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Phase Il Trial of Concurrent
Chemoradiation with Consolidation
Pembrolizumab in Patients with
Unresectable Stage Ill NSCLC

Hoosier Cancer Research Network LUN 14-179

Greg Durm', Sandra Althouse?, Ahad Sadig?, Shadia Jalal!, Salma Jabbour*, Robin Zon®, Goetz
Kloecker®, William Fisher’, Karen Reckamp?, Ebenezer Kio?, Robert Langdon'®, Bamidele
Adesunloye'', Ryan Gentzler'?, and Nasser Hanna'

! Indiana University Simon Cancer Center, ¢ Indiana University Department of Biostatistics, ¢ Fort Wayne Medical Oncology and
Hematology, * Rutgers Cancer Institute of New Jersey, > Michiana Hematology/Oncology, ¢ University of Louisville James Graham Brown
Cancer Center, 7’ |U Health Ball Memorial Hospital, ® City of Hope Comprehensive Cancer Center, ¢ Goshen Center for Cancer Care, ¢
Nebraska Methodist Hospital, ' IU Health Arnett Cancer Center, ' University of Virginia Cancer Health System
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Consolidation Pembrolizumab Following CCRT
for Unresectable Stage Ill NSCLC: LUN 14-179

ﬁoncurrent Chemoradiatich [ Repeat imaging (CT or PET) ]
Cis/Etop I 28-56 days later

Carl?oRl Pac / \

OR SD or Response
Cis/Pemetrexed l

\_ 59.4.66.6 Gy )

Subjects can receive up to 2 cycles
of consolidation chemotherapy at

l Patient Enrolled

[ Not Eligible] [ Pembrolizumab 200mg\
IV every 3 weeks for up

the discretion of treating physician \ to12 months

#ASCO18
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Time to Metastatic Disease or Death

No. of Events/No. of Patients: 34/ 91
Median (95% CI) in months: 22.4 (17.9, NR)
12-Mo (95% CI) %: 74.7 (63.8, 82.8)

18-Mo (95% CI) %: 60.0 (47.4, 70.5)

_| 24-Mo (95% CI) %: 49.9 (34.8, 63.2)
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Months

No. at Risk S5 42 25
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Overall Survival

Overall Survival (%)

No. of Events/No. of Patients: 29/ 92
Median (95% CI) in months: NR (22.4, NR)
12-Mo (95% CI) %: 81.0 (71.2, 87.7)
18-Mo (95% Cl) %: 68.0 (56.3, 77.2)

_| 24-Mo (95% CI) %: 61.9 (48.1, 73.0)

6 9 12 15 18
Months

No. at Risk 54 36
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Progression Free Survival

No. of Events/No. of Patients: 44/ 90

Median (95% CI) in months: 17.0 (11.9, NR)

12-Mo (95% CI) %: 60.2 (48.7, 69.9)

18-Mo (95% CI) %: 49.9 (38.2, 60.5)

_| 24-Mo (95% CI) %: 44.6 (32.2, 56.3)

[ I I I T I I I I I I

I
0 3 6 9 12 15 18 21 24 27 30 33
Months

No. at Risk 90 76 63 52 45 37 21

Progression Free Survival (%)
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Conclusions

* This trial confirms that consolidation Pembrolizumab following
CCRT in stage lll NSCLC is feasible and safe in the majority of
patients

» Consolidation Pembrolizumab following CCRT substantially
improves TMDD and PFS compared to historical control

* Preliminary OS data is promising and suggests a major
improvement in survival for this patient population

s 208ASCO #45C

" PRESENTED BY: GREC CURM 26
ANNUAL MEETING oermission










01

2 0/ ,%%,3-.'45,6&

-%









MReck ESMO 2016.

mﬂﬂﬂgrESS
KEYNOTE-024: Pembrolizumab vs

Platinum-Based Chemotherapy as
First-Line Therapy for Advanced NSCLC

With a PD-L1 TPS 250%

Martin Reck,! Delvys Rodriguez-Abreu,? Andrew G. Robinson,®Rina Hui,* Tibor Csészi,> Andrea Fiilop,°

