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2.6.1 #E
2.6.1.1 FEEERABRETERUVHEEEH

B~ AT RIKE, BN, BRZELERDOEICEWT, A8y 7 (34 Ozempic, K T#HE
A KU~ A (F44 Rybelsus, % 0 &G54 oG ihd © 2 RIS IS 2 @A KR S
TWD, AT, 201843 HIZA BBy 7 KR 2mg, 20204E 3 HIZA B By 7 BT 0.25mg
SD., 0.5mg SD & TF 1.0mg SD 2578 & 41, 2020 4 6 HIZIL Y ~ /b8 Z6E 3mg, Tmg & T 14mg 237K
ENTWD, AEVEy 7 ORI 2R KHAEIT 1.0mg/ il Th 5, AKEHRIEIL. BARANZX
GUTHBAE DO NRE IR, FAETHD 1.7 mgil (WiEAE) KO 24 mg/H (ERFHE KA
B) OFRERSTLZEEHME LTV,

B T#S e~ 70T ROFEBRRRT — % Sy r— Y ROHGEEENL, B2y 7 ORGRHER
IZHEH LA A Th D (Module 1.13.1) o FERRRZE MR K OB ERBRICBI L T, 2 b o
[ R BB AR LN E OIS e OS2 IR ET A HEICB W T B THH LD, B~ oL
T R & AT 872 7o JEERIR 22 kel J OSSR B REEBR 1T 5206 L T vy, — 7, SREERBRICBI L C
WL IEREIZ T D E A 1 = X L F5 M 5720, BT 58~ 7 vF FOER ZEt L
7oy B E W29 & AT B RRBR A T 2 BRI L CHRERRHCE O (£2.6.1-1) |

% 2.6.1-1 FEHRAEDEIS - TREZXFHT HEBARPFEHOME

Indication Obesity disease (NN9536)
Type 2 diabetes New documents for
Origin of documents (Ozempic® original obesity disease
application)

Highest clinical dose (subcutaneous) 1.0 mg/week 2.4 mg/week
Regulatory documents
2.4 Nonclinical overview X X Revised for new indication with

expanded focus on effects in the

brain and new exposure ratios

2.6.1 Introduction X X Revised for new indication
2.6.2 Pharmacology written summary X X Two new studies
2.6.3 Pharmacology tabulated summary X X Two new studies
2.6.4 Pharmacokinetic written summary X X -
2.6.5 Pharmacokinetic tabulated summary X X -
2.6.6 Toxicology written summary X X -
2.6.7 Toxicology tabulated summary X X -
Individual study reports (Module 4) X X Two new pharmacology reports

“-“: No new studies have been performed.
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26.1.2 BEEXIIHME. AERUVHE (F)
AHFHFICBOT, UTOMEUINE, AELCARETEL TS,

<BhRE TN R >
HEL i i
=L, @IE, JEEREE L 2 BB RIE OV e A L, RERE - EEREEZToTHL
DIRDRBELNT ULTFICHEAT 255 ICRD,
* BMI 73 27kg/m? LA ECTH Y | 2 DL EOEIZBE S DR EZFT 5
- BMI 7% 35kg/m? LA |

<HELOHE&E>

\E. RAIZIE, B AT R (@{a%{ﬁ?ﬁz) ELTO025mg o fG5ABMG L, B 1R FERT
%, TOH%RIT4EBOME T, #1H 0.5mg, 1.0mg, 1.7mg & 2.4mg DOJEIZHE&E L, LIFRIT 2.4mg %
W1 EE FENT 2, 2B, BEORBIZGC GEERET D,
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D Od—EKTF 1.7mg SD
7 Id—EKTE 2.4mg SD

2.6.2 ZEFEROMENX

JIR/JINT AR T7—<H)AEH



Module 2.6.2

20f13

B R

R—Y
H U ettt 2
FLVR ettt 2
B R B ettt a e e A a b et A et s st bbbttt nae s 3
2.6.2.1 L WDt 4
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2.6.2.2.2  Invivo FEEETRIR Lo oo ettt 5
262221 KWELEHDO~ T APW~DE~ 7 LF FOHEE (Module 2.6.3.2, REREFS 1 321411) ... 5
262222 BT NATF REHHO~T APMIBITD=a2—arOiEMHlL (Module 2.6.3.2, A%

