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ADME absorption, distribution, metabolism, and
excretion
A/G albumin-to-globulin
AGP alpha-1 acid glycoprotein o1
ALP alkaline phosphatase
ALT alanine aminotransferase
ANOVA analysis of variance
AST aspartate aminotransferase
ATP adenosine triphosphate
AUC area under the concentration-time curve
AUC(0-24h) AUC from 0 to 24 hours 0 24 AUC
AUC(0-T) AUC from 0 to time of the last 0
measurable concentration AUC
AUC(INF) AUC extrapolated to infinity 0 AUC
AUC(last) AUC from 0 to time of the last 0
measurable concentration AUC
AUC(TAU) AUC for 1 dosing interval 1 AUC
BCR B cell receptor B
BCRP breast-cancer resistance protein
BCS biopharmaceutics classification system
BDC bile duct-cannulated
BID twice daily 1 2
BIW twice weekly 2
BMP6 bone morphogenetic protein 6 6
BMPR2 bone morphogenetic protein receptor 2
BSEP bile salt export pump
Caco-2 human colorectal carcinoma
Cavl.2 calcium voltage-gated channel subunit -
alphal C
CES carboxylesterase
CHO Chinese hamster ovary
CLh,b hepatic blood clearance
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CLTp total plasma clearance
Cmax maximum observed concentration
CYP cytochrome P450 P450
DDI drug-drug interaction
DMSO dimethylsulfoxide
dP/dt rate of change in (left ventricular)
pressure
DPBS Dulbecco’s phosphate buffered saline
E. coli Escherichia coli
EC50 concentration corresponding to the half of  50%
the maximal response
ECAC Executive Carcinogenicity Assessment
Committee
EFD embryo-fetal development
Eh hepatic extraction
EMA European Medicines Agency
EPO erythropoietin
Fa fraction absorbed after oral administration
FACS fluorescence-activated cell sorting
FDA Food and Drug Administration
FEED fertility and early embryonic development
Fg fraction escapes from the gut
Fu unbound fraction
GAS interferon gamma activation sequence
GLP Good Laboratory Practice
GM-CSF granulocyte-macrophage colony-
stimulating factor
GPCR G-protein coupled receptor G
GSH glutathione
GSK3p glycogen synthase kinase 3 beta 3B
HBE intracardiac His-bundle electrograms
HEK human embryonic kidney
hERG human ether-a-go-go related gene ether-a-go-go
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HPMC-AS hydroxypropyl methylcellulose acetate
succinate
HSA human serum albumin
1C50 concentration required for 50% inhibition  50%
ICH International Council for Harmonisation
of Technical Requirements for
Pharmaceuticals for Human Use
IF144 interferon induced protein 44 -
IFI44L interferon induced protein 44 like -
IFIT interferon induced protein with -
tetratricopeptide repeats (gene)
IFN interferon
IFNAR interferon alpha/beta receptor |
Ig immunoglobulin
IL interleukin
IP-10 interferon gamma-inducible protein 10 -
iPSC induced pluripotent stem cells
JAK Janus kinase
Ka first order absorption rate constant in vivo
Kp dissociation constant
KLH keyhole limpet hemocyanin
Km Michaelis constant
LC-MS/MS liquid chromatography with tandem mass
spectrometry
LC-UV/MS liquid chromatography with in-line
ultraviolet and mass spectrometry
LOEL lowest-observed-effect level
MAD multiple ascending dose
MATE multidrug and toxin extrusion protein
MDCK Madin-Darby canine kidney Madin-Darby
MFI mean fluorescence intensity
MHC major histocompatibility complex
MN-NCE micronucleated normochromatic
erythrocytes
MN-RET micronucleated reticulocytes
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MPSK1 myristoylated and palmitoylated -
serine/threonine kinase 1
mRNA messenger ribonucleic acid
MRP multidrug resistance protein
MX1 MX dynamin like GTPase | -
NADPH beta-nicotinamide adenine dinucleotide B-
phosphate
NK natural killer
NMU N-nitrosomethylurea N-
NOAEL no-observed-adverse-effect level
NOEL no-observed-effect-levels
NTCP sodium-taurocholate cotransporting
polypeptide
NZB/W F1 hybrid of New Zealand black x New New Zealand Black NZB
Zealand white mice strains New Zealand White NZW
OASI1 2'-5'-oligoadenylate synthetase 1 2°-5 1
OAT organic anion transporter
OATP organic anion transporting polypeptide
OCT organic cation transporter
PBMC peripheral blood mononuclear cell(s)
Pc permeability coefficient
PCR polymerase chain reaction
PD pharmacodynamic
PDE4 phosphodiesterase 4 4
PEG polyethyleneglycol
P-gp P-glycoprotein P
PK pharmacokinetic(s)
PPND pre- and postnatal development
QD once daily 1 1
QOD every other day
Qn hepatic blood flow
QWBA quantitative whole-body autoradiography
Rs blood-to-plasma ratio
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RET rearranged during transfection (a tyrosine -
kinase)
RHD recommended human dose
RSAD2 radical S-adenosyl methionine domain -
containing 2
S. typhi Salmonella typhimurium
SAD single ascending dose
SCNSA sodium voltage-gated channel alpha -
subunit 5
SD Sprague-Dawley -
SLE systemic lupus erythematosus
SMAD proteins with homology to C. elegans -
Sma and Drosophila mothers against
decapentaplegic (Mad) proteins
STAT signal transducer and activator of
transcription
TDAR T cell-dependent antibody response T
TF-1 factor-dependent human erythroblast cell -
line
Tg transgenic
Th T helper (cells) T
T-HALF apparent elimination half life
TK toxicokinetics
Tmax time to reach Cmax
TPGS d-alpha-tocopheryl polyethylene glycol d-a-
1000 succinate 1000
TPO thrombopoietin
TYK2 tyrosine kinase 2 2
Tyr tyrosine
TYRO3 protein tyrosine kinase 3 -
UDPGA uridine 5'-diphosphoglucuronic acid 5
UGT uridine 5'-diphospho- 5'-
glucuronosyltransferase
uv ultraviolet
Vss steady-state volume of distribution
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1
BMS-986165 BMT-143848 TYK2
TYK2
TYK?2 IL-12 1L-23 I IFN
STAT STAT
1,2,3,4
TYK2 JAKI 3 JAK JAK JAKI  JAK2 JAKI
JAK3 TYK2 JAKI1 JAK2 JAK2
TYK2
IL-12 1L-23 I IFN IL-10 6 JAK1
JAK3 IL-2 1L-6 IL-7 IL-15
78 JAK2 EPO TPO GM-CSF
7,8
JAK1 3
ATP
TYK2 JAK
TYK?2 JAK1 3 TYK?2
JAK
TYK2
IL-23 Tul7
%100 TL-12 IL-23 p40 Tul
IFNy 1 IL-23
pl9 p40
12,13,14,15 1 IFN MHC
B T
16,17,18,19,20
21,22,23,24 IFNa I IFN
IFNAR IFNa
2526 TYK2 IL-23 Tul7 Tu22 IL-12 Tul
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I IFN

IL-12 1IL-23 I IFN

STAT JAK
I IFN
10% BMT-153261
BMT-158170 M2.7.2 TYK2 JAK
BMT-153261  TYK2
BMT-158170
JAK
JAK TYK2
In vivo IL-12 IFNy
NZB/W I IFN
IL-23 IFNa
STATI1 IC50
in vivo
in vitro
RHD 6 mg/day
TYK2
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2
2.1 In vitro
2.1.1
2.1.1.1 TYK2
IMMO0043 M4.2.1.1-1 IMMO151 M4.2.1.1-2 2.63.2
TYK2
TYK2
1C50 Kp 0.2 0.02 nM M4.2.1.1-1
BMT-153261 BMT-158170
BMT-153261 1C50 0.2 nM
BMT-158170 375 1 IC50 75 nM M4.2.1.1-2
2.1.1.2
IMMO0043 M4.2.1.1-1 IMMO151 M4.2.1.1-2 2.63.2
249

JAK1 TYK2 TYK2 5 1

1C50 Kp 0.95 0.33 nM M4.2.1.1-1 ¥ BMPR2

JAK1 1C50 193 nM TYK2
1000 1 TYK2
2000 1 Table 2.1.1.2-1 M4.2.1.1-1 TYK2 JAK1 3
10 uM 2
235 BMT-153261 JAK1
TYK2 1C50 1.3nM TYK2 6
1 BMPR2 1C50 197nM  TYK2 985 1
TYRO3 MPSK1 GSK3p RET 1000 nM 1C50
Table 2.1.1.2-1 M4.2.1.1-2

151 BMT-158170
1000 nM 1C50 BMPR2 IC50
7900 nM MPSK1 IC50 23900 nM TYK2 105 1 318 1

Table 2.1.1.2-1 M4.2.1.1-2

13
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Table 2.1.1.2-1:
BMT-153261
BMT-158170
BMT-153261 BMT-158170
IC50 nM IC50 nM IC50 nM
JAKI 0.95 1.3 ND
BMPR2 193 197 7900
TYRO3 483 275 > 50000
MPSK 1 624 522 23900
GSK3p 849 427 > 50000
RET 3380 919 > 50000
ND
I1C50 BMT-153261
BMT-158170 1C50 1000 nM
2.1.2
2.1.2.1 Kit225 T
IMMO0043 M4.2.1.1-1 2.63.2
TYK2 JAK
Kit225 T GAS STAT
Kit225 T
IFNa 1L-23 STAT
1C50 5 8 nM IL-2 JAK1 JAK3 TYK2
IFNa 1L-23 200 1
JAK1 JAK3 TYK2
Table 2.1.2.1-1
TYK2 Tyr1054 Tyr1055
2 IFNa Tyr1054 Tyr1055
1C50 4 nM

14
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Table 2.1.2.1-1: Kit225 T
IC50 nM
IFNo TYK2/JAK1 5
IL-23 TYK2/JAK2 8
IL-2 JAK1/JAK3 1886
2.1.2.2 B IFNa
IMMO0043 M4.2.1.1-1 2.63.2
| IFN B BCR
IFNao B CD86 Figure 2.1.2.2-
1
Figure 2.1.2.2-1: B BCR IFNa CD86
1500+
[
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- =
Q L
X =
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© 500+
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0
oé&‘; S
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S
R BMS-986165
®0
Unstim anti-IgM IgM MFI
B BMS-986165 IgM IFNa
CDS86 MFI + n=2
IFNao CD86 CD80
5nM 50%

Figure 2.1.2.2-2
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Figure 2.1.2.2-2: IFNa
A
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N BMS-986165 & BMS-986165
MFI Unstim MFI +
A CD86
B CD80
2.1.2.3 PBMC TF-1
IMMO0043 M4.2.1.1-1 2.63.2
PBMC Table 2.1.2.3-1
STAT FACS CD3" T CD19" B CD14"
CD3°CD19CD14 NK
T B NK IFNo IFNB I IFN
STATI 3 5 1 6nM IC50 IFNa IP-10
1L-12 IL-18 IFNy T 1L-23
STAT3 Table 2.1.2.3-1
T 1L-2 STATS 1 IFN
100 1 TF-1 EPO STATSA
10000 nM Table 2.1.2.3-1
TYK?2 IL-12 1IL-23 I IFN

JAK IL-2 EPO
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Table 2.1.2.3-1: PBMC TF-1
IC50 IC50 n
nM nM
IFNa TYK2/JAK1 PBMC pSTATI1 3 2-6 2
CD3'T
IFNao TYK2/JAK1 PBMC pSTAT3 3 2-5 2
CD3'T
IFNoo TYK2/JAK1 PBMC pSTATS 2 1-3 2
CD3'T
IFNa TYK2/JAK1 PBMC pSTATI1 4 2-8 2
CD19'B
IFNao TYK2/JAK1 PBMC pSTAT3 3 1-6 2
CD19'B
IFNa TYK2/JAK1 PBMC pSTATS 2 1-3 2
CD19'B
IFNa TYK2/JAK1 PBMC pSTATI1 4 NA? 1
CD3°CD19°CD14 NK
IFNa TYK2/JAK1 PBMC pSTAT3 2 1-3 2
CD3°CD19°CD14 NK
IFNa TYK2/JAK1 PBMC pSTATS 1 NA? 1
CD3CD19°CD14 NK
IFNa TYK2/JAK1 PBMC pSTATI1 4 3-5 2
CD14"
IFNa TYK2/JAK1 PBMC pSTAT3 1 1-1 2
CD14"
IFNa TYK2/JAK1 PBMC pSTATS 1 NA? 1
CD14"