Maya Gottfried,” Nir Peled,® Ali Tafreshi,® Sinead Cuffe, ' Mary O'Brien," Suman Rao, ' Katsuyuki Hotta,
Melanie A. Leiby,™ Gregory M. Lubiniecki,* Yue Shentu,’ Reshma Rangwala,’ and Julie R. Brahmer™

on behalf ofthe KEYNOTE-024 investigators

"Lung Cliinic Grosshanzdori, Airway Research Center North (ARCN), member of the German Center for Lung Research (DZL), Grosshansdorf, Germany; Hospial Universiario Insular
de Gran Canaria, Las Paimas, Spain; “Cancer Cenfre of Southeasiern Onfario af Kingsion General Hospial, Kingston, ON, Canada; “Wesmead Hospial and the University of Sydney,
Sydney, NSW, Australia; ®Jasz-Nagykun-Szoinok County Hospial, Szoinok, Hungary; ®0rszagos Koranyi TBC és Puimonologiai Intézet, Budapest, Hungary; "Meir Medical Cener,
Kiar-5aba, lzrael; *Davidof Cancer Center, Tel Aviv University, Petah Tikva, Isragl; *Southern Medical Day Care Centre, Wollongong, NSW, Australia; 5t James's Hospial and Cancer
Trials Ireland (formerfy ICORG - Al Ireland Cooperaive Oncology Research Group), Dublin, Ireland; "'The Royal Marsden Hospial, London, UK; *MedStar Frankin Square Hospial,
Bafimore, MO, USA; “(kayama Universty Hospial, Okayama, Japan; ™Merck & Co., Inc., Keniworth, NJ, USA; *Sidney Kimmel Comprehensive Cancer Center at

Johns Hopking, Balimore, MD, USA €5M0o.0rg
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October 15-18, 2017 | Yokohama, Japan
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Updated Analysis of KEYNOTE-024: Pembrolizumab
Versus Platinum-based Chemotherapy for Advanced
NSCLC With PD-L1 TPS 250%

Julie R. Brahmer,! Delvys Rodriguez-Abreu,? Andrew G. Robinson,® Rina Hui,*
Tibor Csészi,” Andrea Filép,® Maya Gottfried,” Nir Peled ® Ali Tafreshi,® Sinead Cuffe, ™

Mary O’'Brien," Suman Rao,'? Katsuyuki Hotta,’ Antonio Riccio, Jing Yang,™
M. Catherine Pietanza,’ Martin Reck™

'Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, f'u‘ll] USA; “Hospital Universitanio Insular de Gran Canana, Las Palmas,
Spain; *Cancer Centre of Southezstern Ontario at Kingston General Hospital, Kingston, ON, Canada; *Westmead Hospital and the University of Sydnay,
Sydney, NSW., Australia; “Jasz-Magykun-3zalnok County Hospital, Szolnok, Hungary; *Orszagos Koranyi TBC és Pulmonoldgiai Intézet, Budapest,
Hungary: "Meir Medical Center, Kfar-Saba, Israel: *Davidoff Cancer Center, Tel Aviv University, Petah Tikva, Isragl; *Southem Medical Day Care Centre,
Wallongong, NSW, Australia; '°St. James's Hospital and Cancer Trials Ireland (formerly ICORG - All Ireland Cooperative Oncology Research Group),
Dublin, Ireland; '"The Royal Marsden Hospital, Sutton, Surrey, UK: "*MedStar Franklin Square Hospital, Baltimore, MD, USA; “Okayama University
Hospital, Okayama, Japan; "Merck & Co., Inc_, Kenilworth, NJ, USA; **Lung Clinic Grosshansdorf, Airway Research Center North (ARCN), member of
the German Center for Lung Research (DZL), Grosshansdorf, Germany.
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PD-L1 Expression and Pembrolizumab

« PD-L1 TPS cutpoint of 50% was identified in KEYNOTE-001 using independent
training and validation sets’

« FDA-approved and CE-marked companion diagnostic: PD-L1 IHC 22C3 pharmDx (Dako)

