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FIGURE 1

BMS-986325 Heavy Chain Amino Acid Sequence:

QVOLVQSGAEVKKPGESVKVSCKASGYAFTSYWMBWVROAPGOGLEWMGQINPTTGRSQYN
ERFETRVTITADKSTSTAYMELSSLRSEDTAVYYCARWGLOPEAYWGOGTLVTVSS ASTKG

NG ST ST
L S L YD Lo

EPVIVSWNSGALL
SVVIVPSSSLGTQTYICNVNHRKPSNTKVDRRVEPKSCDKTHTCPPCPAPELLGGKSVELEP
PKPEKDTLMISRTPRPEVT DVSHEDPEVKENWYVDGVEVENAKTKPREEQYNSTYRVVSY
LTVLHODWLNGKEYRCKVINKALPAP IEKTISKARGOPREPQVYTLPPSRDELTKNQVSLT
CLVKGEYPEDIAVEWESNGOPENNYRKT

FELYSKLTVDKSRWQQGNVESCEY
MHEALHNHYTQRSLSLS PG
{SEQ ID NO: b)

BMS-986325 Light Chain Amino Acid Sequence:

T

GKAPK

DICMTOSPSEFLSASVGDRVTITCRKASQDVETAVARY QOKE LLIYSASYRYTGVPSKR

FSGSGSGTDFTLTISSLOPED

IYYCQOHYSTPUWTEFGGGTRVEIKRTVAAPSVFIFPPSD

YPREAKVOWKVDNALOSGNSCESVIEQDSKDSTYSLSSTLTLS

S8PVTKSFNRGEC

{(SEQ ID NO: 11}
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FIGURE 2A

PCT/US2021/047610

Primary Pharmacodynamics

Type of Study

Test System

Findings

D40 binding affinity

Measurement of BMS-986325
binding to the extracelular
domain of human,

cynomoligus, rat, and raouse
CD40 by SPR

BMS-986325 bound to human {5340
with a Kd of 5.3 nM and to cynomolgus
CD40 with a Kd of 6.7 nM. Binding to
mouse and rat CD40 was undetectable.

Binding to FeyRs

Inhibition of B-cell
proliferation

Whole blood human B-
cell activation

Whoie blood cynomolgus
B-cell activation

Inhibttion of cynomolgus
B-cell proliferation

Measurement of BMS-986325
binding to the extracellular
domain of CD32, CD16, and
CDo64d by SPR

Soluble CD4CL truner
stimlation of human tonsillar
B cells

CDAOL-expressing CHO cell
stimulation of tonsillar B-cell
profiferation

Soluble CD40L truner
stimulation of human B cells
it whole blood

Soluble CD40L trimer
stimulation of cynomolgus B
cells in whole blood

Stimulation of cynomolgus
splenic B cells with soluble
CD40L trimer or CD40L-
cxpressing CHO cells

Binding of BMS-986325 to D6 and
CD32 was undetectable. Binding of
BMS-986325 was reduced 100x relative
to wild type lgGl containing proteins
{(Kd 17 nM}.

BMS-986325 inhubited B-cell
proliferation with an EC50 of 0.04 £ 0.03
niM

(3.6 4+ 3.9 ng/ml; n=10 donors).

BMS-986325 intubited B-cell
proliferation with an $C50 of .28 + 0.07
nM

{399+ 9.8 ng/ml; n=8 donors).

BMS-986325 mdubits CDRS
upregulation with an IC30 of 0.24 + 0 .06
nM

(34.2 + 9.1 ng/ml; n=10 donors).
BMS-986325 inhibits CD34
upregulation with an IC50 0f 0.24 £ 0.06
nM

{34.6 + 8.7 ng/ml; 0=10 donors}.
BMS-986325 mhibits CD86
upregulation with an ICSO of 025+ 0.09
nM

{36.4 &+ 12.4 ng/md; 8=8 donors}.

BMS-986325 inhibits splenic B-cell
proliferation driven by CD40L-trimer
with an ICS0of 0 19 £ 018 oM (278 =
25.9 ng/ml; n=6 donors} and that driven
by CD40L-cxpressing CHO cells with an
30 of 45454 nM {6505 17827
ng/ml; =6 donors}.
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FIGURE 2B
Primary Pharmacodynamics
Type of Study Test System Findings
Inhibtition of DC Monocyte-derived DCs BMS-986325 suppressed CHO CD40L-
activation induced HL.-6 production with an 1C30 of

Bindmmg of BMS-986325 Diwrect binding of AF488-
to B cells labeled BMS-986325 10 B
cells in human whole blood

Direct binding of AF488-
iabeled BMS-986325 10 B
cells in eynomolgus monkey
whole blood

Binding of BMS-986325 10 B
cells in cynomolgus whole
blood using secondary anti-
human IgG1-PE for detection

Assay for agonism (B-cell  BMS-986325 ability to

proliferation or eytokine stimulate tonsillar human B-
production) cell proliferation or IL-6

production +/- 1L-4

Assay for agonism (iDC Bmmature DCs incubated with

activation or cytokine BMS-986325 either alone or

production) with the addition of
FeyR-oxpressing cells (CHO-
D32y

Activation of human B Assay for the ability of BMS-

cehis in whole blood 0986325 to mncrease CDS4,

CD6Y% or CD8G expression on
B cells in human whole blood

0.08 £ 0.04 nM (11 3+ 33 pg/mi) and
TNFa production with an IC50 of
0.1+ 0.03 nM (13.3+ 4.8 ug/mly; n=4
donors.

