 1000
Histopathology
Stomach (number examined) 10 10 10 9 10 10 10 10

Erosion(s), pyloric, minimal 0 0 1 0 0 0 0 1
Erosion(s), pyloric, slight 0 0 0 1 0 0 0 1
Erosion(s), pyloric, total 0 0 1 1 0 0 0 2
Erosion(s), fundic, minimal 0 0 0 1 0 0 0 0

a: day 3 for the Control group

b: Confirmed dosing error — perforated oesophagus
* p<0.05, ** p <0.01, ***p<0.001 vs. control (pairwise test)

N/A Not Applicable
NE Not Examined
- No data
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26.7.18.7.E T v MIHIT5 26 BEEOHKRESHRBRY 4 BREEMERER (HRHREE) Study ID: JLY0278

(JLY0278) NN Reference Number: 210196
Species/Strain: Rat/Sprague Dawley Duration of Dosing: 26 weeks — preceded by 2 weeks dose Location in CTD: 4.2.3.2-B-7
escalation
Initial Age: 40-46 days at dosing start Duration of Post-dose: 4 weeks
Date of First Dose: 12 October 2010 Method of Administration: Oral (gavage) GLP Compliance: Yes
Nominal Dose Levels: 0, 90, 300 and 900 Vehicle/Formulation: Water for injection, adjusted to pH 8.5
mg/kg/day

Parameters collected: Viability, Clinical Condition, Body Weight, Food Consumption, Ophthalmoscopy, Haematology, Clinical Chemistry, Urinalysis, Toxicokinetics,
Organ Weights, Macropathology, and Histopathology

Special Features: In this study, SNAC was administered together with semaglutide at three dose levels and alone as control substance at three dose levels. Further, a
water control group was included to assess the effects of SNAC. Only data for the water control group (hereafter just ‘control group’) and the three groups dosed with
SNAC alone are presented here. To ensure tolerability towards semaglutide, a 2-week dose escalation phase preceded the 26 weeks at the target dose levels.

No Observed Adverse Effect Level: 90 mg/kg/day

Brief Conclusion: SNAC was tolerated up to 90 mg/kg/day, whereas mortality occurred at 300 and 900 mg/kg/day. The cause of death was not established. SNAC also
caused increased plasma alkaline phosphatase activity and triglycerides, low plasma protein levels, and increased liver weights. Increased kidney weights and urinary
parameter changes were possibly a consequence of excretion of sodium from the SNAC molecule. In addition, SNAC seemed to cause an exacerbation of P. carinii
induced lung changes. Inflammation and epithelial hyperplasia of the stomach may indicate an irritative potential of SNAC. Based on the mortality and the stomach
changes observed at 300 and 900 mg/kg/day, 90 mg/kg/day was considered to be the NOAEL.
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Nominal Dose (mg/kg/day) 0 (Control) 90 300 900 0 (Control) 90 300 900
Initial Number of Animals
Main M: 20 M: 20 M: 20 M: 20 F:20 F:20 F: 20 F: 20
Recovery M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10
Toxicokinetics
AUCo-24n (ng*h/mL)
Day 1 N/A ND 5120 23900 N/A ND 6810 20200
Week 26 N/A ND 8970 18800 N/A ND 14300 42000
Crnax (ngl/mL)
Day 1 N/A ND 1230 6210 N/A ND 1800 2420
Week 26 N/A ND 1500 3250 N/A ND 1670 7420
Noteworthy Findings
Died or euthanised/terminated prematurely® 0 0 1 2 0 1 0 8
Clinical signs”
Salivation, Week 1-26
Average number of animals per week 0 (0-0) 0 (0-0) 2.15(0-13) | 17.8 (3-28) 0 (0-0) 0 (0-0) 2.55(0-8) 11.2 (0-21)
(range)
Chin rubbing, Week 1-26
Average number of animals per week 0 (0-0) 0.25(0-3) | 11.8 (0-27) | 20.1 (3-28) 0 (0-0) 0.25(0-3) | 12.45(0-24) | 23.45(14-
(range) 30)
Fast breathing 0 0 0 1 0 0 0 0
Reduced body tone 0 0 0 1 0 0 0 0
Unsteady 0 0 0 1 0 0 0 0
Reddening of the ears
Week 14 0 0 0 12 0 0 0 6
Week 16 0 0 7 14 0 0 0 0
Week 20 0 0 0 0 0 0 1 11
Haematology (main study animals)
Haematocrit (L/L)
Week 13 0.429 0.426 0.431 0.450%* 0.413 0.424 0.416 0.432%%*
Week 26 0.460 0.463 0.459 0.478%* 0.444 0.453 0.448 0.465%*
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Nominal Dose (mg/kg/day) 0 (Control) 90 300 900 0 (Control) 90 300 900
Initial Number of Animals
Main M: 20 M: 20 M: 20 M: 20 F:20 F:20 F: 20 F: 20
Recovery M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10
Week R4 0.455 0.446 0.432 0.433 0.421 0.413 0.414 0.428
Haemoglobin (g/dL)
Week 13 14.9 14.6 15.0 15.4% 14.3 14.8 14.5 14.9%*
Week 26 14.8 14.7 14.6 15.1 14.4 14.7 14.5 14.9%*
Week R4 14.7 14.6 14.3 14.2 14.2 13.9 13.9 14.3
Red Blood Cells (*10'%/L)
Week 13 8.45 8.73 8.68 9.02%%* 7.95 8.11 8.08 8.37**
Week 26 8.73 9.04 8.74 9.11%* 8.02 7.98 8.04 8.30%*
Week R4 8.66 8.57 8.28 8.47 7.99 7.77 7.89 8.15
Clinical chemistry (main study animals)
Alkaline phosphatase (U/L)
Week 26 62 65 65 78%* 26 30 25 34%*
Week R4 54 58 74 56 27 24 26 26
Triglycerides (mmol/L)
Week 13 0.63 0.66 0.64 1.01%** 0.48 0.54 0.56 0.62%*
Week 26 0.88 0.85 0.82 1.20 0.71 0.86 0.81 1.01%*
Week R4 1.30 1.20 1.18 1.18 1.29 0.78 0.75 0.83
Total protein (g/L)
Week 13 66 66 66 63%* 70 71 70 67*
Week 26 69 70 67 64%* 73 73 76 68%*
Week R4 70 70 69 70 75 76 75 73
Albumin (g/L)
Week 13 30 29 29 29 36 35 36 37
Week 26 30 29 29 30 38 37 41% 37
Week R4 28 29 29 28 38 37 38 38
Albumin/globulin ratio
Week 13 0.83 0.80 0.82 0.89* 1.07 0.98 1.07 1.21
Week 26 0.75 0.73 0.77 0.86%** 1.07 1.04 1.15% 1.22%%*
Week R4 0.69 0.70 0.72 0.65 1.02 0.96 1.02 1.05
Phosphorus (mmol/L)
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Nominal Dose (mg/kg/day) 0 (Control) 90 300 900 0 (Control) 90 300 900
Initial Number of Animals
Main M: 20 M: 20 M: 20 M: 20 F:20 F:20 F: 20 F: 20
Recovery M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10
Week 13 1.56 1.58 1.65 1.75%%* 1.48 1.43 1.42 1.57
Week 26 1.52 1.54 1.54 1.74%* 1.32 1.37 1.38 1.39
Week R4 1.46 1.42 1.49 1.60* 1.40 1.27 1.24 1.28
Urinalysis (main study animals)
Volume (mL)
Week 13 6.6 7.3 6.3 7.4 3.7 3.5 4.1 4.5
Week 26 7.7 8.4 7.6 9.6% 3.8 3.9 4.1 5.6%*
Week R4 8.0 9.0 8.6 7.7 3.6 4.1 3.9 4.1
pH
Week 13 7.4 7.4 7.1 6.8%* 6.4 6.4 6.3 6.2
Week 26 7.2 7.4 7.0 6.5%* 6.4 6.2 6.2 6.2
Week R4 7.8 7.6 7.9 7.2%* 6.5 6.3 6.6 6.3
Sodium (mmol)
Week 13 0.494 0.654* 0.786** 1.207%%* 0.280 0.296 0.404 0.527%*
Week 26 0.453 0.697* 0.785%** 1.595%%* 0.287 0.326 0.382 0.722%%*
Week R4 0.601 0.658 0.550 0.542 0.302 0.267 0.259 0.249
Chloride (mmol)
Week 13 0.350 0.449 0.406 0.432 0.205 0.219 0.256 0.320%*
Week 26 0.300 0.326 0.286 0.510%* 0.174 0.211 0.226 0.395%*
Week R4 0.390 0.381 0.337 0.322 0.196 0.217 0.166 0.175
Organ weights
Kidney, main study animals
Absolute weight (g) 3.81 3.91 4.08 4.62%* 2.02 2.18 2.27%%* 2.43%%*
% of body weight 0.619 0.622 0.666* 0.723%* 0.626 0.642 0.650 0.743%%*
Kidney, recovery animals
Absolute weight (g) 3.88 3.93 4.01 4.27 2.23 2.20 2.18 2.32
% of body weight 0.588 0.583 0.584 0.626 0.651 0.625 0.637 0.647
Liver, main study animals
Absolute weight (g) 24.16 24.46 22.65 25.36 11.83 12.54 12.75 13.35%
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Nominal Dose (mg/kg/day) 0 (Control) 90 300 900 0 (Control) 90 300 900
Initial Number of Animals
Main M: 20 M: 20 M: 20 M: 20 F:20 F:20 F: 20 F: 20
Recovery M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10
% of body weight 3.90 3.89 3.69 3.94 3.66 3.70 3.64 4.08**
Liver, recovery animals
Absolute weight (g) 25.89 24.46 23.38 24.96 12.40 12.53 11.58 12.17
% of body weight 3.93 3.62 3.41 3.63 3.60 3.55 3.41 3.41
Histopathology®
Lungs (main study animals, number examined) 20 20 20 20 20 20 20 23d
Prominent numbers of alveolar macrophages
Minimal 2 11 9 7 4 4 4 3(3)
Slight 0 0 1 1 0 0 0 0
Total 2 11 10 8 4 4 4 6
Alveolitis
Minimal 9 8 5 9 4 11(1) 5 6 (1)
Slight 0 0 0 5 0 1 0 1
Moderate 0 0 0 1 0 0 0 0
Total 9 8 5 15 4 13 5 8
Perivascular lymphoid aggregates
Minimal 12 5 9 3 16 12 8 5(1)
Slight 5 12 9 8 0 7 10 7(1)
Moderate 0 3 1(D) 4 0 0 1 0
Marked 0 0 0 2 0 0 0 0
Total 17 20 20 17 16 19 19 14
BALT, increased cellularity
Minimal 6 6 6 10 2 6 5 3
Slight 0 3 1(1) 3 0 0 1 1
Moderate 0 0 0 1 0 0 0 0
Total 6 9 8 14 2 6 6 4
Lungs (recovery animals, number examined) 10 10 10 10 10 10 10 7°
Prominent numbers of alveolar macrophages
Minimal 3 0 2 2 1 2 1 1
Alveolitis
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Nominal Dose (mg/kg/day) 0 (Control) 90 300 900 0 (Control) 90 300 900
Initial Number of Animals
Main M: 20 M: 20 M: 20 M: 20 F:20 F:20 F: 20 F: 20
Recovery M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10
Minimal 2 0 1 1 1 0 0 1
Perivascular lymphoid aggregates
Minimal 8 4 6 1 3 7 7 0
Slight 0 6 4 8 1 1 2 0
Total 8 10 10 9 4 8 9 0
BALT, increased cellularity
Minimal 3 5 4 5 1 | 3 0
Slight 0 0 0 2 0 0 0 0
Total 3 5 4 7 1 1 3 0
Stomach (main study animals, number exam.) 20 20 20 20 20 20 20 234
Epithelial hyperplasia — limiting ridge
Minimal 0 2 3 3 1 1 0 1(1)
Slight 0 0 4 0 0 0 0 0
Total 0 2 7 3 1 1 0 2
Epithelial hyperplasia, glandular region
Slight 2 2 0 6 0 2 3 0
Submucosal inflammation, glandular region
Minimal 0 0 4 4 0 0 0 1
Slight 0 0 2 1) 0 0 0 2)
Total 0 0 6 5 0 0 0 3
Stomach (recovery animals, number exam.) 10 10 10 10 10 10 10 7
Epithelial hyperplasia, limiting ridge 1 1 0 0 0 0 1 0
Epithelial hyperplasia, glandular region 0 0 0 0 1 1 1 3
Submucosal inflammation, glandular region 0 0 0 0 0 1 0 0
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Nominal Dose (mg/kg/day) 0 (Control) 90 300 900 0 (Control) 90 300 900
Initial Number of Animals
Main M: 20 M: 20 M: 20 M: 20 F: 20 F: 20 F: 20 F: 20
Recovery M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10
Mammary (recovery animals, number exam.) 0 0 0 0 0 0 0 0
Mammary adenocarcinoma 0 0 0 0 0 0 0 2
Skin (recovery animals, number exam.) 0 0 0 1 0 0 0 0
Fibrosarcoma 0 0 0 1 0 0 0 0

* p<0.05, ** p<0.01, *** p<0.001 vs. control ; ( pairwise test) )

a: All decedents found dead (days 24, 25, 38, 55, 68, 69, 84, 146, 146, 165, 176)

b: Number of animals with clinical sign

c: Values in brackets () indicate incidence of findings in premature decedents. To get the total incidence, both values should be combined.

d: Three recovery animals which died prematurely included.
e: The three recovery animals which died prematurely during the dosing period are described together with the main study animals, as described in ¢.

BALT: Bronchus associated lymphoid tissue
N/A Not applicable
ND Not done
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2.6.718.7.F v MIHIT5 52 BEEOHEEGH4HAR 26 BFPREELZET) Study ID: BNA00004
(BNA00004) NN Reference Number: 209243

Species/Strain: Rat/Sprague Dawley Duration of Dosing: 26 or 52 weeks Location in CTD: 4.2.3.2-B-8

Initial Age: at dosing start Duration of Post-dose: N/A

Date of First Dose: Method of Administration: Oral (gavage) GLP Compliance: Yes

Nominal Dose Levels: 0, 150% 250, 500, 7507, Vehicle/Formulation: Reverse osmosis deionised water

900 mg/kg/day

Parameters collected: Viability, Clinical Condition, Body Weight, Food Consumption, Ophthalmoscopy, Haematology, Clinical Chemistry, Urinalysis, Toxicokinetics,
Organ Weights, Macropathology, and Histopathology

Special Features: In this study, SNAC was administered together with- at two dose levels and alone at three dose levels. For this study, also data from the groups
receiving both SNAC and [l are presented, as they are considered relevant for the evaluation of SNAC.