T3 2 B321410) ettt 7
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B R

R—Y
2.6.2-1 ~ 7 AR IIT D semaglutide-VTT750 D I3AM couvuveveeeeeeeeeeeeeeeeeeeeeee e, 6
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BEE—E
3D : 3 dimensional (3 ¥JT)
AgRP : Agouti-related peptide (7 7 —F Bl 7'F )
AP : Areapostrema (% EF)
ARH . Arcuate hypothalamic nucleus (FA5R T &B=1KE%)
BBB : Blood-brain-barrier (&% ESM)
BST : Bed nucleus of stria terminalis (47 5% 5: K £%)
CART : Cocaine- and amphetamine-regulated transcript (Z A >« 77 = & I Gl
HifR 5 rEY))
CeA . Central amygdala (KAL)
CGRP . calcitonin gene-related peptide (H /L k= B5-BHE~TF R)
CHPL : Choroid plexus (k&%)
cl . Central lateral (#MaIH.Ch)
Cvo . Circumventricular organ (Ji}=5 & BHZSE)
dl : Dorsal lateral (754Mil)
DIO . Diet induced obese (£ £H %M AETH)
DMX : Dorsal motor nucleus of the vagus nerve (2 E#RRETS I EEEZ)
GLP-1 . Glucagon like peptide-1 (Z /L7 A AR TF R-1)
LSc : Caudal part of the lateral septal nucleus (SMEIH &%)
ME ' Median eminence (IFH[4&iL)
MEPO : Median preoptic nucleus (iF LR ATEZ)
MM : Medial mammillary nucleus (PN{HIFLEE{ARS)
mRNA : messageRNA (X vt Vv — U RELER)
MTN : Midline group of the dorsal thalamus (5K 1E HHAZRE)
NPY : Neuropeptide Y (=2—r~_XT7F RY)
NTS . Nucleus of the solitary tract (FNHE%)
ov : Organum vasculosum of lamina terminalis (VAR %5 E)
PB . Parabrachial nucleus (f5/]MixIEZ)
POMC : Pro-opiomelanocortin (72 A EA AT /) a/)LF )
PVH : Paraventricular nucleus of the hypothalamus (/R Tl =5 4%)
PVp : Arcuate nucleus, posterior part (7 IREZ#&30)
PVT : Paraventricular nucleus of the thalamus (f/RZEH5£%)
RCH : Retrochiasmatic area (%2 X% )
SEM :  Standard error of the mean (I DOEEHEFR 72)
semaglutide- : VT750 labelled semaglutide (VT750 &kt~ 7 /v F K)
VT750
SF . Septofimbrial nucleus (9 f@E#EELZ)
SFO : Subfornical area (4= T#FE)
SO . Supraoptic nucleus (758 F£%)
TRS :  Triangular nucleus of septum (H7f@ = f1%)
TU : Tuberal nucleus (F&iCE%)
V4 : 4thventricle (55 4 =)

VL . Lateral ventricle (flIfX=)
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2621 F&H

T VT RO 2 BUEEIRIE O s BUHRHC 0 S L2 FE R T e 7 T Ak, A B ey s
BT 2mg OAGRHGERFIZHE M » FHlFE A~ TH D | AERIAE 0O 188 )5BS B2 R E R ER LT e~ 5 ARSE
DRNREA AT 2B b S TN TS (AP By 7 B FiE 2mg Module 2.6.2) . L FIZ, Zh
O ORBROME A FEH T 2D,

BEFEOK FIZKIET B~ 7 F FOZRLOVERFHR MIC W T, LYD 7 2 Z IV TRa L7z

(FRERE S MmLa050901) 5 nmol/kg (21 ngkg) TIRBEHEGTHZ LiICLy, mEFE~ 27 LF R
REITEFIRRBIZE Lz, EWRRBICEER, RE2ELL, BELEAM L, B~ 27T R
X, K% 7T BRSO 72 OBEEEZ D S, 721280\ T, BEEORDICET B~
NTF ROINEY 7 T NF RERETH 72D, (ERFHRERIZL Y Er ol

