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Clinical
Pharmacology

Positioning of HTL'149 for schizophrenia to be refined as we move through

development — initial focus on:

* Treatment of psychotic symptomsin acute psychosis

Indication * Adjunctive treatment of schizophrenia symptomsin patients with inadequate
response to SoC

Additional and/or alternative neuropsychiatricindications also under consideration

* There Is no curative pharmacological therapy, and the goal of current medical treatment is to contral
nflammation, and symptoms as well as to achleve mucosal healing and steroid-free remission

A stepwise approach is utilised in the management of IBD patients, with therapy choice determined by
disease activity and severity (mild, moderate or severe), and response ta other theraples

The main classes of drugs used to treat IBD include aminosalicylates (for induction and maintenance) and

. . . . corticosteroids (for induction) for mild-to-moderate patients, and bialogics (anti-TNF, anti-integrin and
5-6 point reduction on PANSS scale above placebo response, is appropriate for

EfﬁCBCY anti IL-12/23) for moderate-to-severe patients who have failed conventional therapy
. approvability and in line with previously approved labels
Endpoints PP ty P Y app
S = - €D/ UC Severity
Safety / * Similarto currently approved antipsychotics alPresgutation ERTRY
lerabili * NoQTcrisk
Tolerability Anti-TNF - Anti-integrin ¢ AN-THF # Anti-integiin /
Anti-IL-12/23 FJAK inhibitos * S ARti-IL-12/28 7 JAK inhilitor t
* No/less weight gain than currently approved antipsychotics; lack of metabolic : Immuntsuppressant A oS
EﬁECtS i ) Aminosalicylates ¢ Thinpurine / o '.|_'
* Lack of movement disorders warnings or neurocognitive dysfunction (e.g sedation) S | L e eorcee o
* Nodose adjustment with regard to renal or hepatic insufficiency, or in the elderly by A Aminosalicyates
* No risk of neutropenia, or agranulocytosis e ] T loplealcomn. ..
DDls:
* (Base case) Similar pattern to Identifiable and Manageable DDIs with respect to Source: AGG Clinical Guidslines. Am J Gastroantsrol 2319:113384—413; ACG Clinical Guidelines, dm J Gastrosniersl. 2018 April13(4431.517
CYP3A4 and 2B6 as currently approved antipsychotics.
* (Upside) no DDI in the therapeutic dose range. GLOBE LIFE SCIENCES>
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—a—0O95A AN E T EERRGAERDFIBZHER ., SHF30BAFILDIAILA L 3258

Novel Muscarinic Receptor Agonists Collaboration with
Sosei Heptares

Neurocrine Biosciences Initiating Clinical Studies for Muscarinic Portfolio

Initiating clinical studies, including:

» Phase 2 placebo-controlled study of NBI-1117568*, a selective M4 orthosteric agonist, as a
potential treatment for schizophrenia scheduled to start in 2022

v" NBI-1117568 offers the potential for an improved safety profile:
O Without the need of combination therapy to minimize side effects

U Avoids the need of cooperativity with acetylcholine when compared to non-selective
muscarinic agonists and positive allosteric modulators in development

» Phase 1 study of a dual M1 / M4 orthosteric agonist in 2023

» Phase 1 study of a selective M1 orthosteric agonist in 2023

b‘) NEUROCR'NE *In-licensed from Sosel Heptares, formerly HTL-0016878. NBI-1117568 is investigational and not approved in any country
BIOSCIENCES

HAT: Za—0951 20228 oMy REEEREER
https://www.neurocrine.com//assets/2022/08/NBIX-Q2-2022-Earnings-Presentation-Final-08.04.22.pdf
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GLP-1{EEh%E (PF-07081532)

D27AY = BRI HERFF = (EASD: 9 A19H ~23A) IZBWWTARRR VI RDAEELE
RAHRBEMENH A LERT T —HEHK

Robust Declines in Mean Daily Glucose with Once-daily PF-07081532
in Participants with T2D

o

~§ + Observed mean reductions from baseline in Dose-responsive Weight Reduction with Once-daily PF-07081532
S0 % MDG were dose-dependent for 4 to 6 Weeks
i% s % Each of the PF-07081532 doses were
g + statistically significantly different to placebo
52 ¥ o %
S 77.6
g H 913 + E z£°
£ 08.8 FE
B r— P P o 5o 23 While longer duration of intervention is
o Plcebe ® PEOTOBSS? done g5, required to assess the effect of treatment on
5% body weight, reductions were observed
523 following dosing with PF-07081532 for 4 to 6
az a1 7 20 275 % weeks: mean decreases from baseline of up
@ g2 334 to approx. -5.5% in participants with T2D and
Pﬁzer Analystand investor Call to Review Oral GLR1 Data ;; 5 a3 -3.75 + % approx_ _5_2% in participants W|th ObESity
-4.66
-6 510 -4.97

