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* Nektar Therapeutics — Advisory Board/Honorarium

* | will not be discussing non-FDA approved indications during
my presentation.
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¢ Review novel indications of anti-PD1 therapy for gastric cancer and cervical cancer
* Role of PD-L1 biomarker

Objectives

mismatch repair defects
¢ Colorectal cancer
* Non-colorectal cancers

* Understand how anti-PD1 therapy induces responses in tumors with microsatellite-instability and/or

* Role of biomarkers (gene expression profile, PD-L1 expression and tumor mutational burden)

breast cancer
* Role of PD-L1 biomarker

¢ Discover how anti-PDL1 therapy is the first checkpoint inhibitor to be approved for triple negative

* Review the role of anti-VEGFR for Hepatocellular carcinoma

DALEM
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P s Checkpoint inhibitors have been developed to block
@ CTLA-4 or PD-1 on T cells, or PD-L1 on the tumor

Lymph node

IMMUNOTHERAPY™
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ADVANCES @ Gastric cancer — anti-PD1

IMMUNOTHERAPY™

* KEYNOTE-059 was a nonrandomized, phase Il study that evaluated
pembrolizumab +/- chemotherapy (cisplatin + 5-FU or capecitabine) in advanced
gastric/gastroesophageal cancer

* ORR 11.6%
® 15.5% PD-L1+ for 16.3 months
® 6.4% PD-L1- for 6.9 months

* Grade 3-5 AEs

® 17.8% with 2 deaths Fuchs et al. 2018 JAMA Oncol
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(Pembrolizumab was approved along with PD-L1 IHC 22C3 companion diagnostic) Fuchs et al. 2018 JAMA Oncol

Fashoyin-Aje et al. 2019 Oncologist
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@ Cervical cancer — anti-PD1

* KEYNOTE-158 was a phase Il basket trial that included safety and
efficacy data of pembrolizumab on advanced cervical cancer.

* ORR: 14.6%
* Median DOR was not reached

* Grade 3/4 AEs: 12.2%

Chung et al. 2019 J Clin Oncol
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ADVANCES'NII@ Biomarkers that predict efficacy of
T anti-PD1 therapy in solid tumors

* KEYNOTE-028 was a nonrandomized, phase 1b trial of patients with
PD-L1+ solid tumors treated with pembrolizumab

* Higher response rates and longer PFS were seen in tumors with
* T cell enflamed gene expression profiles (GEP)
* PD-L1 expression
* Tumor mutational burden (TMB)

Ott et al. 2018 J Clin Oncol

© 2019-2020 Society for Immunotherapy of Cancer
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ADVANCES'N@ T cell inflamed GEP scores were higher in

patients who achieved ORR and had longer PFS
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@ Higher TMB was significantly associated with
patients who achieved ORR and had longer PFS
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T-Cell-Inflamed GEP Score

TMB and GEP had a low but
significant association for
both assays

Ott et al. 2018 J Clin Oncol
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ADVANCES N @ responses in MMR-d colorectal cancers and non-colorectal
IMMUNOTHERAPY™ cancers

Mismatch repair defects
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Um@ MSI-H/MMR-D colorectal cancer and anti-PD1

KEYNOTE-164 was a phase |l open label study of pembrolizumab in refractory,
MSI-H/MMR-D metastatic colorectal cancer.

* 2 cohorts —(A) > 2 or more prior lines of treatment; (B) > 1 or more prior line of treatment

ORR 33% for both cohorts
* Median DOR not reached for both cohorts
* PFS (A) 34% at 12 months and 31% at 24 months (B) 41% at 12 months and 37% at 24 months
* OS (A) 72% at 12 months and 55% at 24 months (B) 76% at 12 months and 63% at 24 months

Grade 3/4 AEs
* (A) 16% and (B) 13%

Le et al. 2019 J Clin Oncol
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Le et al. 2019 J Clin Oncol
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@ Colorectal cancer — anti-PD1 + anti-CTLA4

* CheckMate-042 is a multicenter, open-label, phase Il trial that includes
treatment with nivolumab and ipilimumab recurrent or metastatic
colorectal cancer with dMMR or MSI-H.

* ORR was 55%
* Median DOR was not reached
* PFS 76% (9 months) and 71% (12 months)
* 0S 87% (9 months) and 85% (12 months)

* 13% discontinued treatment

Overman et al. 2019 J Clin Oncol

DAAEM ixcce & HOPA Csitc >

© 2019-2020 Society for Inmunotherapy of Cancer

10/2/2020



CRILC > sovrytor e
ADVANCES In

@ CheckMate-142

= A B
= = 100 100
@ = %0 90 2
25 1 B ——
= 70 _ 1
N £ e =
E % o 50 = 50
e e = a 8w
w2 30 30
= 2 20 e isal 20 Hivolumab
2 o 10 | —— Nivolumab + ipiimumaty 10 o —+— Nivolumab + ipifimumab:
22
- H 0 3 6 9 12 15 18 21 4 T N ¢ 2 6 9 12 15 18 21 28 2 3 ?
s Time (manths) Time (months)
o = No. 5t risic
"= Nivolumab 74 48 41 32 17 12 12 M 6 3 0O at mos 1 0
; Nivolumsb+ 118 86 8 78 32 12 N 10 3 o o Nivolumab+ 118 113 107 104 78 33 18 17 " o 0 ]
ipilimumat ipifimumab:

Overman et al. 2019 J Clin Oncol

DAAEM &HOPA Citc >

Ao o

© 2019-2020 Society for Immunotherapy of Cancer

CRILC > sovrytor e
ADVANCES In

.,w,-wamw--@ MSI-H/MMR-D Non-colorectal cancers and anti-PD1

* KEYNOTE-158 was a phase Il of pembrolizumab in patients with
previously treated, advanced noncolorectal cancer with MSI-H/MMR-

D Canicer type of primary diagnosis
. Endometrial 49 (210)
« 27 different tumor types enrolled st o
Pancreatic 2 @4
Small intestine 1982
Ovarian 15 6.4)
* ORR 34.3% = ==
ine tumor 760
Cervical 6(26)
Prostate 6026)
Adrenocortical 521
* Grade 3/4 AEs 14.6% (1 death) = =
Thyroid 521)
Urothelial 521
Mesathelioma 417
Small-cell lung cancer 407 )
=i 303 Marabelle et al. 2019 J Clin Oncol
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0O KEYNOTE-158
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0O KEYNOTE-158

R, PR, Median PFS, Months Median 0S, Months Median DOR, Months
Tumor Type No. No. No.  ORR, % (85%CI) (@5% C) (@5% CI) {range)
Endometrial 49 8 20 5.1(#2210712) 257 4910 NR) NR (27.2 to NR) NR (2.9 10 27.0+)
Gastric 24 4 7 458(256167.2) 110 (2.1 to NR) NR (7.2 to NR) NR (63 to 284+)
Cholangiocarinoma 22 2 7 409(207 to 636) 42 (2110 NR) 243 (65 to NR) NR (4. 1+ to 249+)
Pancrealic g5 i1 3 182(521403) 21 (19134 40(211098) 134 (81 to 1604)
Small intestine 19 3 5 421(2031665) 92 (231 NR) NR (106 to NR) NR (43+ 0 313+)
Ovarian 15 3 2 333(118w6L6) 23 (191 62) NR (3.8 to NR) NR (4.2 10 20.7+)
Brain 13 0 0 00(0010247) 1107tw21) 56(15t 162) -

© 2019-2020 Society for Inmunotherapy of Cancer
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@ Triple negative breast cancer —anti-PDL1

* IMpassion130 was a phase lll randomized, placebo controlled, double
blind trial comparing nab-paclitaxel and atezolizumab vs. nab-
paclitaxel and placebo in advanced triple negative breast cancer.

* In an Intent-to-treat analysis,
* Median PFS: 7.2 months vs. 5.5 months
* Median 0OS: 21.3 months vs. 17.6 months

* AEs that led to treatment discontinuation
* 15.9% (incl. 2 deaths) vs. 8.2% (incl. 1 death)

© 2019-2020 Society for Immunotherapy of Cancer

Schmid et al. 2019 New EnglJ Med
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D Overall Sunvival in the PD-L1-Positive Subgroup

Atezolizumab+ Nab-Paclitacel  64/185
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Atezolizumab is the first FDA
approval for patients with locally
advanced or metastatic TNBC, and
the first checkpoint inhibitor
approved for use in breast cancer.

Approved with the VENTANA PD-L1
(SP142) companion diagnostic
assay

Schmid et al. 2019 New EnglJ Med
Narayan et al. 2020 Clin Cancer Res
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@ Hepatocellular carcinoma — anti-VEGFR2

* REACH-2 was a phase lll, randomized, placebo controlled, double
blind trial in sorafenib-treated advanced hepatocellular carcinoma
patients comparing ramucirumab vs. placebo.

* Median OS: 8.5 months vs. 7.3 months
* Median PFS: 2.8 months vs. 1.6 months

* SAEs: 35% vs. 29%

Zhu et al. 2019 Lancet Oncol
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“ 0O REACH-2
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@ Conclusions

* An increasing number of solid tumors are showing responses to anti-PD1 or combination anti-PD-
1 and CTLA-4 therapy

* Biomarkers like TMB +/- T cell inflamed GEP or PD-L1 expression predict efficacy of anti-PD1
across multiple solid tumor types

* Anti-PD1 therapy can induce responses in both colorectal and non-colorectal solid tumors with
MSI-H and/or MMR-d

* Anti-PDL1 therapy is the first checkpoint inhibitor approved for triple negative breast cancer

* Anti-VEGFR therapy can provide an alternative immunotherapy target with patients with
hepatocellular carcinoma
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