T~ 7T ROERERDI KT T HSMES O R 2 SRR (DIO) T v b TRl L7z (R
%5 : KiRa080803) ., 0.3 & TN 1.0 nmol/kg (1.2 2 TN4.1 ug/kg) OMAET, 1 H 1\, 77 HEE F#& 5
LR, ARIKGH OABICERBD 238D b, FEED X, ECEHCHEkET2b0TH
Sz, IbiIT, BT NI, 28I zbf:@ﬁﬁg{zkfﬁ%mﬁi‘ %ﬁﬁg%ﬁwéﬁ ARSI
PRI A RIE Uiz, BRI R O 3 2 b— b2 ABHBIRSE2GA10E, B~ AT RS T v
FOF a 3 b— MR DREAAEIL, PRREE & bRk U TR o 7, 1/7%/\ WMol 27o—/L N
WEEENEERIL, B~/ VT REGRICEREICRED L,

T~ ZF RICKDEERD DA A=A 0 E LT, BETESRE (ARH) (ZBIF5ahA
Vo T U7 2 X UREIREEY) (CART) .\ ==2—uXFF KY (NPY) . 77/ —FH#H~TF K
(AgRP) DRBK - ZEE 7T ARG Lic, ToWEICK THRE®Z, B~ 7 0F NIEIEKR T, Tk
B Oty & o fz T AR T T R-1 (GLP-1) SRR A B3 2 Mtk %QLLK(%%
F5 : JHES151201) , #HE FHEHICHB W T, B~ 27T FIENPY/AgRP = = — 11 (2 L % Z2fETE 1 A [
PEROIZBEE L, NPY KTV AgRP A vl ¥y — )$&&(mmm)®%ﬁa%ﬁTéﬁ\Hﬁ_ﬁﬁ
BWOBICRET D7 a4 A4 AT ) a)F > (POMC) /CART == —u > Z EHEEML L. CART mRNA
R EZBENSE7- GREBRE S JCFI151203 KX TN JHES151201) . Z®D Z &i%, CART/POMC == —1
VCHELT D GLP-1 TR E EHEMHAERT 2 EA2TRE LTS, ZOREE —E L T, CART =
2—R U TE~v 7T RORYIALDBRBD bz GRERE S : JHES151201) .

2O ORBRIIAREFE A =X L EHABNCHAT 20D TH L0, ZHE THIK AT 1L
X —EBGREIOEE AL E L RSN TE 22 LD, METCR SIS RIZ IR T
REKSTEbDTholz, o, B 7T NiE, MpoHhhaie & OO O b EEST 2 2 &
MHESNTEY, B~ 70T N X 2 EERHEICE G 2L OFEZ B 6823 2725, BN
DR 2 ol L7,

ZOERA T =X LZZEMICEHET 2720, invivo TOW 12 BT 2B AREL, B LF R
BHE#HD = 2 —n UPEML R Z — U BFHME LTZ, & BT, LNCE~ 7V F R ORM~DO B EM: % 5140
L7-ikBe GRBRE 5 : JHES151201) % SEHE L7y, S DIZFEMIIRETT 2 in vivo iBR %2 Fhi L 7=, #7
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72125 0E U7 7Bk ClX., Automated Image Registration {522 X | HIZBIT 5B~ 7 vTF ROSAIZE
5 E BRI A BN LTz,