No Observed Adverse Effect Level: 500 mg/kg/day

Brief Conclusion: Mortality occurred at SNAC doses of 750 and 900 mg/kg/day. The cause of death was not established. SNAC caused an increase in plasma alkaline
phosphatase activity which could possibly be secondary to histopathological changes in the stomach. Further, a range of clinical chemistry changes, increased urinary
volume, and increased liver and kidney weights were observed but were without histopathological correlates or other indications of abnormal function, and were
therefore considered non-adverse. Macropathology revealed foci and discolouration in the non-glandular and glandular stomach in the SNAC treated animals, generally
at 500 mg/kg/day and above, but findings also in premature decedents suggested a treatment-related effect from 250 mg/kg/day. Hyperplasia of the non-glandular
stomach were observed at 750 and 900 mg/kg/day, together with other histopathological stomach changes indicative of an irritative potential of SNAC at 500 mg/kg/day
and above. Based on the mortality and the hyperplasia of the non-glandular stomach observed at 750 and 900 mg/kg/day, 500 mg/kg/day was considered to be the
NOAEL.
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Nominal Dose (mg/kg/day) 0 150% 250 500 750" 900 0 150* 250 500 750* 900
(Control) (Control)
Initial Number of Animals
Main : 10 M:10 | M:10 | M:10 : 10 : 10 F: 10 F: 10 F: 10 F: 10 F: 10 F: 10
Interim M: 10 M:10 | M:10 | M: 10 M: 10 M: 10 F: 10 F: 10 F:10 F:10 F:10 F:10
Satellite : M: M:8 M:8 : : F:8 F:8 F:8 F:8 F:8 F:8
Toxicokinetics
AUCo.4n (ngl*h/mL)
Day 1 N/A 1540 |3230 11300 40900 42300 N/A 2490 |8170 21500 28500 88800
Week 52| N/A 3790 | 12100 [51600 77000 47400 N/A 6100 4190 30500 23300 16500
Chnax (ng/mL)
Day 1 N/A 3050 |6810 22000 82800 | 143000 N/A 3970 (8010 28900 72300 204000
Week 52| N/A 9550 |28900 [177000 | 341000 | 229000 N/A 19800 | 8070 131000 |[57600 33800
Noteworthy Findings
Died or euthanised/terminated 0 1 1 0 4 3 1 0 1 1 2 3
prematurely?
Clinical chemistry (main study
animals)
Alkaline phosphatase (U/L)
Week 26 77 64 66 86 67 94 44 38 35 29 43 48
Week 52 64 66 100 88 90 96* 51 33 25 31 54 48
Bilirubin (mg/dL)
Week 26 0.48 0.54 0.54 0.60 0.56 0.51 0.57 0.68 0.64 0.56 0.59 0.63
Week 52 0.49 0.51 0.52 0.51 0.57 0.56 0.50 0.53 0.55 0.59 0.61* 0.61*
Urea (mg/dL)
Week 26 16 15 14 15 12% 14 20 15% 14%* 16* 14%* 16%*
Week 52 16 13 14 13 15 14 16 11* 13* 12%* 13* 14
Creatinine (mg/dL)
Week 26 0.52 0.44%* 0.45* 0.48 0.42* 0.50 0.64 0.53* 0.51* 0.53* 0.53* 0.59
Week 52 0.57 0.41%* 0.48* 0.43* 0.44* 0.45* 0.62 0.48* 0.51* 0.44* 0.50* 0.51*
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Nominal Dose (mg/kg/day) 0 150" 250 500 750" 9200 0 150" 250 500 750" 900
(Control) (Control)
Initial Number of Animals
Main M:10 | M:10 | M:10 | M:10 | M:10 | M: 10 F: 10 F: 10 F: 10 F: 10 F: 10 F: 10
Interim M: 10 M:10 | M:10 | M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10 F: 10 F: 10
Satellite M:8 M:8 M: 8 M: 8 M: 8 M: 8 F:8 F:8 F:8 F:8 F:8 F:8
Glucose (mg/dL)
Week 26 155 167 167 153 135 148 171 137* 153 148 144%* 152
Week 52 197 168 180 164 154* 165 186 177 183 180 157 163
Triglycerides (mg/dL)
Week 26 67 72 77 73 79 86 73 61 58 72 69 90
Week 52 75 91 142 109 98 114 92 94 141 126 128 172
Total protein (g/dL)
Week 26 6.11 6.23 6.29 6.29 6.00 6.00 7.21 7.19 7.45 7.02 7.02 6.85
Week 52 6.04 6.11 6.25 6.10 6.02 5.83 6.93 6.98 7.05 6.80 6.82 6.70
Globulin (g/dL)
Week 26 2.93 2.99 3.04 3.00 2.78 2.84 3.25 3.33 3.33 3.06 3.12 2.91%*
Week 52 3.12 3.16 3.16 3.07 2.95 2.76* 3.21 3.27 3.20 3.03 3.07 2.99
A/G Ratio
Week 26 1.09 1.09 1.07 1.11 1.16 1.12 1.22 1.16 1.23 1.30 1.25 1.37%
Week 52 0.94 0.94 0.98 1.00 1.05 1.12%* 1.16 1.15 1.21 1.25 1.24 1.24
Calcium (mg/dL)
Week 26 9.97 10.66* | 10.61* | 10.39 10.09 10.17 10.62 11.26*% | 11.29* 10.61 10.53 10.49
Week 52 9.76 10.37*% | 10.44* | 10.41* | 10.43* | 10.31% 10.31 10.44 10.70* | 10.80%* 10.61 10.42
Phosphorus (mg/dL)
Week 26 5.5 6.8% 6.6* 6.8* 6.3 5.9 4.6 5.8% 6.2% 5.9% 5.7% 4.7
Week 52 4.7 6.1% 6.2% 6.5% 6.8* 6.4* 4.4 5.7% 5.9% 6.4% 6.7% 6.1%
Chloride (mmol/L)
Week 26 108 106 106 107 106 106 106 104 104 104 103 104
Week 52 105 104 107 104 105 105 103 100 101 100 99 99
Urinalysis (main study animals)
Volume (mL)
Week 26 7.700 8.700 | 12.700 | 12.900 | 15.714* | 16.125* | 7.700 9.100 6.000 11.400 | 14.000* | 16.250%*
Week 52 8.400 8.000 | 11.111 | 14.300* | 9.800 13.111 9.580 8.900 10.000 | 18.000 | 11.556 14.100
Organ weights
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Nominal Dose (mg/kg/day) 0 150% 250 500 750" 900 0 150* 250 500 750% 900
(Control) (Control)
Initial Number of Animals
Main M: 10 M:10 | M:10 | M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10 F: 10 F: 10
Interim M: 10 M:10 | M:10 | M:10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10 F: 10 F: 10
Satellite M: 8 M: 8 M: 8 M: 8 M: 8 M: 8 F: 8 F: 8 F: 8 F: 8 F: 8 F: 8
Kidney, Week 26, interim animals
Absolute weight (g) 3.45 3.68 3.68 3.98* 3.92 4.22% 2.12 2.32 2.26 2.33 2.64* 2.60*
% of body weight 0.606 0.607 0.622 0.650 0.690* | 0.688%* 0.670 0.718 0.718 0.719 0.799* 0.798*
Kidney, Week 52, main animals
Absolute weight (g) 3.87 4.37 4.05 4.72% 4.55 4.74%* 2.54 2.74 2.81 3.06* 3.15% 3.08%
% of body weight 0.554 0.616 0.602 | 0.646* | 0.706* | 0.693* 0.626 0.699 0.700 0.724 0.784* 0.753*
Liver, Week 26, interim animals
Absolute weight (g) 14.65 15.19 15.52 16.18 15.57 16.41 8.91 8.79 8.97 9.12 10.13 10.23
% of body weight 2.563 2.494 2.601 2.621 2.718 2.658 2.815 2.707 2.847 2.777 3.064 3.135
Liver, Week 52, main animals
Absolute weight (g) 16.79 16.70 16.96 19.90 16.65 18.42 10.45 10.50 10.97 11.62 11.27 11.74
% of body weight 2.404 2.353 2.482 2.746 2.568 2.663 2.549 2.657 2.720 2.745 2.815 2.867
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Nominal Dose (mg/kg/day) 0 150% 250 500 750" 900 0 150* 250 500 750* 900
(Control) (Control)
Initial Number of Animals
Main : 10 M:10 | M:10 | M:10 : 10 : 10 F: 10 F: 10 F: 10 F: 10 F: 10 F: 10
Interim M: 10 M:10 | M:10 | M: 10 M: 10 M: 10 F: 10 F: 10 F:10 F:10 F:10 F:10
Satellite : M: M: 8 M: 8 : : F: 8 F: 8 F: 8 F: 8 F: 8 F: 8
Macropathology
Stomach (number examined") 20 20 20 20 20 20 20 20 20 20 20 20
Focus, foci or discolouration® 0 0 0(D) 0 2 (1) 2 (1) 2 0 L (1) 4 2(D) 4(2)
Histopathology
Stomach, non-glandular (no. 20 0(D) 0(D) 0 17(2) 16 (2) 20 0 1 4 19 (1) 18 (2)
exam.)
Hyperplasia
Minimal 2 0 0 0 4 9 0 0 0 0 5 5
Mild 0 0 0 0 2 0 0 0 0 0 0 1
Moderate 0 0 0 0 1 0 0 0 0 0 0 0
Total 2 0 0 0 7 9 0 0 0 0 5 6
Eosinophilic blebs in keratin
layer
Minimal 0 0 0 0 0 5 2 0 0 3 3 1
Mild 0 0 0 0 1 0 0 0 0 0 2 2
Total 0 0 0 0 1 5 2 0 0 3 5 3
Inflammation, acute
Minimal 0 0 0 0 0 0 0 0 0 0 1 0
Stomach, glandular (no. exam.¢) 20 0(D) 0(D) 0 17(2) 16 (2) 20 0 1 4 19 (1) 18 (2)
Inflammation, acute
Minimal 0 0 0 0 1 0 0 0 0 0 0 0
Erosive inflammation
Mild 0 0 0 0 0 1 0 0 0 0 0 1
Haemorrhage
Minimal 0 0 0 0 0 3(1) 1 0 0 1 0 3
Mild 0 0 0(D) 0 0 0 0 0 0 0 0 0
Total 0 0 0(1) 0 0 3(D) 1 0 0 1 0 3
Fibrosis
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Nominal Dose (mg/kg/day) 0 150% 250 500 750" 900 0 150* 250 500 750* 900
(Control) (Control)
Initial Number of Animals
Main M: 10 M:10 | M:10 | M:10 M: 10 M: 10 F: 10 F: 10 F: 10 F: 10 F: 10 F: 10
Interim M: 10 M:10 | M:10 M: 10 M: 10 M: 10 F: 10 F:10 F:10 F:10 F:10 F:10
Satellite M:8 M:8 M:8 M:8 M: 8 M: 8 F:8 F:8 F:8 F:8 F:8 F:8
Minimal 1 0 0 0 1(1) 1(D) 0 0 0 0 1 0
Mild 0 0 0 0 2 0 0 0 0 0 0 0
Total 1 0 0 0 3(D) 1(1) 0 0 0 0 1 0
Atrophy, glandular mucosa
Minimal 0 0 0 0 1(1) 0 0 0 0 0 0 0
Mild 0 0 0 0 0 @) 0 0 0 0 0 0
Total
Necrosis
Minimal 0 0 0 0 0 0 0 0 0 0 0 1
Mild 0 0 0 0 0 0 0 0 1 0 0 0
Total 0 0 0 0 0 0 0 0 1 0 0 1

# This SNAC dose was administered together with [Jlimg/kg/day of | N
* p<0.05, ** p<0.01, *** p<0.001 vs. control (pairwise test) )
a: 12 animals were found dead, 5 were euthanised moribund.

b: Glandular and non-glandular stomach, all main study and interim animals, incl. decedents. Satellite decedents not examined.
c: Values in brackets () indicate incidence of findings in premature decedents. To get the total incidence, both values should be combined.

d: Values in brackets () indicate number of tissues examined in premature decedents. To get the total number examined, both values should be combined.

N/A not applicable
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26.7.18.7.G 7HSFILIZH T3 2 BREEOHRESMEHAER (3007-97) Study ID: 3007-97
NN Reference Number: 209244
Species/Strain: Rhesus monkey Duration of Dosing: 2 weeks Location in CTD: 4.2.3.2-B-9
Initial Age: Unknown® Duration of Post-dose: N/A
Date of First Dose: 21 August 1997 Method of Administration: Oral (gavage) GLP Compliance: Yes

Nominal Dose Levels: 0, 1000, 1500, 2500, 10007, | Vehicle/Formulation: Deionised water
15007, 2500%

Parameters collected: Viability, Clinical Condition, Body Weight, Appetite, Ophthalmoscopy, Haematology, Clinical Chemistry, including glucose monitoring,
Urinalysis, Toxicokinetics, Organ Weights, Macropathology, Histopathology

Special Features: In this study, SNAC was administered together with - at three dose levels and alone at three dose levels. For this study, also data from the
groups receiving both SNAC and |l are presented, as they are considered relevant for the evaluation of SNAC.

No Observed Adverse-Effect Level: Not established

Brief conclusion: Two animals dosed with SNAC at 1000 and 2500 mg/kg, respectively, plus [ JJJlil} died on the first day of dosing approximately 2 hours post dose.
Clinical signs preceded death, but the cause of death was not established. No further deaths were observed during the study, but a range of clinical signs were observed,
mainly around 2 hours post dose. Clinical signs comprised emesis, reduced motor activity, transitory recumbency, ptosis and salivation. As the clinical signs were
interpreted as signs of hypoglycaemia, interventions were made on a case by case basis, where animals were given bananas or oral/intravenous administration of 50%
dextrose, to counteract hypoglycaemia. However, glucose monitoring showed that inter-animal variability was wide and that glucose levels did not suggest a
hypoglycaemic effect of SNAC. .No other treatment related effects than mortality and clinical signs were observed in this study. Due to the mortality and clinical signs
observed, a NOAEL could not be established.




Module 2.6.7.18 f-§% 60 of 126
Nominal Dose (mg/kg/day) 0 1000 1500 | 2500 | 1000* | 1500* 2500" 0 1000 | 1500 | 2500 | 1000% | 1500* | 2500
(Control) (Control)
Initial Number of Animals
Main M: 2 M: 2 M: 2 M: 2 M: 2 M: 2 M: 2 F:2 F:2 F:2 F:2 F:2 F:2 F:2
Satellite M: 3° M:2 F:2 F: 3"
Toxicokinetics
AUCo-24n (ng*h/mL)
Day 1 ND ND ND ND | 509000 ND 388000 ND ND ND ND |162000| ND [608000
Day 14 ND ND ND ND | 183000 ND 394000 ND ND ND ND |191000| ND |341000
Chnax (ng/mL)
Day 1 ND ND ND ND | 352000 ND 373000 ND ND ND ND | 66300 | ND (397000
Day 14 ND ND ND ND | 157000 ND 87800 ND ND ND ND | 80600 | ND |[108000
Noteworthy Findings
Died or euthanised/terminated 0 0 0 0 1 0 0 0 0 0 0 0 0 1
prematurely
Clinical signs®
Vomiting 0 0 2 2 6 3 12 0 0 9 9 2 5 11
Salivation 0 1 8 5 3 1 6 0 3 14 12 12 8 27
Material on tray 0 0 4 1 0 2 10 0 1 5 7 0 0 12
(mucoid/liquid/wet,
beige/brown/red)
Activity decreased 0 1 0 1 3 0 2 0 0 0 4 2 3 10
Lying on cage floor 0 1 0 0 2 0 0 0 0 1 1 0 1 0
Eyes closed, partially or fully 0 0 0 0 4 0 2 0 0 0 3 2 2 1

# This dose of SNAC was administered together with [IlllU/kg/day of | N
* p<0.05, ** p<0.01, *** p<0.001 vs. control ; ( pairwise test)
a: Age at start of dosing does not appear from the report, however, the weight range was 2.4-3.8 kg for males and 2.0-3.7 kg for females, indicating that animals were

infants/juveniles.

b: A satellite male at 1000# mg/kg/day and a satellite female at 2500# mg/kg/day died on day 1 and was immediately replaced with two other animals.

¢: Number of occasions
ND Not done.
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267187 H h=0AHFIIZHE T2 4 BEBZOXRSEEHAE (694-5 Part 1 XU Part 2) Study ID: 694-5, Part 1 and 2
NN Reference Number: 211248

Species/Strain: Cynomolgus monkey Duration of Dosing: 4 weeks Location in CTD: 4.2.3.2-B-10 (Part 1) and
4.2.3.2-B-11 (Part 2)

Initial Age: Young adults® Duration of Post-dose: N/A

Date of First Dose: Part 1: 20 November 1995; Method of Administration: Oral (gavage) GLP Compliance: Yes

Part 2: 23 January 1996

Nominal Dose Levels: 0, 800%, 1200, 18007, 0, Vehicle/Formulation: 25% v/v aqueous propylene glycol in
1800 water

Parameters collected: Viability, Clinical Condition, Body Weight, Appetite, Haematology, Clinical Chemistry, Urinalysis, Organ Weights, Macropathology,
Histopathology

Special Features: In this study, SNAC was administered together with il at three dose levels (Part 1) and alone at one dose level (Part 2). For this study, also data
from the groups receiving both SNAC and |JJilil are presented, as they are considered relevant for the evaluation of SNAC.

No Observed Adverse-Effect Level: Not established

Brief conclusion: Three males treated with SNAC were euthanised approx. 2.5 h post dose due to clinical signs, on days 27, day 2 and day 3, respectively. Clinical signs
occurred shortly after dosing and consisted of decreased activity, then recumbency, closed eyes and coma. Treatment with dextrose was unsuccessful. Similar, but
transient, clinical signs were observed across all SNAC treated groups mainly during the 2 hour observation period. The incidence of clinical signs decreased as of day 7,
after the introduction of an early morning feeding. Histopathology revealed no findings which could explain the condition of the animals. Platelets were slightly elevated
for three individual SNAC treated females. The relationship to SNAC and the toxicological significance of this finding is uncertain. On day 15, levels of inorganic
phosphorus were significantly decreased in some individual SNAC treated animals, but had reached normal levels on day 29. This was considered possibly secondary to
the emesis observed mainly during the first week of dosing. Urinalysis revealed increased ketones in the urine and slightly low urinary pH. In addition to this, body
weight-relative kidney weights and liver weights were slightly increased, although the dose response was not clear in all cases. As there were no correlating
histopathological changes to these findings, they were not considered adverse. Due to the mortality and clinical signs observed, a NOAEL could not be established.
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Part 1 Part 2
Nominal Dose (mg/kg/day) 0 800" 1200% 1800* 0 800* 12007 1800* 0 1800 0 1800
(Control) (Contro (Control) (Control)
)]
Initial Number of Animals
Main M:3 M:3 M:3 M:3 F:3 F:3 F:3 F:3 M: 2 M:3 F:2 F:3
Noteworthy Findings”
Died or euthanised/terminated 0 0 1 1 0 0 0 0 0 1 0 0
prematurely
Clinical signs®
Emesis 1 15 25 34 0 9 14 42 0 7 0 19
Salivation 0 2 6 3 14 3 16 8 0 2 0 8
Activity decreased 0 12 16 15 3d 2 6 10 0 4 0 7
Lying down 0 1 11 1 04 1 0 7 0 5 0 6
Eyes closed 0 4 6 7 24 3 2 4 0 1 0 0
Urinalysis
Ketones
Pretreatment N N N N N N N N N N N N
Day 15, trace® N N N N N 1 1 1 N 1 N N
Day 29, trace, 1.5 or 3.9 N 1 2 N N 1 2 2 1 2 N 2
mmol/L?
pH
Pretreatment 7.7 7.5 6.8 7.8 7.2 7.3 7.3 >7.8 7.3 >8.0 7.5 7.3
Day 15 7.5 7.7 6.5 7.3 8.0 6.8 5.2 5.0 7.0 5.5 7.3 6.8
Day 29 7,0 6.2 5.0 5.3 6.3 6.0 5.0 5.0 7.0 5.0 7.3 5.3
Organ weights
Kidney
% of body weight 0.459 0.449 0.602 0.540 0.444 0.500 0.479 0.528 0.397 0.562 0.399 0.491
Liver
% of body weight 2.033 2.372 2.553 2.205 1.819 2.155 2.543 2.593 1.988 2.516 2.149 2.325
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# This dose of SNAC was administered together with [[llmg/kg/day of I N

a: Age at start of dosing does not appear from the report, however, the weight range was 2.4-3.8 kg for males and 2.0-3.7 kg for females, indicating that animals were
infants/juveniles.

b: No statistical analysis carried out due to the low number of animals in each group.

c: Number of occasions

d: These signs were all observed in one single animal and were considered part of normal resting behaviour.
e: Incidence

N: negative
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2.6.718.7.1 FHFHIILIZETS 13 AMKEOKSSMHREE (3060-98) Study ID: 3060-98
NN Reference Number: 209245
Species/Strain: Rhesus monkey Duration of Dosing: 13 weeks Location in CTD: 4.2.3.2-B-12
Initial Age: 2-3 years old Duration of Post-dose: N/A
Date of First Dose: 07 January 1999 Method of Administration: Oral (gavage) GLP Compliance: Yes
Nominal Dose Levels: 0 and 1800 mg/kg/day Vehicle/Formulation: Deionised water

Parameters collected: Viability, Clinical Condition, Body Weight, Appetite, Ophthalmoscopy, Electrocardiography, Haematology, Clinical Chemistry, Urinalysis,
Organ Weights, Macropathology, Histopathology

Special Features: This study was designed to assess the toxicity of SNAC administered alone and in combination with i} Only data from controls and the group
receiving SNAC only are presented here

No Observed Adverse-Effect Level: Not established

Brief conclusion: Increased incidences of salivation were observed in SNAC treated animals both immediately after dosing and slightly later. Other clinical signs, such
as vomiting, decreased activity, lying on cage floor, somnolence, and uncoordinated movements, were observed later, mainly between 1 and 3 hours post dose, but were
sometimes also observed outside this range. There were no effects on body weight, but appetite seemed slightly reduced in the SNAC treated animals. Urinalysis
revealed slight changes in urinary electrolytes. Although there was a minimal increase in kidney weights, the electrolyte changes in the urine were not associated with
any histopathological changes, and were consequently considered non-adverse. Liver weights were moderately increased in the SNAC treated group, but in the absence
of any associated clinical pathology changes or histopathological findings, the increased liver weights were considered of uncertain toxicological significance. In
addition, thymus weights were slightly low in the SNAC treated group. Due to the observed clinical signs and the uncertain effect on liver weights, a NOAEL could not
be established.

