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Restoring the balance for cancer care in the COVID-19 era

C

Twitter: @VivekSubbiah

O Alhalabi, V Subbiah, Trends in Cancer 2020
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Hallmarks of Cancer: New Dimensions
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HOW DID WE TREAT ADVANCED and
METASTATIC CANCERS?

- Crystal Ball



Gallileo Telescope to James Webb telescope

-

Jupitersmoonsg similar to what Gallileo
saw using an amateur telescope

The telescopebds first public i

called SMACS 0723, which is so heavy it warps and magnifies
the light from distant galaxies beyond it.

Credit:

NASA, ESA, CSA, and STScl




Cartwheel Galaxy - alongside two smaller companion galaxies - which was created as
the result of an intergalactic collision Pic: NASA, ESA, CSA, STScl
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Precision Medicines in Cancer

Alpelisib, Avapritinib, Rucaparib, Capmatinib, Brigatinib, Selpercatinib,
PIK3CA, HER2'HR" PDGFR« exon 18, germline/somatic — MET, — ALK, RET, NSCLC
breast cancer GIST BR b NSCLC NSCLC and thyroid cancer
prostate cancer
Ecoraionib | Atezolizumab +
Olaparib, germline cotuximab Ramucirumab + "’e"’!“m'?"."l']" *  Praisetinib,  Tepotinib,
BRCA1/2 BRAF-VE00E erlotinib, EGFR, ~ cobimetinib, RET, MET,
e » SCLC BRAF-VG00E/K, SCLC SCLC
pancreatic cancer Colorectal cancer NSCL! o NSCL! NSCL!
| |
Erdafitinib, Pemigatinib, Olaparib,
FGFR2/3, Entrectinib, Niraparib, FGFR2, germline/somatic  Pembrolizumab, Pralsetinib, Lorlatinib,
urothelial NTRK, HRD, hepatobiliary ~ HRRm, TMB, RET, ALK,
cancer solid tumors ovarian cancer cancer prostate cancer solid tumors thyroid cancer NSCLC first-line
l | | | l l
B
__ Apr. 2019 Dec. Jan. 2020 Dec. Jan. 2021 Apr.
| | 5 |
Dacomitinib, Talazoparib, Ramucirumab + erlotinib, Brigatinib, Alpelisib, Olaparib, Selpercatinib,
EGFR, germline BRCA1/2, EGFR, ALK, PIK3CA, germline/somatic RET, NSCLC
NSCLC HER2™ breast cancer NSCLC NSCLC first-line HER2-HR* BRCA1/2, and thyroid
breast cancer prostate cancer  cancer
. Larotrectinib, Encorafenib + cetuximab, Avapritinib, Pemigatinib,
Ii?_”:tﬂgbm NTRK, BRAF-V600E, PDGFRa FGFR2,
’ solid tumors colorectal cancer exon 18, GIST hepatobiliary
second-line cancer
l | Olaparib, germline Entrectinib,
Previously approved in the United States BRCA1/2, RK,
pancreatic cancer solid tumors

Adapted from: Mateo et al.; Nat. Medicine 2022



Tumor Agnostic Treatment

x A tumor-agnostic treatment is a drug treatment that is used to treat any
kind of cancer, regardless of where in the body it started or the type of
tissue from which it developed.

x This type of treatment can be used when the tumor has a very specific
molecular alteration that is targeted by a drug likely to work

x Most cancer treatments are developed to treat a cancer that has developed
in a specific organ or tissue eg. breast cancer or lung cancer.

x A tumor-agnostic treatment treats any kind of cancer as long as the cancer
has the specific molecular alteration targeted by the drug.



Biological Statistical

* Established, histology- * Randomization might be
independent mechanism of difficult or not feasible
action » Effective design to enable

* Absence of histology-specific evaluation of subpopulation
mechanisms of resistance heterogeneity

e Clinical activity across * Consider evaluation of

. . histologies single-indication phase Il data
CharaCterIStICS Of * Efficacy in adults and prior to pooling

paediatric patients * Responses are surrogate of

therapeutlc agents e Clinical safety clinical end points
for histology

agnostic
indications.

Regulatory

* Validated biomarker

e Substantial clinical
activity leading to belief
of superiority versus
standard treatment

* Post-approval efficacy
and safety monitoring

Pestana, et al Nat Rev Cli@nc 2020



New Era of Tissue-agnhostic approvals
driven by genomics: A Marriage of
Genomics and Immunotherapy

AFDA approves pembrolizumab
(anti-PD1)

Afor solid tumors based on MSI-H
(RR ~45%)

AMay 23, 2017

ATissue agnostic approval

AApproval based on genomic marker

AApproval based on
retrospective/real-world data




The NTRK fusion story: Picking
needles in Haystacks

ALarotrectinib for NTRK fusion adult and
Apediatric solid tumors
AFDA approval November 26, 2018

AEntrectinib for NTRK fusion adult
A and pediatric solid tumors
AFDA approval August 16, 2019




The Marriage of Genomics &
Immunotherapy: Story
continues

APembrolizumab for TMB>10
mutations/mb

Aadult and pediatric solid tumors

AFDA approval June 16, 2020

ADostarlimab (anti-PD1) for
Aadult dMMR solid tumors
AFDA approved August 17 2021




And the story
continueX X

ABelzutifan Adults with von Hippel-Lindau (VHL)
disease (VHL germline mutations) with renal cell

A5 . carcinoma fR C), central nervous system (CNS).
\—4 hemangioblastomas, or pancreatic neuroendocrine
JAMES STEVENSON tumors (pNET)

AFDA approval August 13, 2021

ADabrafenib and trametinib for adult + pediatric
patients 6 years or older with unresectable or
metastatic BRAF V600E imutant solid tumors =FDA
approved *June 23" 2022