B lcE M LR TE LN T— 205, B~ 7T A L X —EROE R EIC 53
%R EO MBI (R TR OMER) K OREMIR ISR 53 2 I (FhR) ICBIET 5 2 & PR S
. ZOZEIFINETIHEONZMAZEM T LD THoT, ThHD—R= MY —&KA b
AT 22 L2k, —RANICEERBHRMTR 7 TH D Z LN TV L5/ MM (PB) |
I~ BE 5230 5 30 TV DR S VR & o 7o i 2 ek U 7=,

e B A

NN T HRR G B~ 7T RIIAER T ORI 3 TREFEIROEH A E 2B 5
T OB EEEN 5 2 LR SN D, £io, B~ 7 F FiIdhE, SURK ORI Z & Tk
TEIRIZ d5 T 2 EHERY - HEEROTER 24T LT, MBRICHIERT 2, 2 b OMOTELZE L T,
T~ VT RIIEOFEATHRRE &t © 187 B FHETEERE M OVREATIREIBAS IR L. =L —18 1
AR, L BRI AT 5 L B2 61D,

2622 MMAZEEMITHHER
2.6.2.2.1 In vitro ZE3REKER

JEFE OBSEFFICER L, B~ 7 AF K2 AWT287272 in vitro SEFRERER 13556 L T 7200,

26.2.2.2 In vivo ZEIREKER
FENRE OO S B 2 AT T B 78D BAT O FEEAR 2 2 FRBR 920t L 7,

2.6.2.2.2.1 RKEBERDIIVRAMUADEZTIILF FOHEE (Module 2.6.3.2, HERES : 321411)

[HAY]

LB E R THRE#O~ T ZAMIB T 28E#Se~ 7 VF B (B~ 27 LF F-VT750) OFR|EM %
A L 7=

(M B R O 7 ik]

VT750 ik~ 7V F K (B~ 27 /LF K-VT750) 1%, VivoTag-S® 750 NIR 2 Y a5 2% (Perkin
Elmer tt, 7o ~—7FH) #_X7F RIHEESEDLZ Lk, BETAR Lz, LA Ei L7536
(FRBa% = JHES151201, A ¥ v v 7 & FiE 2mg Module 2.6.2) TRENTWDH LI T, B~ LF
RiZ7 vt a 7 47 N2 12356 THOARIED invitro 4y FHREICZEIT 20 Z L RS T-,

HEME C5TBL/6) ~ 7 A&~ 7 LF F-VT750 (0.15 mg/kg, n=5) XIXIAHE (n=4. V ERiEEAFA
Wk, pH7.4) % 5 HE#EE L, fofl&E 6 REMRICLEIE I T, BRI LM% 10% P PEREE ALV~
U NZEIR T —BRRE Lo %, M2 BG i @B Lz, IMICsiT 5~ 7 LF R-VT750
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Doy &Yy — MEOBBEMSE  (UltraMicroscope II LSFM A7 A Lavision Biotec £1:, Bielefeld, K-
VE) I2kBD 3% BD) A A=Y TRHML, 7% OBAHE 620 nm EE T 4 L F—E N TH
A9 RN 710nma7’1:74’/Vﬁ*%ﬁb\fﬁﬂi‘/7‘)‘/l/%ﬁ%bf:o

WG B~ VT FEREREOMD Y 7 FVREZ . ZEMHEOFRIEZ L 72 AN ESBO tIREIC X
0L U7z, SR EZEIL. 5%ICEXE L7 False Discovery Rate (Benjamini-Hochberg (2 & 5
Original False Discovery Rate %) & T, ZHEIEGFTHIEIEICZ LV ked 7o, FEEHEHNTIZIZ Graphpad
Prism (Ver.8 GraphPad Software Inc., # 7 ==, CA, XK[EH) ZHW\7,

[t ]