IFNa TYK2/JAK1 PBMC 1P-10 6 2-15 4
IFNB TYK2/JAKI1 PBMC pSTATI1 2 NA? 1
CD3'T
IFNB TYK2/JAK1 PBMC pSTAT3 2 2-3 2
CD3'T
IFNB TYK2/JAKI1 PBMC pSTATS 1 NA? 1
CD3'T
IFNB TYK2/JAKI1 PBMC pSTATI1 4 NA? 1
CD19'B
IFNB TYK2/JAK1 PBMC pSTAT3 2 2-3 2
CD19'B
IFNB TYK2/JAKI1 PBMC pSTATS 1 NA? 1
CD19'B
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Table 2.1.2.3-1: PBMC TF-1
IC50 IC50 n
nM nM
IFNB TYK2/JAK1 PBMC pSTATI1 4 NA? 1
CD3°CD19°CD14 NK
IFNB TYK2/JAKI1 PBMC pSTAT3 1 1-2 2
CD3°CD19°CD14 NK
IFNB TYK2/JAKI1 PBMC pSTATI1 6 NA? 1
CD14"
IFNB TYK2/JAKI1 PBMC pSTAT3 1 1-2 2
CD14*
IFNB TYK2/JAKI1 PBMC pSTATS 1 NA? 1
CD14"
IL-23 TYK2/JAK2 PBMC pSTAT3 9 6-15 4
CD3'T
IL-12 TYK2/JAK2 PBMC IFNy 14 8-19 2
IL-2  JAKI1/JAK3 PBMC pSTATS 623 NA? 1
CD3'T
EPO JAK2/JAK2 TF-1 pSTATSA > 10000 NAP 2
pSTAT STAT NA
a 1C50
b 1C50 1C50
2.1.2.4
IMMO0043 M4.2.1.1-1 IMMO00282 M4.2.1.1-3 IMMO0194 M4.2.1.1-4
2.63.2
STAT FACS T CD3"
CDh61"
T IFNa STATS IP-10 1L-12
IL-18 IFNy TYK2 1C50
13 38 34 nM M4.2.1.1-1 T 1L-7 STATS
JAK1 JAK3 TYK2 150
1 TPO STATS 10000 nM
M4.2.1.1-1 M4.2.1.1-3 STATI1
100nM  IC50 TYK2 8 1 4 1

18
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M4.2.1.1-1
14 20nM  IC50 STATI1 5 M4.2.1.1-4 STATS
Table 2.1.2.4-1
Table 2.1.2.4-1: TYK2 JAK
IC50 IC50 n
nM nM
IFNa TYK2/JAK1 pSTATS5 13 8-19 9
T
IFNa TYK2/JAK1 1P-10 38 29-51 4
IL-12 TYK2/JAK2 IFNy 34 11-81 5
IL-2 JAK1/JAK3 pSTATS5 1946 1400-3100 5
T
IL-7 JAK1/JAK3 pSTATS5 1960 1792-2137 4
T
TPO JAK2/JAK2 pSTATS > 10000 NAP 1
IFNa TYK2/JAK1 pSTATI1 100 62-123 3
T
IFNa TYK2/JAK1 1P-10 164 NAP 1
IL-12 TYK2/JAK2 IFNy 142 133-165 2
IFNa TYK2/JAK1 p; TATI 14 NAP 1
IFNa TYK2/JAK1 p; TATI 17 NAP 1
IFNa TYK2/JAK1 p; TATS 20 NAP 1
pSTAT STAT NA
a 95% nM
b 1C50
IFN
TYK2 03132 36
5 1 IFN IFNAR
Figure 2.1.2.4-1 M4.2.1.1-1
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Figure 2.1.2.4-1: SLE I IFN
»_§ 150- Bl BMS-986165
Re] [ anti-IFNAR antibody
Y m
% S 100- T untreated blood
i I
«
<??
2
€ S 50-
= a 50
o
X
0_
IFI44 IF144L IFIT1 IFIT3 IFITS MX1 RSAD2
n=36 BMS-986165 500 nM IFNAR
135 pg/mL 5 %
+
2.1.2.5 BMPR2
IMMO0043 M4.2.1.1-1 2.6.3.2
BMPR2 JAK1
Table2.1.1.2-1 JAK1 TYK2
TYK2
40 1 PMBC IL-12 IL-18 IFNy
IL-2 STATS 1C50 14 623 nM
Table 2.1.2.1-1 Table 2.1.2.3-1 Table 2.1.2.4-1
BMPR2
BMP6 SMADI1 SMADS
10000 nM
2.1.2.6
IMMO0043 M4.2.1.1-1 IMMO151 M4.2.1.1-2 IMMO00314 M4.2.1.1-5
IMMO0196 M4.2.1.1-6 IMMO00281 M4.2.1.1-7 2.63.2
BMT-
158170 BMT-153261 BMT-334616 50 20 20
9% M2.7.2.1.2.3

20



2.6.2 PsO
BMS-986165 Deucravacitinib
STAT FACS T CD3"
CD61*
IFNo STATS TYK2 BMT-153261 BMT-334616 BMT-
158170 1C50 198 6076 nM M4.2.1.1-6 M4.2.1.1-2 BMT-
153261 1C50 M4.2.1.1-5
IL-12 1L-18 IFNy TYK?2
BMT-153261 M4.2.1.1-5 BMT-158170
1C50 10000 nM M4.2.1.1-7
TYK2 in vitro BMT-153261 BMT-334616
10% BMT-158170 0.2%
IL-2 STATS JAK1 JAK3 BMT-153261 BMT-158170
TYK2 IFNao STATS 1C50 12 nM
1C50 3704 nM 10000 nM M4.2.1.1-7
M4.2.1.1-1 TPO STATS JAK2
BMT-153261 BMT-158170 10000 nM 1C50
10000 nM Table 2.1.2.6-1 M4.2.1.1-1 M4.2.1.1-7
Table 2.1.2.6-1: TYK2 JAK
BMT-153261 BMT-334616 BMT-
158170
/ BMT-153261 BMT-334616 BMT-158170
1C50 IC50 IC50 IC50
nM nM nM nM
IFNo/pSTATS TYK2/
T TAKI 11 12 198 6076
1IL-12/ TYK2/
TFNy JAK2 48 58 ND > 10000
IL-2/pSTATS JAK1/
T TAK3 1946 3704 ND > 10000
TPO/pSTATS JAK?2/
TAK2 > 10000 > 10000 ND > 10000
pSTAT STAT ND
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2.1.2.7 JAK
IMMO0258 M4.2.1.1-8 IMMO00282 M4.2.1.1-3 2.63.2
TYK?2
JAK
TYK2 IL-12 1IL-23 IL-10
TYK2 JAK1 3 IL-2 1IL-7 1IL-6 TPO
STAT FACS T Tul7 B
1L-12 1L-18 IFNy TYK2 JAK2
1C50 40 nM
1C50 5059 2351 3685 nM Table 2.1.2.7-1 M4.2.1.1-8
Table 2.1.2.7-1: 1L-12 IL-18 IFNy
JAK
IC50 95% n
nM nM
IL-12
IL-18 IFNy 40 29-55 1.017 7
IL-12
IL-18 IFNy 5059 3767-7026 1.016 2
IL-12
IL-18 IFNy 2351 1834-2980 2.062 2
IL-12
IL-18 IFNy 3685 2346-6208 1.871 2
Tul7 1L-23 STAT3 TYK?2 JAK2
1C50 330 88 123 nM
1C50 56 nM Table2.1.2.7-2 M4.2.1.1-8
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2.6.2 PsO
BMS-986165 Deucravacitinib
Table 2.1.2.7-2: Tul7 1L-23 STAT3
JAK
IC50 95% n
nM nM
IL-23  pSTAT3 56 50-64 1.253 5
IL-23  pSTAT3 330 286-380 0.8835 5
IL-23  pSTAT3 88 74-106 0.9445 5
IL-23  pSTAT3 123 97-156 0.7315 4
pSTAT STAT
IL-10 STAT3 TYK2 JAK1
B 1C50 B 169 28 nM T
1C50 77 nM B JAK
B T
B JAK 1C50 29 79 nM
JAK 1C50 154 737 nM
T JAK 1C50 202
458 nM Table 2.1.2.7-3 M4.2.1.1-8
Table 2.1.2.7-3: B T 1L-10 STAT3
JAK
/ IC50 95% n
nM nM
1L-10/ CD19"
pSTAT3 B 28 24-31 1.343 4
1L-10/ CD19"
pSTAT3 B 79 64-98 1.013 4
1L-10/ CD19"
pSTAT3 B 29 24-36 0.8807 4
1L-10/ CD19"
pSTAT3 B 45 37-55 1.067 4
1L-10/ CD3*
pSTAT3 T 77 71-84 1.853 8
1L-10/ CD3*
pSTAT3 T 458 392-534 1.342 8
1L-10/ CD3*
pSTAT3 T 210 182-243 1.311 8
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PsO

BMS-986165 Deucravacitinib
Table 2.1.2.7-3: B T 1L-10 STAT3
JAK
/ IC50 95% n
nM nM
1L-10/ CD3*
pSTAT3 T 202 176-232 1.506 8
1L-10/ CD14*
pSTAT3 169 156-182 2.209 8
1L-10/ CD14*
pSTAT3 737 628-865 1.401 8
1L-10/ CD14*
pSTAT3 345 296-402 1.440 8
1L-10/ CD14*
pSTAT3 154 134-177 1.485 8
STATS JAK1 JAK3
1C50 17 nM
1646 nM Table 2.1.2.7-4 M4.2.1.1-8
Table 2.1.2.7-4: T IL-2 STATS
JAK
IC50 95% n
nM nM
1L-2 pSTATS 1646 1446-1872 1.549 13
1L-2 pSTATS 17 15-19 1.305 10
1L-2 pSTATS 11 8.7-13 1.074 6
1L-2 pSTATS 7.8 6.5-9.5 1.160 6
STATS JAK1 JAK3
1C50 44 nM
1C50 1960 nM Table 2.1.2.7-5 M4.2.1.1-3
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2.6.2 PsO
BMS-986165 Deucravacitinib
Table 2.1.2.7-5: T IL-7 STATS
JAK
IC50 95% n
nM nM
IL-7 pSTATS 1960 1792-2137 1.830 4
IL-7 pSTATS 38 32-44 1.369 3
IL-7 pSTATS 44 37-52 1.065 4
IL-7 pSTATS 41 35-47 1.227 4
pSTAT STAT
T IL-6 STAT1 JAK1 JAK2
JAK
Table 2.1.2.7-6 M4.2.1.1-8 T IL-6 STAT3
JAK Table 2.1.2.7-
6 M4.2.1.1-8
Table 2.1.2.7-6: T IL-6 STAT1 STAT3
JAK
/ IC50 95% n
nM nM
1L-6/ CD14*
pSTATI 423 335-530 1.622 4
1L-6/ CD14*
pSTATI 37 31-44 0.9883 4
1L-6/ CD14*
pSTATI 7.8 5.6-10.8 0.9185 4
1L-6/ CD14*
pSTATI 22 18-28 1.067 4
1L-6/ CD3*
pSTATI T 300 231-387 1.243 4
1L-6/ CD3*
pSTATI T 42 35-50 1.118 4
1L-6/ CD3*
pSTATI T 11 8-14 0.9211 4
1L-6/ CD3*
pSTATI T 25 20-31 1.301 4
1L-6/ CD14*
pSTAT3 993 936-1054 2.331 4
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2.6.2 PsO
BMS-986165 Deucravacitinib
Table 2.1.2.7-6: T IL-6 STAT1 STAT3
JAK
/ IC50 95% n
nM nM
1L-6/ CD14*
pSTAT3 245 214-283 1.473 4
1L-6/ CD14*
pSTAT3 95 81-111 1.336 4
1L-6/ CD14*
pSTAT3 117 100-137 1.457 4
1L-6/ CD3*
pSTAT3 T 1179 1069-1302 2.353 4
1L-6/ CD3*
pSTAT3 T 419 358-490 1.665 4
1L-6/ CD3*
pSTAT3 T 175 150-204 1.571 4
1L-6/ CD3*
pSTAT3 T 213 186-246 2.080 4
pSTAT STAT
10000 nM TPO STAT3 STATS
JAK2 Table 2.1.2.7-7
TPO STAT3 1C50
217 32 41 nM STATS 1C50 588 117
157 nM Table 2.1.2.7-7 M4.2.1.1-8
Table 2.1.2.7-7: TPO STAT3 STATS
JAK
IC50 95% n
nM nM
TPO pSTAT3 > 10000 - - 6
TPO pSTAT3 217 182-258 0.9931 8
TPO pSTAT3 32 28-36 1.019 8
TPO pSTAT3 41 36-47 0.9860 6
TPO pSTATS > 10000 - - 10
TPO pSTATS 588 525-657 1.146 12
TPO pSTATS 117 104-131 1.153 10
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2.6.2 PsO
BMS-986165 Deucravacitinib
Table 2.1.2.7-7: TPO STAT3 STATS
JAK
I1C50 95% n
nM nM
TPO pSTATS5 157 143-172 1.068 8
pSTAT STAT
2.2 In vivo
2.2.1 1L-12 IL-18 IFNy
IMMO0044 M4.2.1.1-9 2.6.3.2
IL-12 IL-18 IFNy
0.1 1 10 mg/kg p40 10 mg/kg
1 IL-12 1
IL-18 IL-12 4 IFNy
IFNy 1 10 mg/kg
P 0.05 Figure 2.2.1-1 0.1 1 10 mg/kg
26+0.6 42+10 769 + 269 nM IFNy
in vitro IFNa STATI1
I1C50 100 nM 0.03 04 7.7
Figure 2.2.1-1: IL-12 IL-18 IFNy
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2.6.2 PsO