7
Placebo Placebo Placebo 10 30 60 120 180 180
29 days 43 days Obesity (n=7) (n=8) (n=7) (n=7) (n=8) Obesity
(n=8) (n=2)  (n=3) (n=11)

® Placebo/T2D @ Placebo/Obesity ® PF-07081532/T2D @ PF-07081532/Obesity

@ Pﬁzer Analystand hvestor Call to Review Oral GLR 1 Data

https://s28.q4cdn.com/781576035/files/doc_presentation/2022/09/2022-EASD-IR_Presentation_FINAL.pdf
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Ranking of cancer
Premature mortality (0-69)

18t (57)

2nd (55)

3rd - 4th (28) -
5th-9th (48)

[ Nodata || Mot applicable

EISVXVTICEENSEOBITABIIRENTNET,
8t RIR R

Sung et al (2021) Global Cancer Statistics 2020: GLOBOCANIZ &% 185 HE36END MR TORERLFERDHEE
CA CANSJ CLIN 2021;71:209-249 https://ganjoho.jp/public/ga_links/report/statistics/2021_en.html
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Radiotherapy

mTraditional chemotherapy drugs
mTargeted chemotherapy
mHormonal therapies
[llmmunotherapy ]
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2nd gen immunotherapy - - £ Urothelial carcinoma
------------------------ S 2 o Renal cell carcinoma
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. a S a 61 Non-small cell lung cancer (PD-L1 >50%)
15t gen immunotherapy 40 2
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Conventional chemothera Py Non-small cell lung cancer (PD-L1 0%-50%)
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o - Melanoma
. Oonvenbonalchemhorapy. 2nd gen. i therapy D‘"‘ pm— apy + 0- ol |
1stgon. immunotherapy  [ll] Combinationi horapy timing refinements All Patients Patients With Response

Haslam & Prasad (2019); JAMA Network Open; 2(5): 192535
F—HROREREL MCTLAAEY LT EBBRATIFOOTIL—IL-T
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Inflammatory response
(via NFKB) and

Angiogenesis
- Rela - Nfkb1
- Nfkbia
- Vegfa - Ptgs2
- Hiftfa - Il1b

Treg chemoattractants

- Ccl17
- Ccl22

Treg activation

- Foxp3 - Stat5b
- l2ra - Ctla4
- Tnfrsf4 (Ox40)

- Tnfrsf9 (4-1bb)

- Tnfrsf18 (Gitr)
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* *-l- sH7 Cancer Research UK and Sosei Heptares sign agreement to advance cancer immunotherapy candidate into clinical trials
~ *»
EPLEEHTL0039732% %

« HTL0O039732 is a novel EP4 antagonist with potential to treat a wide range of cancers in combination with other imnmunotherapies
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FRERERERDEESNE . THAUBLUVEMEHEIVE T,

 HTL0039732 [&. R4/ TSAFLEM (MSS) RKIGHA . BEREHLA.
BESHER AN A E2E IERINIEDNALGE . BRRGDAUIZHEEZRIET S
CEMHATFF SN TLVET,

000 sosel
HEPTARES



IBD;BEEEL L CTHOEPAYEENZE D B RETHE

IBDOD) BB B I fm REETT

S fiE 14 Bk /B (1BD)

B2 B ETRFERYET @

avhO—)LREER
RIEDZEIX
Evg_lution of H’%%%f’f‘i%??a

Development
of IBD

- TTT A o Jj N U o
; | oy : T ey | > :_L\g E *@
Pre-Clinical V' : . - /AR =
By i i

e . Inflammation
Priming Triggering E ,H»ﬂ Eq t; %ﬁg &
MR DB

BEEXREE X 70—

000 sosel
52 HEPTARES



53

RIFEI—TINTHRAEDBREFRALIIERNETSHAIRER

ZLDMAREERENTFEITHAEODIBDIZIET AV Z—XNEET S

I I 7 Ty 5AEr
HEEH

Janssen/Merck AbbVie Janssen/Merck Takeda Janssen
AN=X L HLTNF PLTNF HLTNF H1-adb7 HiL12/123
TS5t 15% 9.3% 9.5% 5.4% 7%
Eﬁ;{fﬂ SRR 39% (W8) 16.5% (W8) 17.8% (W6) 16.9% 19%
TS5t 17% 8.5% 15.4% 15.9% 26%
%ﬁﬁ;;%ﬂ AL 35% (W54) 17.3% (W52) 28.6% (W52) 41.8% 45%
FHEEHER PREAZES BREAZES BREAZES PMLEGIZ  RRPE. BEMES.
(FDADEL (Boxed warning) (Boxed warning) (Boxed warning) ZE& RPLS. Al (2
S BEE

PML =317 14 % B 1% B B INSE (Progressive Multifocal Leukoencephalopathy) ; RPLS =R # 4 # 1 & BXMAEAE 1% EF (Reversible posterior leukoencephalopathy syndrome )
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