INFETIZH SN TS GLP-1 2 BIED S AT /N E — N » T2 — T~ 7 LF R-VT750 D43AR1%
B BT, GLP-1 Z AR 2 BH4 BMMEIR DO —E TORBD bhiz, B~ 7 /F R-VT750 1Z, 1HF
TR, R e O R 2 B I EAL TRl S v, BUR FEETIE. ARH Th~ 7 /LF R-VT750 DFRV Vi
W 7T ADRRD I, EFREL (ME) | UK N LR OBUR FEEFEEZ & W o 7o Z O
PR FERAEIE Cld, ARH XV 35\ O OB > 7 F A nGRb biviz, Mg Tk, B~ 27 /1F R-VT750
TR (AP) | fIUREZ (NTS) MOBKEMREMIEEE (DMX) CTHlZEIhz, TRTIE, &t~
JVF R-VT750 [ZH @ =A% (TRS) . SMAIPREEE (LS) M OWEE#HEL (SF) IC/RfELTZ, AP KT
ME VL IMIEAEBEFA ASFAE L7220 2 & VR C do 2 I A PRl (CVO) IZBT 503, B~ LT K-
VT750 1%, AP, ME(Z/lx, CVO TH LMD TEE (SFO) THRO LI (¥2.6.2-1, [42.6.2-2) ,

Vehicle (n=4) Semaglutide-VT730 (n=3)

Maximum intensity projection image of the average vehicle (A, n=4) and semaglutide-VT750 (B, n=5) fluorescence signal (blue
areas) computed from the individual brains overlaid onto a template from Allen’s Brain Institute of Science.

2.6.2-1 < RIS semaglutide-VT750 D
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mmm \/T750-semaglutide
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Bar graph showing average and standard error of mean (SEM) of total fluorescence signal in all brain regions that showed 2-fold
enrichment and were significant when comparing semaglutide-VT750 (n=5) and vehicle (n=4). Areas were included based on GLP-
IR expression. VL and V4 represents CHPL in lateral and fourth ventricle respectively and are included as non-GLP-1R expressing
regions. *p<0.5, **p<0.01, ***p<0.001 semaglutide-VT750 versus vehicle.

Abbreviations: AP: Area postrema; ARH: Arcuate hypothalamic nucleus; CHPL: Choroid plexus; DMH: Dorsomedial
hypothalamic nucleus; DMX: Dorsal motor nucleus of the vagus nerve; LSc: Caudal part of the lateral septal nucleus; ME: Median
eminence; MEPO: Median preoptic nucleus; MM: Medial mammillary nucleus; NTS: Nucleus of the solitary tract; PG: Pontine gray;
PVH: Paraventricular nucleus of the hypothalamus; PVp: Arcuate nucleus, posterior part; RCH: Retrochiasmatic are; SF:
Septofimbrial nucleus; SFO: Subfornical area; SO: Supraoptic nucleus; TRS: Triangular nucleus of septum; TU: Tuberal nucleus;
V4: Fourth ventricle; VL: Lateral ventricle.

X 2.6.2-2 FEEIRETHOITYRMEEEHIZESTE5 TS ILF K-VT750 DA

[t

ull

nnu

ARG S Iz HOER E ~ 7V R, mﬁﬂﬁﬁﬁffbﬁw EBB BT 5 T D CVO
50, GLP-1 K% BT 2 OMEIRICRE Lo, Fo, @it~ 7 v Mk, idE,
BUR TR, PREkZIcB VT, Mg aMBE F i@%ééhfwé BEIRA~FIZE L7, DLELY . v
VT R, BB O E R B FRE & OSREA R I BhE 3 2 MaEIC sV T, BIRE 72 GLP-1 2%
REFNZEIE LT,

262222 EITLFRFEEEOTIRAWMIEFSI=2—0O20DEHRIE (Module 2.6.3.2, HERE
= : 321410)

[HAY]
v INTF Rl T REEO~ T ARICBIT 5 =2 —n1 » OFEMEE 27l L7,
[BTEHK 05 1%]

