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- A7 & B IR N
(—) XAM &

i.  TYK2 4R R g Rk mEH Tk
B ABUKEE 2 (TYK2) R—HmMIBA KSR, &TF JAK KB RARR, RREGTHENE

ZA o Janus #EE (JAK) A& —FF fm it 1 3 AR BS 2 BR KB ik, By w9 A R B) SR A0 28 %, €L46 JAKI .
JAK2. JAK3 #= TYK2. JAKI. JAK2 #= TYK2 #ia k& ik, JAK3 £ &4 Timimia . Janus %
B 13 5 F A4 TE BT (JAK-STAT) @85 1 A4 I B B TR THaET45, £
RpFe oz IARRKE T ZH M, ¥, TYK2 B8 IL-12. IL-23 AKX I & IFN-a #= IFN-B %
RFaE 545, EXERLRERTAREXEER.

TYK2 E5H#F B AH A, & TYK2 A Z2%K JAK X F#. B4 JAK-STAT £ %A
TR E R, JAK 34 F A Y@ 2% 8 %54 OMID) &7 K £ .5, 122 B 4Ties JAK1/2/3
LT R EARAPENeMRR, AP TR, SIMEE, PR, HEBGF LT
i RA R A S R, Mfide B A Bk AR T Bk 09 R, FFAk FDA BAEE %, TYK2 5 JAK ¥#% &
s Ak, E&RXAAET TYK2 55452 A&7, JAKI23 WA L2 28 kR AT, &
A RAXBEA RA— R P XA, EFEH) TYK2 225 1L-12. 1L-23 UK 1A IFN-
A F2 IFN-B AR F 56942 54 5, R RS L e@Ie BT R ®vh, RASIMERKR Y. 5 —7F @,
Pl JAK2 F 5 Bodo AR Y IE, %] JAK & F Bk S mAn £ i = £ AR, 4 JAK3 23800
R AT E IS LR F B A iR, Bk, &BFMEWH TYK2 £ IMID £4 # /) 6977
RITwe), 3em RIEAF0FIE, B IJAK 48X &M 6 RS,

B £1: TYK2 42 JAK1/2/3 12 5 S0 £ %

TYK2 signaling pathways JAK signaling pathways La is
L2 4 EPO GH
w7 e GM-CSF Prolactin

L2 23 IFNa, B IFNy L6 L1521 TPO  Leptin

[ ] || N | N |}
DId>Rd>DDOD D>DID D> D

*Thi differentiation *Th17 differentiation *Dendritic-cell «Innate and adaptive -+Natural killer (NK) +Eosinophil, basophil, and
+IFNy and TNFa +IL-17 secretion maturation immune response cell function mast cell regulation
secretion == *MHC expression «Lipid metabolism T-cell survival -Hematopoiesis
*Dendritic cell . oid B i
activation *B-cell differentiation Treg maintenance +Growth factor response
and antibody
production

T-cell survival

7 H#+# M : Novel Therapies in Plaque Psoriasis: A Review of Tyrosine Kinase 2 Inhibitors, * -F/#uE#K
.34

TYK2 #WHFAFEERAA AL, foq JH1 & EHRIpFFfded JH2 T HIPFF, B

F 5l B IE L Z )6 09 o B FiE B4 TH REZ
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A TEAB YN GEFEN.., JAK AANLEHMR, 23 A 6H B8R (ATP) #4645 RA91fE
s CHBRLEMIR, THI) F=if 57 5403 (RIRBELE MR, JH2). S @ieR T Amick @&
ke, JAK Baa K AM ST, 1& ATP AL 93t N AL MR Loy 4 A4 5, RIkER4E 4
W £ % fURE RS AR . JAK R EILEMB A LA & IR R, LSRR
ATP 2560 R AF AL, 192K B £ M8 TYK2 #= JAK1/2/3 Z B A K £ 7. Bk, T
it 5 TYK2 RSB MR Fr e 224, SO TYK2 Mkl Rl ed 38, AT, TYK2 494
FA AR &34 ¥ed TYK2 JH1 69 EM e 50, AR e TYK2 JH2 69 T A0 4] 7l

B %&2: TYK2 #p) 5] 7F £ %

a JAK 1/2/3 and TYK2 Signaling

inactive Recaptor- sctive . m;{:’m
activ —
Allosteric binding ATPbinding site ~ Mediated
site activation
4 \
; v —— Downstream