AF488-labeled-BMS-986325 bound to
CD206-positive B cells in human whole
blood with a potency (EC503 of 0.90 =
0.45 nM

(1304 + 659 ng/ml; n=4 donors).

AF488-labeled-BMS-986323 bound to
CD20-positive B cells in cynomolgus
whole blood with a potency (EC50) of
1.0 nM

{1493 ng/ml; n=2 donors).

BMS-986325 bound to CD20-positive B
cells in cynomolgus monkey whole
blood with a potency (EC50) of 0.7 +
0.15 nM

{106.1 £ 22 .6 ng/ml: n=4 donors).

BMS-986325 (at concentrations up to 10
pg/ml) did not merease B-cell
proliferation or IL-6 production etther
alone or in combination of H.-4 with
tonsiflar B cells from 10 donors.

BMS-986325, cither alone or in the
presence of CD32 expressing CHO cells,
did not increase activation markers
{CD86 or CD54 cell surface expression)
or HL.-6 production in immature DCs.
Experniments were performed with cells
froma 10 different donors and
concentrations up to 100 ug/ml of BMS-
9863125,

BMS-986325 did not significantly
increase CD54, CD69 or CDIB6
expression on B cells

m whole blood from 6 donors at
concentrations up to 12 pg/ml.
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FIGURE 2C

Primary Pharmacodynamics
Tvpe of Study Test System Findings
Activation of Sensitive CD40-NFEB reporter  BMS-986325 did not activate CD40-
CD40-NF«B roporter  assay in RAMOS B cell lime NE«B reporter at concentrations up o
assay +/- co~-gxpression with FoyR 10 pg/mi (=3 mdependent

(CD32) cxperiments) either with or without

CD32 co-expression.

Lack of effector ADDC, CDC, and ADCP BMS-9863235 did not induce ADCC-,
function with CDC- or ADCP-mediated killing of

BMS-986323

CD40-cxpressing target cells.

BMS 986325 did not induce ADCC-
mediated lysis by NK effector celis on
Raji cells expressing CD40, whereas
positive control rituximab did.
BMS-986325 did not induce CBC,
whergas positive controf rituximab did.
BMS-986325 did not induce
phagocytosis of CD40-expressing Raji
cells.
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FIGURE 3

Type S & ' : .
%396 of %chegﬂuie “R?gte/ Range of Animats
Study/ Duration of Study/ Dos _ ! e as
. e v 0ses per group Meoteworthy Findings
Species/ Vehicle/ ok (M /7y ) ©
Strain Formulation tmg/kg) '
Primary Pharmacodynamics
in vivo RO and inhibition 1, 10, and IMJ/2F There was a dose-dependent
RO, of soluble UD40L 100 mg/kg daration of B-cell RO and PD
target trimer stimulation S5C responses in dosed animals.
engagems  of B-cell activation Complete RO was observed at
ent and and T cell- all doses through Day &, with
PD dependent antibody RO falling to baschne by Day 18
responses  responses to KLH for 1 mg/ke, and by Day 43 for

imaunization 10 mg/kg. Full RO was

maintained for the entire 43 days
of the study at 100 mg/kg. On
average, complete inhibition of a
PD response (CD40L~nduced
B-cell activation) was observed
through Day % at all doses.
Recovery of the PD response
was dose-dependent, observed
by Day 15 at § mg/kg, Dayv 43 at
10 mg/kg, and maintenavece of
the PD response through Day 43
at 100 mg/kg.

Additionally, suppression of the
antibody response to an
immunization with KLH was
observed when R{Os were
maintained at ~ > 90%, through
Day 29 at doses > 10 mg/ke.
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FIGURE 4
Projected Safety and Efficacy Margins of BMS-9863125 for SAD Intravencus Doses
{Part A1-A9}
Predicted Exposure NOAEL® Approach MéBEL
Cohort | Dose® Approach
Process | {mg) Cmax® | AUCINF) Crnax AUC Max CD40 RO
{pg/mb) | {pg/mih) Margin Margin {9}
Al 0.3 0.00 0.57 26,111 | 1,192,982 39.5
A2 1 0.3 2.4 7,833 283,333 359
A3 3 1 12 2,350 56,667 64.7
Ad i0 4 79 588 8,608 6.6
AL 30 11 436 214 1560 895.2
AB 100 37 2,495 64 273 98.5
AT 300 111 11,219 21 61 99.5
A8 &G0 223 27,061 11 25 99.8
AB 1000 371 49,871 6 14 99.8

a: Based on an infusion duration of 60 minutes.

b: NOAEL s 100 mg/fkg IV from 1-month GLP toxicology-monkey study {Cmax = 2,350 pg/ml
and AUC = 680,000 ug/mL = hi.

¢: Based on maximum dose for a 70-kg human.
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