BMS-986165 Deucravacitinib
a-p40 Ab p40 mpk mg/kg
4 8 + *P<0.05 ANOVA Dunnett
2.2.2 NZB/W I IFN
IMMO0044 M4.2.1.1-9 2.6.3.2
I IFN SLE
NZB/W
5 15 45 mg/kg QD 2 IFNAR 0.5 mg/kg
2 24 I IFN IFIT1
IFIT3 MX1 PCR
IFIT3 5 mg/kg
15 45 mg/kg IFNAR
Figure 2.2.2-1 IFIT1 MX1 15 45 mg/kg
15 45 mg/kg IFNAR IFIT3
Figure 2.2.2-1 5 15 45 mg/kg QD
24 26 £ 13 87 + 106 1826 + 3307 nM IFNa
STATI1 IC50 100 nM 03 09 18
Figure 2.2.2-1: NZB/W I IFN IFIT3

>
w

= 1.5- =
n n 1.5
2 2
c O c O
o Q=
0 o 104 0n o
o> . @ > 1.0
54 54
x 0 *% x
w > *% w >
o % 0.5 . T 2 % 0.54 « x *
L2 L2 b i
K k=
[] []
¥ 0.0- T X 0.0- T
= Vehicle 5 15 45  anti-IFNAR = Vehicle 5 15 45  anti-IFNAR
BMS-986165 (mpk) BMS-986165 (mpk)
A IFIT3 B IFIT3
anti-IFNAR IFNAR BMS-986165 mpk mg/kg 5
+ *P<0.05 **P<0.01 ANOVA
Dunnett
NZB/W
1 IFN
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2.6.2 PsO
BMS-986165 Deucravacitinib
1 2 SmgmlL 12 24 6.0 mg/kg/day
20 g 5 IFNAR 0.5 mg/kg 2
24 IFIT3 2 IFNAR
Figure 2.2.2-2 1 2 5 mg/mL 74 +
22 160 £ 62 331 £ 110 nM IFNa STATI1
1C50 100 nM 07 16 33
Figure 2.2.2-2: NZB/W IFN IFIT3
A - 1.5 B <
n n 1.5
o o
c O c O
Q< Q=
g = 107 a3 10
- 2" - l)h
E é 0.51 *% *% " * E E 0.5 * X -
k= 8
& 0.0 & 0.0- .
Vehicle 1 2 5 anti-IFNAR ~ Vehicle 1 2 5 anti-IFNAR
BMS-986165 (mg/mL) BMS-986165 (mg/mL)
A IFIT3 B IFIT3
anti-IFNAR IFNAR BMS-986165 6
+ *P<0.05 **P<0.01 ANOVA Dunnett
I IFN
IFNAR IFNa STATI1 1C50
100 nM
2.2.3 IL-23
IMMO0044 M4.2.1.1-9 2.63.2
1L-23 Tul7 1L-22
IL-23 Day 0 Day 9 QOD 5 ug
7.5 15 30 mg/kg BID IL-23 3 mg/kg BIW  Day 0
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2.6.2 PsO
BMS-986165 Deucravacitinib
1L-23
15 mg/kg BID IL-23 30 mg/kg BID
IL-23 Figure 2.2.3-1
30 mg/kg BID IL-23 Figure
2.2.3-1
PCR IL-17A 1IL-21
1L-12 1L-23 1L-23
Figure 2.2.3-1
PK 7.5 15 30 mg/kg BID 19 21 24
IFNao STATI1 1C50 100 nM
IFNao STATI1
1C50
Figure 2.2.3-1: IL-23
A B
200-
; 4.0 W Acanthosis
3 Infiltrate
/ Vehicle ° 351 *
” 150 ; O 7.5mpk BID BMS-986165 &  3.07
g O 15mpk BID BMS-986165 (3 2.5 o
c8 v 30 mpk BID, BMS-086165 3
2 S 100 ® anti-IL-23 9 2.01
- £ G 157
Eé /;/%/gik T oo
50 = 0.5+
/E?:% s 00 Vencle 75 15.0 300  ant-IL-23
oqr—éi-jg' —C BMS-986165 (mpk, BID)
0 1 2 3 4 5 6 7 8 9
Study Day
W Vehicle
C BMS-986165, 7.5 mpk BID
3 BMS-986165, 15 mpk BID
[ BMS-986165, 30 mpk BID
1.757 BEX anti- IL-23 Adnectin (3 mpk)
é 1.50
8 125
Q-
! 1,007
g* § 0.75
2~ o501
S 025
0.00-

IL-17a

IL-21 IL-23a
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2.6.2 PsO

BMS-986165 Deucravacitinib
BMS-986165 mpk mgkg IL-17a IL-17A 1IL-23a IL-23a
IL-23R  IL-23 IL-12 p35 IL-12  p35 IL-12 p40 IL-12  p40
anti-IL-23 1L-23
A 8 + *P<0.01 ANOVA
Dunnett
B 4 +
*P<0.05 Kruskal-Wallis
C 4 +
*P<0.05 ANOVA Dunnett
3
31 GPCR
DT15044 M4.2.1.2-1 DT17054 M4.2.1.2-2 DT17055 M4.2.1.2-3
2.6.3.3
GPCR
BMT-153261 BMT-

158170 in vitro

K PDE4 10 pM

1C50 Table 3.1-1 M4.2.1.2-1 BMT-153261 BMT-158170

K PDE4

Table 3.1-1 M4.2.1.2-3 M4.2.1.2-2

Table 3.1-1: BMT-153261 BMT-158170
K PDE4
BMT-153261 BMT-158170
IC50 nM IC50 nM ICS0 nM
K 9580 9290 9080
PDE4 2154 1050 17441
3.2 JAK1 JAK3 JAK2
IMMO00285 M4.2.1.2-4 IMMO00284 M4.2.1.2-5 2.6.3.3
M2.6.6.3 JAK1 3
JAK
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262 PsO
BMS-986165 Deucravacitinib
BMT-153261 BMT-
158170 JAK
BMT-153261 BMT-158170
JAK1 JAK3 JAK2 M4.2.1.2-
4 BMT-153261 BMT-158170 IL-2 STATS
JAK1 JAK3 1003 nM 1783 nM 10000 nM
3 10000 nM TPO STAT3 STATS JAK2
Table 3.2-1 IL-2 TPO
STAT BMT-153261 BMT-158170
Table 2.1.2.6-1
JAK
JAK1 JAK3 JAK2
M4.2.1.2-5 IL-2 STATS JAK1 JAK3
IC50 21 20 nM
IC 50 1003 nM Table 3.2-1
Table2.1.2.7-4 STAT3 STATS JAK2
10000 nM
STAT3 181 303 nM STATS 515 904 nM
IC50 Table 3.2-1 TPO STAT3 STATS
Table 2.1.2.7-7
Table 3.2-1: JAK1 JAK3 JAK2
BMT-153261 BMT-
158170 JAK
/ ICS0 nM n
IL-2/ pSTATS 1003 2
TPO/ pSTAT3 > 10000 2
TPO/ pSTATS > 10000 2
BMT-153261 IL-2/ pSTATS 1783 2
BMT-153261 TPO/ pSTAT3 > 10000 2
BMT-153261 TPO/ pSTATS > 10000 2
BMT-158170 IL-2/ pSTATS > 10000 2
BMT-158170 TPO/ pSTAT3 > 10000 2
BMT-158170 TPO/ pSTATS > 10000 2
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262 PsO
BMS-986165 Deucravacitinib
Table 3.2-1: JAK1 JAK3 JAK2
BMT-153261 BMT-
158170 JAK
/ ICS0 nM n
IL-2/ pSTATS 21 2
TPO/ pSTAT3 181 2
TPO/ pSTATS 515 2
IL-2/ pSTATS 20 2
TPO/ pSTAT3 303 2
TPO/ pSTATS 904 2
pSTAT STAT
BMT-153261 BMT-158170 JAKI1
JAK3 JAK2 M4.2.1.2-4
BMT-153261 BMT-158170 IL-2 STATS JAK1
JAK3 IC50 1874 3831 10000 nM
BMT-153261 BMT-158170 TPO STAT3 STATS
JAK2 10000 nM Table 3.2-2 IL-2 TPO
STAT BMT-153261 BMT-158170
Table 2.1.2.6-1
JAK1 JAK3 JAK2
M4.2.1.2-5 IL-2 STATS
JAK1 JAK3
IC50 26 18 nM IC50 1874 nM Table 3.2-
2 TPO STAT3 STATS JAK2
10000 nM STAT3
50 95nM STATS 139 237naM  IC50 IL-2
TPO

Table 2.1.2.7-4 Table 2.1.2.7-7
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2.6.2 PsO

BMS-986165 Deucravacitinib
Table 3.2-2: JAK1 JAK3 JAK2
BMT-153261
BMT-158170 JAK
/ IC50 nM n
IL-2/ pSTATS 1874 2
TPO/ pSTAT3 > 10000 2
TPO/ pSTATS > 10000 2
BMT-153261 IL-2/ pSTATS 3831 2
BMT-153261 TPO/ pSTAT3 > 10000 2
BMT-153261 TPO/ pSTATS > 10000 2
BMT-158170 IL-2/ pSTATS > 10000 2
BMT-158170 TPO/ pSTAT3 > 10000 2
BMT-158170 TPO/ pSTATS > 10000 2
IL-2/ pSTATS 26 2
TPO/ pSTAT3 50 2
TPO/ pSTATS 139 2
IL-2/ pSTATS 18 2
TPO/ pSTAT3 95 2
TPO/ pSTATS 237 2
pSTAT STAT
JAK1 JAK3
4
ICH S7A
GLP
in vitro in vivo
hERG
iPSC
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2.6.2 PsO

BMS-986165 Deucravacitinib
RHD 6 mg/day
Cmax 0.0451 pg/mL M5.3.3.5-2 86.6%
M2.6.4.4.3.1 Cmax 0.006 pg/mL
In vitro

