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Abstracts covered:

- OA06.03 Q. Zhou et al. SAFFRON-301: Tislelizumab Plus Sitravatinib in
Advanced/Metastatic NSCLC Progressing on/after Chemotherapy and Anti—PD-(L)1

- OA06.04 M Marmarelis. Phase Il Study of Pembrolizumab and Itacitinib for Patients
with Metastatic NSCLC Expressing PD-L1

- OA06.05 J Wrangle. IL15 Superagonist N-803 + Checkpoint Inhibitor (CPI) Prolongs
OS in 2nd Line or Greater NSCLC Patients Failing CPI

- 0OA11.03 ] Hiltermann. Efficacy and Safety of Rilvegostomig, an Anti-PD-1/TIGIT
Bispecific, for CPI-naive Metastatic NSCLC with PD-L1 1-49% or >50%

- OA11.04: D. Spigel. Volrustomig + platinum doublet chemotherapy in first-line a6k
small-cell lung cancer (NSCLC): Phase 1b trial update
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Advanced/Metastatic NSCLC Progressing on/after Chemotherapy and Anti—PD-(L)1

Key eligibility criteria TIS + SITRA (N=187)
+ Histologically or cytologically TI5 200 mg IV Q3W
confimed unresectable locally SITRA100 mg PO QD
advanced or mefastatic NSGLG
+ No known EGFR- or BRAF-
sensitizing mutation, or ALK or
ROST reamangement
v Previously treated, disease
progression on or after

platinum-based chemotherapy Chemotherapy (N=130)
and ant-PD-L(1) Al Docetarel 75 mghn? IV Q3

Treatment until disease
progression. intolerable toxicity
death. or withdrawal of consent

Background

- Tiselizumab is anti-PD-1
immunotherapy

- Sitravatinib is multitargeted TKI
against VEGF and TAM

Clinical implications
- No PFS or OS benefit to this
combination in the 2L setting

- These data are consistent with other
trials showing no benefit of TKI and
continuation immunotherapy
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Advanced/Metastatic NSCLC Progressing on/after Chemotherapy and Anti—PD-(L)1

Background
PFS by IRC - Tiselizumab is anti-PD-1
Events Median Hazard Ratio I mmun Ot he ra py

g 1 - TIS + SITRA 125({/06{3.8) 4.(49?4}?03.}7) 0.82(9(3./{032?:).07] - Sitravatinib is multitargeted TKI
E gz Docetaxel 98 (51.6) 2.9 (2.6-4.2) against VEGF and TAM
8 o
a Clinical implications
$ o5 - No PFS or OS benefit to this
a combination in the 2L setting

o Docetaxel - These data are consistent with other

00 TIS + SITRA trials showing no benefit of TKI and

PR R oy continuation immunotherapy
Number at risk

190 84 53 30 17 7 5 3 2 2 2 1
ARM=TIS + SITRA1 187 118 87 47 35 15 10 5 5 2
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;2 Events Median Hazard Ratio
> ‘ (%) (95% CI) (95% Cl)
a2 08 TIS + SITRA 91(48.7) 11.5(9.4-14.6) 1.02 (0.75-1.39)
s on . Docetaxel 80 (42.1) 11.4(9.9-15.0)

8 061
E 0 5_
y .
5 04 W'“H'-m--
2 s M Docetaxel
. TIS + SITRA
D il
0.0+

0 2 4 6 8 10 12 14 16 18 20 22 24
Time (Months)
Number at risk

190 162 140 117 82 60 43 29 22 12 6 2 A1
ARM=TIS + SITRA{ 187 161 140 116 91 60 44 33 25 15 10 7 4

'S |on Lung Cancer OA06.03 Q. Zhou et al. SAFFRON-301: Tislelizumab Plus Sitravatinib in

Advanced/Metastatic NSCLC Progressing on/after Chemotherapy and Anti—PD-(L)1

Background

- Tiselizumab is anti-PD-1
immunotherapy

Sitravatinib is multitargeted TKI
against VEGF and TAM

Clinical implications
- No PFS or OS benefit to this
combination in the 2L setting

- These data are consistent with other
trials showing no benefit of TKI and
continuation immunotherapy
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OA06.04 M Marmarelis. Phase Il Study of Pembrolizumab and Itacitinib for Patients
with Metastatic NSCLC Expressing PD-L1

Background

- Pembrolizumab is anti-PD-1
immunotherapy

- [tacitinib is JAK inhibitor
- This is 1L trial for PD-L1 50%

Clinical implications
- ORR 66%; mPFS 15.6mo; mOS
53.4mo

- Delayed JAK inhibitors are feasible
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SERTEMEER 7:10, 024 SN DIEED, EA DA 2nd Line or Greater NSCLC Patients Failing CPI

QUILT-3.055 Study Design 2nd
and 3rd Line NSCLC Progressing
on CPI

N-803 15 mecg/kg

subcutaneous q 3 weeks
+

Same Prior CPI
(Pembro/Nivo)

(2 Year Maximum Treatment
on N-803 + CPI)

|

Primary Endpoint:
ORR

Secondary Endpoints:

035, PFS, DoR, QoL

Content on this presentation is property

Background
- N-803 is IL15 agonist

- - Activates and proliferates CD8+
killer cells and NK cells

Clinical implications
- 2L and 3L NSCLC with prior CPl and
chemo

- Approved in localized bladder cancer,
being developed in NSCLC

ASLC. Copyright permission from the IASLC is required for reuse. Joel Neal, Stanford Cancer Institute Cali