Conformational P signaling

Rglr y \ change
pseudokin Catalytic domain
domain

b Allosteric vs Orthosteric Competitive Inhibition

Orthosteric Competitive
Inhibition

Prevents
recey ediated ‘
cor ation
chings ek or /
@ . 0. .
substrate (2

HA AN : Novel Therapies in Plaque Psoriasis: A Review of Tyrosine Kinase 2 Inhibitors, & - 7E&K
#

Allosteric Inhibition

ii. HBHETTIYK2I {84010 £4, 2H AR TEANEK
AT RERRR LR E—RI LT TYK2i, 4ESEMEATH 4010£4. BMS 897 T k&

BRAGA LT IR TYK2 THpH 7, ¥od TYK2 BiREELESB. EARMALEN, LTk
FH R TYK2 B4 & AR, 3 JAKL-3 JUFEA &, RTREHRATHRE KRR 3
MFRERRE T, BXATRERR 6mg &8 1 Ki&F769E% 16 AL E PASI 75 (5JF 7 @ 4R
Fo B EAE A5 (PAS]) O BRAKRE VRS 75%) P HHIH 58.7%F= 53.6%, ##45 EI)FL @i
5 (SPGA) 0/1 tef5] 9 A1 A 53.6%F= 50.3%, 16 BE T AF4AE, AR EFMR T RBAMER
Sl4%, HachMRIF. 2022 49 A, ATREHRIKER FDA stk B T 4697 AP R BERK
BB XA BREH BARLELM JAK 47, mH FDA L&A 2K EH A AE RN EDH]H .
2023 F 11 A, Z#FSaed HEMET, 2023 F, RTREHFRLEFHEKRANRN 1.TILET,
BAT, MTRERRELARTRERET L. SLE. FTHELE, sk, ZkasRs (DLE) %
B J kR ey s KX I, Ik, BMS LAIEE TYK2 #7457 BT CNS &mad# /. 48 BMS 15
i, TR 2029 3k B 4B MR 40 1L E £
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B %&3: BMS 89 i 7T k&% s Ik A7 By

© 7

Today Near-Term Future

_— Systemic Lupus Erythematosus,
A Psoriatic !
Psoriasis s Sjogren’s Syndrome, &
Arthritis .
Alopecia Areata

Sotyktu is approved for Leveraging strong relationship Disruptive potential in SLE
moderate-to-severe PsO and has between PsO and PsA, sharing and new opportunity in 5jS
reset the bar for oral treatments common pathogenic mechanisms' given similar disease pathogenesis

Potential in AA based on inhibition of
the IL-12/IFNy axis?

Oral, tolerable, mechanistically differentiated TYK-2 targeting
agent provides broad applicability across a range of immune-mediated diseases

RAHFR: BMS, & -FFiERERE

A TYK2 W40 £ 2 AR SRBRRSG, £LEEFNHHE T BETHRL. 8 MRRT R
HFH R LT, TYK2 AB%eH 80677 BBAAB RFERIEE, Mizie sy Xz BRI E
B K. BAT, %A SR TYK2 a4 Tie RM&, XEEH >8Rk 2 N7 @siFrik
Forl &: 1) #5H3 TYK2 695 M X\ TAK-279. Alumis 49 ESK-001. Ventyx #9 VTX-958
# G ARSI TYK2 & F M RARIFH7F 8 Exe, EREMBHEATRERRLLM, B

B F R RERRT £, SLE F; £ R Bt E: AR TYK2 4% 5] ICP-332
s A8 45 S R K 3E47 16 R iX 38, Biohaven # BHV-8000 * %15 % TYK2 #4754 ]

PARAY 2 R Gk m, EABEIT AD. PD. MS 5 5% 5% 69 F 216 R AT 5o
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B A4: % TYK2 #6257 % 3o

Deucravacitinib BMS TYK2 JH2 T B R AR Fbd (AA/EE/PE/KE)

A S IR AL SR b (B AR)

2o R AL R kT (B A)

SLE Ph3

TRtz b Ph3

B X T K Ph3

B Ph2

4k o 52 s 75 (DLE) Ph2

cD Ph2 % %

] e AR AT
TAK-279 £ TYK2 JH2 BESRARSG A Ph3

AR AKX TR Ph2

cD Ph2

uc Ph2
BMS—986322 BMS TYK2 BEHARSE Ph2
Brepocitinib H£3% /Roviant TYK2/JAKT JH1 ALK Ph3