M2.6.4 Table 4.3.1-1 in vivo

in vitro
97.1% 86.6% M2.6.4.4.3.1 Cmax
Cmax
BMT-153261 RHD Cmax  0.0054 pg/mL M2.6.4.7.2.4
80.9% M2.6.4.4.3.1 Cmax 0.001 pg/mL
BMT-158170 RHD Cmax 0.0113 pg/mL M2.6.4.7.2.4
83.8% M2.6.4.4.3.1 Cmax 0.0018 pg/mL
4.1
4.1.1 In vitro
4.1.1.1 hERG SCN5A
Cavl.2
DT14174 M4.2.1.3-1 2634
hERG SCNS5A L
Cavl.2 HEK?293
1 10uM 0.4255 4.255pg/mL
50% 1C50 1 3 10 uM RHD
Cmax 709 hERG 16.1 35.1 43.9% 10 uM
1 4 Hz -0.9 4.2% 15.5%
RHD Cmax
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2.6.2 PsO
BMS-986165 Deucravacitinib
4.1.1.2 iPSC
DT18065 M4.2.1.3-2 2634
iPSC
iPSC 0.1 30uM 10 uM
12 32% 12 30%
3 30 uM 30uM  RHD
Cmax 2128 18%
4.1.1.3
DT18065 M4.2.1.3-2 2634
10 30 uM
30 uM 16%
PR QRS QT
4.1.1.4
DT18065 M4.2.1.3-2 2634
0.1 30uM
10 uM RHD Cmax
709 50%
4.1.2 In vivo
4.1.2.1
DTI13173 M4.2.1.3-3 2634
1 2 3 0 10
30mgkg Cmax RHD 140
6 24
10 30 mg/kg Cmax 6.3 pg/mL
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2.6.2 PsO
BMS-986165 Deucravacitinib
4.1.2.2
DT13168 M4.2.1.3-4 2634
3 2 10 mg/kg 30
HBE
10 mg/kg 10 20 30
3
2 10 mg/kg 20
105 pg/mL
2mg/kg  Fridericia QT 8
Van De Water 2 mg/kg
0.9 QT
2mgkg PR AH QRS HBE
HV H \Y%
2 mg/kg 15.3% 18.9%
10 mg/kg 53% 80% 10 mg/kg
1 10
RHD RHD
Cmax Cmax 2328 504
4.1.2.3
DT14075 M4.2.1.3-5 2634
2 0 2 3
10 mg/kg 1 mL/kg 10 mg/kg 2 Day 2
11
+dP/dt —dP/dt P PR RR QRS QT
1 21 80 bpm
QT 3
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2.6.2 PsO
BMS-986165 Deucravacitinib
4 10 mg/kg 24 I IFN
10 mg/kg 4 24
4
Table 4.1.2.3-1
Table 4.1.2.3-1: 2 3 10 mg/kg
ng/mL
mg/kg Day
2 9 418.6 600.6 509.6
3 10 760.1 922.6 841.4
2108 2480 2294
10 2
24 89.1 318.7 203.9
4 3096 3927 3512
10 11
24 191.3 513.9 352.6
10 mg/kg TYK2 4 24
4 24 I IFN
100 1
2 3 10 mgkg 1
10 mg/kg 2
4 3 mg/kg
10 mg/kg Day 2 4/4
30 mmHg 10 mmHg 15 mmHg
—dP/dt 20% 1 4/4
40 60 bpm +dP/dt 20% Day 11
10 mg/kg 4/4
35 mmHg 10 20 mmHg
10 20 mmHg —dP/dt 40% 1 7
4/4 80 bpm +dP/dt 30% 1 13
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PsO

2.6.2
BMS-986165 Deucravacitinib
10 mg’kg Cmax RHD 51
3mgkg Cmax RHD 19
NOEL 3 mgkg
4.1.2.4 GLP
DT14097 M4.2.1.3-6 2.6.3.4
2 0
1 3 10 mg/kg
+dP/dt —dP/dt P PR RR QRS
QT
1 21 120 bpm
QT 3
4 24
4 24
Table 4.1.2.4-1
Table 4.1.2.4-1: 1 3 10 mg/kg
ng/mL
mg/kg
. 4 538.0 403.5 470.8
24 53.50 29.00 41.25
3 4 1523 1282 1402
24 155.0 118.0 136.5
0 4 4574 6027 5299
24 1038 673.5 855.8

PEG300
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2.6.2 PsO
BMS-986165

Deucravacitinib
1l mgkg Cmax  RHD 10
1 3 1 30 bpm 2
3mgkg Cmax RHD 31 1 1 8
10 15 mmHg 3 1 3 20 bpm
4/4 1 2 +dP/dt 25%
10 mglkg Cmax RHD 118 4/4
20 mmHg 1 9 2
+dP/dt 20% —dP/dt 20% 4/4
35 bpm I 3 4/4 1 4
0.5°C
1l mgkg Cmax RHD 10
NOEL
4.1.2.5 GLP
DT14128 M4.2.1.3-7 2634
4 0.3 0.65 1.0 mg/kg
+dP/dt —dP/dt P PR RR QRS
QT 1
21 120 bpm
QT 3
4 24
4 24

Table 4.1.2.5-1
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2.6.2 PsO
BMS-986165 Deucravacitinib
Table 4.1.2.5-1: 0.3 0.65 1.0 mg/kg
ng/mL
mg/kg
03 4 52.5 35.8 44.2
‘ 24 8.9 7.1 8.0
4 147.4 109.7 128.5
0.65
24 11.9 10.4 11.1
10 4 272.8 237.6 255.2
. 24 28.9 34.0 314
PEG300
1.0 mgkg Cmax RHD 6 11 bpm 1
6 1 30 bpm
0.65 mg/lkg Cmax  RHD 3
QT
1.0 mg/kg Cmax RHD 6
0.65mg/kg Cmax RHD 3
NOEL  0.65 mg/kg
4.1.2.6
1 M2.6.6.3.3.3 3
M2.6.6.3.3.4 9 M2.6.6.3.3.5
1
5 mg/kg/day Cmax RHD 45 3 5 mg/kg/day Cmax
RHD 30 9 10/5 mg/kg/day Day 1 49 10 mg/kg/day 1
Day 57 5 mg/kg/day Cmax RHD 49
9
39 5 mg/kg BMT-153261 BMT-158170
Cmax 0.042 0.0093 pg/mL M2.6.7 Table?2.6.7.7
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2.6.2 PsO
BMS-986165 Deucravacitinib
BMT-153261 BMT-158170 RHD 8 1
6 26
50 mg/kg/day BMT-153261 BMT-158170 Cmax
0.29 0.98 pg/mL M2.6.7 Table 2.6.7.7 BMT-153261 BMT-158170
RHD 54 87 RHD
1 M2.6.6.3.2.5 3 M2.6.6.3.2.6 6
M2.6.6.3.2.7
4.2
Long-Evans
SD “C M2.6.4.4.5
SD
e 10 mg/kg 1 3
0.03 0.04
M2.6.4.4.5.6
3.1
1 0 5 15 75 mg/kg/day M2.6.6.3.2.5
4 1 3
M4.2.3.2-8
75 mg/kg/day Cmax RHD 357
3 15 mg/kg/day
Cmax RHD 62 M2.6.6.3.2.6 6 50 mg/kg/day Cmax RHD
218 M2.6.6.3.2.7
1 0 05 1.5 5 mg/kg/day M2.6.6.3.3.3
4 3 5
M4.2.3.2-13
5 mg/kg/day Cmax RHD 45
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2.6.2 PsO

BMS-986165 Deucravacitinib
3 5 mg/kg/day
Cmax RHD 30 M2.6.6.3.3.4 9 10/5 mg/kg/day Cmax RHD
49 M2.6.6.3.3.5
4.3
1 0 5 15 75 mg/kg/day M2.6.6.3.2.5
4 1 3

75 mg/kg/day Cmax RHD 357

3 15 mg/kg/day Cmax RHD 62 M2.6.6.3.2.6 6
50 mg/kg/day Cmax RHD 218 M2.6.6.3.2.7
1 0 05 1.5 5 mg/kg/day M2.6.6.3.3.3
4 35
M4.2.3.2-13
5mg/kg/day Cmax RHD 45
3 5 mg/kg/day Cmax RHD 30
M2.6.6.3.3.4 9 10/5 mg/kg/day Cmax RHD
49 M2.6.6.3.3.5
5
6
TYK2 TYK2
IL-12 1IL-23 I IFN
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2.6.2 PsO
BMS-986165 Deucravacitinib
IL-12 1IL-23 I IFN
TYK2 IL-2 IL-7 1IL-6 TPO JAK
BMT-153261 BMT-334616 BMT-158170
BMT-153261 BMT-334616
BMT-158170 BMT-153261 BMT-158170 JAK1
JAK3 JAK2 TYK2
TYK2 IL-12 1L-23
JAK
JAK1 JAK3 1L-2 1L-7 JAK1 JAK2
IL-6 JAK2 TPO
TYK2 JAK1
IL-10 B

JAK JAK

IL-12 NZB/W IL-12 I

IFN 1L-23
1L-23 NZB/W
IFNa STAT1
1C50
2
M2.7.2.2.2.19

BMT-153261 BMT-158170 1C50 RHD

Cmax
in vitro
iPSC
RHD
in vivo
in vitro
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2.6.2 PsO
BMS-986165 Deucravacitinib

NOEL
RHD
9 10/5 mg/kg/day

JAK1 JAK2 JAK3 TYK2

RHD
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2.6.2 PsO
BMS-986165 Deucravacitinib
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Table 2.6.3.1: Pharmacology Overview

Test article: Deucravacitinib
Type Test Method of Testing Study No./ Location
. . . o Document Control . .
of Study System Administration Facility in Dossier
Number

Primary Pharmacodynamics

Inhibition of probe binding Biochemical kinase binding In vitro BMS - IMMO0043/ 4.2.1.1-1

to TYK2 by BMS-986165 assays 930087619

Inhibition of probe binding Biochemical kinase binding In vitro BMS|l IMMO151/ 42.1.1-2

to TYK2 by BMS-986165 assays 930115575

metabolites, BMT-153261

and BMT-158170

Inhibition of probe to other Displacement of a fluorescent In vitro BMS - IMMO0043/ 4.2.1.1-1

kinases and pseudokinases probe against a panel of 249 930087619

by BMS-986165 protein and lipid kinases and

pseudokinases

Inhibition of probe to other Displacement of a fluorescent In vitro BMS - IMMO151/ 4.2.1.1-2

kinases and pseudokinases probe against a panel of 235 or 930115575

by BMS-986165 metabolites, 151 protein and lipid kinases and

BMT-153261 and BMT- pseudokinases

158170

Inhibition of TYK2-dependent  IFNa-, IL-23- or IL-2-stimulated  In vitro BMs |} IMMO043/ 42.1.1-1

functional activity in human STAT-dependent luciferase 930087619

Kit225 T cell line expression

Inhibition of Type I IFN- Anti-IgM- and IFNo-stimulated ~ In vitro BMS |l IMMO0043/ 42.1.1-1

augmented BCR-stimulated CD86 expression 930087619

cellular response in human B cells

Inhibition of IFNa-induced ~ IFNa-induced In vitro BMs |} IMMO043/ 42.1.1-1

differentiation of monocytes CD86 and CD80 expression 930087619

to antigen presenting cells
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Table 2.6.3.1: Pharmacology Overview
Test article: Deucravacitinib
Type Test Method of Testing Study No./ Location
. . . - Document Control . .
of Study System Administration Facility in Dossier
Number
Inhibition of Type I IFN- Type I IFN-stimulated In vitro BMS |l IMMO0043/ 42.1.1-1
stimulated responses STAT phosphorylation 930087619
in human PBMCs and cytokine production
Inhibition of IL-23-stimulated ~ IL-23-stimulated In vitro BMS |l IMMO0043/ 42.1.1-1
responses in human PBMCs STATS3 phosphorylation 930087619
Inhibition of IL-12-stimulated ~ IL-12-stimulated In vitro BMS |l IMMO0043/ 42.1.1-1
responses in human PBMCs IFNy production 930087619
Inhibition of IL-2-stimulated ~ IL-2-stimulated In vitro BMS|l IMMO0043/ 42.1.1-1
responses in human PBMCs STATS phosphorylation 930087619
Inhibition of EPO-stimulated ~ EPO-stimulated In vitro BMs |} IMMO0043/ 42.1.1-1
responses in human TF-1 STATS phosphorylation 930087619
erythroblast cell line
Inhibition of TYK2-dependent ~ IFNa-stimulated In vitro BMS |l IMMO0043/ 42.1.1-1
[FNo- and IL-12-stimulated STATS phosphorylation 930087619
responses in human whole or IP-10 production,
blood IL-12-stimulated
IFNy production
Inhibition of JAK1/JAK3- IL-2-stimulated In vitro BMS|l IMMO0043/ 42.1.1-1
dependent IL-2-stimulated STATS phosphorylation 930087619
responses in human whole in T cells
blood
Inhibition of JAK1/JAK3- IL-7-stimulated In vitro BMS |l IMM00282/ 42.1.1-3
dependent IL-7-stimulated STATS phosphorylation 930152618
responses in human whole in T cells
blood
Inhibition of JAK2-dependent ~ TPO-stimulated In vitro BMs |} IMMO043/ 42.1.1-1
TPO-stimulated responses STATS phosphorylation 930087619

