AN TR Y Y
AT TYRYTYATYAY
b 2 ) S i 6 5D 7 ol 0
AT AT
B 0 i
NTE LAY

Novartis Biomedical Research

T AT T
AT AN
YA NYF
AX Y RY
B e A W e
ATTYARY
b i 2 i
AT ALY
N AT
AN
Y AN T
AN AT
L SR
AXXANT
AT
AKX XY
A AT T TN
ATTTATTAYLY
T LAFXTAYY T Y
KXY T ATYATAY
VYR TR Y T
AT AR T AT AT
b B S i PSR ) i
A T AT A AT
S . i 2 W s A S
AT TFREXLTNY
WY RKY TATY T T
KT XAYTATAY
TYHRYTAYT YT
ACY AT AT AR
AT T AT T
PSS
TR A T T
AXTAYY AT AT
A o O i £ S g g
AT TARAYTYTATAY
B iy i 0 i o G i i

11 Dec 2023

The role of exposure-response analyses in
determination of RDE in a FIH Ph1/1b study

Jongbong Lee on behalf of the NIZ985 team
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IL-15 as a strategic immuno-oncology therapeutic

target

= |L-15 is a cytokine involved in the
growth, mobilization and activation
of NK, CD8 T cells, and NKT cells

= Contrary to IL-2, IL-15 does not
have a strong effect on Tregs and
minimizes activation-induced cell
death

= Supporting the function of cytotoxic
iImmune cells can be an effective
cancer immunotherapy
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Proposed mechanism of action of NIZ985 + anti-PD1

(Spartalizumab)

NIZ985

(hetlL-15
recombinant)

(endogenous)

hetlL-15, a p
and IL-15Ra’ Signaling by hetIL-15 has been shown to
increase oroliferation and activitv of NK and memorv T

NIZ985 is a

of IL-15
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NIZ985B12101 clinical trial study design rnase /b, NCT02452268

. . DOSE ESCALATION (SA then combo
Patients with ( )

metastatic/

tabl SA x 2 cycles; add spartalizumab (aPD1) Primary Secondary Exploratory
e after 1% disease evaluation objectives objectives objectives
solid tumors NIZ985 SC qw x 3 (4 wks/cycle)

who have . Safety * Anti-tumor - PD

previously . Tolerability activity «  Predictive
relapsed after * PK biomarkers
CPl response * Immuno-

genicity

DOSE ESCALATION (Combo)

NIZ985 + spartalizumab
NIZ985 SC qw x 3
Spartalizumab 1V gq4w (4 wks/cycle)

DOSE EXPANSION (Combo)

12 mcg/kg

NSCLC NIZ985 (RDE) +
tislelizumab (aPD1) 300 mg IV q4w
(4 wks/cycle)
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Plateau in PK exposure observed from 12 ugkg
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NIZ985 PK was dose proportional up to 12 pg/kg, with a plateau in exposure between 12 and 16 pg/kg.

Due to a short half-life, no accumulation of NIZ985 was observed following weekly dosing. PK exposure after the third dose
(cycle 1 day 15) decreased by 20%-70%, with a large variability due to the increased target resulting from proliferation of NK cells
and T cells.
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NIZ98S5 is safe and well tolerated as single
agent or in combination with spartalizumab

Treatment-Related AEs rReported Within the First 2 Cycles

With Overall Incidence at Least 5%

Injection-site reaction |
Pyrexia
Alanine aminotransferase increased
Fatigue -
Aspartate aminotransferase increased
Nausea -
Injection-site erythema -
Chills
Asthenia |
Anemia
Cytokine release syndrome -
Blood alkaline phosphatase increased
Rash
Diarrhea -
Decreased appetite
Vomiting

Influenza-like illness 4

Arm 1 Arm 2
(N=27) (N = 29)

Maximum Grade

I Grade 1

Grade 2
B Grade3
I Grade 4

80

40 20 0 20 40 60 80
Patients With AEs (%)
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16 pg/kg resulted in numerically highest incidence of
dose interruption due to AEs (Cycle 1)