Nominal Dose (mg/kg/day) 0 (Control) 1800 0 (Control) 1800
Initial Number of Animals
Main M: 4 M: 4 F: 4 F: 4

Noteworthy Findings
Clinical signs®

Salivation, <4 min post dose 71/4 267/4 18/4 241/4
Salivation, > 4 min post dose 2/1 15/4 0/0 16/3
Vomiting, > 4 min post dose 2/1 83/4 5/4 28/4
Material on cage tray 1/1 42/4 1/1 21/4
Undigested food on tray 0/0 3/2 0/0 372

Decreased activity 0/0 7/3 0/0 14/4

Lying on cage floor 0/0 8/2 0/0 1/1
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Nominal Dose (mg/kg/day) 0 (Control) 1800 0 (Control) 1800
Initial Number of Animals
Main M: 4 M: 4 F:4 F:4
Somnolence 0/0 4/2 0/0 6/2
Uncoordinated movements 0/0 0/0 0/0 6/4
Appetite
Day 1- 91(%) 99 91 100 81
Urinalysis
Potassium (mmol/L)
Pre-treatment 68 72 87 61
Week 13 74 33 78 51
Sodium (mmol/L)
Pre-treatment 72 58 63 66
Week 13 65 90 69 162
Chloride (mmol/L)
Pre-treatment 72 75 91 82
Week 13 54 36 55 36
Organ weights
Liver
Absolute weight (g) 75.2 117.0 76.4 101.8
% of body weight 1.950 2.859 2.199 2.981
Kidneys
Absolute weight (g) 15.52 18.32 15.37 15.72
% of body weight 0.403 0.447 0.443 0.464
Thymus
Absolute weight (g) 6.23 3.26 4.48 3.39
% of body weight 0.157 0.080 0.131 0.100

a: Number of occasions/animals with clinical sign
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26.718.7J A=V AHILIZEITS 16 BREROHREESHRBRKR U 2 BREE4HHER Study ID: JLY0387
(JLY0387) NN Reference Number: 212246
Species/Strain: Cynomolgus monkey Duration of Dosing: 16 weeks, preceded by a 2-week escalation | Location in CTD: 4.2.3.2-B-13
period
Initial Age: 32-44 months Duration of Post-dose: 2 weeks
Date of First Dose: 18 September 2012 Method of Administration: Oral (tablet) GLP Compliance: Yes

Nominal Dose Levels: 0 and 300 mg/animal/day | Vehicle/Formulation: Tablet containing 300 mg SNAC, 80 mg
microcrystalline cellulose (filler), 8 mg povidone (binder), 9.7
mg magnesium stearate (lubricant). Control animals were dosed
with an empty capsule of hydroxypropyl methylcellulose.

Parameters collected: Viability, Clinical Condition, Body Weight, Food Consumption, Ophthalmoscopy, Electrocardiography, Haematology, Clinical Chemistry,
Urinalysis, Toxicokinetics, Organ Weights, Macropathology, Histopathology

Special Features: This study was designed to assess the toxicity of NNCO0113-0987 when administered by tablets containing SNAC as an absorption enhancer. To
distinguish potential findings between those related to SNAC and those related to NNCO0113-0987, a SNAC only group and a control group were included. Only data for
the control group and the group receiving SNAC only are presented here.

No Observed Adverse-Effect Level: 300 mg/animal/day ~ 100 mg/kg/day

Brief conclusion: Resistance to dosing, followed by retching and salivation, most frequent immediately after dosing, were observed in the SNAC dosed animals. As the
dosing procedure was similar to the procedure in the control animals, these signs were considered related to SNAC, possibly due to the taste, but due to the transient
nature of the signs, they were considered to be non-adverse. Food consumption was slightly reduced in the SNAC treated group, however, only males had an overall
reduction in body weight gain compared with the controls, whereas the body weight gain in females was slightly increased. Consequently the relationship to treatment is
uncertain and the findings considered of no toxicological significance. Urinalysis revealed a slight, non-adverse, increase in sodium and potassium output in females,
potentially an adaptive effect secondary to excretion of sodium from the SNAC molecule. Thymus weights were low in the SNAC treated males and in one male this
correlated with a macroscopically small thymus and a histologic finding of decreased cellularity in the cortex of thymus. The thymus findings might be related to the
stress observed during dosing due to the taste of SNAC, and thus the reduced thymus weights were considered to be of no toxicological significance. In the absence of
any adverse findings, a NOAEL of 300 mg/animal/day, corresponding to approximately 100 mg/kg/day, was established.
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Nominal Dose (mg/animal/day) 0 (Control) 300 0 (Control) 300
Initial Number of Animals
Main M: 4 M: 4 F: 4 F:4
Recovery M: 0 M: 0 M:3 M:3
Toxicokinetics
AUCo-24n (ng*h/mL)
Week 1 N/A 23100 N/A 23000
Week 16 N/A 25300 N/A 21300
Chnax (ng/mL)
Week 1 N/A 9050 N/A 8970
Week 16 N/A 9440 N/A 8340
Noteworthy Findings
Clinical signs
Rethcing, Week -1-16
Average number of animals per week (range) 0 (0-0) 0.5 (0-1) 0 (0-0) 0.6 (0-2)
Salivation, Week -1-16
Average number of animals per week (range) 0.2 (0-2) 6.1 (3-7) 0.11 (0-1) 6.5 (3-7)
Resistant to dosing, Week -1-16
Average number of animals per week (range) 0.1 (0-1) 1.7 (0-4) 0.1 (0-1) 1.8 (0-4)
Urinalysis
Volume (mL)
Pre-treatment 25 27 27 32
Week 16 125 108 40 91**
Sodium (mmol)
Pre-treatment 1.923 1.845 1.257 1.670
Week 16 3.610 3.498 2.690 4.032
Chloride (mmol)
Pre-treatment 1.851 1.397 2.356 2.344
Week 16 4.920 3214 2.219 4.031*
Organ weights
Thymus
Absolute weight (g) 4.889 2.308%* 1.579 1.946
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Nominal Dose (mg/animal/day) 0 (Control) 300 0 (Control) 300
Initial Number of Animals
Main M: 4 M: 4 F: 4 F: 4
Recovery M: 0 M: 0 M:3 M:3
% of body weight 0.1448 0.0627%** 0.0549 0.0651
Macropathology
Thymus (number examined) 4 4 4 4
Small 0 1 0 0
Histopathology
Thymus (no. examined) 4 4 4 4
Cellularity decreased, cortex, minimal 0 1 0 0

* p<0.05, ** p<0.01, vs. control; (pairwise test)
N/A not applicable
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2.6.718.7K ZAFYILIZH T3 39 BAMROKE5HMHHER (BNA00003) Study ID: BNA00003
NN Reference Number: 209258

Species/Strain: Rhesus monkey Duration of Dosing: 39 weeks Location in CTD: 4.2.3.2-B-14
Initial Age: 2.6-4.8 years Duration of Post-dose: N/A

Date of First Dose: 10 April 2007 Method of Administration: Nasogastric (gavage) GLP Compliance: Yes
Nominal Dose Levels: 0, 1507 200, 300, 5007, 600 | Vehicle/Formulation: Deionised water

mg/kg/day

Parameters collected: Viability, Clinical Condition, Body Weight, Food Consumption, Ophthalmoscopy, Electrocardiography, Haematology, Clinical Chemistry,
Urinalysis, Toxicokinetics, Organ Weights, Macropathology, Histopathology.

Special Features: In this study, SNAC was administered together with |JJilf at two dose levels and also data from the groups receiving both SNAC and |Jjjjjare
presented, as they are considered relevant for the evaluation of SNAC.

No Observed Adverse-Effect Level: 300 mg/kg/day

Brief conclusion: Decreased activity, lethargy and/or recumbency were observed sporadically across the treated groups. At 500 and 600 mg/kg/day, these signs were
considered to be adverse due to the incidences and the assessment of need for treatment (dextrose, lactate Ringers solution or fruit) of 4 animals which were recumbent
on one day each. At 150 and 200 mg/kg/day, two animals were lethargic, each on one single day. As these animals were not recumbent and did not require treatment, and
as it were isolated occurrences, the clinical signs observed in these two animals were not considered adverse. Consequently, 300 mg/kg/day was considered to be the
NOAEL.
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Nominal Dose (mg/kg/day) 0 150% 200 300 500" 600 0 150* 200 300 500" 600
(Control) (Control)
Initial Number of Animals
Main M:3 M:3 M:3 M:3 M:3 M:3 F:3 F:3 F:3 F:3 F:3 F:3
Toxicokinetics
AUC (ng*h/mL)
Day 1 N/A 27900 29100 46800 76600 94100 N/A 16800 27900 53800 70400 189000
Day90| N/A 15200 24000 29800 73600 176000 N/A 17200 23600 49000 103000 | 148000
Day 180| N/A 15500 20600 32500 50800 85500 N/A 16600 27300 40200 104000 65600
Crnax (ng/mL)
Day 1 N/A 26500 50500 39400 58100 142000 N/A 52300 17400 37500 44800 114000
Day 90| N/A 9000 16300 16400 29400 105000 N/A 13100 7260 16100 43400 62600
Day 180| N/A 12500 12500 13400 17500 55200 N/A 11700 7810 21500 35700 62500
Noteworthy Findings
Clinical signs?
Decreased activity 0/0 0/0 1/1 0/0 43/3 10/1 0/0 0/0 0/0 0/0 0/0 12/2
Lethargy 0/0 1/1 1/1 0/0 4/1 0/0 0/0 0/0 0/0 0/0 0/0 0/0
Recumbent 0/0 0/0 0/0 0/0 1/1 2/2 0/0 0/0 0/0 0/0 0/0 1/1

#This dose of SNAC was administered together with -mg/kg/day of N

a: Number of occasions/animals with clinical sign. The incidences are combined a.m. cage side observations and 1 h post dose observations. If an observation appeared

both a m. and post dose, this is given as one occasion

N/A not applicable
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2.6.7.18.8 Ei=H=MER : In vitro Test Article: SNAC

2.6.7.18.8.A 4 RIED £ R F T L ER# Salmonella typhimurium BV 1 ZED +1) T T 7 V& Study ID: 0725-2140

3R#k Escherichia coli & FALN-1EIREAZEHER (0725-2140) NN Reference No.: 209248
Test for Induction of: Reverse mutation in bacterial cells No. of Independent Location in CTD: 4.2.3.3.1-B-1
Assays: 2
Strains: Salmonella typhimurium and Escherichia coli No. of Replicate Cultures: | GLP Compliance: Yes
(TA98, TA100, TA1535, TA1537, WP2 uvrA) 3

No. of Cells
Analysed/Culture: 250-
500

Metabolising System: Aroclor-induced rat liver S-9 Date of Treatment:
31 January 2002

Vehicles:
For Test Article: sterile, deionised, distilled water
For Positive Controls: NaAz and MMS: Sterile, deionised, distilled water. Others: DMSO

Treatment: Treated/incubated at 37 + 1°C for approximately 69.5 hours (assay 1) and 70.25 hours (assay 2) up to 5000 pg/plate with and without induced rat liver S-9

Cytotoxic Effects: None

Genotoxic Effects: None

Brief conclusion: SNAC did not induce any significant increase in the number of revertant colonies in any of the tester strains with or without a metabolic activation
system (induced rat liver S-9) when tested at up to 5000 pg/plate.
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2.6.7.18.8.B & E FREM ) /A BRZERN-RBAEERE (0545-3300) Study ID: 0545-3300
NN Reference No.: 209249
Test for: Induction of chromosome aberrations No. of Independent Assays: 3 without activation and |Location in CTD: 4.2.3.3.1-B-2

1 with activation

Strains: Human peripheral blood lymphocytes from female | No. of Replicate Cultures: 2
donors

Metabolising System: phenobarbital/B-naphthoflavone- No. of Cells Analysed/Culture: 100 GLP Compliance: Yes
induced rat liver S-9

Vehicles:
For Test Article: Deionised, distilled water
For Positive Controls: Deionised, distilled water

Treatment: Date of Treatment: 12 April 1999
3 hours treatment and 21 hours harvest
Maximum tested concentration = 5000 pg/mL.

Cytotoxic Effects: None

Genotoxic Effects: None

Brief conclusion: SNAC did not induce statistically significant increases in chromosome aberrations compared to the solvent controls when tested at concentrations up
to 5000 pg/ml, neither in the absence nor the presence of metabolic activation (S-9).
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2.6.7.18.9 E{=HEMERER : Invivo Test Article: SNAC
2.6.7.18.9.A SNAC 257X 5+ 5 B8/MEHER (0374-1521) Study ID: 0374-1521
NN Reference No.: 209250

Test for: Induction of micronuclei in the bone Treatment Schedule: One administration. Location in CTD: 4.2.3.3.2-B-1
marrow of treated mice
Species/Strain: Mouse/CD-1 Sampling Time: 24, 48 and 72 hours after dose administration. | GLP Compliance: Yes

24 hours for the positive control.
Age: 42 days Method of Administration: Oral gavage
Cells Evaluated: Polychromatic erythrocytes Vehicle/Formulation: 25% v/v propylene glycol solution Date of Treatment: 5 December 1995
(PCE), normochromatic erythrocytes (NCE) and
micronucleated polychromatic erythrocytes
(MPCE)

No. of Cells Analysed/Animal: at least 2000 PCE

Special Features: None

Toxic/Cytotoxic Effects: A range-finding test was performed at dose levels ranging from 10-2000 mg/kg. Two of three males and one of three females died at 2000
mg/kg, and one female died at 1000 mg/kg approximately 30 minutes after dosing. Animal deaths were preceded by convulsions.
No clinical signs were noted in the micronucleus assay animals dosed up to 1000 mg/kg.