in human whole blood

in platelets
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Table 2.6.3.1: Pharmacology Overview
Test article: Deucravacitinib
Type Test Method of Testing Study No./ Location
. . . - Document Control . .
of Study System Administration Facility in Dossier
Number
Inhibition of TYK2-dependent ~ IFNa-stimulated In vitro BMS |l IMMO0043/ 42.1.1-1
[FNo- and IL-12-stimulated STAT1 phosphorylation 930087619
responses in mouse whole or IP-10 production,
blood IL-12-stimulated
IFNy production
Inhibition of TYK2-dependent  IFNo-stimulated In vitro BMS|l IMMO0194/ 42.1.1-4
IFNa-stimulated responses STAT1/5 phosphorylation 930121528
in whole blood from rats and
cynomolgus monkeys
by BMS-986165
Suppression of Type I IFN- Type 1 IFN gene transcription In vitro BMS |l IMMO0043/ 42.1.1-1
dependent gene transcription measured after a 5 hour ex vivo 930087619
in whole blood from patients incubation with whole blood
with lupus from lupus patients
Inhibition of BMPR2- BMP6-stimulated In vitro BMS|l IMMO0043/ 42.1.1-1
dependent responses in human  SMAD1/5 phosphorylation 930087619
pulmonary arterial smooth
muscle cells
Inhibition of cytokine-induced ~ IFNo-stimulated In vitro BMS|l IMMO00314/ 42.1.1-5
signaling endpoints in human STATS phosphorylation 930158827
whole blood by BMS-986165  in T cells
and its metabolite, BMT-
153261
Inhibition of TYK2-dependent  IFNo-stimulated In vitro BMS|l IMMO151/ 42.1.1-2
IFNa-stimulated responses STATS phosphorylation 930115575

in human whole blood
by BMS-986165 metabolite,
BMT-158170
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Table 2.6.3.1: Pharmacology Overview

Test article: Deucravacitinib

Study No./

Type Test Method of Testing Location

of Study System Administration Facility Document Control in Dossier
Number

Inhibition of TYK2-dependent  IFNa-stimulated In vitro BMS |l IMMO196/ 42.1.1-6

IFNo-stimulated responses STATS phosphorylation 930121574

in human whole blood

by BMS-986165 metabolite,

BMT-334616

Inhibition of TYK2-dependent  IL-12 plus IL-18-stimulated In vitro BMS|l IMMO00314/ 42.1.1-5

IL-12 stimulated responses IFNy production 930158827

in human whole blood by

BMS-986165 and its

metabolite, BMT-153261

Inhibition of TYK2-dependent  IL-12 plus IL-18-stimulated In vitro BMS|l IMM00281/ 42.1.1-7

IL-12 stimulated responses IFNy production 930152617

in human whole blood by

BMS-986165 metabolite,

BMT-158170

Inhibition of JAK1/JAK3- IL-2-stimulated In vitro BMS|l IMM00281/ 42.1.1-7

dependent IL-2-stimulated STATS phosphorylation 930152617

responses in human whole in T cells

blood by BMS-986165

metabolites, BMT-153261

and BMT-158170

Inhibition of JAK2-dependent  TPO-stimulated In vitro BMS|l IMM00281/ 42.1.1-7

TPO-stimulated responses STATS phosphorylation 930152617

in human whole blood in platelets
by BMS-986165 metabolites,

BMT-153261 and BMT-

158170
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Test article: Deucravacitinib
Type Test Method of Testing Study No./ Location
. . . - Document Control . .
of Study System Administration Facility in Dossier
Number
Inhibition of TYK2-dependent ~ IL-12-stimulated In vitro BMs |} IMM0258/ 42.1.1-8
IL-12-stimulated responses IFNy production 930147395
in human whole blood
by BMS-986165, tofacitinib,
baricitinib, and upadacitinib
Inhibition of TYK2-dependent ~ IL-23-stimulated In vitro BMs |} IMMO258/ 42.1.1-8
IL-23-stimulated responses STATS3 phosphorylation 930147395
in human whole blood
by BMS-986165, tofacitinib,
baricitinib, and upadacitinib
Inhibition of TYK2-dependent  IL-10-stimulated In vitro BMs |} IMM0258/ 42.1.1-8
IL-10-stimulated responses STATS3 phosphorylation 930147395
in human whole blood in B cells, T cells,
by BMS-986165, tofacitinib, and monocytes
baricitinib, and upadacitinib
Inhibition of JAK1/JAK3- IL-2-stimulated In vitro BMS |l IMM0258/ 42.1.1-8
dependent IL-2-stimulated STATS phosphorylation 930147395
responses in human whole in T cells
blood by BMS-986165,
tofacitinib, baricitinib, and
upadacitinib
Inhibition of JAK1/JAK3- IL-7-stimulated In vitro BMs |} IMM00282/ 42.1.1-3
dependent IL-7-stimulated STATS phosphorylation 930152618

responses in human whole
blood by BMS-986165,
tofacitinib, baricitinib, and
upadacitinib

in T cells
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Table 2.6.3.1: Pharmacology Overview
Test article: Deucravacitinib
Type Test Method of Testing Study No./ Location
. . . - Document Control . .
of Study System Administration Facility in Dossier
Number
Inhibition of JAK 1/JAK2- IL-6-stimulated In vitro BMS |l IMM0258/ 42.1.1-8
dependent IL-6-stimulated STAT1/3 phosphorylation 930147395
responses in human whole in monocytes and T cells
blood by BMS-986165,
tofacitinib, baricitinib, and
upadacitinib
Inhibition of JAK2-dependent  TPO-stimulated In vitro BMS|l IMM0258/ 42.1.1-8
TPO-stimulated responses STAT3/5 phosphorylation 930147395
in human whole blood by in platelets
tofacitinib, baricitinib, and
upadacitinib
Inhibition of IL-12 plus IL-18- Female C57BL/6 mice Single PO dose BMS- IMMO0044/ 4.2.1.1-9
induced serum IFNy 930087598
production
Inhibition of Type I IFN- Female NZB/W mice Once daily PO dose ~ BMS |} IMMO0044/ 4.2.1.19
dependent gene transcription 930087598
Inhibition of Type I IFN- Female NZB/W mice Continuous BMS |l IMMO0044/ 42.1.1-9
dependent gene transcription subcutaneous 930087598
infusion
Efficacy against [L-23- Female C57BL/6 mice Twice daily PO dose ~ BMS [} IMMO0044/ 4.2.1.19
induced acanthosis 930087598
Secondary Pharmacodynamics
Off-target pharmacology HEK293 and CHO cells In vitro BMS - DT15044/ 4.2.1.2-1
of BMS-986165 930088978
Off-target pharmacology HEK?293 and CHO cells In vitro BMS - DT17054/ 4.2.1.2-2
of BMS-986165 metabolite, 930115338
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Table 2.6.3.1: Pharmacology Overview
Test article: Deucravacitinib
Type Test Method of Testing Study No./ Location
. . . - Document Control . .
of Study System Administration Facility in Dossier
Number
Off-target pharmacology HEK?293 and CHO cells In vitro BMS - DT17055/ 4.2.1.2-3
of BMS-986165 metabolite, 930115337
BMT-153261
Inhibition of JAK1/JAK3- IL-2-stimulated In vitro BMs |} IMMO0285/ 42.1.2-4
dependent IL-2-stimulated STATS phosphorylation 930152620
responses in whole blood from in T cells
rats and cynomolgus monkeys
by BMS-986165 metabolites,
BMT-153261 and BMT-
158170
Inhibition of JAK1/JAK3- IL-2-stimulated In vitro BMs |} IMMO0284/ 42.1.2-5
dependent IL-2-stimulated STATS phosphorylation 930152619
responses in whole blood in T cells
from rats and cynomolgus
monkeys by BMS-986165,
baricitinib, and upadacitinib
Inhibition of JAK2 dependent ~ TPO-stimulated In vitro BMs |} IMMO0285/ 42.1.2-4
TPO-stimulated responses STAT3/5 phosphorylation 930152620
in whole blood from rats and in platelets
cynomolgus monkeys
by BMS-986165 metabolites,
BMT-153261 and BMT-
158170
Inhibition of JAK2 dependent ~ TPO-stimulated In vitro BMs |} IMMO0284/ 42.1.2-5
TPO-stimulated responses STAT3/5 phosphorylation 930152619

in whole blood from rats and
cynomolgus monkeys

by BMS-986165, baricitinib,
and upadacitinib

in platelets
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Table 2.6.3.1: Pharmacology Overview
Test article: Deucravacitinib
Type Test Method of Testing Study No./ Location
. . . - Document Control . .
of Study System Administration Facility in Dossier
Number
Safety Pharmacology
Cardiac ion channels HEK293 cells In vitro BMS - DT14174/ 4.2.1.3-1
930088188
Exploratory in vitro Human induced pluripotent stem  In vitro BMS - DT18065/ 4.2.13-2
cardiomyocyte, isolated- cell cardiomyocytes; 930127927
perfused heart, and aortic rat embryonic cardiomyocytes;
smooth muscle studies rat and rabbit aortic smooth
muscle rings;
and perfused rabbit hearts
Cardiovascular Rat/ Oral (gavage) BMS - DT13173/ 4.2.1.3-3
Crl:CD (SD) (telemetered) 930088758
Rabbit/ Intravenous BMS | DT13168/ 42.1.3-4
NZW (anesthetized) (30 min infusion) 930088763
Dog/ Oral (gavage) BMS|l DT14075/ 42.13-5
beagle (telemetered) 930088760
Monkey/ Oral (gavage) BMS |l DT14097/ 42.1.3-6
cynomolgus (telemetered) 930088757
Monkey/ Oral (gavage) BMS|l DT14128/ 42.1.3-7
cynomolgus (telemetered) 930088889
Respiratory/ Rat/ Oral (gavage) BMS - DN15002/ 4.2.3.2-8
Neurologic Crl:CD (SD) 930088705
Rat/ Oral (gavage) e DN15056/ 42329
Crl:CD (SD) 930104133
Rat/ Oral (gavage) e DN 16020/ 423.2-10
Crl:CD (SD) 930115166
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Table 2.6.3.1: Pharmacology Overview
Test article: Deucravacitinib
Type Test Method of Testing Study No./ Location
. . o Document Control . .
of Study System Administration Facility in Dossier
Number
Cardiovascular/ Monkey/ Oral (gavage) BMS - DNI15003/ 4.2.3.2-13
Respiratory/ cynomolgus 930088708
Neurologic
Monkey/ Oral (gavage) e DN 15057/ 4232-14
cynomolgus 930102908
Monkey/ Oral (gavage) e DN 16021/ 423.2-15
cynomolgus 930116004

Pharmacodynamic Drug Interactions

Pharmacodynamic drug
interaction studies were not
conducted. Approval is sought
for BMS-986165
(deucravacitinib) as a
monotherapy.
Pharmacodynamic drug
interaction studies are not
required

Abbreviations: BCR, B-cell receptor; BMP6, bone morphogenetic protein 6; BMPR2, bone morphogenetic protein receptor 2; BMS, Bristol Myers Squibb; BMS-
986165, deucravacitinib; CHO, Chinese hamster ovary (cells); ; EPO, erythropoietin; HEK, human embryonic kidney (cells);
HPW, Hopewell, NJ; IFN, 1nterferon IFNAR, 1nterferon o/B receptor; IgM, immunoglobulin M IL, interleukin; IP-10, interferony-inducible protein 10; JAK,
Janus kinase; ; NZB/W, lupus prone F1 hybrid of New Zealand Black x New Zealand White
mice strains; NZW, New Zealand Whlte PBMCs, perlpheral blood mononuclear cells SD, Sprague Dawley; SMAD, homolog of c.elegans Sma and drosophila
Mothers Against Decapentaplegic (Smad) protein; STAT, signal transducer and activator of transcription; TF-1, human erythroleukemia cell line;
TPO, thrombopoietin; TYK?2, tyrosine kinase 2.
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location
of Study System Findings Facility Document Control in Dossier
Number
Inhibition of probe binding Biochemical kinase binding BMS-986165 exhibited potent BMS - IMMO0043/ 4.2.1.1-1
to TYK2 by BMS-986165  assays TYK?2 binding inhibition 930087619
(IC50 = 0.2 nM)
Inhibition of probe binding Biochemical kinase binding Potent TYK?2 binding inhibition =~ BMS - IMMO151/ 4.2.1.1-2
to TYK2 by BMS-986165  assays (IC50 = 0.2 nM) by BMT- 930115575
metabolites, BMT-153261 153261 similar to BMS-986165.
and BMT-158170 BMT-158170 was 375-times
less potent against TYK2
(IC50 = 75 nM) than BMS-
986165 and BMT-153261
Inhibition of probe binding Displacement of a fluorescent ~ 5-fold weaker binding inhibition BMS - IMMO0043/ 42.1.1-1
to other protein kinases probe against a panel of 249 (IC50 = 0.95 nM) and 17-fold 930087619

and pseudokinases
by BMS-986165

protein and lipid kinases and
pseudokinases

weaker binding affinity
(Kp =0.33 nM) for the
pseudokinase domain of JAK].

