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. o o e - AbbVie Completes Transformative Acquisition
T‘yrj,r*iwl\4707,{/$jzmﬁ'“;é;km OfA”ergan NORTH CHICAGO, Ill, May 8, 2020

- Creates biopharmaceutical company with leadership positions in key therapeutic areas: Immunology,
Hematologic Oncology, Neuroscience, and Allergan Aesthetics

Robust portfolio of on-market and pipeline assets well-positioned for sustainable long-term growth

- Provides immediate scale and profitability to AbbVie's Growth Platform (ex-Humira)
LAN)TOT S LI, iREETEIET D

e Elects Thomas C. Freyman to its Board of Directors
700N

77A—FTIEaEL Lt gL Ea SR RE

Assembly Biosciences Regains Worldwide Rights to
Microbiome Gastrointestinal Development Programs

- Process to explore strategic alternatives underway --

June 18, 2020

AFREGEZRTOEN/EFICED
INTZADERIE.
REZRTIET B

AbbVie and Allergan Announce Agreements to
Divest Brazikumab and Zenpep Jan 27, 2020
AstraZeneca (NYSE: AZN) will acquire brazikumab

Nestle (Swiss: NESN) will acquire and take full operational ownership of Zenpep
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~2000/5 & ~50005

Anantha Shekhar 1, William Z Potter, Jeffrey Lightfoot, John Lienemann, Sanjay Dubé,
Craig Mallinckrodt, Frank P Bymaster, David L McKinzie, Christian C Felder

e RKFE S EDEEH AOAE Effects of xanomeline, a selective muscarinic
receptor agonist, on cognitive function and
8180 =1 =0 1.1 (y behavioral symptoms in Alzheimer disease
JTix ' . o
‘ I N C Bodick T, W W Offen, A | Levey, N R Cutler, S G Gauthier, A Satlin, H E Shannon, G D Tollefson,
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LAN)AEEETOH S L OB EEME A Karunatt &Cerevel T DEH TEF TN DDOH D
KARUNA @oerevel

THERAPEUTICS

KarXT (M,/M {EENZE . M,/M,$EHE) CVL-231(M, PAM)

P Cerevel’s Selective M4 Modulation:

KarXT: Proprietary lead product candidate A Compelling and Differentiated Approach to Drive Antlpsych051s S5
Receptor Subtype Selectivity J
M4 Selectively Impacts Brain Functions Offers Potential Improvement
Other Mg

xanomeline trospium chloride Muscarinic Potential Muscarinic Xar_lome]me (Ml/M:}) data ﬁ'om Schlzophrer_ua and Alzh_elmer s
patients show targeting muscarinic receptor impacts brain function

ini ist inic ant. isf Receptors Effect Receptor 2

(muscarinlc rgonizn Ka rXT fmuscadlc entagoalzn But development limited by GI and CV side effects

+ Does not meaningfully cross = Antipsychosis Vv
the blood-brain barrier, limiting _

Human proof-of-concept in

double-blind, placebo-controlledy Karuna’s KarXT creatively addresses this by adding trospium to

trials in schizophrenia and . S effects to peripheral tissues Vv Cognition v Xeneueline traiien sude otivaty
s e xanomeline + trospium chloride ; ~ o :
r's di £ No known metabolic averiap Non-selective approach
» Trials enrolled over 800 patients) KarXT is designed to ; with xanomeline vV GI Side Effects - M4 Knock-out mouse data suggests M4 receptors drive the
including 68 elderly patients for maintain efficacy of xanomeline » Generic drug for overactive . antipsychotic activity of Xanomeline
=1 year while ameliorating bladder used since the 1960s v Cardiovascular v M1 receptors believed to contribute to worrisome side effects