Genotoxic Effects: None

Brief conclusion:
SNAC was negative in the micronucleus assay in male and female mice treated up to 1000 mg/kg (the maximum tolerated dose).
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2.6.7.18.10 NAJREER Test Article: SNAC
2.6.7.18.10.A rasH2 ¥ 7 RIZH 115 26 BEREORENARERER (JLY0436) Study ID: JLY0436

NN Reference No.: 213067
Species/Strain: Mouse/tg rasH2 Duration of Dosing: 26 weeks Location in CTD: 4.2.3.4.2-B-1
Initial Age: Approximately 9 weeks at dosing start | Duration of Post-dose: N/A
Date of First Dose: 16 July 2013 Method of Administration: Oral (gavage) GLP Compliance: Yes
Nominal Dose Levels: 0, 30, 100 and 300 Vehicle/Formulation: Water for injection, pH adjusted to 8-8.5 | Treatment of Controls: Vehicle
mg/kg/day

Parameters collected: Viability, Clinical Condition (including palpation of masses), Body Weight, Food Consumption, Toxicokinetics, Macropathology,
Histopathology

Basis for High-Dose Selection: The high dose level of 300 mg/kg/day was considered to be the maximum tolerated dose for 26 weeks

No Observed Adverse Effect Level: 300 mg/kg/day

Brief conclusion: In total, 4 males and 3 females died or were euthanised during the study. None of the deaths were considered treatment related. There were no palpable
masses detected in any animal treated with SNAC and, consequently, the group distribution, multiplicity and mean onset time of palpable swellings were unaffected by
treatment. The macroscopic and histopathological examination did not reveal any lesions of toxicological significance considered to be related to treatment with SNAC.
Specifically, there were no treatment-related neoplastic findings. A finding of uncertain relationship to treatment was seen in the urinary bladder where higher incidences
of lymphoid aggregates were seen in treated males. The finding was not associated with any cell damage, inflammation or other cell reactions and was therefore
considered of no toxicological significance.
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Nominal Dose (mg/kg/day) 0 (Control) 30 100 300 0 (Control) 30 100 300
Initial Number of Animals
Main M: 25 M: 25 M: 25 M: 25 F: 25 F: 25 F: 25 F: 25
Satellite M:6 M: 21 M: 21 M: 21 F: 6 F: 21 F: 21 F: 21
Toxicokinetics
AUChas (ng*h/mL)
Day 1 N/A 41.9 397 1680 N/A 429 535 1770
Day 182 N/A 56.7 387 2070 N/A 271 666 4380
Chnax (ng/mL)
Day 1 N/A 56.2 201 512 N/A 73.1 367 1030
Day 182 N/A 90.6 334 2310 N/A 209 628 1750
Group Distribution of Mortality (main study)®
Number of decedents 3 0 0 1 1 0 1 1
Number of survivors 22 25 25 24 24 25 24 24
% survival 88 100 100 96 96 100 96 96
Noteworthy Findings
Histopathology
Urinary bladder (no. exam.) 25 25 25 25 24 25 25 25
Aggregates. lymphoid
Minimal 0 3 4 8 13 12 13 13
Slight 0 0 0 0 0 0 1 1
Total 0 3 4 gk 13 12 14 14

a: None of the deaths were considered related to SNAC
** p<0.01 vs. control (pairwise test)
N/A not applicable
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2.6.7.18.10.B Sprague Dawley 5 v MZ#I(T5 104 BREZOHRE N AR IERER Study ID: JLY0366
(JLY0366) NN Reference No.: 211519

Species/Strain: Rat / Sprague Dawley Duration of Dosing: 104 weeks Location in CTD: 4.2.3.4.1-B-1

Initial Age: 36-42 days at dosing start Duration of Post-dose: N/A

Date of First Dose: 23 May 2012 Method of Administration: Oral (gavage) GLP Compliance: Yes

Nominal Dose Levels: 0, 75, 200 and 500 Vehicle/Formulation: Water for injection, pH adjusted to 8-8.5 | Treatment of Controls: Vehicle

mg/kg/day

Parameters collected: Viability, Clinical Condition (including palpation of masses), Body Weight, Food Consumption, Ophthalmoscopy, Haematology, Clinical
chemistry, Urinalysis, Toxicokinetics, Macropathology and Histopathology

Basis for High-Dose Selection: The high dose level of 500 mg/kg/day was considered to be the maximum tolerated dose for 104 weeks

No Observed Adverse Effect Level: 75 mg/kg/day in females and 500 mg/kg/day in males

Brief conclusion: Although mortality was increased in females given 200 or 500 mg/kg/day compared to control animals there were no associated clinical signs
observed and no consistent cause of death identified at the histopathological examination. These females had a slightly higher weight gain than the controls, which may
have been contributory to the increased mortality. Males showed slightly reduced weight gain from Week 8 at 500 mg/kg/day which associated with a small reduction of
food consumption. However, these findings in the males on bodyweight gain and food consumption were not considered adverse due to the small magnitudes of the
findings. Variations of some erythrocyte indices were apparent in at 500 mg/kg/day. However, as the changes were minimal, and in the absence of any effect on
haemoglobin concentrations, they were considered non-adverse. High plasma triglyceride and low total plasma cholesterol concentrations in females receiving 500
mg/kg/day may suggest a disruption of intra-hepatocyte fat metabolism. However, this effect did not associate with any histopathological changes in the hepatocytes and
consequently these changes were considered to be of no toxicological significance. An increase in urinary sodium output was observed together with decreased
potassium output and low urinary pH. In the absence of any associated treatment related histopathological findings, these changes were considered non-adverse and were
attributed to an adaptive increased rate of excretion of sodium derived from the SNAC molecule. There were no neoplastic or non-neoplastic changes that were
attributable to treatment with SNAC and this study therefore demonstrated that SNAC was not carcinogenic to rats. The NOAEL was considered to be 75 mg/kg/day in
females due to the increased mortality at the higher dose levels, and 500 mg/kg/day in males in the absence of any adverse findings.
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Nominal Dose Levels (mg/kg/day) 0 75 200 500 0 75 200 500
(Control) (Control)
Initial Number of Animals M: 72 M: 72 M: 72 M: 72 F:72 F: 72 F:72 F: 72
Toxicokinetics
AUCo.4n (ng*h/L)
Week 1 N/A 904 3420 27600 N/A 919 9070 39800
Week 50 N/A 3100 17400 55900 N/A 3520 26600 82600
Week 99 N/A 6800 22100 64600 N/A 1520 3970 43700
Chnax (ng*h/mL)
Week 1 N/A 404 1780 94200 N/A 670 27400 110000
Week 50 N/A 4880 37800 156000 N/A 9520 120000 258000
Week 99 N/A 29100 82000 197000 N/A 1930 9170 160000
Group Distribution of Mortality
Number of decedents 43 50 44 38 44 46 53 54
Number of survivors 29 22 28 34 28 26 19 18
% survival 40 31 39 47 39 36 26 25
Noteworthy Findings
Bodyweight gain
Week 8 to Week 52 (g) 287 295 289 259%%* 136 142 160* 149%*
Week 0 to 104 (g) 586 626 614 566 326 372 379 377
Food consumption
Mean Week 1-52 (g/animal/week) 200 199 197 196 136 135 135 136
Mean Week 1-104 (g/animal/week) 201 201 200 195% 143 139 141 140
Haematology Week 99 (females) or Week 104 (males)
Red Blood Cell (RBC) ( *10'%/L) 7.63 7.49 8.23 8.21 6.85 7.22 7.33 7.55%
Mean Cell Haemoglobin (MCH) (pg) 18.0 17.2 17.6 16.9% 19.9 19.4 19.6 18.7%%*
Mean Cell Volume (MCV) (fL) 56.5 54.8 54.9 53.3%* 61.5 59.4 60.2 58.0%*
Clinical chemistry Week 99 (females) or Week 104 (males)
Cholesterol (mmol/L) 2.86 2.60 3.40 2.55 3.54 3.52 3.13 2.89%*
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Nominal Dose Levels (mg/kg/day) 0 75 200 500 0 75 200 500
(Control) (Control)

Initial Number of Animals M: 72 M: 72 M: 72 M: 72 F:72 F: 72 F:72 F: 72
Triglycerides (mmol/L) 1.39 1.43 1.80 1.35 1.11 1.47 1.49 2.10%*

Urinalysis Week 99 (females) or Week 104 (males
pH 7.4 7.1 7.0% 6.9%* 6.4 6.4 6.2 6.2
Sodium (mmol/L) 56.6 74.9% 71.7* 105.7%* 59.4 60.8 64.9 67.8
Potassium (mmol/L) 108.0 108.1 96.0 88.2% 94.5 84.9 86.9 72.9%%*

* p<0.05, ** p<0.01 vs. control; (pairwise test)
N/A not applicable
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Test Article: SNAC

Route of Duration Nominal Doses | Gender and Study NN
Species / Strain Administration |of Dosing (mg/kg/day) No. per Noteworthy Findings ID Reference
Group Number:
Rat/Sprague Oral (gavage) GD 7-17 0 8F At 1000 and 2000 mg/kg/day, 1 female in each |805-002P 209252
Dawley 1000 8F group was found dead on GD 9 and GD 7,
2000 8 F respectively. There were no adverse clinical
signs and necropsy did not reveal the cause of
death. Clinical signs of excess salivation,
chromorhinorrhea and red perioral substance
were seen in one or both treated groups but
were limited to 1-2 animals per group. Dose-
dependent reduction in maternal bodyweight
gain was seen at both dose levels, particularly
between GD 7 — GD 12 with reduced food
consumption being evident throughout
treatment at 2000 mg/kg/day. Foetal weight
was reduced at 2000 mg/kg/day. No other
foetal development or litter parameters were
affected.
Rabbit / New Oral (gavage) GD 6-18 0 6F Treatment related mortalities (euthanised 805-001P 209255
Zealand White 1000 6F moribund or found dead) occurred in 2/6, 4/6,
1500 or 5/6 and 6/6 animals at 1500%, 2000, 2500° and
2000 6F 30009 mg/kg/day, respectively. Necropsy did
5888 6F not identify the cause of death. Clinical signs

of decreased motor activity, laboured
breathing, prostration, slight ataxia,
impaired/lost righting reflex, vocalisation,
scant/no faeces, excess salivation and
emaciation were seen in one or more groups
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Route of Duration Nominal Doses | Gender and Study NN
Species / Strain Administration |of Dosing (mg/kg/day) No. per Noteworthy Findings ID Reference
Group Number:

treated at > 1500 mg/kg/day. At 1000
mg/kg/day, clinical sign was limited to
decreased motor activity in 1 animal. Body
weight loss and reduced food consumption was
seen at > 2000 mg/kg/day in the initial dosing
period. At 1500 mg/kg/day, body weight loss
or reduced body weight gain and food
consumption was evident throughout treatment
up till GD24 with the 1000 mg/kg/day dose
group showing body weight loss and reduced
food consumption only during the first three
days of treatment. At 1500 mg/kg/day and
higher doses ¢, increase in resorptions and
percentage of does with any resorptions were
seen. Furthermore, at 1500 mg/kg/day,1 dead
foetus was seen in 1 litter and in another litter 1
foetus showed medially rotated and flexed
hindlimbs. No foetal development or litter
parameters were affected at 1000 mg/kg/day.

a: One (1) female was euthanised on GD9 and one female aborted on GD24 and was subsequently euthanised

b: One (1) female was found dead on GD7 and 3 females were euthanised on GD8, GD8 and GD16, respectively. The female euthanised on GD16 showed pinpoint red
areas in fundic and non/fundic regions of the stomach

¢: One (1) female was found dead and 3 females were euthanised on GD7. One female was euthanised on GD8
d: Four (4) females were found dead on GD6, GD7, GD7 and GDS, respectively. Two (2) females were euthanised on GD7
e: Pregnant animals at 1500, 2000 and 2500 mg/kg/day: 3, 1, and 1 respectively.
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2.6.7.18.12 £IERESFMHHER - RIGERUVBEREI CONARELICET S5 Test Article: SNAC
2.6.7.18.12.A Sy MIBITHZRERVEMFEACBET 5588 (805-003) Study ID: 805-003

NN Reference No.: 209251
Design similar to ICH S5 Paragraph 4.1.1 : Yes Location in CTD: 4.2.3.5.1-B-1
Species/Strain: Rat /Sprague Dawley Day of Mating: Day 0
Duration of Dosing: GLP Compliance: Yes

Males: From 28 days prior to cohabitation continuing through a 21-day cohabitation period and until termination (77-
81 days of dosing)
Females: 15 days before cohabitation and continuing through day 7 of gestation

Initial Age:Approx.79 days (males ) and 91 days | Day of Caesarean Section: Gestation day 20 Nominal Dose Levels: 0, and 1000 mg/kg/day
(females) at dosing start

Date of First Dose: Males 14 July 1998 Method of Administration: Oral (gavage)
Females 27 July 1998 Vehicle/Formulation: Reverse osmosis deionized water

Parameters collected:

Dams and Males: Viability, Clinical Condition, Body Weight, Food Consumption, Oestrous Cycle, Sperm motility and concentration (CASA analysis), Mating
Performance, Fertility, Pregnancy Performance, Macropathology, Male Reproductive Organ Weights

Foetuses: Body Weight and External Pathology

Special Features: This study was designed to assess the toxicity of SNAC administered alone and in combination with [l Only data from controls and the single
group receiving SNAC only are presented here.

NOAEL
Reproductive performance and fertility: 1000 mg/kg/day
Early embryonic development: 1000 mg/kg/day.

Brief conclusion: Once-daily oral administration of SNAC at a dose level of 1000 mg/kg/day resulted in clinical signs, predominantly excessive salivation in both
sexes. In males and pregnant females, reduced body weight gain was seen along with decreased food consumption (females only). There were no effects related to
treatment on mating performance, fertility, pregnancy performance or litter data. Consequently, the NOAEL for fertility and early embryonic development was
considered to be 1000 mg/kg/day.
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Nominal Dose Levels (mg/kg/day) 0 (Control) 1000
Initial number of animals
Main 25M & 25F 25M & 25F

MALES
Noteworthy Findings
Died or euthanised/terminated prematurely 0 0
Clinical signs®
Excess salivation 0/0 430/25%*
Cold to touch 0/0 372
Decreased motor activity 0/0 11
Laboured breathing 0/0 1/1
Red and perioral dry substance 0/0 1/1
Chromorhinorrhea 0/0 4/2
Ungroomed coat 0/0 8/1
Urine-stained abdominal fur 0/0 19/3
Bodyweight gain

Day 56- 63 9.8 3.8%

Day 63- 70 9.2 3.3
FEMALES (dams/does)
Noteworthy Findings
Died or euthanised/terminated prematurely 0 12
Clinical signs”
Excess salivation (precohabitation) 0/0 64/23%%*
Excess salivation (gestation) 0/0 71/21%%*
Bodyweight gain (g)

GDO- 8 29.1 24.5
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Nominal Dose Levels (mg/kg/day) 0 (Control) 1000
Initial number of animals
Main 25M & 25F 25M & 25F
Food consumption (g/kg/day)
Day 8- 15 84.4 76.3%
GDO - 8 87.3 81.2%

* p<0.05, ** p<0.01, vs. control (pairwise test)
GD - Gestation day(s)

a: Animal No.11336 was moribund sacrificed on study day 17 (day 2 of cohabitation) due to broken incisors and palate which was clearly unrelated to treatment

b: Total occurrence/No. of animals
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2.6.7.18.13 EEREFHHER  If - RIEOREICEHT H5HER Test Article: SNAC
2.6.7.18.13.A Sy MMBITEE - REORLEICET 558 (805-002) Study ID: 805-002
NN Reference No.: 209253
Species/Strain: Rat/Sprague Dawley Duration of Dosing: Gestation day (GD)7 to 17 Location in CTD: 4.2.3.5.2-B-2
Initial Age: Approx. 11weeks at dosing start Day of Mating: Day 0 GLP Compliance: Yes
Date of First Dose: 17 March 1998 Day of Caesarean Section: GD20
Nominal Dose Levels: 0 and 1000 mg/kg/day Vehicle: Reverse osmosis deionised water Method of Administration: Oral (gavage)

Parameters collected:
Dams: Viability, Clinical Condition, Body Weight, Food Consumption, Macropathology, Pregnancy Performance
Foetuses: Body Weight and External, Visceral, and Skeletal Foetal Pathology

Special Features: This study was designed to assess the toxicity of SNAC administered alone and in combination with [l Only data from controls and the single
group receiving SNAC only are presented here

Maternal NOAEL: <1000 mg/kg/day
Developmental NOAEL: 1000 mg/kg/day

Brief conclusion:

Once-daily oral administration of SNAC at a dose level of 1000 mg/kg/day resulted in adversely reduced maternal body weight gain and food consumption. There were
no effects related to treatment on pregnancy performance or litter data. Consequently, the maternal NOAEL was lower than 1000 mg/kg/day and the NOAEL for
embryo-foetal development was considered to be 1000 mg/kg/day.
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Nominal Dose Level (mg/kg/day) 0 (Control) 1000
Initial Number of Animals 25 F 25 F
DAMS
Noteworthy Findings
Died or euthanised/terminated prematurely 0 1"
Body weight change (g)

GD7-10 14.2 8.9%*
Food consumption (g/kg/day)

GD7-10 78.1 71.8*

* p<0.05, ** p<0.01 vs. control (pairwise test)
GD — Gestation day(s)

a: Animal no. 5205 was found dead on GD17 due to an intubation accident which was clearly unrelated to treatment
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2.6.7.18.13.B DY FXITETLHIE - BIROFLEICET H5ER (805-001) Study ID: 805-001
NN Reference No.: 209256
Species/Strain: Rabbit / New Zealand Duration of Dosing: Gestation day (GD) 16 to 18 Location in CTD: 4.2.3.5.2-B-4
White
Initial Age: Approx. 25 weeks at dosing | Day of Mating: day 0
start
Date of First Dose: 11 October 1997 Day of Caesarean Section: GD29 GLP Compliance: Yes
Nominal Dose Levels: 0 and 1000 mg/kg | Vehicle/Formulation: Reverse osmosis deionised water Method of Administration: Oral (gavage)

Parameters collected:
Females: Viability, Clinical Condition, Body Weight, Pregnancy Performance, Toxicokinetics, Macropathology,
Foetuses: Foetal Body Weight, External, Visceral and Skeletal Foetal Pathology,

Special Features: This study was designed to assess the toxicity of SNAC administered alone and in combination with [l Only data from controls and the single
group receiving SNAC only are presented here

Maternal NOAEL: <1000 mg/kg/day
Developmental NOAEL: 1000 mg/kg/day

Brief conclusion: Once-daily oral administration of SNAC at a dose level of 1000 mg/kg/day to pregnant New Zealand white rabbits resulted in adverse changes in
maternal body weight gain and reduction in food consumption. There were no effects related to treatment on pregnancy performance or litter data. Consequently, the
maternal NOAEL was lower than 1000 mg/kg/day and the NOAEL for embryo-foetal development was considered to be 1000 mg/kg/day.