965-fold weaker binding
inhibition potency for BMPR2,
at least 2,000-fold weaker
binding inhibition potency for a
panel of 247 additional kinases
and pseudokinases compared to
TYK2

11
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location
of Study System Findings Facility Document Control in Dossier
Number
Inhibition of probe binding Displacement of a fluorescent =~ BMT-153261 exhibited 6 -fold =~ BMS - IMMO151/ 4.2.1.1-2
to other protein kinases probe against a panel of 235 or  weaker binding inhibition for 930115575
and pseudokinases by 151 protein and lipid kinases the JAK1 pseudokinase domain,
BMS-986165 metabolites,  and pseudokinases 985-fold weaker binding
BMT-153261 and BMT- inhibition for BMPR2, and >
158170 1000-fold weaker binding
inhibition for a panel of 233
additional kinases and
pseudokinases compared to
TYK2. BMT-158170 exhibited
105-fold weaker binding
inhibition for BMPR2, 318-fold
weaker binding inhibition for
MPSK1, and > 667-fold weaker
binding inhibition for a panel of
149 additional kinases and
pseudokinases compared to
TYK2.
Inhibition of TYK2- IFNo-, IL-23- or IL-2- BMS-986165 exhibited potent ~ BMS ] IMMO0043/ 42.1.1-1
dependent functional stimulated STAT-dependent inhibition of TYK2-dependent 930087619

activity in human Kit225
T cell line

luciferase expression

[FNa- and IL-23-stimulated
responses (IC50 values of 5 and
8 nM, respectively) representing
> 200-fold more potent
inhibition than measured against
the JAK1/JAK3-dependent IL-
2-stimulated response

in the comparable assay.

12



in human PBMCs

(IC50 = 623 nM) represents
>300 fold less potent inhibition
compared to the comparable
TYK2-dependent endpoints.
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location
of Study System Findings Facility Document Control in Dossier
Number

Inhibition of Type I IFN- Anti-IgM and IFNo- BMS-986165 potently inhibited BMS- IMMO0043/ 4.2.1.1-1
augmented BCR- stimulated CD86 expression [FNa-augmented CD86 930087619
stimulated cellular in human B cells. expression in a concentration
response dependent manner.
Inhibition of IFNa-induced IFNa-induced BMS-986165, at concentrations BMS - IMMO0043/ 42.1.1-1
differentiation of CD86 and CD80 expression as low as 5 nM, inhibited CD86 930087619
monocytes to antigen and CD80 expression by >50%.
presenting cells
Inhibition of Type I IFN- Type I IFN-stimulated BMS-986165 exhibited potent BMS- IMMO0043/ 4.2.1.1-1
stimulated responses STAT phosphorylation inhibition of both IFNa- and 930087619
in human PBMCs and cytokine production IFNB-stimulated cellular

responses (IC50 values of

1-6 nM).
Inhibition of IL-23- IL-23-stimulated BMS-986165 exhibited potent BMS - IMMO0043/ 4.2.1.1-1
stimulated responses STAT3 phosphorylation inhibition of IL-23-stimulated 930087619
in human PBMCs STAT3 phosphorylation

(IC50 =9 nM).
Inhibition of IL-12- IL-12-stimulated BMS-986165 exhibited potent BMS - IMMO0043/ 42.1.1-1
stimulated responses IFNy production inhibition of IL-12-stimulated 930087619
in human PBMCs IFNy production

(IC50 = 14 nM).
Inhibition of IL-2- IL-2-stimulated Inhibition of IL-2-stimulated BMS - IMMO0043/ 4.2.1.1-1
stimulated responses STATS phosphorylation STAT phosphorylation 930087619

13
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location
of Study System Findings Facility Document Control in Dossier
Number
Inhibition of EPO- EPO-stimulated No inhibition by BMS-986165  BMS ] IMMO043/ 42.1.1-1
stimulated responses STATS phosphorylation at concentrations as high as 930087619
in human TF-1 10000 nM.
erythroblast cell line
Inhibition of TYK2- IFNa-stimulated BMS-986165 exhibited potent BMS - IMMO0043/ 4.2.1.1-1
dependent IFNa- and STATS phosphorylation inhibition of IFNa- and IL- 930087619
IL-12-stimulated responses  or IP-10 production, 12-stimulated responses in
in human whole blood IL-12-stimulated human whole blood with IC50
IFNy production. values of 13-38 nM.

Inhibition of JAK1/JAK3-  IL-2-stimulated Inhibition of IL-2-stimulated BMS - IMMO0043/ 4.2.1.1-1
dependent IL-2-stimulated =~ STATS phosphorylation STATS phosphorylation 930087619
responses in human whole  in T cells (IC50 = 1946 nM) represents
blood >150-fold less potent inhibition

compared to the comparable

TYK2-dependent endpoint.
Inhibition of JAK1/JAK3-  IL-7-stimulated Inhibition of IL-7-stimulated BMS - IMMO00282/ 42.1.1-3
dependent IL-7-stimulated =~ STATS phosphorylation STATS phosphorylation 930152618
responses in human whole  in T cells (IC50 = 1960 nM) represents
blood >150-fold less potent inhibition

compared to the comparable

TYK2-dependent endpoint.
Inhibition of JAK2- TPO-stimulated No inhibition by BMS-986165  BMS ] IMMO043/ 42.1.1-1
dependent TPO-stimulated ~ STATS phosphorylation at concentrations as high as 930087619

responses in human whole
blood

in platelets

10000 nM.
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location
of Study System Findings Facility Document Control in Dossier
Number
Inhibition of TYK2- IFNo-stimulated BMS-986165 exhibited potent BMS - IMMO0043/ 4.2.1.1-1
dependent IFNa- and IL- STATI1 phosphorylation inhibition of IFNa- and IL-12- 930087619
12-stimulated responses or IP-10 production, stimulated responses in mouse
in mouse whole blood IL-12-stimulated whole blood with IC50 values
IFNy production. of 100-164 nM.

Inhibition of TYK2- IFNa-stimulated STAT1/5 Potent inhibition of IFNa- BMS - IMMO0194/ 4.2.1.1-4
dependent IFNo- phosphorylation stimulated responses in whole 930121528
stimulated responses blood from rats and cynomolgus
in whole blood from rats monkeys with IC50 values of 14
and cynomolgus monkeys and 20 nM, respectively.
by BMS-986165
Suppression of Type I Type I IFN gene transcription ~ Ex vivo treatment of whole BMS - IMMO0043/ 42.1.1-1
IFN-dependent gene measured after a 5 hour ex blood from patient with lupus 930087619
transcription in whole vivo incubation with whole subjects with BMS-986165
blood from patients with blood from patients with lupus  resulted in inhibition of Type I
lupus IFN-dependent gene expression

that was similar to the inhibition

achieved with an anti-IFNAR

antibody.
Inhibition of BMPR2- BMP6-stimulated No inhibition by BMS-986165 BMS - IMMO0043/ 42.1.1-1
dependent responses SMAD1/5 phosphorylation at concentrations as high as 930087619

in human pulmonary
arterial smooth muscle
cells

10000 nM.
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location
of Study System Findings Facility Document Control in Dossier
Number
Inhibition of cytokine- IFNa-stimulated Potency of metabolite BMT-  BMS|JJj IMMO03 14/ 42.1.1-5
induced signaling STATS phosphorylation 153261 (IC50 = 12 nM) was 930158827
endpoints in human whole  in T cells shown to be similar to that of
blood by BMS-986165 and parent BMS-986165
its metabolite, BMT- (IC50 =11 nM)
153261
Inhibition of TYK2- IFNa-stimulated Weak inhibition of IFNa- BMS |l IMMO151/ 42.1.1-2
dependent IFNa- STATS phosphorylation stimulated responses by BMT- 930115575
stimulated responses 158170 (IC50 = 6076 nM,
in human whole blood <0.2% BMS-986165).
by BMS-986165
metabolite, BMT-158170
Inhibition of TYK2- IFNa-stimulated BMT-334616 inhibited IFNa- BMS - IMMO0196/ 4.2.1.1-6
dependent IFNo- STATS phosphorylation stimulated phosphorylation of 930121574
stimulated responses STATS in human whole blood
in human whole blood (IC50 = 198 nM).
by BMS-986165
metabolite, BMT-334616
Inhibition of cytokine- IL-12 plus IL-18-stimulated ~ Potency of metabolite BMT- BMS|l IMMO00314/ 42.1.1-5
stimulated functional IFNy production 153261 (IC50 = 58 nM) was 930158827
endpoints in human whole shown to be similar to that of
blood by BMS-986165 and parent BMS-986165
its metabolite, BMT- (IC50 = 48 nM)
153261
Inhibition of TYK2- IL-12 plus IL-18-stimulated BMT-158170 was inactive at BMS - IMMO00281/ 4.2.1.1-7
dependent responses IFNy production concentrations as high as 930152617

in human whole blood
by BMS-986165
metabolite, BMT-158170

10000 nM.
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location
of Study System Findings Facility Document Control in Dossier
Number
Inhibition of JAK1/JAK3-  IL-2-stimulated BMT-153261 inhibited IL-2- BMS - IMMO00281/ 42.1.1-7
dependent IL-2-stimulated =~ STATS phosphorylation stimulated STATS 930152617
responses in human whole  in T cells phosphorylation with an IC50
blood by BMS-986165 value of 3704 nM. No inhibition
metabolites, BMT-153261 by BMT-158170 at
and BMT-158170 concentrations as high as
10000 nM.
Inhibition of JAK2- TPO-stimulated No inhibition by BMT-153261 BMS - IMMO00281/ 42.1.1-7
dependent responses STATS phosphorylation or BMT-158170 of STATS 930152617
in human whole blood in platelets phosphorylation at
by BMS-986165 concentrations as high as
metabolites, BMT-153261 10000 nM
and BMT-158170
Inhibition of TYK2- IL-12-stimulated BMS-986165 more potently BMS - IMMO0258/ 42.1.1-8
dependent IL-12- IFNy production inhibited IL-12-stimulated IFNy 930147395
stimulated responses production (IC50 value of
in human whole blood 40 nM) than tofacitinib,
by BMS-986165, baricitinib, and upadacitinib
tofacitinib, baricitinib, and (IC50 values of 5059, 2351, and
upadacitinib 3685 nM, respectively).
Inhibition of TYK2- IL-23-stimulated BMS-986165 more potently BMS - IMMO0258/ 4.2.1.1-8
dependent IL-23- STATS3 phosphorylation inhibited IL-23-stimulated 930147395

stimulated responses

in human whole blood

by BMS-986165,
tofacitinib, baricitinib, and
upadacitinib

STATS3 phosphorylation (IC50
value of 56 nM) than tofacitinib,
baricitinib, and upadacitinib
(IC50 values of 330, 88, and
123 nM, respectively).
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location
of Study System Findings Facility Document Control in Dossier
Number

Inhibition of IL-10-stimulated BMS-986165 more potently BMS - IMMO0258/ 4.2.1.1-8
TYK2-dependent IL-10- STATS3 phosphorylation inhibited IL-10-stimulated 930147395
stimulated responses in B cells, T cells, and STATS3 phosphorylation in B
in human whole blood monocytes cells (IC50 =28 nM) than in
by BMS-986165, monocytes (IC50 = 169 nM).
tofacitinib, baricitinib, and Inhibition in T cells was
upadacitinib intermediate (IC50 = 77 nM).