BEHARE A BB ET KL sk, ALHITAR £, UC, CD Ph2

% FAD (SR Ph2
Ropsacitinib  #£3%/Priovant TYK2/JAK2 JH1 438 7 Ph2
10P-332 EIRAL A TYK2 JH1 BB K Ph2
10P-488 EIRAL A TYK2 JH2 BEHAR T Ph2
ESK-001 Alumis TYK2 FERARSE AR, SLE, FFNPEAERF MR HE X Ph2
VTX-958 Ventyx TYK2 CD, s m (Fab) , BAERAT L (Fib) Ph2
HS-10374 #A TYK2 BEIALR Ph2

BBREXT K Ph2
D-2570 EX Xy TYK2 HESRARSE A Ph2
BHV-8000 Biohaven/# £ 4125  TYK2/JAK1 AD, PD, MS, 7 5 A B 4Lk i& 77 49AR1A Ph1

FAHF K Clinical Trails, & -F#7ER B2

TAK-279 % K AT 27 AT FIC 89t dft, EARITEAER EHTF KA. TAK279 £ —#

ERMEORT A TYK2 #p#l 5], X8 2022 F 12 A EL (G340 CEL, ZALMAHK 20
L% ) M Nimbus &% F 2 8] 3k #F. TAK-279 BEA KT R T Rk EHRGEFM. ERITH T
27, TAK-279 #= Deucravacitinib 5 TYK2 JH2 £ 449 Kd {85 %] 0.0034nM #= 0.0045nM, 5
JAK1 JH2 #5469 Kd 154 %) 4 500nM #= 0.49nM, 2023 53 A, X @ EH TAK-279 677+ € 45
HARJE Rty Ph2b 69 AR MA I8, SRAEF A (6%) 48k, Smg/15mg/30mg 7| = 2834 2] PASI 75 49
B 55 A Ay 44%168%/67%, EABATHRE AE 3 HlE R ik, X\LAaRE TAK-279 AT
BB ARAT K. CD. UC ¥ %Mo
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B #5: & @A TAK-279 7+ &t X)

Advancing TAK-279 In Parallel Across Multiple Indications
Latitude®
| Ph2b March 2023 /l | Ph3 Start FY23 /l | FY25-27 |
Psoriasis
Psoriatic Arthritis | Ph2b September 2023 ./l | Ph3 Start FY24 |

TAK-279 is a highly selective (TYK2 over JAKs ~1.5 M times) once daily pill
Ulcerative Colitis * TYK2, IL-23, IL-12 therapies active in many autoimmune diseases

* Genetic data: Loss of TYK2 function reduces risk in PsO, PsA, CD, UC, others

* Preclinical models support use

Others Planned

HHRR: KBEH, &FFIEREE

Alumis S #A&EF 2.59 10 £, i ESK-001 6915 K X%, 2024H2 & 3hB3 43 /8 769 3 M.
ESK-001  Alumis #F & #)— % B & &5 1 69 TYK2 5], EAST =& B E 2 MFR,
O IEBEHARE R, SLE AdE AW H HE K. 2024 F 3 A, Alumis 3R1F 2.59 10 % T8y C #akr i
o 83t R AR AR At BESK-001 896 406 KX 5, & 821X 2024H2 B 307697 F & B AR R
g 3 NG K

B £6: Alumis 49 ESK-001 JF & it X]

DEVELOPMENT

TYK2 MODULATION INDICATION DISCOVERY/OPTIMIZATION PHASE 1 PHASE 2 PHASE 3

Psoriasis

Systemic Lupus
Erythematosus

ESK-001 (TYK2)

Uveitis

A-005 (TYK2) Neuro-inflammation

HAFR: Alumis B R, X -FFEERERE

Biohaven #5 BHV-8000 8 % £ & A3 69 FARA 2 R & H. 2023 % 3 A, Biohaven 5F %
2538 B A K K IOAIN 69 IR R R 5T, 3136 & FF K49 TLL-041 (BHV-8000). 1
A 34, Biohaven H X A+ 2000 77 £ LA AT GLEHILE). 95 ML E L EAERK A S EKR,
G4 E 5 o BHV-8000 B4 F i o fiss B 15 69 & M F= TYK2/JAKL #p#l 69 E 4, =T A T4
T TG0 b AEAYZ R Gk . B AT, Biohaven # {7 BHV-8000 Al F AD. PD. MS. ARG
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PACITIC SECORITIES  Bop i =8, EAMBFHEER (R TYK2 #7547 R)

AB FARETTE9 ARIA (G FaMARMBEFF) FHRH 1 G R

[ %7: BHV-8000 &9 MOA F=FF & it X]

Inflammation plays a key role in the Nonclinical, clinical, genetic and ep gl
pathogenesis of neurodegenerative diseases data show that interrupting chronic inflammation
may slow disease progression

CELLULAR DRIVERS IN NEUROINFLAMMATION JAK
FAMILY

Q-
Receptor ARIA

Microglia
IFN-y, IFN-, IFN-B

i g Alzheimer's
\_ At 3 Parkinson's
Astrocytes . - ! § )) Multiple Sclerosis
IFN-y, IFN-a and IFN-B -
f K2 § % Other Neuroinflammatory &
§ b Neurodegenerative Disorders

L and Other L

" IL-23, IL-17 downstream of IL-23 .