Exclusively licensed from Eli Lilly its cholinergic adverse events

CVL-231: ‘ pelelo) >390x
Highly Selective Once-daily (QD) M4 PAM

more selective for more selective
M4 over M1, 3 and 5 than for M2

Sources: Bodick et al. 1997; Shekhar et al. 2008

GD IS:“.ELTIRJA RATIONALE FOR KarXT I 10

Karunatt MKarXT & Cerevelft D CVL-2312 kY IMEREEERERIT

BHEE - BAEEARICE LR EBETOT S LDOFREEEBEEHE

1. KarXTIE 4/ A2 (LRAY MYV, BRI EENEE) L8O RE D L (LR AYUM,/MIEIRE) DA A HEE: Karuna TherapeuticsR L SR BAE # (2020512 F) LINK . “ Sosel

2. CVL-231UEHEIRB L RH UM, RETFATFARTYYHIED 2 L—S—(PAM) Hi#: Cerevel Therapeutics 4t 2 BAE # (2020511 A ) LINK
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e M BN (S = R RIZERI &7 H A RETE q

M 1’F§JJ7?<7D77AII%E’L\9E:.WL( T ORI, T7— AN A USADBBRELLGLHAREN
HTL16878

LHTIIL—T(FHED
StaR®H T ZBE{EL LRA Y
XA EHERBETEEY

HttmiBERENTEAZRAE

M KBFES KU EEEEDFFHERD
BRDT=6 DEREIMIEBNE

« M,EBEROBIGAIVRTIYIFTI=XE

c WMDLAN)OZBEYTALTIZHLT, BN
EREZFD

o {thDGPCRYOBIZEZEM LT, BNTEIRMEE
¥

o R—YMDTILEREERTES, BN
BITHEEMHREE (A=Y IS —DAUR)

EEMHOBEN DGO

SIS BB Y T HAT I

bt=>THREERERAED
AT 4

StaR® / SBDDIZ KU FICT AN -M EHETO TS LIZLRA) UM, ZEE

I AT IZH L TEEISBRRENEL BREORARRICHLTEIE

0 0@ sosel
10 HEPTARES




e M AEENE (X R HBVEFI LT D AIRETE q
fEAginﬂf'l [EREGT VAV ATA4HI - Z—ZANFE

IHYYIRRE—1 - X— g (E T - Foal ek
55 KE AT IS S CC70FE R A/ R—av gy HTL16878IZ KE=7/L AT RETE

. LR RTEDARELIE R ‘ o
ZOOOEA ﬁ‘é‘?&%}ﬁﬁﬁ%ﬁ 1950ﬂ51t&|ﬁj*§ 0 JE:]:RE,‘JMAlHEE)j%?%

REMGEDNEEEEDEIER

— D2 &
Sh BT, TOvH/ SR A L o FLOEBBFOT7— 21
LB EEDIRE ik D2/SHTT 7L A DTREIEHAIRESE
HRE
S10018+ | 3 | $130fE+ — {4t D2/SHTF 217 L D
(2020%F) (20264F) E o 0 FUSLVEEEMY
Zyprexa § Seroquel ({1%%) Vraylars [3{geum CAPLYTAY @ BEXFEDHILARD

EFRRICH T HRET=—X
REOFEENFAREOEVEEAX. BLBREE, BE. AROPLZHRE,

M- ARAEDRENECEFND

B B RGBS, EvaluatePharma . “ Sosel
11 HEPTARES



12

M BN (T = R RIZERI &7 H A RETE

KarXT& CVL-231DAFENM S RFAET N RICERE

THERAPEUTICS

C KARUNA

KarXT(M]_/M41/F§JJ;T?és Mz/M3*E*R;T?é)

O cerevel

CVL-231(M, PAM)

KarXTIZ B L4 BTN /=2 S H L B~ DEIEF 5 V1

Summary of safety and tolerability

Well-tolerated with a discontinuation rate equivalent to placebo

Adverse Events (AEs) and Safety During the Treatment Period

KarXT (n=89) Placebo (n=90)
number (%) number (%)
48 (53.9%) 39 (43.3%)

Overall completion rate similar between KarXT and

placebo (80%)

+ The number of discontinuations due to TEAEs was equal in
each treatment group (KarXT n=2; placebo n=2)

« All TEAEs were mild or moderate, with the exception of one
serious AE: one patient on KarXT discontinued treatment,
subsequently sought hospital care for worsening psychosis

Patients with any treatment-emergent
adverse events (TEAE)