Similarly, JAK inhibitors

tofacitinib, baricitinib, and

upadacitinib inhibited STAT3

phosphorylation in B cells

(IC50 values of 79, 29, and

45 nM, respectively) more

potently than in monocytes

(IC50 values of 737, 345, and

154 nM, respectively) with

intermediate inhibition in T

cells (IC50 values of 458, 210,

and 202 nM, respectively.)
Inhibition of JAK1/JAK3-  IL-2-stimulated JAK inhibitors tofacitinib, BMS - IMMO0258/ 4.2.1.1-8
dependent IL-2-stimulated =~ STATS phosphorylation baricitinib, and upadacitinib 930147395

responses in human whole
blood by BMS-986165,
tofacitinib, baricitinib, and
upadacitinib

in T cells

exhibited potent inhibition of
IL-2-stimulated STATS
phosphorylation in T cells (IC50
values of < 17 nM), whereas
BMS-986165 was considerably
less potent (IC50 value of

1646 nM).
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location
of Study System Findings Facility Document Control in Dossier
Number
Inhibition of JAK1/JAK3-  IL-7-stimulated JAK inhibitors tofacitinib, BMS - IMMO00282/ 4.2.1.1-3
dependent IL-7-stimulated =~ STATS phosphorylation baricitinib, and upadacitinib 930152618
responses in human whole  in T cells exhibited potent inhibition of
blood by BMS-986165, IL-7-stimulated STATS
tofacitinib, baricitinib, and phosphorylation in T cells (IC50
upadacitinib values of < 44 nM), whereas
BMS-986165 was considerably
less potent (IC50 = 1960 nM).
Inhibition of JAK1/JAK2-  IL-6-stimulated JAK inhibitors tofacitinib, BMS - IMMO0258/ 4.2.1.1-8
dependent IL-6-stimulated ~ STAT1/3 phosphorylation baricitinib, and upadacitinib 930147395

responses in human whole
blood by BMS-986165,
tofacitinib, baricitinib, and
upadacitinib

in monocytes and T cells

exhibited potent inhibition of
IL-6-stimulated STAT1
phosphorylation in monocytes
(IC50 < 37 nM), whereas BMS-
986165 was considerably less
potent (IC50 = 423 nM).
Similarly, JAK inhibitors
exhibited more potent inhibition
of IL-6-stimulated STAT1
phosphorylation
(IC50<42nM) in T cells than
BMS-986165 (IC50 = 300 nM).

JAK inhibitors exhibited more
potent inhibition of IL-6-
stimulated STAT3
phosphorylation in monocytes
and T cells than BMS-986165
as well.
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location
of Study System Findings Facility Document Control in Dossier
Number
Inhibition of JAK2- TPO-stimulated JAK inhibitors tofacitinib, BMS |l IMMO0258/ 42.1.1-8
dependent TPO-stimulated ~ STAT3/5 phosphorylation baricitinib, and upadacitinib 930147395

responses in human whole
blood by BMS-986165,
tofacitinib, baricitinib, and
upadacitinib

in platelets

inhibited STAT3
phosphorylation with IC50
values 0of 217, 32 and 41 nM,
respectively, and STATS
phosphorylation with IC50
values of 588, 117 and 157 nM,
respectively. No inhibition of
either endpoint at concentrations
as high as 10000 nM of BMS-
986165 was observed.
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Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vivo
Type of Study/ Schedule/ Route/ Range of Gender Noteworthy Testing Study No./ Location in
Species/Strain Duration of Study/ Deoses and No. Findings Facility Document Dossier
Vehicle/ (mg/kg) per group Control
Formulation Number
Inhibition of IL-12  Single PO dose/ 0.1to 10 F; Dose-dependent inhibition of BMS - IMMO0044/ 4.2.1.1-9
and IL-18-induced 5 hours/ mg/kg N=4-8 serum IFNy was consistent with 930087598
serum IFNy EtOH:TPGS: per group  drug levels observed at the time
in C57BL/6 mice PEG300 (5:5:90) of serum collection. Statistically
significant inhibition was
achieved at 1 and 10 mg/kg
doses, which represented drug
levels of 0.4-fold and 7.7-fold,
respectively, of the in vitro
mouse whole blood IC50 value.
Inhibition of Type I ~ Once daily PO S5to45 F; Dose-dependent inhibition of BMS- IMMO0044/ 4.2.1.1-9
IFN-dependent dosing/ 2 days/ mg/kg N=5 canonical Type I IFN-dependent 930087598
gene transcription EtOH:TPGS: per group gene transcription in the blood

in NZB/W
lupus-prone mice

PEG300 (5:5:90)

and kidney with statistically
significant inhibition at the 15
and 45 mg/kg doses, both of
which were at least as effective
as the anti-IFNAR antibody.
Trough drug levels in the blood
were measured to be 0.3%, 0.9x,
and 18x the in vitro IC50 value
of 100 nM for BMS-986165 at
doses of 5, 15, and 45 mg/kg
QD, respectively.

21



2.6.3 HAGABRAB 2L PsO
BMS-986165 Deucravacitinib
Table 2.6.3.2 Primary Pharmacodynamics
Test article: Deucravacitinib
In Vivo
Type of Study/ Schedule/ Route/ Gender Noteworthy Testing Study No./ Location in
Species/Strain Duration of Study/ and No. Findings Facility Document Dossier
Vehicle/ per group Control
Formulation Number

Inhibition of Continuous infusion F; Infusion of 1, 2 and 5 mg/mL BMS- IMMO0044/ 4.2.1.1-9
Type I IFN- with subcutaneous N=6 provided continuous coverage 930087598
dependent gene minipump/ 5 days/ per group of 0.7, 1.6x and 3.3%,
transcription in EtOH:TPGS: respectively, the mouse whole
NZB/W PEG300 (5:5:90) blood IC50, with all doses
lupus-prone mice inhibiting canonical Type I I[FN-

dependent gene transcription in

the blood and kidney as

effectively as that provided by

the anti-IFNAR antibody.
Efficacy against Twice daily PO F; Dose-dependent protection from BMS - IMMO0044/ 4.2.1.1-9
IL-23-induced dosing/ 9 days/ N=8 acanthosis and suppression of 930087598
acanthosis EtOH:TPGS: per group anti-inflammatory cytokine
in C57BL/6 mice PEG300 (5:5:90) expression in the skin with the

15 and 30 mg/kg BID doses
providing protection equivalent
to or better than the 1L-23
adnectin. Doses of 7.5, 15 and
30 mg/kg BID provided
duration of coverage of the in
vitro mouse whole blood IC50
for 19, 21 and 24 hours,
respectively.

Abbreviations: BCR, B-cell receptor; BID, twice daily; BMP6, bone morphogenetic protein 6; BMPR2, bone morphogenetic protein receptor 2; BMS, Bristol
Myers Squibb; BMS-986165, deucravacitinib; CD, cluster of differentiation; EPO, erythropoietin; EtOH, ethyl alcohol; F, female; IC50, concentration required
for 50% inhibition; IFN, interferon; IFNAR, interferon-o/p receptor; IL, interleukin; IgM, immunoglobulin M; IP-10, interferon y-inducible protein 10; JAK, Janus
; M, male; MPSK 1, myristoylated and palmitoylated serine/threonine kinase 1; NZB/W, lupus-prone F1 hybrid of New Zealand
Black x New Zealand White mice strains; PBMCs, periphral bolood mononuclear cells; PEG300, polyethylene glycol 300; PO, orally; QD, once daily;

kinase;
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SMAD, homolog of C. elegans Sma and drosophila Mothers Against Decapentaplegic (Smad) protein; STAT, signal transducer and activator of transcription;
TF-1, human erythroleukemia cell line; TPGS, tocopherol polyethylene glycol succinate; TYK2, tyrosine kinase 2.
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3 BRI SKE R

Table 2.6.3.3 Secondary Pharmacodynamics

Test article: Deucravacitinib

In Vitro
Type Test Noteworthy Testing Study No./ Location in
of Study System Findings Facility Document Dossier
Control Number
Off-target HEK293 and CHO cells BMS-986165 bound opiate kappa BMS |l DT15044/ 42.1.2-1
pharmacology receptor (IC50 = 9580 nM) and inhibited 930088978
of BMS-986165 phosphodiesterase 4 (IC50 = 2154 nM)
and is considered to have low potential to
produce effects related to secondary
pharmacology at RHD.
Off-target HEK293 and CHO cells BMT-158170 bound opiate kappa BMS|l DT17054/ 42122
pharmacology receptor (IC50 = 9080 nM) and inhibited 930115338
of BMS-986165 phosphodiesterase 4 (IC50 = 17441 nM)
metabolite, is considered to have low potential to
BMT-158170 produce effects related to secondary
pharmacology at RHD.
Off-target HEK293 and CHO cells BMT-153261 bound opiate kappa BMS|l DT17055/ 42.1.2-3
pharmacology receptor (IC50 =9290 nM) an inhibited 930115337
of BMS-986165 phosphodiesterase 4 (IC50 = 1050 nM)
metabolite, and is considered to have low potential to
BMT-153261 produce effects related to secondary
pharmacology at RHD.
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Test article: Deucravacitinib
In Vitro
Type Test Noteworthy Testing Study No./ Location in
of Study System Findings Facility Document Dossier
Control Number

Inhibition of IL-2-stimulated STATS In rat and cynomolgus whole blood, BMS|l IMMO00285/ 4.2.1.2-4
JAKI1/JAK3 dependent  phosphorylation in T cells inhibition exhibited by BMT-153261 930152620
IL-2-stimulated (IC50 = 1783 and 3831 nM, respectively)
responses in whole is similar to the inhibition exhibited by
blood from rats and BMS-986165 (IC50 = 1003 and 1874 nM,
cynomolgus monkeys respectively). No inhibition by BMT-
by BMS-986165 158170 at concentrations as high at
metabolites, BMT- 10000 nM.
153261 and BMT-
158170
Inhibition of IL-2-stimulated STATS Inhibition of IL-2-stimulated STATS BMS - IMMO00284/ 4.2.1.2-5
JAK1/JAK3-dependent  phosphorylation in T cells phosphorylation by BMS-986165 in rat 930152619
IL-2-stimulated and cynomolgus monkey whole blood
responses in whole (IC50 = 1003 and 1874 nM, respectively) 4.2.1.1-1
blood from rats and is similar to its potency in human whol IMM0043/

POLENCY 1 Auman whote 930087619
cynomolgus monkeys blood (IC50 = 1946 nM).
by BMS-986165,
baricitinib, and
upadacitinib
Inhibition of JAK2 TPO-stimulated STAT3/5 No inhibition of TPO-induced STAT3 or BMS - IMMO00285/ 4.2.1.2-4
dependent TPO- phosphorylation in platelets STATS5 phosphorylation by BMT-153261 930152620

stimulated responses

in whole blood from rats
and cynomolgus
monkeys by BMS-
986165 metabolites,
BMT-153261 and
BMT-158170

or BMT-158170 at concentrations as high
as 10000 nM. Similarly, no inhibition by
BMS-986165 at concentrations as high as
10000 nM.
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Table 2.6.3.3 Secondary Pharmacodynamics

Test article: Deucravacitinib

In Vitro

Type Test Noteworthy Testing Study No./ Location in

of Study System Findings Facility Document Dossier

Control Number

Inhibition of JAK2 TPO-stimulated STAT3/5 No inhibition by BMS-986165 at BMS - IMMO00284/ 4.2.1.2-5

dependent TPO- phosphorylation in platelets  concentrations as high as 10000 nM 930152619

stimulated responses in whole blood from rats and cynomolgus

in whole blood from rats monkeys.

and cynomolgus
monkeys by BMS-
986165, baricitinib, and
upadacitinib

Abbreviations: BMS, Bristol Myers Squibb; CHO, Chinese hamster ovary (cells); HEK, human embryonic kidney (cells); IC50, concentration required for 50%
inhibition; IL, interleukin; JAK: Janus kinase;
TPO, thrombopoietin; TYK?2, tyrosine kinase 2.