‘ e,r y f,f,’{‘t,,‘,’;°é!fn§§,“fe’e“°e OA06.05 J Wrangle. IL15 Superagonist N-803 + Checkpoint Inhibitor (CPI) Prolongs OS in

2nd Line or Greater NSCLC Patients Failing CPI

Background
erou |
I oFurlherN-BO?-Treaent - N_803 IS IL15 agonISt
Y i i 5 et - - Activates and proliferates CD8+
] | Median OS = 14.1 months killer cells and NK cells
2 14.1 Months (95% CI: 11.7, 16.3) Clinical implications
£ 0 - 2L and 3L NSCLC with prior CPI and
E W : chemo — response rate 5-16%
: . - Approved in noninvasive bladder
> 021 o | : cancer, being developed in NSCLC
5 | | |
S S A
Data Cutoff February 2024 Time (Months)
\ All Subjects |
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Bispecific, for CPI-naive Metastatic NSCLC with PD-L1 1-49% or 250%

OA11.03 J Hiltermann. Efficacy and Safety of Rilvegostomig, an Anti-PD-1/TIGIT

Background
ARTEMIDE-01 - Rilvegostomig is anti-PD-1/TIGIT
bispecific antibody
\ Part C Clinical implications
PD-L1 TPS 21% - — -620°
CPhnaive, PD-LL TPS21% 750 mg Q3W (n=34) 1LNSCLC —response rate 29-62%
Stage IV NSCLC - Unclear whether this is “better”
* Upto1prior Part D1 than pembrolizumab alone in this
chemotherapy regimen PD-L1 TPS 250% selected popu lation
for metastatic disease 750 mg Q3W (n=31)
* PD-L1TPS per local test @
*  EGFR/ALK wild-type Part D2
\ / PD-L1 TPS 250%
Part A (dose escalation) and Part B (dose o -
eI:L:E .'|Si3I" in CPI !Es stasl': er-ICLC ’I_St o ﬂ;:t'g:;m" 1500 Mg QEW [n-31]
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Bispecific, for CPI-naive Metastatic NSCLC with PD-L1 1-49% or 250%

ARTEMIDE-01
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~ Best overall respanse
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7 ¢ pusddaty - Treatmentongoing  Ch Paests with price chemoihesapy ke mélasiac disegen
# FOLTTRS 1-45% o POLTTRS 250%

Best percentage charnge frorm
baseline in target esion sise (9
2
=

2o
-

L.

=

=]
L

POAL 14955 TPS n31) | PDALL 2505 RS )

ORR, confirmed + pending 9 (28%) 21 (61.8%)
[95%C1] 142,480} [436,778]
Continuing treatment 12(38.7%) 24(10.6%)

4 patients with PC-LL. 2508 pending confirmation

Ch - - - - - - - - -t - - R - - ottt -t

i Ch Ch ChCh
CRCRCR ¢ # s 8 a8 88 88 4888888 888 B0 R AR R R R R R BB BB R BB BBBIH

Background

- Rilvegostomig is anti-PD-1/TIGIT
bispecific antibody

Clinical implications

- 1LNSCLC — response rate 29-62%

- Unclear whether this is “better”
than pembrolizumab alone in this
selected population



o J f,f,’z,_f,,‘,’?é!adnfg,“fe’e“ce OA11.04: D. Spigel. Volrustomig + platinum doublet chemotherapy in first-line non-

small-cell lung cancer (NSCLC): Phase 1b trial update

Background
- Rilvegostomig is anti-PD-1/TIGIT
bispecific antibody

o - Chemois chemo
KE‘.\‘ IﬂE'I..IEIﬂf‘I criteria

Clinical implications
11 recurrent - RR 43% for non-squam, 65% for
or metastatic NSCLC squam
- Unclear if better than otherwise
EGFR/ALK wild-type expected
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o J f,f,’z,_j‘,,‘,’?é!fnfg,“fe’e“ce OA11.04: D. Spigel. Volrustomig + platinum doublet chemotherapy in first-line non-

small-cell lung cancer (NSCLC): Phase 1b trial update
Background

% mrm - Rilvegostomig is anti-PD-1/TIGIT
% is: Median duration of follow-up: 8.9 months blspeCIflc antlbOdy
_E 2E: ............................................................... ............. . .............................................. _ Chemo |S Chemo
E, :40: U0 D0 Clinical implications
i - RR 43% for non-squam, 65% for
squam
- Unclear if better than otherwise
PD-L1TC: = NE m<1% © 1—49% = 250% EXPECtEd

Median duration of follow-up: 17.6 months

Soste8t

Best change from baseline (%)

I€L

-100 2024‘ -
ORR, n (%): 13 (65.0)

DCR, n (%): 19 (95.0) *4*@— /{,/
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Conclusions

* Second line continuation immunotherapy together with VEGF/TAM
TKlIs does not beat docetaxel (cabozantinib, lenvatinib, and

sitravatinib have negative trials). JAK inhibitors are TBD.

e [L-15 agonists are interesting addition to immunotherapy refractory
setting — trials are ongoing

* Unclear if PD-1/TIGIT bispecific approach better than first line
immunotherapy alone — trials are ongoing

THANK YOU!
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