+ Most common AEs (>5%) were all mild or moderate in Patient with a severe TEAE 1(1.1%) 1(1.1%)
severity and did not lead to any discontinuations . . .
* BP antdyQTc similar to pIaceboY5.5 bpm peak mean Pgtlents Wwith a TEAE Isading to 2(2:2%) 2(22%)
placebo-adjusted resting HR increase with downward trend __YY_'FT.‘_"__’?’.‘_V_V.?_' .........................................................................................................
AEs 2 5%

after day 8; no syncope
Constipation 15 (16.9%) 3(3.3%)
Dose escalation on KarXT was high and similar to placebo
+ Dose escalation based on tolerability
+ 91% of KarXT subjects escalated to 125/30 KarXT (vs. 97%
on placebo)
« 4% percent de-escalated back to 100/20 KarXT dose (vs.

1% on placebo)

Somnolence 5 (5.6%) 4 (4.4%)

Safety population received 21 dose study medication

EMERGENT-1 RESULTS

24

(G KARUNA

CVL-23113 B2 74 FTEANRAE 722 0 1 B~ DEWEH DI 1R S V)2

Cerevel's product candidates may cause undesirable side effects or have other
properties that could delay or prevent their regulatory approval, limit the
commercial profile of an approved label, or result in significant negative
consequences following regulatory approval, if obtained.

Undesirable side effects have been observed in Cerevel’s product candidates to
date. For example, in clinical trials of tavapadon, a dose-dependent increase in
the frequency of nausea and headache was observed, with nausea, vomiting,
dyskinesia, fall, fatigue, sleep disorder and tremors being the most common
adverse events leading to discontinuation of tavapadon. In clinical trials of
CVL-231, some moderate treatment-emergent increases in heart rate and
blood pressure were observed following single doses of CVL-231 (>10 mg),
which may be due to CVL-231’s activity on the M4 receptor subtype and
its subsequent reduction of striatal dopamine levels.

KarXT&ECVL-231Z[XHE SR O MEBE~DRIEANHSICELEHET . XKELGHFLEED S

1 Hi#8 : Karuna Therapeutics&$1 2B & ¥4 (2020812 8) LINK
2 # : Cerevel Therapeutics Form S-1 Registration Statement (2020211 8 ) LINK
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M, LRANY> SEMEDRBBEEE | LA 2 (M/M) IZET BT —RIELAN O ZEREREENETHE
SRR - S [CRDINBEEENDRETRT
SHIEZEE - 1D M & DENESEIZ L YBTREIZFH#T
vV BRI . Karuna@KarXTIZhAT LD L (M,/MIEREFE) ZMNA . JHIEES-
I ME~DEIERAZH ?%mtf;wﬁﬁ!ﬂm
? SRANHERE v v FEFERHG 7 T O0—F
_ s 5 Cerevel DCVL-2311EM, . M5, M (>800x) § K UM, (>390x) KU
bl et v M, 23T BRI AE RS T AT PARTYSHES 2 L—
R _ 27— (PAM)
? i B~ DRI v LA, AETTRELIBEEDDIEHD L FERS

HTL16878I&FH /A ELLERL T M, ITxt 9 SR EHIE
BIZEL FILYRT) Y EEIEE L PAMS (Positive Allosteric
Modulators) &3 E£<B%G5TOT7MILERFD

Source: Sosei Heptares Internal Data; Cerevel Therapeutics Company Presentation (November 2020) LINK; Shekhar et al. Am J Psychiatry, Vol 165, Aug 2008. N=20. 2 active and 3 placebo-arm patients

discontinued the study, none due to adverse events; Bodick et al. Arch Neurol, Vol 54, Apr 1997. N = 343. 52% of patients in high-dose arm discontinued treatment due to adverse events. . “ SOS e I
13 HEPTARES

FEITERMEDFL

HTL16878 L zxmowm, fes



https://investors.cerevel.com/static-files/14a3dfb3-519c-4973-9cba-4186b6710318

14

M, B EE (X = FTRYRAI L7 SR RETE

120% DEBEAZTARELE-FHBTRIFGREEHEIBTENTINT:

2= A TOHTL168780) B IF/EE IR E R

 HEXBEOSEIHLTHEREDRSET
+5THAALEN

«  CSFIZHIT+5H bRk R FEHIJERE (> pEC50) | EGG.