; RHD, recommended human dose; STAT, signal transducer and activator of transcription;
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Table 2.6.3.4 Safety Pharmacology
Test article: Deucravacitinib
Organ Systems  Species/ Method of Doses Gender Noteworthy GLP Study No./
Evaluated Strain Administration (mg/kg) and No. Findings? Compliance Document
valuate gke per Group indings P Control No.
Cardiac Ion HEK293 cells In vitro hERG channel: ~ NA BMS-986165 inhibited hERG K nonGLP DT14174/
Channels 1 to 10 uM; channel by 16.1, 35.1, and 43.9% 930088188
Na/Ca channels: at 1, 3, and 10 pM, respectively;
10 uM Na channel by 0.9 and 4.2%
at 10 pM (at 1 and 4 Hz,
respectively); and Ca channel by
15.5% at 10 M.
Exploratory Human induced  In vitro Human NA Increased beat rate (~12 to 32%)  nonGLP DT18065/
in vitro pluripotent stem cardiomyocyte: and field potential duration (~12 930127927
cardiomyocyte,  cell 0.1 to 30 uM; to 30%) in human cardiomyocytes
isolated- cardiomyocytes; at>10 pM.
perfused heart, rat embryonic Rat Increased beat rate (~18%) of
and aortic cardiomyocytes; cardiomyocytes: embryonic rat cardiomyocytes
smogth muscle  rat apd rabbit 3 to 30 uM; at 30 uM, and had no effect on
studies aomcl smooth field potential duration.
muscle rings;
and perfused Rabbit hearts: No effects on PR, QRS and Q.T
isolated rabbit 1 t0 30 LM: ECG intervals or on beat rate in
hearts KA isolated rabbit heart. A small and
variable increase (~16%) in
coronary flow at 30 uM in rabbit
heart.
Rat and rabbit Relaxed (~50%) phenylephrine-

aortic smooth
muscle rings:
0.1 to 30 uM

contracted aortic ring rat and
rabbit preparations at > 10 pM.
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Table 2.6.3.4 Safety Pharmacology
Test article: Deucravacitinib
Organ Systems  Species/ Method of Doses Gender Noteworthy GLP Study No./
Evaluated Strain Administration (mg/kg) and No. indings® Compliance Document
valuate ! ke per Group Findings P Control No.
Cardiovascular ~ Rat/ Oral (gavage) 0, 10, 30 2-3M No BMS-986165-related effects nonGLP DT13173/
(CV) Crl:CD (SD) on BP, HR, or locomotor activity 930088758
(telemetered) at < 30 mg/kg (Cmax: <
6.3 pg/mL).
Cardiovascular ~ Rabbit/ Intravenous 0,2, 10 3iM At 2.0 mg/kg (Cmax: 20 pg/mL):  nonGLP DT13168/
(CV) NZW (30 min mild (~8 ms) QT prolongation, 930088763
(anesthetized) infusion) mild decrease in mean BP

(~15.3%) and a mild increase in
HR (~18.9%).

At 10 mg/kg (Cmax: 105 pg/mL):

reduced mean BP (~53%) and
increased HR (80%). One rabbit
at 10 mg/kg did not survive.
Severe hypotension and
tachycardia were likely cause of
death.
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Table 2.6.3.4 Safety Pharmacology
Test article: Deucravacitinib
Organ Systems  Species/ Method of Doses Gender Noteworthy GLP Study No./
Evaluated Strain Administration (mg/kg) and No. indings® Compliance Document
vai ke per Group Findings P Control No.
Cardiovascular ~ Dog/ Oral (gavage) 0,2,3,10 2 M, At <3 mg/kg (Cmax: < nonGLP DT14075/
(CV) beagle 2F 0.84 pg/mL), there were no 930088760
(telemetered) changes in hemodynamics, ECG

intervals, physical activity, or
core body temperature.

At 10 mg/kg (Cmax: 2.3 pg/mL)
on Day 2, there were moderate to
marked decreases in systolic BP
(mean ~30 mmHg), diastolic BP
(mean ~10 mmHg), left
ventricular systolic BP

(~15 mmHg), and negative dP/dt
(~20%) in all (4/4) dogs

1 through 4 hours postdose.
Marked HR increases (mean ~40
to ~60 bpm) with increases in
positive dP/dt (mean ~20%) were
observed during the same time
period in all (4/4) dogs. Generally
similar changes were noted after
repeating dosing at 10 mg/kg on
Day 11.
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Table 2.6.3.4 Safety Pharmacology
Test article: Deucravacitinib
Organ Systems  Species/ Method of Doses Gender Noteworthy GLP Study No./
Evaluated Strain Administration (mg/kg) and No. indings® Compliance Document
vai ke per Group Findings P Control No.
Cardiovascular ~ Monkey/ Oral (gavage) 0,1,3,10 2 M, At 1 mg/kg (Cmax: 0.47 pg/mL), nonGLP DT14097/
(CV) cynomolgus 2F no effects on BP or LV. HR 930088757
(telemetered) increased ~30 bpm 1 to 3 hours

postdose
in 1 male and marginally in 2
females.

At 3 mg/kg (Cmax: 1.4 pg/mL),
decreased (mean ~15 mmHg)
systolic and diastolic BP 1 to 8
hours postdose in 1 monkey,
moderate increase in HR (mean
~20 bpm) 1 to 3 hours postdose in
3 of 4 monkeys, and moderate
increases in positive dP/dt (~25%)
1 to 2 hours postdose in all (4/4)
monkeys.

At 10 mg/kg (Cmax: 5.3 pg/mL),
moderate decreases in systolic,
diastolic, and left ventricular
systolic BPs (mean ~20 mmHg)
in all (4/4) monkeys, generally 1
to 9 hours postdose. Moderate
increases

in positive dP/dt (~20%) and
decreases in negative dP/dt
(~20%) were observed in 2 of 4
monkeys. Marked HR increases
(mean ~35 bpm) were observed 1
to 3 hours postdose in all (4/4)
monkeys. Core body temperature
decreased 0.5°C 1 to 4 hours
postdose in all (4/4) monkeys.
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indicated no clinical signs of
neurologic or respiratory effects
at < 15 mg/kg/day (Cmax:
<2.81 pg/mL; AUC(0-24h):
<17.6 pgeh/mL).

BMS-986165 Deucravacitinib
Table 2.6.3.4 Safety Pharmacology
Test article: Deucravacitinib
Organ Systems  Species/ Method of Doses Gender Noteworthy GLP Study No./
Evaluated Strain Administration (mg/kg) and No. indings® Compliance Document
valuate ke per Group Findings P Control No.
Cardiovascular ~ Monkey/ Oral (gavage) 0,0.3,0.65, 1 4 M, No hemodynamic or noteworthy GLP DT14128/
(CV) cynomolgus 4F electrophysiologic effects 930088889
(telemetered) including rate corrected QT

interval at < 0.65 mg/kg (Cmax: <

0.13 pg/mL). At 1.0 mg/kg

(Cmax: 0.26 pg/mL),

a minimal increase in HR (mean

11 bpm) was seen ~1-6 hours

postdose. Effects were greatest in

1 female, with mean HR increase

of ~30 bpm over this time period
Respiratory/ Rat/ Oral (gavage) 0,5,15,75 I15M, 15F No respiratory or neurologic GLP DN15002/
Neurologic Crl:CD (SD) effects 1 to 3 hours postdose at 930088705

Week 4

at < 75 mg/kg/day (Cmax:

<16.1 pg/mL; AUC(0-24h):

<162 pgeh/mL).
Respiratory/ Rat/ Oral (gavage) 0,2,5, 15 20M,20F General evaluation of the GLP DNI15056/
Neurologic Crl:CD (SD) animal’s clinical condition 930104133
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Test article: Deucravacitinib
Organ Systems  Species/ Method of Doses Gender Noteworthy GLP Study No./
Evaluated Strain Administration (mg/kg) and No. Findings® Compliance Document
ke per Group Indings P Control No.

Respiratory/ Rat/ Oral (gavage) 0,5,15,50 25M, 25 F General evaluation of the GLP DN16020/
Neurologic Crtl:CD (SD) animal’s clinical condition 930115166

indicated no clinical signs of

neurologic or respiratory effects

at < 50 mg/kg/day (Cmax:

<9.82 pug/mL; AUC(0-24h):

<117 pgeh/mL).

Plasma levels of metabolites

BMT-153261 (Cmax 0.29 pg/mL)

and BMT-158170 (Cmax

0.98 pg/mL) measured at Week

26 in high-dose rats indicate

adequate exposure margins for the

2 metabolites at the RHD.
Cardiovascular/  Monkey/ Oral (gavage) 0,0.5,1.5,5 5M, No neurologic, respiratory or CV. GLP DN15003/
Respiratory/ cynomolgus 5F (ECGs) effects 3 to 5 hours 930088708
Neurologic postdose during Week 4 at

<5 mg/kg/day (Cmax <

2.04 pg/mL; mean AUC(0-24h) <

23.7 pgeh/mL).
Cardiovascular/  Monkey/ Oral (gavage) 0,0.75,1.5,5 5M, No neurologic, respiratory or CV~ GLP DN15057/
Respiratory/ cynomolgus 5F (ECGs) effects 2 to 3 hours 930102908
Neurologic postdose during Week 12 at <

5 mg/kg/day (Cmax <
1.37 pg/mL; mean AUC(0-24h) <
21.3 pgeh/mL).
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Table 2.6.3.4 Safety Pharmacology

Test article: Deucravacitinib
Organ Systems  Species/ Method of Doses Gender Noteworthy GLP Study No./
Evaluated Strain Administration (mg/kg) and No. indings® Compliance Document
vai ke per Group Findings P Control No.

Cardiovascular/  Monkey/ Oral (gavage) 0.1.3.10/5° 6 M, No neurologic, respiratory or CV. GLP DN16021/
Respiratory/ cynomolgus T 6F (ECGs) effects 2 to 3 hours 930116004
Neurologic postdose during Week 13 and 39

at < 10/5 mg/kg/day (Cmax
<2.20 pg/mL; mean AUC(0-24h)
<30.7 pgeh/mL).

Plasma levels of metabolites
BMT-153261 (Cmax

0.042 pg/mL) and BMT-158170
(Cmax 0.0093 pg/mL) measured
at Week 39 in high-dose monkeys
indicate adequate exposure
margins for the 2 metabolites at
the RHD.

& The conversion of molar to mass units for BMS-986165: molar concentration (uUM) x 425.5 (molecular weight) = mass concentration (ng/mL)

b Monkeys were dosed at 10 mg/kg/day until Day 49. Dosing was resumed at 5 mg/kg/day on Day 57.

Abbreviations: BP, blood pressure; bpm, beats per minute; CV, cardiovascular; Cmax, highest observed plasma concentration; ECG, electrocardiogram F, female;
HEK, human embryonic kidney; hERG, human ether-a-go-go; HR, heart rate; M, male; NA, not applicable; NZW, New Zealand white; RHD, recommended human
dose; SD, Sprague Dawley.

33



2.6.3 HAGABRAB 2L PsO
BMS-986165 Deucravacitinib
5 2R WA B AE B

Table 2.6.3.5 Pharmacodynamic Drug Interactions

Test article: Deucravacitinib
Type of Study Test Noteworthy Testing Study No./ Location
System Findings Facility Document Control in Dossier
Number

Pharmacodynamic drug interaction
studies were not conducted.
Approval is sought for BMS-986165
(deucravacitinib) as a monotherapy.
Pharmacodynamic drug interaction
studies are not required.

No in vivo pharmacodynamic drug
interaction studies were conducted
for Deucravacitinib
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