TR TIL, #EME DIO CS7TBL/6) v U A (n=8/#F) 1B~ 27T K (0.1 mgkg) SUTEE (U
50 mmol/L, ¥g{t7F b U & A 70 mmol/L, 0.05%7K Y Y /L_— |k 80, pH 7.4 ([ZFR%E) % HiAIE F#5 L
Too BEHAWEM%, ~UREA Y TT U THERL, DIRFERIC L 0 LRI, AL, 4%/3
§$WA7W?EPKEET*%EELKO%W@ﬁﬁ%?%éoﬂm%ﬁﬁﬁﬁmiﬁﬁibﬁﬁﬁ
52 &T, MBKIZETH=a—n rOIEMHE(bZ AL L7z, c-Fos DRERISIT, v — MEOLEK
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# (Ultracopoce Il LSFM A7 A Lavision Biotec ft:, Bielefeld, KA Y [E) (ZX 253D A A —T 2 7T
KU AHE L, 545nm CHZF L%, 620nm T c-Fos 7 /L Z5E8k L 7=, Automated Image
Registration {EIZEED & | IIZBIF A 7P A2 EREI LTc, 5T, HEMEDIO v 7 R (n=1) X
Tt~ AF F (0.1 mgkg, n=2) OWTINEREL, 4 Y707 THRBEL, DIBREGIC &0 22358
e, MEBREL., 10%HMEEE AL~ U IR T—BiRiE Lz, &R L7 iNfEK % c-Fos & 7
Ny b= VIR RSN F KO (CGRP) & 4G fa | 10 FH L7z,

WIRER e~ 7V F R GRECEBIT % c-Fos Db — b~ v 74 logio A LI-F—&% 2 A
T, ZEMEZFHE LT AESO tREIC LD g U7z, MEHFRIAEZEIL. 15%IZ3E L7z False
Discovery Rate & FV T, ZHEIGFRIEIEIC LV Rd 7=, #EHENTIZIE Graphpad Prism (Ver.6 GraphPad
Software Inc.. Vo7 4 ==, CA, XEH) #HWi-,

[t ]

M Tlx, B~ 27 F ROAMEER G2 AP, NTS O DMX & Vo 7 5 00 iMGE L T c-Fos &£
DR ED Hilz ((12.6.2-3, X2.6.2-4) , ZHHIIEEMEICEELFEKTH Y, GLP-1 ZHFK
ERFETHZENMENTEBY., FENOE~ I LF VTS0 BV IAENTZZ ERENT-2NE
TOfRERE—H LTS (262221, RERFES : 321411 LA L > B v 7 [ FiE 2mg Module 2.6.2.3,
BT JTHES151201) , c-Fos IEMEDIANNIL PB, HMIFKIEPEEREE (MTN) | RS (BST)
FOVRHRIRF LR (CeA) THRO LN (X2.6.2-3, K2.62-4) . ZHSITEWEROME ML
PRAIZHETH Y, BT R-VIT50 NEHEBETE RPN TCHEE Th -7 (2.6.22.2.1, #BRE
50321411 K OA B U By 7 B R 2mg Module 2.6.2.3, i Ba%E 5 : JHES151201) Z &b, ZhbD
AT T RPNIEE L St Z E R E T,
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| semaglutide

Representative 2D images (A) viewed in the horizontal plane of cFos immunoreactivity in different brain regions from C57B1/6J
mice administered once s.c. with 0.1 mg/kg semaglutide or vehicle. Panels B represents a projection image of the entire brain
showing the average increase in cFos signal following semaglutide administration subtracted the vehicle signal. Scale bars =300 pm.

Abbreviations: AP: Area postrema; BST: Bed nucleus of stria terminalis; CeA: Central amygdala; NTS: Nucleus of the solitary
tract; PB: Parabrachial nucleus.

2.6.2-3 I TILTF FIREHRD c-Fos DFE

Hl semaglutide = vehicle
106_

dedkedk s
*kkk dokok

105=1 4 is *ok * . LT T . ok

£ 104~

o

n

® 103-

£ 102

5 102+
101-
100—

* %

Y A
o Q)“’

O X O F & & R
R: C F &L <

cFos positive signal in different brain regions from C57B1/6J mice administered once subcutaneously with 0.1 mg/kg semaglutide
(n=8) or vehicle (n=8). Data are presented as means of the signal (arbitrary units) + SEM. *p<0.05, **p<0.01, ***p<0.001,
**A%p<0.00001 semaglutide vs vehicle.