Module 2.6.7.18 f-§%

87 of 126

Nominal Dose Levels (mg/kg day) 0 (Control) 1000
Initial Number of Animals 20F 20F
DAMS
Noteworthy Findings
Body weight change(kg)
GDI12- 15 0.12% 0.07**
GD15- 19 0.03% 0.09**
GD19- 24 0.15° 0.08*
GD6- 29 0.51* 0.50
Food consumption
GD6-9 (g/kg/day) 49.2¢ 41.8
GD6-9 (g/animal/day) 177.9* 150.4%*

* p<0.05, ** p<0.01 vs. control (pairwise test)
GD: Gestation Day
a: Excludes value for dam 6420 which had litter consisting of two conceptuses
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2.6.7.18.14 £ERAFHHER  HARMRUVHEAROREELG S VICBAEDORKEEIZET 55888  Test Article: SNAC

2.6.7.18.14.A Sy MIBITZHE - RROFER D KICHAER RO E %O SkE (R Study ID: 805-004
9 5B (805-004) NN Reference No.: 209254
Species/Strain: Rat /Sprague Dawley Duration of Dosing(Fo dams only): Gestation day (GD)7 to day 20 Location in CTD: 4.2.3.5.3-B-1

post-partum (PPD20) (rats that littered) or GD24 ( rats that did not litter)

Initial Age: Approx. 11 weeks at dosing | Day of Mating: day 0

start
Date of First Dose: 10 August 1998 Day of necropsy of Fo dams: day 21 post-partum (rats that littered) or | GLP Compliance: Yes
GD25 (rats that did not litter)
Day of necropsy of F1 generation: Gestation day 20
Nominal Dose Levels: 0 and 1000 Vehicle/Formulation: Reverse osmosis deionised water Method of Administration: Oral (gavage)
mg/kg/day

Litters Culled/Not Culled: Culled on day
21 postpartum

Parameters collected:

Fo Females: Viability, Clinical Condition, Body Weight, Food Consumption, Pregnancy Performance, Macropathology

F1 generation litter: Viability, Clinical Condition, Body Weight,

Culled Pups: Macropathology

F1 generation rats: Viability, Clinical Condition, Body Weight, Food Consumption, Neurobehavioral Performance, Sexual Maturation, Mating Performance, Pregnancy
Performance, Male Reproductive Organ Weights (testis and epididymis), Macropathology

F2 generation litter: Body Weight, External Alterations

Special Features: This study was designed to assess the potential effects of SNAC administered alone and in combination with [l Only data from controls and the
single group receiving SNAC only are presented here

NOAEL: Not established

Brief conclusion: Once-daily oral administration of SNAC at a dose level of 1000 mg/kg/day to pregnant Sprague Dawley from GD7 to PPD20 caused clinical signs of
excess salivation and a red perivaginal substance, and reduction in body weight and food consumption. The duration of gestation was increased by 3%, and there was an
increase in the number of SNAC-treated dams with stillborn pups and the percentage of stillborn pups. Furthermore, there was an increase in the number of dead pups
during the first few days of lactation and the average pup weight per litter was increased by 12% on postpartum day 21. These changes are considered adverse, and
hence, no NOAEL could be established.
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Nominal Dose Levels (mg/kg every day) 0 (Control) 1000
F0 FEMALES
Initial Number of Animals 25 F 25 F
Noteworthy Findings
Number Pregnant 24 24
Clinical signs®
Gestation
Excess salivation 0/0 67/22%*
Lactation
Excess salivation 0/0 24/13%*
Red perivaginal substance /1 9/9%**
Body weight change(g)
GD7-10 12.1 9.3
GD18-20 27.2 20.9%*
GD7-20 105.2 93.5%*
Food consumption (g/kg/day)
GD7-10 87.4 78.8%*
GD18-20 67.8 62.8%
GD7-20 81.6 78.2%
PPDI1-14 167.8 160
Pregnancy Performance
Number of dams that delivered litters 24 24
Duration of gestation in days® 22.7 23.4%%*
Number of dams delivering
Days 22.1-23 17 2%k
Days 23.1-24 4 19%**
Dams with stillborn pups 5 11%%*
Total pups delivered per litter 14.1 13.4
Liveborn per litter (%) 13.7 (97.3) 12.4(92.2)**
Stillborn per litter (%) 0.4 (2.7) 1.0(7.4)**
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Nominal Dose Levels (mg/kg every day) 0 (Control) 1000

F1 LITTER DATA (preweaning)
Noteworthy Findings
Number of litters evaluated 24 24

Pups found dead/presumed cannibalised
PPD2-4 (%) 9(2.8) 18 (6.2)**

Live litter size

PPD 1 133 12.2

PPD 4 13.5%4 11.3%*
PPD 7 13.5¢ 11.4%*
PPD 14 13.6%¢ 11.4%*
PPD 21 13.6%¢ 11.4%*

Pup weight per litter (grams)
PPD 21 33¢e¢ 36.9%*

* p<0.05, ** p<0.01 vs. control (pairwise test)
GD-Gestation Day

PPD Post Partum Day

a: Total occurrence/No. of animals

b: Calculated as the time (to the nearest tenth of a day) elapsed between confirmed mating (defined as 0 hour) and the time the first pup was delivered. Excludes litters in
which delivery of first pup was not observed.

c: Excludes values for litters that had no surviving pups
d: Excludes values that were not recorded
e: Excludes value for litter 12620 since the dam was misdosed on PPD 7
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No studies in juvenile animals conducted.

2.6.7.18.16 BFTRIZHE

Test Article: SNAC

Test Article: SNAC
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Route of Nominal Doses | Gender and No. Study ID NN Reference
Species / Strain | Administration | (mg/animal) per Group** Noteworthy Findings Number Number
Dog / Beagle Oral (tablet or 0 (liquid gavage) |4 M & 4 F In one of the four dogs which was terminated one JLY0558 214326
liquid gavage)* 300 (liquid 4M&4F hour after dosing with a SNAC tablet, tablet
gavage) AM&4F remnants in the stomach were identified
0 (sham tablet) (4 M & 4 F macroscopically but no correlating microscopic
300 (tablet) findings were present at the ‘area of rest’. No signs

of tablet remnants were seen in the stomachs or
intestines of the other dogs given the SNAC tablet.
There were no macroscopic (animals terminated at 1
or 24 hours after dosing) or microscopic findings
(animals terminated at 1 hour after dosing) related to
dosing with the liquid or tablet formulation of 300
mg SNAC/animal.

* Vehicle: liquid: water for injection adjusted to pH 8.5; tablet: 80 g microcrystalline cellulose, 8 mg povidone, 9.7 mg magnesium stearate

** Half of each group was terminated 1 h post dose and the other half at 24 h post dose



Module 2.6.7.18 fF#% 92 of 126
2.6.7.18.17 £ DthDEH AR
2.6.7.18.17.A SRR
No immunogenicity studies have been conducted with SNAC.
2.6.7.18.17.B RESMH
Gender Study ID |NN
Route of Duration Nominal Doses | and No. NOAEL Reference
Species/ Strain | Administration | of Dosing (mg/kg/day) per Group |(mg/kg/day) | Noteworthy Findings Number
Rat/Sprague Oral 4 weeks 0 10M & 10 | 500 Administration of SNAC was not 523561 212329
Dawley 75 F associated with any lymphoid system
200 histopathology changes, immune response
500 or immunophenotyping effects or any
changes in clinical pathology parameters.
Based on this, dose levels of up to 500
mg/kg/day were concluded not to produce
any immunotoxic effects.
26.7.18.17.C ikFHE

No dependence studies have been conducted with SNAC.

2.6.7.18.17.D

2.6.7.18.17.E

e

No toxicity studies with metabolites of SNAC have been conducted. However, toxicokinetics of the five principal metabolites have been
characterised in several SNAC studies. See Pharmacokinetic Written Summary M 2.6.4.10, Appendix for details.

LY
Evaluation of impurities is included in Toxicology Written Summary M 2.6.6.11, Appendix, section 2.6.6.11.8.5.
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2.6.7.18.17.FiF& 4y

Not applicable.

2.6.7.18.17.G A Hh X LRER

Ay YT OREBIZET S in vitro 7

Species / Strain | Method of Duration Doses Gender and | Noteworthy Findings Study NN Location
Administration |of Dosing |(mg/kg/day) No. per ID Reference |in CTD

Group Number

Isolated rat In vitro N/A SNAC: 0- N/A SNAC effect on ATP biosynthesis: | NN-2013-001 |213327 4.2.3.7.3-

g‘ﬁgg&ﬁ‘éml 3000pM . >500 wM: Significant inhibition in B-l

particles and E494 and E506: mitochondria energised through

HepG2 cells 0-30000 uM complex I (glutamate/malate

substrate)

>5000 pM: Significant inhibition in
mitochondria energised through
complex II (succinate substrate)

SNAC effect on electron transport
chain enzyme activity:

>500 pM: Significant inhibition of
complex I enzyme activity in
submitochondrial particles with
NADH as substrate

>5000 pM: Significant inhibition of
complex II enzyme activity in
submitochondrial particles with
succinate as substrate

E494 effect on ATP biosynthesis:

>10000 puM: Significant inhibition in
mitochondria energised through
complex I (glutamate/malate
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Species / Strain | Method of Duration Doses Gender and | Noteworthy Findings Study NN Location
Administration | of Dosing (mg/kg/day) No. per ID Reference |in CTD
Group Number
substrate)
>30000 puM: Significant inhibition of
complex II enzyme activity in
submitochondrial particles with
succinate as substrate
E506 effect on ATP biosynthesis:
>30000 pM: Significant inhibition in
mitochondria energised through
complex I (glutamate/malate
substrate)
>30000 puM: Significant inhibition of
complex II enzyme activity in
submitochondrial particles with
succinate as substrate
Mouse myoblast |In vitro N/A SNAC: N=3 Inhibition of cellular respiration 40919 |- 4.2.3.7.3-
(c2C1 2), mouse 0-5000 pM (oxygen consumption rate): B-2
pre-adipocyte ) B
(3T3-L1), human C2C12 Cells. IC50_175 HM
endometrial PBMC cells: ICs¢=181 uM
(HEC-1B),
human astrocyte HEC-1B: IC50=199 uM
(LN319) cell LN319: IC5¢=315 uM
lines and rat
peripheral blood 3T3-L1 cells: IC50=666 uM
mono-nuclear
cells (PBMC).
Mouse myoblast |/ vitro N/A SNAC: 0-1000 |N=3 Oxygen consumption rate (% of 40926 |- 4.23.7.3-
(C2C12) cell line uM basal respiration): B-3
SNAC - SNAC (1000 uM): 34%
metabolites
(E494, E506; E494 (10000 uM): 43%
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Species / Strain | Method of Duration Doses Gender and | Noteworthy Findings Study NN Location
Administration | of Dosing (mg/kg/day) No. per ID Reference |in CTD
Group Number
E1245, E1246 E506 (10000 uM): 77%
3“?0%(1)34713;[ E1245, E1246 and E1247 (10000
- H uM): >90%
Cryopreserved | In vitro N/A SNAC: N=3.Cryo- |Inhibition of cellular respiration 140912 |- 4.2.3.7.3-
hepatocytes 0-10000 pM preserved (oxygen consumption rate): B-4
(mouse, rat, hepatocytes ) _
monkey and were pools Mouse hepatocytes: 1Cs50=226 uM
human) from 3-30 Rat hepatocytes: ICs5¢=558 uM
livers
Human hepatocytes: 1Cso=752 pM
Monkey hepatocytes: ICs¢=1214 uM
Mouse myoblast |In vitro N/A SNAC: N=3 Inhibition of cellular respiration 41003 |- 42.3.7.3-
(C2C12) cell line 0-4000 pM (oxygen consumption rate) at B-5
HSA: increasing human serum albumin
0-1% (HSA) levels:
ICs50=127 (0% HSA)
IC50=208 (0.2% HSA)
ICs50=361 (0.5% HSA)
ICs50=581 (1% HSA)
Permeabilized | In vitro N/A SNAC: N=4 SNAC<1000 pM: 41010 |- 42.3.7.3-
mouse myobla.st 0-4000 uM Dose dependent inhibition of B-6
(C2C12) cell line : . o
complex I mitochondrial respiration
SNAC at 4 mM:
Inhibition of mitochondrial
respiration downstream of complex I

N/A not applicable, - No NN reference number as studies was conducted at Novo Nordisk
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Shav R T ORBICHET B in vivo RETEHER

2.6.7.18.17.H YORZETHEEHREERRERT M axR2T 40 7 AHR Study ID: JLY0557
(JLY0557) NN Reference No.: 214311

Species/Strain: Mouse/CD/1 Duration of Dosing: Single dose Location in CTD: 4.2.3.7.3-B-7

Initial Age: 7-9 weeks (males) and 9-11 weeks Duration of Post-dose: N/A

(females)

Date of First Dose: 12 September 2014 Method of Administration: Oral (gavage) GLP Compliance: No

Nominal Dose Levels: 0, 150, 500, 1000 mg/kg Vehicle/Formulation: Water for injection, adjusted to pH 8-8.5

Parameters collected: Viability, Clinical condition (for 2 hours post dose, Irwin style subjective behavioural observations of any animal exhibiting abnormal behaviour),
toxicokinetics of SNAC and 5 principal metabolites (2, 5, 10, 20, and 40 min and 1, 3, 8, 12 and 24 h post-dose, only SNAC data shown)

Special Features: Mechanistic study to assess tolerability and toxicokinetics of SNAC and its five principal metabolites after a single dose of SNAC

No Observed Adverse-Effect Level: N/A

Brief conclusion: SNAC was generally well tolerated. However, at 1000 mg/kg, 4 mice, out of a total of 80 mice dosed at this level, displayed adverse clinical signs
shortly after dosing which resulted in premature euthanasia of 3 females due to the severity of the clinical signs. There was generally a higher exposure of SNAC in
female mice compared to male mice but there was no clear relationship between plasma levels of SNAC and the adverse clinical signs.
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Nominal Dose (mg/kg/day)

0 (Control)

150

500

1000

0 (Control)

150

500

1000

Initial Number of Animals
Main

M: 10

M: 25

M: 25

M: 40

F: 10

F: 25

F: 25

F: 40

Toxicokinetics of SNAC
AUChas (ng*h/mL)

Chnax (ng/mL)

Noteworthy Findings
Died or euthanised/terminated prematurely

Clinical signs b
Abnormal respiration (fast/slow
abdominal/gasping)
Apathy
Reduced startle response
Reduced alertness
Reduced touch response
Passivity
Reduced body tone
Walking lower on limbs
Hunched posture
Eyes half closed
Subdued
Loss of righting reflex
Restlessness

N/A

N/A
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a: The 3 animals were euthanised at 7, 15 and 22 min post dose due to the severity of the clinical signs

b: Number of animals showing clinical sign
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Study ID: ONNCI11
NN Reference No.: 212471

Species/Strain: Rat / Sprague Dawley Duration of Dosing: 8 days (part 1), 1 day (part 2)

Location in CTD: 4.2.3.7.3-B-8

Initial Age: Unknown, body weight 224g-272g on | Duration of Post-dose: N/A
day of surgical implantation

Date of First Dose: 27 November 2012 Method of Administration: Oral gavage

Nominal Dose Levels: 0, 900 and 1500 mg/kg/day | Vehicle/Formulation: Water for injection

GLP Compliance: No

Parameters collected/calculated :

Study part 1: Blood pressure (systolic, diastolic and mean), heart rate, respiratory rate, tidal volume, inspiratory time, expiratory time, peak inspiratory flow and peak

expiratory flow.

Study part 2: Blood pressure (systolic, diastolic and mean), heart rate, ECG (RR, PR, QRS, QT and QTc intervals), respiratory rate, tidal volume, inspiratory time,

expiratory time, peak inspiratory flow, peak expiratory flow and body temperature.

Special Features: The study was designed to assess SNACs combined cardiovascular and respiratory effects.

No Observed Adverse-Effect Level: N/A

Brief Conclusion: Oral administration of SNAC at 900 and 1500 mg/kg/day resulted in acute decrease in blood pressure and increase in heart rate and respiratory rate.
Mortality observed in 7 out of 28 animals was preceded by ECG arrhythmias and respiratory arrest was observed 1 to 5 min prior to death by cardiac arrest.
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Study part and day Study part 1 (day 1) Study part 1 (day 8) Study part 2 (day 1)
Nominal Dose (mg/kg/day) 0 900 1500 0 900 1500 0 900 1500
(Control) (Control) (Control)

Initial Number of Animals

Main F:8 F:8 F:8 F:8 F: 6 F:5 F: 6 F: 6 F: 6
Noteworthy Findings
Mortality® 0/8 2/8 3/8 0/8 0/6 0/5 0/6 2/6 0/6
CV effects’
Systolic blood pressure (mmHg) -6 (180 min) |-15 (720 min) -10 (120 min) | -12 (120 min)
Diastolic blood pressure (mmHg) -9 (30 min) -14 (30 min) -14 30 min) | -8 (120 min)
Mean blood pressure (mmHg) -5 (180 min) -9 (30 min) -11 (120 min) | -10 (120 min)
Heart rate (beats per minute) +51 (30 min) | +59 (300 min) +46 (30 min) | +85 (120 min) +32 (30 min) | +75 (30 min)
Respiratory effects®
Respiratory rate (breaths/min) +20 (30 min) | +21 (30 min) +30 (30 min) | +16 (30 min)
Tidal volume (mL) +0.14 (30 min) | +0.15 (30 +0.22 (30 min) | +0.22 (30 min) +0.17 (30 min) | -0.12 (30 min)

min)
Minute volume (mL/min) +40 (30 min) | +32 (30 min) +28 (30 min) | +20 (30 min) +69 (30 min) +0.20 (30
min)

a: Number of occasions/animals out of total animal number

b: Noteworthy baseline and vehicle corrected effects representing a general treatment related effect
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2.6.7.1817J5 v MZH T HEERFEOKEHRETHEE (JLY0412) Study ID: JLY0412
NN Reference No.: 212392

Species/Strain: Rat/Sprague Dawley Duration of Dosing: Single dose Location in CTD: 4.2.3.7.3-B-9
Initial Age: 9-10 weeks Duration of Post-dose: N/A

Date of First Dose: 21 November 2012 Method of Administration: Oral (gavage) GLP Compliance: Yes
Nominal Dose Levels: 0, 900, 1500 mg/kg of Vehicle/Formulation: Water for injection, adjusted to pH 8.5

SNAC, and 800 mg/kg of sodium salicylate

Parameters collected: Clinical behavioural observations at 5 minute intervals (up to 20 min, 1 h or 2 h), Blood gases, electrolytes and glucose (predose, 20 and 40 min,
1,2, 4,8, 12, and 24 h post dose), Plasma insulin, SNAC plasma exposure (20 min, 1 h or 24 h post dose), CSF glucose, Stomach weights, pH and gastric juice
electrolytes, Gastric damage, Organ weights and Histopathology (selected organs)

Special Features: Mechanistic study to evaluate effects of SNAC which could be related to the observed mortality.