EREEER (EEG) DIRATYFIEME AL
(MMN) . TEYV—FEETANIEDENE
A REE

© FEROMDLAN)EDaAL—F—LLR
L. XYEBNI-ERMELAREFERI AL

F a8t ER (NCT03244228)

182\ 0O#0 E'Eﬂéﬁjw H Faﬁ%iiﬁ
gﬁgrﬁb\ﬁéﬁ&lb\gﬂ

© BRDEFRES (BiE)

- 31ADEHEES (Bit. &%)

- RAGHEESZRLL

© LADIEOEIERTEL

« IDIEICHT HEEZENBREINSGT—AELHD

LD, HMEKREISHLTHENENEFINS
RE CHRA7HEEZREL-GESICEWLWTEH, A
AJREZILN)LEH BN D (KarXTEFEFR)

HTL16878[EM, ZBAED A LY AT I EBIEDEMBBENDARLGIERZETRT

SRR EIOFMES EFRLICRHATTE

0 0@ sosel
HEPTARES

A



e M, EBN R (L R FITBIZERI T DRI BT

HTL183180) EWRIRE, NI TYT LB REEM IEENSE

HTL18318IFER DT £ M EABTMEMNEL. MATEMELTOMDERE. BB DERMEEERELZ L

MENHEEZZONDIREETREMLEARELIEL BHERABLIFERLELGE M ST

7)1»// \IY—RDEBEFEXNRELI-FIbBEER (NCT03456349) Mo MM T ILYNAI—RDIEMELTERITHY . BB DR
BEREZ RS T I FLONT:
HTL18318[X R R RUILIZEF/E LI-AEMERERIZE VT, 28O ER S TORFLEREERL. TILYNAIT—REET
DRFRES ., HEREERNDBENGNROMADKIENH 1= #MHEFTHEELZE E’Jtlibfb\?ﬁ;b\ﬁ%ﬁ)

HTL18318IXATEEREAER LT A DY IILEZ RN R TORPEHHB TR LOLEENRONT-1=5., 5I1E=HEE=8 EMIZEERAEZ f B+
R CIIEGZZHEZE SO LEBLERENTONEN., BEELLAITR SN G
HILTRESNF=FHEICDONWTIEESIZHAEBEZTo-%. SR . HRAHEEEIEHFE

RERM EBEDRFELRIFFICER

HTL18318MDE M DEAE LM ITL T, FHit-GtERBEZTFH > - REAM, EEIFEDREXKZED D
BHORERM IEENZFEA., 2021 F D HITERRELERBAIBIZ M 1T THIES

ML PBEZ oz, REAM, ERIRDOARZELERF

SEOOMEREREZ. BE12021FAIZEOM EBIELZEBELTHRAET HHMRE

0 00 sosel
15 HEPTARES



-Ij—:zl)_

LAN) BRI OIS LOEHROHEFHN ST L —TITEER

70735 L%LEa—LDD, BREICAIT-RYBHZ BT, oL

3 FHRERTORFLEREME - BB UMD AXH)UMEEIZFE, LAY M, E
BEDBM LR

0 0@ sosel
16 HEPTARES



SOSEI HEPTARES




	ムスカリン作動薬プログラムの権利返還について
	免責事項 
	エグゼクティブ・サマリー
	エグゼクティブ・サマリー　(続き)
	スライド番号 5
	スライド番号 6
	スライド番号 7
	患者にとって革新的薬剤となる可能性
	M4作動薬は革新的薬剤となる可能性
	M4作動薬は革新的薬剤となる可能性
	M4作動薬は革新的薬剤となる可能性
	M4作動薬は革新的薬剤となる可能性
	M4作動薬は革新的薬剤となる可能性
	M4作動薬は革新的薬剤となる可能性
	M1作動薬は革新的薬剤となる可能性
	サマリー
	スライド番号 17

