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T1 Dr Craig Underhill heeft geretweet
g chadi nabhan MD, MBA, FACP & @chadinabhan - 6/06/2021

My first @ASCO ever was in 1999 and back then there was a fierce
debate about trial endpoints & what’s important and meaningful.

21 years later: the same exact debate continues.

#ASCO21 #ASCOthoughts
Q 6 07 QO 63 A5
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PEMBROLIZUMAB VS PLACEBO AS
POST NEPHRECTOMY ADJUVANT
THERAPY FOR PATIENTS WITH
RENAL CELL CARCINOMA:
RANDOMIZED, DOUBLE-BLIND,
PHASE 3 KEYNOTE-564 STUDY

Toni K. Choueiri, MD

Dana-Farber Cancer Institute, Boston, MA, USA
June 6, 2021
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KEYNOTE-564 Study Design

Key Eligibility Criteria
» Histologically confirmed clear cell renal cell
carcinoma
* Nephrectomy <12 weeks prior to randomization
* No prior systemic therapy
«ECOGPS0or1
* Tissue sample for PD-L1 assessment

Stratification Factors
« MO vs M1 NED
* MO group further stratified:
«ECOGPSO0vs1
* US vs non-US

DFS, disease-free survival; Q3W, every 3 weeks.
a<17 cycles of treatment were equivalent to ~1 year.

Presented By: Dr. Toni K. Choueiri #ASCO21

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Content of this presentation is the property of the author, licensed by ASCO.
Permission required for reuse.

Pembrolizumab 200 mg
Q3w
for ~1 year?

Placebo
Q3w
for ~1 year2

 Primary end point: DFS per investigator
« Key secondary end point: OS
 Other secondary end points: Safety

2021 ASCO

ANNUAL MEETING

Universiteit Uml
Antwerpen



O
m
)
o
<
=]
<
®
”
-
Q
Q
=k
O
-y
=
—
U
O
e
=4
Q
-
O
-

100+
90- HR 0.68 (95% CI, 0.53-0.87)
P =0.00102
80+
70- ! .
2 007 5 5
v 50+ i 12-month rate i 24-month rate
0 40- 1 85.7% | 77.3%
576.2% E 68.1% % Events  Median (95% ClI)
30+ E ] Pembro 22.0% NR (NR-NR)
20- ! ! Placebo 30.3% NR (NR-NR)
Pembro | i :
10 ! ' Median follow-up: 24.1 (14.9-41.5) months.
Placebo | |
0 L] L l L] L I L} - L I L L] l L} lI I L] L] I L L} I L} L} I L] L] l
0 5 10 15 20 25 30 35 40 45
No. at Risk Months
Pembro 496 457 414 371 233 151 61 21 1 0
Placebo 498 436 389 341 209 145 56 19 1 0

aCrossed prespecified p-value boundary for statistical significance of 0.0114.
ITT population included all randomized participants. NR, not reached. Data cutoff date: December 14, 2020.

Presented By: Dr. Toni K. Choueiri #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
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~ Summary and Conclusions

. ' V. iy
/
/

Adjuvant pembrolizumab post nephrectomy demonstrated a statistically significant and

clinically meaningful improvement in DFS vs placebo
« Additional follow-up is planned for the key secondary endpoint of OS

« Benefit was consistent across subgroups, including the M1 NED population, potentially
extending the use of pembrolizumab to these patients

« Safety results were in line with expectations and no new safety signals were observed
« Low incidence of high-dose corticosteroid treatment for immune-mediated AEs

« KEYNOTE-564 is the first positive phase 3 study of an adjuvant immunotherapy in RCC

« Pembrolizumab is a potential new standard of care for patients with RCC in the adjuvant
setting

Presented By: Dr. Toni K. Choueiri #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
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Science INSTITUTE

¢R BIG fronti er NRG NIH P

Breas! International Group Advancing Research. Improving Lives.

A phase lll, multicenter, randomized, placebo-controlled trial
of adjuvant olaparib after (neo)adjuvant chemotherapy
in patients with germline BRCA1/2 mutations and
high-risk HER2-negative early breast cancer

Presented By: Andrew Tutt MB ChB PhD FMedSci #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
The Institute of Cancer Research and Kings College London Permission required for reuse. ANNUAL MEETING
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OlympiA: Trial schema

» Local genetic testing or. Neoadjuvant Group _
on-study central screening . TNBC: non-pCR Olaparib

Myriad Genetics Inc. e
(e Serstieane) « Hormone receptor—positive: 300mg
» non-pCR and CPS+EG score = 3 s twice daily _ _
+ Germline pathogenic or for 1 year Primary End Point ,
likely pathogenic BRCA 1/2 > 6 cycles * Invasive disease-free survival
! . - (IDFS) by STEEP system!
mutation Neoadjuvant =% Surgery =9 +/- Radiotherapy . _
Chemotherapy 1:1 Secondary End Points
. “ =» Randomization =» + Distant disease-free survival'
) 1ER2_negat'Vet i Adjuvant Group N=1836 S (0S)
ormone receptor—positive . : ’ .
( TNBC P P TNBC: 2 pT2 or = pN1 - + BRCA1/2 associated cancers
or ) » Hormone receptor—positive: | + Symptom / Health related QoL
» =4 positive lymph nodes o j Placebo - Safety
- Stage II-lll Breast Cancer > 6 cycles I twice daily =
or lack of PathCR to NACT ~ Surgery —>  Adjuvant = +/- Radiotherapy l fortycar
Chemotherapy |
Stratification Factors Concurrent Adjuvant Therapy
» Hormone receptor—positive vs. TNBC » Endocrine therapy
+ Neoadjuvant vs. adjuvant + Bisphosphonates