No Observed Adverse-Effect Level: N/A

Brief conclusion: SNAC induced dose dependent adverse clinical signs and mortality and produced a range of changes in clinical chemistry parameters, in liver, heart
and kidney weights, and in the gastrointestinal tract, of which the most noteworthy were low blood and CSF glucose, alkalosis and peracute mucosal necrosis in the
stomach/duodenum. These SNAC-induced effects occurred between 20 min and 1 h postdose and were not observed 24 h post dose. Only two parameters, reduced blood
and CSF glucose, could clearly be related to the clinical effects and mortality associated with SNAC.




Module 2.6.7.18 {5

101 of 126

Scheduled Termination Time

20 min post dose

1 h post dose

24 h post dose

Nominal Dose (mg/kg)

0
(Control)

900
SNAC

1500
SNAC

800
sodium
salicylate

0
(Control)

900
SNAC

1500
SNAC

800
sodium
salicylate

0
(Control)

900
SNAC

1500
SNAC

800 sodium
salicylate

Initial Number of Animals

F:10*

F: 11

F: 10?

F: 10?

F: 11

F: 11

F: 11

F: 11

F: 11

F: 11

F: 11

F: 11

Exposure
SNAC concentration (ng/mL)

Noteworthy Findings

Died or euthanised/terminated
prematurely?

Clinical signs®
Total no. of animals with signs

Apathy

Convulsions, total
Asphyxial
Tonic

Abnormal respiration, total
Abdominal
Slower
Gasping

Reduced alertness

Reduced startle response

Abnormal body carriage, total
Shuffling
Hunched

Abnormal gait, total
Walking lower on limbs
Waddling
Limbs spread further apart
Incapable of motor activity
Standing or walking on its
toes

N/A
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Scheduled Termination Time 20 min post dose 1 h post dose 24 h post dose
Nominal Dose (mg/kg) 0 900 1500 800 0 900 1500 800 0 900 1500 800 sodium
(Control)| SNAC | SNAC | sodium |(Control)| SNAC | SNAC | sodium |(Control) | SNAC | SNAC salicylate
salicylate salicylate
Initial Number of Animals F: 10? F: 11 F: 10* F: 10* F: 11 F: 11 F: 11 F: 11 F: 11 F:11 | F: 11 F: 11
Increased pupil diameter 0 1 1 0 0 0 2 0 0 1 2 0
Passivity 0 2 4 0 0 1 6 0 0 1 2 0
Reduced body tone 0 3 3 0 0 1 6 0 0 1 2 0
Twitches 0 0 0 0 0 1 1 0 0 0 1 0
Salivation 0 0 0 0 0 0 1 0 0 0 0 0
Clinical chemistry
Blood glucose (mmol/L)
Pre-dose 7.0 6.9 7.2 7.0 5.9 6.4 6.1 6.0 7.9 7.6 7.3 8.3
20 min post dose 7.3 5.7%* 5.5%* 7.0 - - - - - - - -
CSF glucose (mmol/L)
20 min post dose 2.9 2.1%% 2.1%* 2.6 - - - - - - - -
1h post dose NS NS NS NS 3.0 2.9 2.3%* 2.6% - - - -
Blood pH
Pre-dose 7.48 7.49 7.47 7.46 7.48 7.47 7.47 7.47 7.47 7.47 7.49 7.48
20 min post dose 7.48 7.51% 7.52% 7.56%%* - - - - - - - -
Blood pCO, (kPA)
Pre-dose 3.7 3.7 3.8 3.7 3.9 3.9 4.0 3.8 3.9 3.7 3.7 3.9
40 min post dose - - - - 3.8 4.1 4.6%* 3.4%* - - - -
Blood pO; (kPA)
Pre-dose 12.3 12.3 11.9 11.7 13.1 13.1 12.8 12.9 13.2 14.1 13.4 12.9
20 min post dose 12.0 14.9%% | 14.4%*% | 13.6%* - - - - - - - -
40 min post dose NS NS NS NS 12.4 13.2 14.9%%* 13.1 - - - -
1 h post dose NS NS NS NS 11.9 12.5 14.8%* | 14.3%** - - - -
Blood 5O, (%)
Pre-dose 99.4 99.6 99.2 96.4 99.7 99.8 99.3 99.2 99.1 99.5 99.5 99.2
20 min post dose 98.7 100.9* | 101.0* | 101.2%** - - - - - - - -
40 min post dose - - - - 99.6 100.1 100.4 100.2 - - - -
1 h post dose - - - - 98.3 98.3 100.5* | 100.4** - - - -




Module 2.6.7.18 {1k 103 of 126
Scheduled Termination Time 20 min post dose 1 h post dose 24 h post dose
Nominal Dose (mg/kg) 0 900 1500 800 0 900 1500 800 0 900 1500 800 sodium
(Control)| SNAC | SNAC | sodium |(Control)| SNAC | SNAC | sodium |(Control) | SNAC | SNAC salicylate
salicylate salicylate
Initial Number of Animals F: 10? F: 11 F: 10* F: 10* F: 11 F: 11 F: 11 F: 11 F: 11 F:11 | F: 11 F: 11
Blood HCO3; (mmol/L)
Pre-dose 20.5 20.8 20.8 19.7 21.6 21.3 21.4 20.8 20.8 20.2 20.7 21.7
20 min post dose 19.9 22.2% 22.4%* 21.8 - - - - - - - -
40 min post dose - - - - 22.4 24 2% 24 .8%* 21.5 - - - -
Blood base excess (mmol/L)
Pre-dose -1.3 -0.9 -1.2 2.3 -0.2 -0.7 -0.7 -1.1 -1.2 -1.7 -1.0 -0.2
20 min post dose -2.0 0.7* L.1%** 1.5%* - - - - - - - -
Blood sodium (mmol/L)
Pre-dose 141.5 141.5 143.1 143.7 141.7 140.6 141.3 141.5 141.6 | 141.8 | 142.8 142.2
20 min post dose 141.8 | 143.9%* | 144.4%* | 143.9*% - - - - - - - -
Blood potassium (mmol/L)
Pre-dose 4.2 4.0 4.2 4.1 4.1 4.2 43 4.0 4.0 4.1 4.0 3.9
20 min post dose 4.7 3.6%* 3.9%* 4.1% - - - - - - - -
Blood calcium (mmol/L)
Pre-dose 1.34 1.33 1.34 1.30 1.34 1.34 1.35 1.33 1.33 1.35 1.31 1.31
20 min post dose 1.31 L.14%% | 1.18%* | 1.22%%* - - - - - - - -
40 min post dose - - - - 1.28 1.20%* 1.17%% | 1.15%%* - - - -
1 h post dose - - - - 1.27 1.25 1.19%*% | 1.10%* - - - -
Organ weights
Heart
Absolute weight (g) 0.9864 | 0.9086 | 1.0116 | 0.9708 1.0456 | 0.9062 | 0.8279* | 0.9460 | 0.9494 |0.9089| 0.9375 0.9928
% of body weight 0.4193 | 0.3957 | 0.4369 | 0.4304 | 0.4511 | 0.3831* | 0.3550* | 0.4114 | 0.4122 [0.3909| 0.4023 0.4355
Kidney
Absolute weight (g) 1.8913 [2.2365%**|2.2772**| 2.0385 | 2.2725 | 2.2248 | 2.2617 | 2.1595 | 2.0486 |[2.1017| 2.0786 2.1821
% of body weight 0.8044 [0.9778**(0.9871**| 0.9007** | 0.9872 | 0.9392 | 0.9688 | 0.9363 0.8903 {0.9030| 0.8906 0.9576
Liver
Absolute weight (g) 8.5500 | 7.5759* | 7.6163* | 7.3153**| 8.0271 | 7.7579 | 7.2281 | 7.8402 | 10.5045 |9.9483|10.5751 8.3402%*
% of body weight 3.6388 | 3.3006* | 3.2972* | 3.2423* | 3.4875 | 3.2800 | 3.0935 | 3.4000 | 4.5654 |4.2726| 4.5345 3.6659%*
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Scheduled Termination Time 20 min post dose 1 h post dose 24 h post dose
Nominal Dose (mg/kg) 0 900 1500 800 0 9200 1500 800 0 900 1500 800 sodium
(Control)| SNAC | SNAC | sodium |(Control)| SNAC | SNAC | sodium |(Control) | SNAC | SNAC salicylate
salicylate salicylate
Initial Number of Animals F: 10? F: 11 F: 10* F: 10* F: 11 F: 11 F: 11 F: 11 F: 11 F:11 | F: 11 F: 11
Stomach Parameters
Stomach content weight (g) 0.9219 [2.5381**(2.8221**| 2.0609** | 0.7306 |2.5480%*|3.2168**| 2.7400%* | 2.8812 |2.7449| 2.4937 10.5803**
Gastric damage score 0.05 0.18 0.11 0.05 0.09 0.35% 0.42%* 0.05 0.05 0.20 0.11 0.15
Gastric juice pH 3.4 7.3%* 7.3%* 6.0%* 3.5 7.1%* 7.3%* 6.3%* 4.5 3.9 4.4 4.6
Gastric juice volume (mL) 0.00 0.70%* | 0.99%* | (.55%* 0.00 0.46%* | 0.94%* | (.81%* 0.005 | 0.004 | 0.016 0.747**
Macropathology
Stomach (number examined) 10 11 9(1) 10 11 10 (1) 6(5) 11 11 11 11 11
Corpus dark area 0 0 0 0 0 2 1 0 0 0 0 0
Corpus mucosa red 0 1 0 0 0 0 0 0 0 0 0 0
Histopathology
Stomach (no. examined) 10 11 9(1) 10 11 10 (1) 6 (5) 11 11 10 11 11
Peracute mucosal necrosis 0 5 2 0 0 4 2 0 0 (Df (Df 0
— glandular region, minimal
Peracute mucosal necrosis 0 4 5(1) 0 0 4(1) 3(3) 0 0 0 (Df 0
— glandular region, slight
Peracute mucosal necrosis 0 2 2 0 0 0 1(1) 0 0 0 0 0
— glandular region,
moderate
Peracute mucosal necrosis 0 11 9(1) 0 0 8 (1) 6(4) 0 0 (Df 2)f 0
— glandular region, total
Duodenum (no. examined) 9 11 9(1) 10 11 10 (1) 6(5) 11 11 10 11 11
Peracute mucosal necrosis, 0 3 3 0 0 2 3(2) 0 0 0 (Df 0
minimal
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Scheduled Termination Time 20 min post dose 1 h post dose 24 h post dose
Nominal Dose (mg/kg) 0 900 1500 800 0 9200 1500 800 0 900 1500 800 sodium
(Control)| SNAC | SNAC | sodium |(Control)| SNAC | SNAC | sodium |(Control) | SNAC| SNAC salicylate
salicylate salicylate

Initial Number of Animals F: 10? F: 11 F: 10* F: 10* F: 11 F: 11 F: 11 F: 11 F: 11 F:11 | F: 11 F: 11
Peracute mucosal necrosis, 0 0 2 0 0 4(1) 0 0 0 0 (Df 0
slight
Peracute mucosal necrosis, 0 3 5 0 0 6 (1) 3(2) 0 0 0 Q) 0
total

a: Only 10 animals in the group as one animal was found dead one day prior to dosing, and two animals were not used as the carotid artery indwelling cannula could not
be found

b: Mean concentration do not include value from one animal sampled unscheduled at 23 min post dose. This animal had a concentration of 1270000 ng/mL

¢: Mean concentration do not include values from two animals sampled unscheduled at 25 and 33 min post dose. These animals had concentrations of 1010000 and
1270000 mg/mL, respectively

d: In the 20 min and 1 h subgroups, animals died between 15 and 31 min postdose. In the 24 h subgroup, 3 animals were euthanised at 26, 32 and 39 min post dose,
respectively

e: Incidences. Clinical signs were observed between 5 min and 1 h post dose. Note: the total incidence of a sign is not necessarily the sum of the types of that sign, as
more than one sign may have occurred at the same time point

f: In the 24 h subgroup, 3 animals were euthanised at 26, 32 and 39 min post dose, respectively

* p<0.05, ** p<0.01, vs. control; (pairwise test)

- Not sampled at this time point

() Values in bracket indicate incidence of findings in the premature decedents or number of decedents. To get the total incidence both values should be combined
CSF Cerebrospinal fluid



Module 2.6.7.18 {5 106 of 126

2.6.7.18.17.K Zv MIBIT58RARSRETAER (JLY0413) Study ID: JLY0413
NN Reference No.: 212434

Species/Strain: Rat/Sprague Dawley Duration of Dosing: Single dose Location in CTD: 4.2.3.7.3-B-10
Initial Age: 9-10 weeks Duration of Post-dose: N/A
Date of First Dose: 14 November 2012 Method of Administration: Intravenous (bolus or continuous GLP Compliance: No
infusion for 3.5 h)
Nominal Dose Levels: 200 mg/kg Vehicle/Formulation: Water for injection, adjusted to pH 8.5

Parameters collected: Clinical behavioural observations at 5 minute intervals (up to 3.5 h), Toxicokinetics (5, 10, 15, 30, 45, min, 1 1.25, 1.5, 2, 2.5, 3 and 3.5 h post
dose), CSF glucose, Stomach weights, pH and gastric juice electrolytes, Organ weights and Histopathology (selected organs)

Special Features: Mechanistic study to investigate whether clinical signs observed after intravenous administration of SNAC were driven by Cmax €xposure or
accumulative exposure (AUC). Comparison was made between the two SNAC treated groups and no vehicle control group was included.

No Observed Adverse-Effect Level: N/A

Brief conclusion: .Intravenous bolus administration of SNAC caused clinical signs or mortality in three animals at 5-10 min after dosing. In contrast, 3.5 h of continuous
intravenous administration of the same dose of SNAC, 200 mg/kg, produced no noteworthy changes. Due to differences in clearance following i.v. bolus administration
and i.v. continuous infusion, leading to a lower AUC after continuous infusion than after bolus administration, it was not possible to meet the primary objective of the
study, i.e. to investigate whether clinical signs observed after intravenous administration of SNAC were driven by Cmax exposure or accumulative exposure (AUC).




Module 2.6.7.18 {5

107 of 126

Nominal Dose (mg/kg) 200 (Bolus) 200 (Continuous infusion)
Initial Number of Animals
Main (Behavioural observations) F: 6 F: 6
Satellite (Toxicokinetics) F: 7" F: 6
Toxicokinetics
AUCo.3 sn (ng*h/mL) 169000 37300
AUC()_() 083h (ng*h/mL) 47300 278
Crnax (ng/mL) 547000 19800
Clearance (mL/h/kg)) 1190 5360
Noteworthy Findings
Died or euthanised/terminated prematurely® 1 0
Clinical signs”
Apathy | 0
Reduced body tone 2 0
Passivity 2 0
Abnormal gait 1 0

Walking lower on limbs

a: One animal died approximately 7 min post dose and was immediately discarded and replaced with another animal without further examination as a dosing error was

assumed
b Number of animals with sign
CSF Cerebrospinal fluid
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26.71817L5 v FMIB T2 HEEROKER VT IILI—R 5 HHARGTRER (JLY0468) Study ID: JLY0468
NN Reference No.: 213299

Species/Strain: Rat/Sprague Dawley Duration of Dosing: Single dose Location in CTD: 4.2.3.7.3-B-11
Initial Age: 7-10 weeks Duration of Post-dose: N/A

Date of First Dose: 24 September 2013 Method of Administration: Oral (gavage) GLP Compliance: No

Nominal Dose Levels: 0 and 1500 mg/kg Vehicle/Formulation: Water for injection, adjusted to pH 8.5

Parameters collected: Clinical behavioural observations at 5 minute intervals (up to 2 h, then 6, 12 and 24 h post dose), Blood gases, electrolytes, glucose, insulin, and
glucagon (10, 15, 20, 60 min post dose), Toxicokinetics of SNAC and 5 principal metabolites (5, 10, 15, 20, 40 min, and 1, 1.5, 2, 3, 4, 6, 12 and 24 h post dose), Plasma
GLDH, BHA, and lactate (20 and 60 min post dose), CSF glucose and lactate (20 and 60 min post dose), Liver glycogen (20 and 60 min post dose).