A dual, brain-penetrant inhibitor of TYK2 and
BHV-8000 JAK1 that can effectively block Th17 cell
generation, Type | IFN signaling and inflammation

HAF IR : Biohaven B, X -FHEEREHE

BAZ @, HREE,. $AHNG. 85 4h#ER k. HiRiEEsd TYK 2 EF AL TEA
F—HE, R AL E, BREEA AKX TYK2 W4 F, GEEHRIPH R AT HIpHH, 250AR
ICP-332 (TYK2 JH1) #= ICP-488 (TYK2 JH2), &k B AT, ICP-332 AT 4% stk i £ 49 2 H9is &
HAEARM, BE B3 K. ICP-488 F TAF A EA Tls R 2 IAAF M Blo sk, safkal 2589
HS-10374 #= i 7 A 469 D-2570 4L E A 34T B3 406 R 69 2 AT 2o

B £8: imiEay 16P-332 (TYK2 JH1) #= I1CP-488 (TYK2 JH2)

Active site binding Allosteric site binding

JH2
(pseudokinase domain)
. Blocking the ATP
'.&‘ [ Y binding site
g & Inactive state
ATpiaw
JH1 s 48
(kinase domain) - j:
b oy
IC4, (NM) IC,, (NM) @1 mM ATP
Inhibitor
TYK2 JH2 TYK2 JH1 JAK1 JAK2 JAK3
ICP-332 2319 0.5 19 191 930
ICP-488 5 >10,000

AR : HEHMEEH, KFFUEREE

W ol H 9% B LB 89 gt AR FE 4 TH RZ
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PACIFIC SECURITIES HmBATE, TARTHEER (M TYK2 #F F) &85 50)

(=) BF AR

AR BEHME TR 2.24%, SaimiP X 300 458 2. 26pct. KX H kA, KA EKRE%BH T
. MIRWARA, FHRT, HROEMEE, EBHL, BEFRERLEN, EHE, E
AR E, AaHFUNKEEN. ANERTNESHREANRZHLFTONE, LELRHGBEA
By PN TR B B R

QA B ——AT e R R @B L4, PAMKE ARBET R, KRBT KiE BSR4
8, F#% Biosecure —EFT HEARF L Hvn, QA HATHEEAL, FHEERHRBIKE Q]
WHRMIA ., G B BERIRAFTESFEARBOBLE LT, w2 2024 LFFFREN (o
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CXO— M3 RIS 1) HAIH: BB EFIMERLER, BIEHRBRT AL L
FRZY E, 7/8 FiFSh CXO 4k 2023 F kb 4rA8 U R AF AT B A &1 37 2505 4R 5 B A,
FRIIR, ARRZERFEE L, T ERB LR T 2) 413725 OXO R AL, M4k
4 FAT b B R JRAER, AT 2023 AL SE R ALA 2. 76%, A RAE Kagik 5 BT E M E R, LK
EE— R BT 4742 CXO M ARsick LR AR, PTG A RIT £ 44 30%49 52k . KRAN
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NS R BNAETA 15 AN G B AN KT B AT L B4 AL AS (BP 16. 04 ST/ RL) 9 130%
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(R) T Lsh S
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J%: CDE)

(324 1L-23 ¥4l il & B4 L M AL £ F iF]
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P kG ST G . (4B k R : CDE)

[ o747 1) B 3.5 CD123 #7 &) ADC 2 H 3R 4k ils /& ]

3 A7 H, COE EFRAT, AR 1 X325 AZD9829 K 1315 R iXIBKTH T, MIF Ki&T7
CD123 fa bt Bk fn i e Jmo 4 252 —# e CD123 69463 F B 1 A& H (TOP1i) —fAR1BER2h
4 (ADC), E ZAF RALH RN TOP1i 478 2] &k CD123 A9 /B mie ¥, F 3 DNA 43 4% F= tm i B
T (&##kRK: CDE)

[EAHLRZAEREZEFEPIRLET]
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