» Prior platinum-based chemotherapy (yes vs. no) « No 2nd Adjuvant Chemotherapy

Hormone receptor +ve defined as ER and/or PgR positive (IHC staining = 1%)
Triple Negative defined as ER and PgR negative (IHC staining < 1%)
"Hudis CA, J Clin Oncol 2007

Presented By: Andrew Tutt MB ChB PhD FMedSci #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
The Institute of Cancer Research and Kings College London Permission required for reuse. ANNUAL MEETING
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100 A 89.2
- 859
, 807 A
31':) 81.5 27 1
Qo
gL 607
Q § a0d T Olaparib (106 events)
< Placebo (178 events)
=
20 - :
Stratified hazard ratio 0.58 (99.5% CI, 0.41-0.82); P<0.0001
5 Difference: 3-year IDFS rate 8.8% (95% Cl, 4.5-13.0%)
I I I I ] ] I I
0 6 12 18 24 30 36 42
il i Time since randomization (months)
Olaparib 921 820 130 607 477 361 276 183
Placebo 915 807 732 585 452 353 256 173
Presented By: Andrew Tutt MB ChB PhD FMedSci #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO.
The Institute of Cancer Research and Kings College London Permission required for reuse.
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OlympiA: Conclusions

Participants in OlympiA with high risk HER2-negative early breast cancer and germline

BRCA1/2 mutation had significant risk of IDFS and DDFS events despite standard therapies

Adjuvant olaparib for 1 year after completion of local treatment and (neo)adjuvant

chemotherapy, significantly improves both invasive and distant disease-free survival

Fewer deaths were reported on olaparib, however OS benefit was not significant with

median FU of only 2.5 years and as |IA specified P<0.01; blinded follow-up continues
Toxicity was limited and manageable without effect on global patient-reported quality of life

Germline BRCA1 and BRCAZ2 sequencing is an important biomarker in early breast cancer

Presented By: Andrew Tutt MB ChB PhD FMedSci #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
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IMpower010: Primary Results of a Phase 3 Global Study
of Atezolizumab vs Best Supportive Care After Adjuvant
Chemotherapy in Resected Stage IB-llIA Non-Small Cell
Lung Cancer (NSCLC)

Heather A. Wakelee,! Nasser Altorki,2 Caicun Zhou,3 Tibor Csészi,* lhor O. Vynnychenko,®
Oleksandr Goloborodko,® Alexander Luft,” Andrey Akopov,2 Alex Martinez-Marti,®
Hirotsugu Kenmotsu,'® Yuh-Min Chen," Antonio Chella,'? Shunichi Sugawara,3

Fan Wu,'* Jing Yi,” Yu Deng,'> Mark McCleland,'> Elizabeth Bennett,’®

Barbara J. Gitlitz,'> Enriqueta Felip'®

Stanford University School of Medicine/Stanford Cancer Institute, Stanford, CA, USA; 2New York-Presbyterian Hospital, Weill Cornell Medicine, New York,
NY, USA,; 3Tongji University Affiliated Shanghai Pulmonary Hospital, Shanghai, China; {Jasz-Nagykun-Szolnok Megyei Hetenyi Geza Korhaz-Rendelointezet,
Szolnok, Hungary; SSumy State University, Regional Municipal Institution Sumy Regional Clinical Oncology Dispensary, Sumy, Ukraine; 8MI Zaporizhzhia
Regional Clinical Oncological Dispensary Zaporizhzhia SMU Ch of Oncology, Zaporizhzhya, Ukraine; ‘Leningrad Regional Clinical Hospital, St. Petersburg,
Russia; 8Pavlov State Med Univ, St. Petersburg, Russia; °Vall d’'Hebron Institute of Oncology (VHIO), Vall d’Hebron University Hospital, Barcelona, Spain;
0Shizuoka Cancer Center, Shizuoka, Japan; ""Taipei Veterans General Hospital and National Yang Ming Chiao Tung University, Taipei, Taiwan; '2Azienda
Ospedaliero Universitaria Pisana, Pisa, Italy; '3Sendai Kousei Hospital, Miyagi, Japan; “Roche (China) Holding Ltd, Shanghai, China; "®*Genentech, Inc.,
South San Francisco, CA, USA; '%Vall d’'Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain
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% IMpower010: DFS in the ITT population
- (stage IB-IlIA; primary endpoint)