Special Features: Mechanistic study to evaluate the effect of concomitant intravenous glucose infusion on SNAC related adverse effects

No Observed Adverse-Effect Level: N/A

Brief conclusion: 33 out of 89 SNAC treated animals were euthanised due to the severity of clinical signs, which occurred mainly within the first 2 hours of dosing.
Animals had abnormal respiration, gait and body posture, loss of body tone and alertness, culminating in loss of righting reflex and tonic convulsions. A few animals
were completely unaffected or showed only few mild clinical signs. There was no effect of concomitant glucose administration on the clinical signs, but there was a clear
correlation at the individual animal level between SNAC exposure and clinical signs. The time to maximum concentration of SNAC was early after dosing, correlating
with the development of clinical signs. SNAC decreased glucose levels in the blood, liver and CSF. There was a clear individual correlation between low blood glucose
and clinical signs in the group concomitantly dosed with saline. Plasma and CSF lactate levels were increased by SNAC with a clear individual correlation to clinical
signs regardless of glucose administration. Furthermore, SNAC decreased plasma levels of the ketone B-hydroxbutyric acid (BHA) and tended to increase plasma insulin
levels, especially when administered concomitantly with glucose, but there was no indication of the low glucose levels being due to high insulin levels. An increase in
plasma glucagon levels in the SNAC treated animals was clearly correlated to decreased blood glucose levels. SNAC further caused changes in blood gases and
electrolytes. The observed effects were considered to be consistent with an effect of SNAC on cellular respiration.
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Scheduled Termination Time

20 min post dose

60 min post dose

24 h post dose

Nominal Dose (mg/kg) Control Control 1500 1500 Control Control 1500 1500 1500 1500
(Vehicle) | (Vehicle) (Vehicle) | (Vehicle)
Concomitant Intravenous Infusion Saline Glucose Saline Glucose Saline Glucose Saline Glucose N/A N7A
Initial Number of Animals
Main F:7 F:7 F: 14 F: 15 F:8 F:7 F: 15 F: 15 M: 15 F: 15

Toxicokinetics
AUCs (ng*h/mL)

No clinical signs N/A N/A 106000 N/A N/A 424000 163000 281000
Mild clinical signs N/A N/A 173000 N/A N/A 237000 323000 411000
Moderate clinical signs N/A N/A 274000 N/A N/A 227000 361000 437000
Marked clinical signs N/A N/A 299000 N/A N/A 616000 521000 1190000
Marked clinical signs and N/A N/A 213000 N/A N/A 274000 511000 350000
euthanised
Crnax (ng/mL)

No clinical signs N/A N/A 467000 N/A N/A ! 396000 503000
Mild clinical signs N/A N/A 679000 N/A N/A 577000 692000
Moderate clinical signs N/A N/A 1080000 N/A N/A 538000 851000
Marked clinical signs N/A N/A 1180000 N/A N/A 663000 833000
Marked clinical signs and N/A N/A 1480000 N/A N/A 799000 1190000
euthanised

Noteworthy Findings

Died or euthanised/terminated 0 0 50 42 0 0 7* 7 42 6

prematurely

Clinical signs*

Total no. of animals with signs 0 0 11 14 0 0 14 15 14 15
Apathy 0 0 8 10 0 0 10 8 8 6
Convulsions, total 0 0 4 4 0 0 6 7 3 5

Tonic 0 0 4 4 0 0 6 6 3 5
Intermittent stretching one leg 0 0 0 0 0 0 0 1
Abnormal respiration, total 0 0 10 13 0 0 13 12 10 13
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Scheduled Termination Time 20 min post dose 60 min post dose 24 h post dose
Nominal Dose (mg/kg) Control Control 1500 1500 Control Control 1500 1500 1500 1500
(Vehicle) | (Vehicle) (Vehicle) | (Vehicle)
Concomitant Intravenous Infusion Saline Glucose Saline Glucose Saline Glucose Saline Glucose N/A N7A
Initial Number of Animals
Main F:7 F:7 F: 14 F: 15 F:8 F:7 F: 15 F: 15 M: 15 F: 15
Abdominal 0 0 8 10 0 0 12 12 5 13
Faster 0 0 5 5 0 0 7 4 10 10
Slower 0 0 1 0 0 0 2 2 0 3
Shallow 0 0 1 0 0 0 0 0 0 3
Gasping 0 0 4 2 0 0 6 7 0 2
Reduced alertness 0 0 7 9 0 0 11 11 10 9
Reduced startle response 0 0 7 9 0 0 11 11 10 9
Abnormal body carriage, total 0 0 4 10 0 0 8 4 6 10
Shuffling 0 0 0 2 0 0 0 0 0 0
Hunched 0 0 0 0 0 0 3 4 0 8
Flat 0 0 4 8 0 0 5 0 5 3
Hind quarters raised 0 0 0 0 0 0 0 0 1 0
Abnormal gait, total 0 0 10 14 0 0 14 15 10 11
Walking lower on limbs 0 0 10 14 0 0 14 15 9 11
Walking on toes 0 0 0 0 0 0 0 1 1 0
Limbs spread further apart 0 0 0 1 0 0 0 0 0 0
Passivity 0 0 8 9 0 0 10 6 6 7
Reduced body tone 0 0 6 11 0 0 11 10 8 8
Twitches 0 0 2 1 0 0 1 0 0 1
Reduced touch response 0 0 8 11 0 0 10 9 5 8
Cold to touch 0 0 3 2 0 0 2 1 4 2
Loss of righting reflex 0 0 3 3 0 0 5 2 2 2
Restlessness 0 0 1 2 0 0 3 7 0 2
Tremor, intermittent 0 0 0 1 0 0 0 0 0 0
Diarrhoea 0 0 0 1 0 0 0 0 0 0
Piloerection 0 0 0 0 0 0 1 4 9 8
Vocalisation 0 0 0 0 0 0 0 2 0 2
Ataxia 0 0 0 0 0 0 0 1 0 3
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Scheduled Termination Time

20 min post dose

60 min post dose

24 h post dose

Nominal Dose (mg/kg)

Control
(Vehicle)

Control
(Vehicle)

1500

1500

Control
(Vehicle)

Control
(Vehicle)

1500

1500

1500

1500

Concomitant Intravenous Infusion

Saline

Glucose

Saline

Glucose

Saline

Glucose

Saline

Glucose

N/A

N7A

Initial Number of Animals
Main

F:7

F:7

F: 14

F: 15

F:8

F:7

F: 15

F: 15

F: 15

Grading of clinical signs
None
Mild
Moderate
Marked
Marked - euthanised

Clinical Chemistry

Glucose, blood (mmol/L)

Pre-dose

10 min post dose

20 min post dose
Glucose, CSF (mmol/L)

20 min post dose

60 min post dose
Glucose, liver (mmol/L)

20 min post dose

60 min post dose
Lactate, plasma (mg/dL)

20 min post dose

60 min post dose
Lactate, CSF (mg/dL)

20 min post dose

60 min post dose
B-hydroxbutyric acid,plasma(nmol/L)

20 min post dose

60 min post dose

S O OO

7.2

8.1

9.8

4.16

0.16

21.2

35.1

0.56

S O O O

7.9

10.6

19.8*

4.83*

0.32

30.3

34.6

0.38%*

hn O N W

7.1

11.9

5.9%

2.77%*

0.04%*

69.3%%*

59.5%%*

0.18%*

B WD~

10.6

12,14
1117

3.57

0.10##

80.4##

76.1##

0.10##

S OO O X

7.6
9.0
9.8

3.80

0.14

17.1

25.0

0.74

S OO O

11.1
11.0
16.4%*

4.66

0.39%*

21.1

31.2%

0.28%*

~N W = W

7.5
5.9%
7.9

2.99

0.06**

26.9

42 1%*

0.21%**

R (ST S I SN )

9.4

9.41+
9.4

4401+

0.08##
332

44. 144

0.08#

W N B =

AN = N W =
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Scheduled Termination Time

20 min post dose

60 min post dose

24 h post dose

Nominal Dose (mg/kg) Control Control 1500 1500 Control Control 1500 1500 1500 1500
(Vehicle) | (Vehicle) (Vehicle) | (Vehicle)
Concomitant Intravenous Infusion Saline Glucose Saline Glucose Saline Glucose Saline Glucose N/A N7A
Initial Number of Animals
Main F:7 F:7 F: 14 F: 15 F: 8 F:7 F: 15 F: 15 M: 15 F: 15
Insulin, plasma (ng/mL)
Pre-dose 0.780 1.013 0.482 0.742 1.089 1.116 0.485 0.831 - -
10 min post dose 0.483 0.850 1.481 4.904##7 T 0.746 0.883 1.148 3.36TH##TT - -
Glucagon, plasma (pg/mL)
Pre-dose 205.5 77.9 162.5 407.7 544.8 418.2 221.0 58.9
10 min post dose 188.9 S1.1%* 789.6%* 854.2## 565.5 474.4 1513.1%% | 560.9%##
pH, blood
Pre-dose 7.45 7.45 7.46 7.46 7.47 7.42 7.47 7.48 - -
10 min post dose 7.46 7.48 7.52%* 7.52# 7.53 7.49 7.53 7.52# - -
pCO», blood (kPa)
Pre-dose 3.4 3.5 3.5 3.8 3.8 4.2 3.8 3.6 - -
10 min post dose 3.5 3.7 2.9 2.6## 35 3.5 2.7* 2.8 - -
15 min post dose 3.5 3.7 2.7% 2.8 - - - - - -
0O, blood (kPa)
Pre-dose 12.7 12.3 12.4 11.6 13.9 13.1 13.6 13.6 - -
10 min post dose 13.5 11.3 14.4 15.04# 13.5 133 16.3%** 16.0## - -
15 min post dose 12.5 12.0 16.0%* 15.1## - - - -
20 min post dose 11.7 12.8 14.2% 15.4# 12.9 11.9 16.0%**- 15.6## - -
5O, blood (%)
Pre-dose 99.8 98.1 99.1 98.4 99.8 97.4 98.1 99.5 - -
10 min post dose 98.6 97.8 100.4* 100.8## 100.5 99.7 99.5 100.6
15 min post dose 97.8 98.6 100.9** 97.9 - - - - - -
HCO3", blood (mmol/L)
Pre-dose 17.7 18.3 18.6 19.8 20.7 20.1 20.5 19.8 - -
10 min post dose 18.6 20.4 17.7 15.9# 22.0 20.0 16.9%* 17.0 - -
Base excess, blood (mmol/L)
Pre-dose -4.4 -4.0 -3.4 2.4 -1.4 -3.1 -1.5 -1.9 - -
10 min post dose -3.4 -1.5 -3.2 -4.9 0.8 -1.8 -3.6% -3.8 - -
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Scheduled Termination Time 20 min post dose 60 min post dose 24 h post dose
Nominal Dose (mg/kg) Control Control 1500 1500 Control Control 1500 1500 1500 1500
(Vehicle) | (Vehicle) (Vehicle) | (Vehicle)
Concomitant Intravenous Infusion Saline Glucose Saline Glucose Saline Glucose Saline Glucose N/A N7A
Initial Number of Animals
Main F:7 F:7 F: 14 F: 15 F:8 F:7 F: 15 F: 15 M: 15 F: 15
Na'*, blood (mmol/L)
Pre-dose 144 144 145 144 144 143 144 144 - -
10 min post dose 146 143 145 146## 140 143* 145%%* 146# - -
15 min post dose 143 143 147%* 147## - - - - - -
20 min post dose 143 140 146%* 146## 141 141 144%%* 146## - -
Ca?", blood (mmol/L)
Pre-dose 1.26 1.29 1.27 1.28 1.30 1.34 1.30 1.27 - -
10 min post dose 1.26 1.28 1.15%* 1.16## 1.25 1.19 1.16%* 1.14 - -
15 min post dose 1.21 1.25 1.14%* 1.14# - - - - - -
20 min post dose 1.22 1.14 1.13* 1.16 1.24 1.24 1.19 1.18 - -
CI', blood (mmol/L)
Pre-dose 112.7 112 113 112 112 113 113 115 - -
10 min post dose 111.4 111 116* 118## 111 113 119%* 118## - -
15 min post dose 113 112 118%%* 118## - - - - - -
20 min post dose 112.3 110 118%* 118## 110 111 114 117# - -

CSF Cerebrospinal fluid

a: All animals were euthanised due to the severity of their clinical signs
b: Three of these animals lost their righting reflex at 20, 18 and 20 min post dose and where therefore considered as euthanised although they were terminated at the

scheduled time point

c¢: One of these animals were euthanised due to problems with the dorsal carotid artery cannula access and this was not considered treatment related
d: Incidences. Clinical signs were generally observed between 5 min and 2 h post dose. Note: the total incidence of a sign is not necessarily the sum of the types of that

sign, as more than one sign may have occurred at the same time point

- Not sampled/ Not sampled at this time point
Statistical significance of difference from Control+saline-group: * p<0.05, ** p<0.01
Statistical significance of difference from Control+glucose-group: # p<0.05, ## p<0.01
Statistical significance of difference from SNAC+saline-group: 1 p<0.05, 1 p<0.01
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2.6.7.18.17.M ERHBBEHS Y MIBITHEREROKSRETHE (JLY0517) Study ID: JLY0517
NN Reference No.: 214112

Species/Strain: Rat/Sprague Dawley Duration of Dosing: Single dose Location in CTD: 4.2.3.7.3-B-12
Initial Age: 9-11 weeks Duration of Post-dose: N/A

Date of First Dose: 03 April 2014 Method of Administration: Oral (gavage) GLP Compliance: No

Nominal Dose Levels: 0, 75, 200, 500, 900 and Vehicle/Formulation: Water for injection, adjusted to pH 8.5

1500 mg/kg

Parameters collected: Clinical behavioural observations at 5 minute intervals (up to 2 h, then 6, 12 and 24 h post dose), Plasma glucose, lactate, pyruvate, -
hydroxybutyric acid, acetoacetate, glutamate dehydrogenase, free fatty acids, triglycerides, (predose and 20 min post dose), Toxicokinetics of SNAC and 5 principal
metabolites in plasma (2, 5, 10, 20, 40 min, and 1, 1.75, 3, 4, 6, 12 and 24 h post dose) and CSF (20 min and 24 h post dose), CSF glucose and lactate (20 min post dose),
Liver glycogen (20 min and 24 h post dose), Macropathology, histopathology and electromicroscopy of selected organs.

Special Features: Mechanistic study to investigate the mechanisms underlying the side effects of SNAC, the dose response, and the effect of different fasting regimens.