Abbreviations: AP: Area postrema; BST: Bed nucleus of stria terminalis; CeA: Central amygdala; DMX: Dorsal motor nucleus of
the vagus nerve; LHA: Lateral hypothalamic area; LPO: Lateral preoptic area; MTN: Midline group of the dorsal thalamus; NTS:

Nucleus of the solitary tract; OV: Organum vasculosum of lamina terminalis; PB: Parabrachial nucleus; PSTN: Para-subthalamic
nucleus; SFO: Subfornical area.

2.6.2-4 BEHDOTYRNEIHIZE TS c-Fos DFEIZHTEETTILF KOTHE
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PBIZBITAE~ T NNTF RBERIED c-Fos ¥ 7% S HICHRHFHLEFER. PBO2EIEE. T7hbb,
FMEIFLs () M OVEAMEl (dI) CTHIREZ: c-Fos DFEBLNH HMZ /2 572, c-Fos & CGRP % HLuta L7z
EZ A, dIPB TIIKEDNER Y AV, clPB TIXER L) -72 (¥2.6.2-5) .

Representative images of semaglutide (A and C) or vehicle (B) induced cFos response in PB. A: cFos immunoreactivity was

observed in dl and cl sub nuclei (cFos: green, DAPI, blue). B-C: cFos (green)/CGRP (red) double immunofluoresence on sections
from vehicle dosed (B) and semaglutide dosed (C) mice.

2.6.2-5 CGRP Gt #HiaIZ &+ % c-Fos DRI

[ ]

k=108

YU ADRIZIBNT, B 7T NIEMERE ERERFICES 45 2 LML TV DA
B LD T c-Fos IFMEAL 2755 Lo, Z OMMBEBICIE, BEAROIEH BIFRENZ B 5-9 % EHAERY
IR & BAROIE T HIFHET K OPREERIFRET ~ DRG0 5 TV D “RIEMALREA & £ 5,
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2623 EIRMHREHER
JEREOBISBAHBE L, &~ 7T R a7 7 BRI M L T,

26.24 ZTEMREHER
JERHE DG BIHIEE L, &~ 7T B T8 a7 b BB g0 L T,

26.25 FENFHEVHBEERHR

JETSRE D BISBAFIZER U, B~ 7T Ra AW T8 72 2238 0) 003 WA ALV R ARBR 1T 5 L T
VY,

2626 Z2ERULESR

@ﬁ%%ﬁféﬁ%%2ﬁ%£ﬁbk#% T~ I NTF FORTREZRICE~ 7 VT FHRMOEE
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2.6.31 EHEREBR-EX Test article: Semaglutide
Type of study Test Method of Testing facility Study Location in CTD
system administration ID
Primary pharmacodynamics Mouse/brain activation Subcutaneous Novo Nordisk, DK 321410 4.2.1.1-1
Mouse/brain access Subcutaneous Novo Nordisk, DK 321411 42.1.1-2
Secondary pharmacodynamics (1) (1) (1) (1) (1)
Safety pharmacology (1) (1) (1) (1) (1)
Pharmacodynamic drug interactions (1) (1) (1) (1) (1)

Notes:

(1): No dedicated studies have been performed with semaglutide to support the weight management indication.
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Organ systems Species/ Method of Doses Gender and no. per |Noteworthy findings GLP Study
evaluated strain administration (mg/kg) group compliance |ID
Brain Mouse/ Subcutaneous 0,0.1 cFos: cFos was increased in a number of brain regions involved in No 321410
C57BL/6] SM regulation of hedonic and homeostatic energy intake. In the
Co-staining: parabrachial nucleus, cFos immunoreactivity colocalised with
Vehicle IM CGRP positive neurons
Treatment 2M
Brain Mouse/ Subcutaneous 0,0.15 Vehicle 4M Semaglutide was detected in discrete brain regions expressing | No 321411
C57BL/6J Treatment SM the GLP-1 receptor including several of the circumventricular
organs devoid of a blood brain barrier. Semaglutide was also
measured in brain regions protected by the blood brain barrier
in the brain stem, in the hypothalamus, and in the septum.
Semaglutide had access to select GLP-1R populations in brain
regions associated with homeostatic and reward related
regulation of food intake.
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