100
Atezolizumab BSC
(n=507) (n=498)
< 804 71 4% Median DFS (95% CI), mo | NE (36.1, NE) | 37.2 (31.6, NE)
T—; ' Stratified HR (95% Cl) 0.81 (0.67, 0.99)
2 P value? 0.04b
2 60- - .
a Median follow-up: 32.2 mo (range, 0-58.8)
Py R R e - i ———t——
o | i
= i ! I
g 40 ! |
[72) I
(3] [ I
O ' |
0 | .
o 204 ! : ) i
: ; « DFSinthe ITT population
; : did not cross the significance
. boundary at this interim
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 5 DES analysis
Months
No. at risk
Atezolizumab 507 478 437 418 403 387 367 353 306 257 212139 97 53 38 19 14 8 4
BSC 498 467 418 383 365 342 324 309 269 219 173122 90 46 30 13 10 5 4
Clinical cutoff: January 21, 2021. @ Stratified log-rank. ® The statistical significance boundary for DFS was not crossed. 1
Dr. Heather A. Wakel ¢
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AAdjuvanttreatment:
A2 S Qdudstreating! Manyare curedby surgery
ATheonly effect of QOL idetrimental

AWe wantto seeoverall survival data
A Alsofinancialtoxicity

AWhat% ofpatientsfrom the placebo arngetsthe experimentaldrugwhen
theyrelapse

Universiteit
Antwerpen

uza



AAdjuvanttreatment:

AIS DFS a goauirrogateendpointfor DFS

A ExampleBreastcancer: In HERsubgrouph (a@a@odsurrogate but not in theother
subgroups

AMAIN QUESTION: are weringpatient or delayingrelapse?
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ESVD
OPEN Hokizons

Biases in study design, implementation, and data analysis that distort the
appraisal of clinical benefit and ESMO-Magnitude of Clinical Benefit Scale
(ESMO-MCBS) scoring

B. Gyawali**’, E. G. E. de Vries®, U. Dafni™®, T. Amaral’, J. Barriuso®, J. Bogaerts®, A. Calles'’, G. Curigliano™*-*?,
C. Gomez-Roca'’, B. Kiesewetter'”, S. Oosting”, A. Passaro’, G. Pentheroudakis'®, M. Piccart'’, F. Roitberg'®'?,
). Tabernero®, N. Tarazona®, D. Trapani'’, R. Wester”?, G. Zarkavelis*®, C. Zielinski’?, P. Zygoura® & N. I. Cherny™
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T1 Dr Craig Underhill heeft geretweet

O

Prof. Eva Segelov @profevasegelov - 7/06/2021

Calling all colleagues at #ASC0O21. Please vote on this vital question
“would you prescribe 12 months of adjuvant 10 ( for any disease where
data exists) on basis of improved DFS. Please RT so we can get a large
sample @CraigUnderhill @oncology_bg @n8pennell @GlopesMd
@LizzySmyth1

Yes 47%
53%

306 stemmen - Eindresultaten

Q) 10 11 233 ) 18 T

Toon deze collectie
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Renata Colombo Bonadio, MD
@renata_bonadio

My question is to oncologists in general: why this difference
in translating clinical trials results to clinical practice
depending on subspecialties?

#lungcancer #breastcancer #ASCO21

@OncoAlert

Vertaal Tweet

Adaura s Olympia

Stage IB-IITA High-risk mBRCA
EGFR+ NSCLC breast cancer

Intervention: Ad Juvan’r Adjuvan+
Osimertinib Olaparib

DFS: 2y: 84% vs S2% (HR 0.20) 3y: 86% vs 77% (HR 0.58)

Populcrl'ion:

0S: Non-significant Nen-significant
(immature in this analysis) (immature in this analysis)
Long debates on considering it a Considered practice | ™\
standard of care or net. changing by many

Universiteit
Antwerpen
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IMPACT OF #ASCO TWITTER IMPRESSIONS ON
THE ONCOLOGY COMMUNITY

Gilberto Morgan', Toni K. Choueiri?, Ronak Patel®, Kavitha Balaji, Vivek Subbiah*

'Skane University Hospital, Lund, Sweden, @w

gists; 2Dana Farber Cancer Institute, Boston, MA, USA, @

Woodcliff Lake, NJ, USA; “University of Texas MD Andefson Cancer Center, Houston, TX, USA, @'

June 4-8, 2021

: 3Eisai Inc,

Abstract No. 11039

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse
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#ASCO21

2021 ASCO Equity: Every Patient. Every Day. Everywhere.
ANNUAL MEETING

BIOMARKER TESTING FOR LUNG CANCER
IN 2021:
FURTHER PRECISION BUT STILL NOT MEETING
THE MARK FOR EQUITABLE DISTRIBUTION

Christine M. Lovly, MD, PhD

Associate Professor of Medicine, Division of Hematology-Oncology
Ingram Associate Professor of Cancer Research

Vanderbilt University Medical Center

Nashville, TN, U.S.A.

W @christine_lovly

Date: Friday, June 4, 2021

Time: 1:00 PM - 4:00 PM (EDT)

Oral Abstract Session

Primary Track: Lung Cancer—Non-Small Cell Metastatic
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