No Observed Adverse-Effect Level: N/A

Brief conclusion: SNAC induced adverse clinical signs which occurred at 500 mg/kg and above, within 20 min after dosing, and which correlated with SNAC
concentrations in plasma and CSF. Clinical signs comprised abnormal respiration, gait and body posture, loss of body tone and alertness, culminating in loss of righting
reflex and tonic convulsions. Overnight fasting made the animals more sensitive towards the effects of SNAC. At 900 mg/kg, 2 out of 6 overnight fasted TK animals
were euthanised shortly after dosing due to the severity of the clinical signs. At 1500 mg/kg, SNAC induced clinical signs were more frequent and severe in the overnight
fasted animals than in the animals fasted for 3 hours prior to dosing. In total, 6 animals were euthanised due to the severity of clinical signs, one animal in the group
which was fasted for 3 hours and 5 animals in the group which was overnight fasted. SNAC induced acute increases in plasma and CSF lactate concentration as well as
reduced plasma ketone bodies (B-hydroxybutyrate), plasma and CSF glucose, and liver glycogen. No effects were observed on mitochondrial morphology, but the
mitochondrial mass in the hepatocytes seemed to increase in animals treated with 1500 mg/kg SNAC after overnight fasting, although the relationship to SNAC was
uncertain.
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Scheduled Termination Time 20 min post dose 24 h post dose
Nominal Dose (mg/kg) Control 75 200 500 900 1500 1500 75 200 500 900
(Vehicle)
Fasting regimen 3h 3h 3h 3h 3h 3h Overnight | Overnight | Overnight | Overnight| Overnight
Initial Number of Animals
Main 8F 8F 8F 8F 10F 15F 15F 0 0 0 0
Satellite (Toxicokinetics) 0 0 0 0 0 0 0 3F 3F 3F 6 F
Toxicokinetics®
AUChs (ng*h/mL) N/A - - - - - - 6580 44600 214000 226000
Crax (ng/mL) N/A - - - - - - 56700 210000 434000 348000
Noteworthy Findings
Died or euthanised/terminated 0 0 0 0 0 1° 5b 0 0 0 20
prematurely
Clinical signs
Total no. of animals with signs 0 0 0 0 0 9 15 0 0 1 6
Apathy 0 0 0 0 0 0 10 0 0 0 3
Convulsions, tonic 0 0 0 0 0 0 2 0 0 0 1
Abnormal respiration, total 0 0 0 0 0 3 11 0 0 1 3
Abdominal 0 0 0 0 0 2 10 0 0 1 3
Faster 0 0 0 0 0 2 9 0 0 1 3
Slower 0 0 0 0 0 0 2 0 0 0 0
Gasping 0 0 0 0 0 0 1 0 0 0 2
Reduced alertness 0 0 0 0 0 5 10 0 0 1 3
Reduced startle response 0 0 0 0 0 5 10 0 0 1 3
Abnormal body carriage, total 0
Shuffling 0 0 0 0 0 1 0 0 0 1 0
Hunched 0 0 0 0 0 0 0 0 0 1 1
Abnormal gait, total 0 0 0 0 0 8 15 0 0 1 6
Walking lower on limbs 0 0 0 0 0 8 15 0 0 1 6
Waddling 0 0 0 0 0 1 2 0 0 0 1
Limbs spread further apart 0 0 0 0 0 0 0 0 0 0 1
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Scheduled Termination Time 20 min post dose 24 h post dose
Nominal Dose (mg/kg) Control 75 200 500 900 1500 1500 75 200 500 900
(Vehicle)
Fasting regimen 3h 3h 3h 3h 3h 3h Overnight | Overnight | Overnight | Overnight| Overnight
Initial Number of Animals
Main 8F 8F 8F 8F 10F 15F 15F 0 0 0 0
Satellite (Toxicokinetics) 0 0 0 0 0 0 0 3F 3F 3F 6 F
Standing or walking on toes 0 0 0 0 0 0 0 0 0 0 1
Passivity 0 0 0 0 0 3 11 0 0 0 3
Reduced body tone 0 0 0 0 0 1 11 0 0 0 0
Head twitches 0 0 0 0 0 0 1 0 0 0 0
Reduced touch response 0 0 0 0 0 1 11 0 0 0 3
Cold to touch 0 0 0 0 0 0 0 0 0 1 1
Loss of righting reflex 0 0 0 0 0 1 3 0 0 0 1
Tremor, intermittent 0 0 0 0 0 0 0 0 0 0 1
Piloerection 0 0 0 0 0 0 0 0 0 1 0
Vocalisation 0 0 0 0 0 1 1 0 0 0 0
Grading of clinical signs
None 8 8 8 8 10 6 0 3 3 2 0
Mild 0 0 0 0 0 6 3 0 0 0 3
Moderate 0 0 0 0 0 2 2 0 0 1 0
Marked 0 0 0 0 0 0 5 0 0 0 1
Marked - euthanised 0 0 0 0 0 1 5 0 0 0 2
Clinical Chemistry
Glucose, plasma (mmol/L)
Predose 6.5 7.1 6.5 7.6 7.0 7.3 5.3## - - - -
20 min post dose 7.4 8.0 7.8 7.8 6.5 7.6 4. 1## - - - -
Glucose, CSF (mmol/L)
20 min post dose 4.50 4.97 4.78 4.44 4.17 4.33 2.51## - - - -
Glucose, liver (mmol/L)
20 min post dose 0.55 0.63 0.78** 0.84%* 0.92%* | 1.00%** 0.1## - - - -
Glucogen, liver (mmol/L)
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Scheduled Termination Time 20 min post dose 24 h post dose
Nominal Dose (mg/kg) Control 75 200 500 900 1500 1500 75 200 500 900
(Vehicle)
Fasting regimen 3h 3h 3h 3h 3h 3h Overnight | Overnight | Overnight | Overnight| Overnight
Initial Number of Animals
Main 8F 8F 8F 8F 10F 15F 15F 0 0 0 0
Satellite (Toxicokinetics) 0 0 0 0 0 0 0 3F 3F 3F 6 F
20 min post dose 5.95 6.46 4.56 3.46 3.57 4.13* -0.02## - - - -
Lactate, plasma (mg/dL)
Predose 343 38.9 332 40.5 40.0 39.2 34.7 - - - -
20 min post dose 32.1 36.1 28.8 35.4 343 42.0 65.3## - - - -
Lactate, CSF (mg/dL)
20 min post dose 28.6 30.3 29.3 33.6 35.1%% | 43.6%* 59.5 - - - -
B-hydroxbutyric acid (BHA),
plasma(mmol/L)
predose 0.14 0.10 0.08 0.12 0.10 0.10 0.65## - - - -
20 min post dose 0.14 0.07 0.05 0.04* 0.03** | 0.04** 0.19## - - - -
Acetoacetate (mmol/L)
Pre-dose 0.0416 0.0222 | 0.0406 0.0581 0.0835 | 0.0446 | 0.2662## - - - -
20 min post dose 0.0480 0.0271 0.0687 0.0744 0.0703 | 0.0374 | 0.1272## - - - -
BHA/acetoacetate ratio
Pre-dose 5.36 5.00 2.26 2.63 1.25 3.78 2.74 - - - -
20 min post dose 3.51 3.62 0.87 0.76%* 0.52%%* 1.48* 1.55 - - - -
Histopathology
Liver (no. examined) 3 0 0 0 0 6 6 - - - -
Decreased rarefaction, 0 0 0 0 0 3 6 - - - -
minimal
Electron Microscopy
Liver (no. examined) 2 - - - - 3 3 - - - -
Mitochondrial mass (volume 12.5- - - - - 14.0 19.6 - - - -
fraction, %)
Number of mitochondria 15 - - - - 16 21 - - - -
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-1 As there were only two sampling time points in main study animals, these are not considered suitable for description of tm.x and AUC

a: SNAC data presented here. For information on toxicokinetics of the five principal metabolites (E494, E506, E1245, E1246 or E1247) see study report M 4.2.3.7.3-B-
12, JLYO0517 (page 438/Appendix C - TK section report)

b: All animals were euthanised due to the severity of their clinical signs

Statistically significant difference from the control * p<0.05, ** p<0.01

Statistically significant difference from 1500 mg/kg with 3 h fasting: # p<0.05, ## p<0.01

- Not sampled, or not sampled at this time point
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2.6.7.18.17.N Zv MMIEIT5 13 BREORSRRSESHER (JLY0532) Study ID: JLY0532
NN Reference No.: 214214

Species/Strain: Rat/Sprague Dawley Duration of Dosing: 13 weeks Location in CTD: 4.2.3.7.3-B-13
Initial Age: 8-10 weeks (males) and 10-12 weeks | Duration of Post-dose: N/A

(females)

Date of First Dose: 08 July 2014 Method of Administration: Oral (gavage) GLP Compliance: No

Nominal Dose Levels: 0, 75, 200, and 500 Vehicle/Formulation: Water for injection, adjusted to pH 8.5

mg/kg/day

Parameters collected: Clinical behavioural observations at 5 minute intervals (up to 2 h, then 5-6 h post dose) on day 1, 42 and 91, and general observations for 1 h post
dose on all other days, Plasma glucose, lactate, pyruvate, B-hydroxybutyric acid, acetoacetate, glutamate dehydrogenase, free fatty acids, triglycerides, (predose and 20
min post dose), Oxidative stress, Toxicokinetics of SNAC and two [-oxidised metabolites (2. 5, 10, 20, 40 min, and 1, 1.75, 3, 4, 6, 12 and 24 h post dose), CSF glucose
and lactate (20 min post dose), Liver glycogen (20 min post dose), Macropathology, Histopathology and Electron microscopy of selected organs.

Special Features: Mechanistic study to assess the toxicity of SNAC and its possible subclinical effects on non-standard biochemical and morphological parameters.
Termination of animals was 20 min after the last dose.

No Observed Adverse-Effect Level: N/A

Brief conclusion: SNAC was generally well tolerated and no treatment related mortality occurred. Treatment related clinical signs were only observed in one female on
day 1. Decreases in plasma ketone bodies in females and moderate increases in plasma triglyceride levels in males were observed. A small increase in CSF, and possibly
plasma, lactate levels was observed at 200 mg/kg/day and above. There were no indications of increased oxidative stress associated with administration of SNAC. The
ultrastructure of the mitochondria in the heart, skeletal muscle and brown adipose tissue appeared unaffected by SNAC but the hepatic mitochondrial volume fraction
was significantly increased in females at 500 mg/kg/day. Histopathological changes indicating a local irritative potential of SNAC were observed in the mucosa of the
glandular stomach, mainly in the groups treated with 200 or 500 mg/kg/day
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Nominal Dose (mg/kg/day) 0 (Control) 75 200 500 0 (Control) 75 200 500
Initial Number of Animals
Main M: 10 M: 10 M: 10 M: 10 F: 10 F: 10 F: 10 F:10
Satellite M:8 M: 8 M: 8 M: 8 F:8 F:8 F:8 F:8
Toxicokinetics
AUCo.033n (ng*h/mL)
Week 1 N/A 3250 4510 23100 N/A 12800 29500 65700
Week 13 N/A 1890 17000 30100 N/A 1770 23100 68200
Chnax (ng/mL)
Week 1 N/A 22800 38800 118000 N/A 71800 130000 273000
Week 13 N/A 14000 81600 123000 N/A 13500 115000 302000
Noteworthy Findings
Died or euthanised/terminated prematurely 0 0 0 0 0 0 1? 0
Clinical signs b
Abdominal respiration 0 0 0 0 0 0 0 1
Hindquarters raised 0 0 0 0 0 0 0 1
Clinical chemistry
B-hydroxbutyric acid (BHA), plasma(mmol/L)
Week 6, predose 0.09 0.10 0.12 0.15 0.21 0.17 0.12 0.18
Week 6, 20 min post dose 0.11 0.06 0.07 0.07 0.17 0.07* 0.04* 0.04%*
Week 13, predose 0.07 0.09 0.11 0.16* 0.10 0.14 0.09 0.15
Week 13, 20 min post dose 0.07 0.05 0.05 0.07 0.11 0.06%** 0.04%** 0.05%*
Acetoacetate, plasma(mmol/L)
Day 1, predose 0.0520 0.0693 0.0526 0.0795 0.0616 0.0577 0.0779 0.0631
Day 1, 20 min post dose 0.0258 0.0321 0.0245 0.0325 0.0449 0.0294 0.0279%* 0.0312%*
Week 6, predose 0.0574 0.0454 0.0517 0.0755 0.0723 0.0472 0.0447 0.0609
Week 6, 20 min post dose 0.0508 0.0340 0.0314 0.0540 0.0561 0.0324* | 0.0247** 0.0341%**
Week 13, predose 0.0359 0.0497 0.0562 0.0652 0.0497 0.0436 0.0441 0.0656
Week 13, 20 min post dose 0.0394 0.0364 0.0276 0.0394 0.0479 0.0362 0.0301 0.0296%*
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Nominal Dose (mg/kg/day) 0 (Control) 75 200 500 0 (Control) 75 200 500
Initial Number of Animals
Main M: 10 M: 10 M: 10 M: 10 F:10 F:10 F:10 F:10
Satellite M: 8 M: 8 M: 8 M: 8 F:8 F:8 F:8 F:8
Triglycerides, plasma(mmol/L)
Week 6, predose 1.23 1.14 1.57%* 1.63%* 1.11 1.10 1.05 1.34
Week 6, 20 min post dose 1.03 1.00 1.36* 1.25% 1.04 0.84 0.87 0.91
Week 13, predose 1.26 1.34 1.89% 1.60* 1.22 1.04 1.04 1.08
Week 13, 20 min post dose 1.14 1.09 1.58 1.12 1.15 0.87 0.81 0.71
Lactate, plasma (mg/dL)
Week 13, predose 26.5 22.8 26.9 16.6 29.3 27.3 22.4 24.9
Week 13, 20 min post dose 29.6 30.8 35.6 39.8 39.6 33.9 39.4 533
Lactate, CSF (mg/dL)
Week 13, 20 min post dose 25.4 24.7 27.4 30.5%* 26.9 27.9 31.5%* 34.1%*
Electron Microscopy
Liver (no. examined) 0 0 0 0 3 0 0 3
Mitochondrial mass (volume fraction, %) - - - - 19.57 - - 23.18%**
Histopathology
Stomach (number examined) 10 10 10 10 10 10 10 10
Hyperaemia, glandular region, minimal 0 3 8 10 0 1 4 10
Globules, eosinophilic, foveolar, minimal 0 0 0 8 0 0 0 7
Hypertrophy, mucous neck cell, minimal 0 1 0 9 0 1 0 5
Inflammatory cell infiltrate, 0 0 0 8 0 0 0 4
mucosal/submucosal, glandular region,
minimal
Necrosis, mucosal, glandular, suberficial, 0 1 3 8 0 0 3 7
minimal
Necrosis, mucosal, glandular, suberficial, 0 0 0 0 0 0 0 2
slight
Necrosis, mucosal, glandular, suberficial, total 0 1 3 8 0 0 3 9
Desquamation, epithelial cell, minimal 0 0 0 7 0 0 0 8
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a: Pathology findings (perforated oesophagus and dark coloured lungs) confirmed that the premature death was due to a dosing error and not related to treatment.

b: Both signs observed in the same female on day 1, from 30 to 120 min post dose

Statistical significance of difference from Controls: * p<0.05, ** p<0.01, *** p<0.001

BHA: Statistical analysis was carried out on simple means due to the paucity of data for day 1 (pre-dose). Due to the paucity of quantifiable data (many values were
below the limit of quantification), statistical analysis was not carried out on day 1 (20 min) time point of both sexes.
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2.6.7.18.17.0 Z v MLESRRBEIC 3+ B ATP LAV OFHEICBE T 5851548 Study ID: IEEEE140701
(IEE140701)

Species/Strain: Rat/Sprague Dawley Duration of Dosing: Single dose Location in CTD: 4.2.3.7.3-B-14

Initial Age: Approx. 11 weeks Duration of Post-dose: N/A

Date of First Dose: 27 July 2014 Method of Administration: Oral (gavage) GLP Compliance: No

Nominal Dose Levels: 0 and 1750 mg/kg Vehicle/Formulation: Sterile water, adjusted to pH 8.25

Parameters collected: Behavioural observations (in case a treated animal was euthanised due to the severity of clinical signs, a control animal was terminated at the
same time point post dose), plasma glucose and lactate (predose and 20 min post dose), ATP in heart tissue.

Special Features: Mechanistic study to assess the effect of SNAC on ATP levels in heart and glucose and lactate levels in plasma

No Observed Adverse-Effect Level: N/A

Brief conclusion: All SNAC treated animals showed clinical signs such as passivity, abdominal respiration, lurching and abnormal gait. Four (4) out of 10 rats had mild
and 6 had moderate clinical signs. The 6 animals with moderate signs were euthanised 12-19 min post dosing. Plasma glucose levels decreased and lactate levels
increased in the SNAC treated animals. ATP levels were found to be lowered by 68% in the hearts of the SNAC-treated animals, compared to the control animals. Rats
with high plasma lactate levels also had the lowest ATP levels in heart tissue and predominantly the lowest plasma glucose levels.
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Nominal Dose (mg/kg) 0 (Control) 1750
Initial Number of Animals
Main F:10 F: 10
Noteworthy Findings
Died or euthanised/terminated prematurely 0 6"
Clinical signs b
Total no. of animals with signs 0 10
Passivity 0 9
Abdominal respiration 0 2
Abnormal gait 0 8
Lurching 0 5
Pica 0 3
Walking or standing on hind leg 0 8
Flat on stomach 0 8
Grading of clinical signs
None 10 0
Mild 0 4
Moderate- euthanised 0 6
Clinical Chemistry
AGlucose, plasma (mmol/L) -0.63 -0.11%*
ALactate, plasma (mmol/L) 0.46 1.99%**
ATP, heart (nmol/mg tissue)
20 min post dose® 1955 625%%*

a: Animals were euthanised due to severity of clinical signs 12-19 min post dose
b: Number of animals with sign

c¢: At scheduled termination 20 min post dose or before euthanisation

A: 20 min post dose minus predose values

**p<0.01, *** p<0.001
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2.6.7.18.17.P v MDERURFEAREICE TS ATP LALOFHEICET 5855 Study ID: NN 141102
B% (NEEEM141102)

Species/Strain: Rat/Sprague Dawley Duration of Dosing: Single dose Location in CTD: 4.2.3.7.3-B-15

Initial Age: Approx. 12 weeks Duration of Post-dose: N/A

Date of First Dose: 30 October 2014 Method of Administration: Oral (gavage) GLP Compliance: No

Nominal Dose Levels: 0, 75, 200, 500, 900 and Vehicle/Formulation: Sterile water, adjusted to pH 8.25

1750 mg/kg

Parameters collected: Behavioural observations for 20 minutes post dose, plasma glucose and lactate (predose and 20 min post dose), ATP in heart and liver tissue at
termination 20 min post dose.

Special Features: Mechanistic study to assess the effect of SNAC on ATP levels in heart and liver, and glucose and lactate levels in plasma

No Observed Adverse-Effect Level: N/A

Brief conclusion: Mild to moderate clinical signs were observed at 500 mg/kg and above. The clinical signs observed were primarily passivity, abdominal respiration,
lurching, abnormal gait and apathy. Animals with moderate clinical signs were euthanised 11-17 min post dosing. Plasma glucose levels were dose dependently
decreased up to 900 mg/kg SNAC, but statistical significance was only attained at 900 mg/kg. A similar effect could not be seen at 1750 mg/kg where the glucose
concentration range was quite wide. Plasma lactate concentrations were dose dependently increased in the SNAC treated animals, although only attaining statistical
significance at 900 and 1750 mg/kg. ATP levels were dose dependently reduced in the heart and liver of the SNAC dosed animals, attaining statistical significance at
1750 mg/kg for the heart and at 500, mg/kg and above for the liver.
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Nominal Dose (mg/kg) 0 (Control) 75 200 500 900 1750
Initial Number of Animals
Main F: 10 F: 10 F: 10 F:10 F: 10 F: 10
Noteworthy Findings
Died or euthanised/terminated prematurely 0 0 0 0 2¢ 6"
Clinical signs b
Total no. of animals with signs 0 0 0 2 8 10
Passivity 0 0 0 3 9 9
Abdominal respiration 0 0 0 1 6 8
Abnormal gait 0 0 0 0 1 3
Lurching 0 0 0 0 2 7
Pica 3 4 6 7 6 2
Walking or standing on hind leg 0 0 1 3 6 2
Flat on stomach 0 0 0 0 3 9
Ptosis 0 0 0 1 2 3
Grading of clinical signs
None 10 10 10 8 2 0
Mild 0 10 0 2 6 4
Moderate- euthanised 0 0 0 0 2 6
Clinical Chemistry
AGlucose, plasma (mmol/L) 0.69 0.57 -0.09 0.05 -0.07* 0.37
ALactate, plasma (mmol/L) 0.65 0.40 0.65 0.98 1.71% 2.88%**
ATP, heart (nmol/mg tissue)
20 min post dose® 3475 2964 2720 2589 1711 1251%*
ATP, liver (nmol/mg tissue)
20 min post dose® 836 716 653 614%* 595% S515%*

a: Animals were euthanised due to severity of clinical signs 11-17 min post dose

b: Number of animals with sign

c¢: At scheduled termination 20 min post dose or before euthanisation

p<0.05, **p<0.01, *** p<0.001

A: 20 min post dose minus predose values