NI1Z985 NI1Z985 NI1Z985 NI1Z985 NI1Z985 All
Arm 1 (SA) 2 ug/kg 4 ug/kg 8 ng/kg 12 pg/kg 16 pg/kg Subjects
N=3 N=4 N=6 N=7 N=7 N=27
Dose interruption - Number of subjects -n (%)
With no dose interruption 3 (100) 4 (100) 6 (100) 4 (57.1) 2 (28.6) 19 (70.4)
| With at least one dose interruption 0 0 0 3 (42.9)* 5 (71.4)* 8 (29.6) |
Only one dose interruption 0 0 0 3 (42.9)* 5 (71.4)* 8 (29.6)
NI1Z985 NI1Z985 NI1Z985 NI1Z985 NI1Z985
2 pg/kg 4 ng/kg 8 pg/kg 12 pg/kg 16 pg/kg
Arm 2 (Combo) Spartalizumab Spartalizumab Spartalizumab Spartalizumab Spartalizumab All
400mg 400mg 400mg 400mg 400mg Subjects
N=6 N=4 N=6 N=6 N=7 N=29
Dose interruption - Number of subjects -n (%)
With no dose interruption 6 (100) 4 (100) 3 (50.0) 5(83.3) 3(42.9) 21 (72.4)
| With at least one dose interruption 0 0 3 (50.0) 1(16.7)* 4 (57.1) 8 (27.6) |
Only one dose interruption 0 0 2(33.3) 1(16.7)* 4 (57.1) 7(24.1)
More than one dose interruption 0 0 1(16.7) 0 0 1(3.4)

*Includes 1 dose interruption due to study treatment un-related AEs.
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Higher drug exposure leads to higher
probability of dose interruption

Probability of a Cycle 1 dose delay AE
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No clear correlation between dose and efficacy

Best Percentage Change From Baseline (%)
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NIZ985 increases circulating Ki67+ NK and

CD8 T cells
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Exposure-response analysis shows positive
correlation: 12 ugkg is expected to show max effect
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NIZ985 12 ug/kg alone or in combination with
spartalizumab is a dose that appropriately balances
safety, tolerability and pharmacological activity

RDE
PK PK exposure plateaus above 12 ug/kg .
PD +T cell proliferation and cytokine levels in periphery showed

positive exposure-response relationship

Safe up to 16 pg/kg but was less well-tolerated beyond 12 pg/kg with
positive exposure-response for dose interruption

Safety / Tolerability

Efficacy No obvious dose-efficacy relationship observed
- 1 . - . >
2 ug/kg 4 ug/kg 8 ug/kg 12 ug/kg 16 pg/kg
NI1Z985 dose

12 Business Use Only U NOVARTIS | Reimagining Medicine



AN TR Y Y
AT TYRYTYATYAY
b 2 ) S i 6 T 6 o o
ATTYTAYYATAY
B 0 i S D R )
ANETAYTAT ALY
S i ) e
AXTERXTTAY Y
T X AT TATTY Y
AVT AT TAT AT
T ITATTATICY L
AX TR TN KX
T AT TATYY X
AT AT AT LY
A ANY PAYT X
AT RY Y AY Y
B A W e (1SS o0 i B
ATV TYTARYTATANTY
B i 2 Y i g S R &
AV AT AT AT
N AN T AT
AT MAT FANTAY
W LA AT oY
ATEX KT AT RY
LT YA T Y F
KTTRTTARNTAY
b 4 R L i
I AT A
LA VAN T T
ATTTATTAYLY
T LAFXTAYY T Y
KXY T ATYATAY
VYR TR Y T
AT AR T AT AT
b B S i PSR ) i
A T AT A AT
S . i 2 W s A S
AT TFREXLTNY
WY RKY TATY T T
KT XAYTATAY
TYHRYTAYT YT
ACY AT AT AR
AT T AT T
PSS
TR A T T
AXTAYY AT AT
A o O i £ S g g
AT TARAYTYTATAY
B iy i 0 i o G i i

Thank you

d) NOVARTIS | Reimagining Medicine



	Slide 1: The role of exposure-response analyses in determination of RDE in a FIH Ph1/1b study
	Slide 2: IL-15 as a strategic immuno-oncology therapeutic target
	Slide 3: Proposed mechanism of action of NIZ985 + anti-PD1 (Spartalizumab)
	Slide 4: NIZ985B12101 clinical trial study design 
	Slide 5: Plateau in PK exposure observed from 12 µg/kg
	Slide 6: NIZ985 is safe and well tolerated as single agent or in combination with spartalizumab
	Slide 7: 16 µg/kg resulted in numerically highest incidence of dose interruption due to AEs (Cycle 1)
	Slide 8: Higher drug exposure leads to higher probability of dose interruption
	Slide 9: No clear correlation between dose and efficacy
	Slide 10: NIZ985 increases circulating Ki67+ NK and CD8 T cells
	Slide 11: Exposure-response analysis shows positive correlation: 12 µg/kg is expected to show max effect
	Slide 12: NIZ985 12 µg/kg alone or in combination with spartalizumab is a dose that appropriately balances safety, tolerability and pharmacological activity 
	Slide 13