Negative TPS 1%-49%

. ongress
1, GaronEB etal, N Engl J Med. 2015;372:2018-2028. M :
PD-L1 =taining images fromHerbstRS et al. J Clin Oncol, 2016;34{15_suppl} abzstri030.
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KEYNOTE-024 Study Design (NCT02142738)

Key Eligibility_Criteria Pembrolizumab
» Untreated stage IV NSCLC 200mg IV Q3W
* PD-L1 TPS 250% (2 years)
« ECOG PS5 0-1 -

* No activating EGFR mutation or
ALKfranslocation

» No untreated brain metastases Platinum-Doublet gl Pembrolizumab

» No active autoimmune disease Chemotherapy® 200 mg Q3W
requiring systemic therapy (4-6 cycles)

for 2 years

End Points Pemetrexed + carboplatin®
Primary: PFS (RECIST v1.1, blinded Pemetrexed + cigplatin®

: - Paclitaxel + carboplatin
Independent central review) B +|:arfmplatin

Key secondary: OS Gemcitabine + cisplatin
Secondary: ORR, safety

Exploratory: DOR

*Optional pemetrexed maintenance therapyfor nonsquamous disease. Permittedfor nonsquamous disease only.
“Prior fo the DMC recommendation and amendment 6, which permittedthose in the chemotherapyarmto be offered pembrolizumab (based on interim analysis 2 data), patients

were eligible for crossoverwhen PD was wc|r|ﬁrn1edtn.rtll|nded independent central radiology review.
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Prog_r GSSIon-Free Events, Median, HR P
Survival n mo (9% C)

100 Pembro 73 10.3 0.50 <0.001

90- Chemo 116 6.0 (0.37-0.68)
80- 162%

PFS, %
wn
=]

9 12 15 18
No. at risk Time, months

154 104 89 44 22 3 1
151 99 70 18 9 1

: ONgTess
AzzessedperRECIST vi.1 by blinded, independent central review. M ;
Data cut-off; May 3, 2016,
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Overall Survival: Updated Analysis

Events,n HR (93% Cl)

100
a0 | Pembrolizumab?® 73 0.63
' 0.47-0.86)
. 70.3% Chemothera 96 ( - b
80 54,89 Py P=0.002
701 1 51.5%
2 801  34.5% Median (95% CI)
R e pec ¥ ggecgmssacsanssscssansas r ---------------------- 30.0 mo (18.3 mo-NR)
404 | 14.2 mo (9.8 mo-19.0 mo)
30- i
20- |
: e
0 : . . ! . . . ’. . . .
0 3 6 9 12 15 18 21 24 271 30 33
No. at rick Time, months
Pembro 154 136 121 112 106 96 89 g3 52 22 5 0

Chemo 151 123 107 B8 g0 70 61 55 a1 16 5

Effective crossoverrate from chemotherapyto anti-PD-L1 therapy, 62.3% (82 patients crossed overto pembrolizumab during the study and 12 received anti-PD-L1 therapy

outside of crossover). "Nominal Pvalue. NR, not reached.
Data cutoff July 10, 2017.




Pembrolizumab vs Platinum-Based
Chemotherapy as First-Line Therapy
for Advanced/Metastatic NSCLC With a
PD-L1 TPS 21%: Open-Label, Phase 3
KEYNOTE-042 Study

Gilberto Lopes,' Yi-Long Wu,? Iveta Kudaba,® Dariusz M Kowalski,* Byoung Chul Cho,?
Hande Z Turna,® Gilberto Castro, Jr,” Vichien Srimuninnimit,® Konstantin K. Laktionov,’
Igor Bondarenko,'® Karou Kubota,' Gregory M Lubiniecki,? Jin Zhang,'2 Debra Kush, 2
Tony Mok'?

'Sylvester Comprehensive Cancer Center at the University of Miami, Miami, FL, USA; “Guangdong General Hospital and Guangdong Academy of
Medical Sciences, Guandong, China; Riga East Clinical University - Latvian Oncology Center, Riga, Latvia; “The Maria Sklodowska-Curie Memorial
Cancer Centre and Institute of Oncology, Warsaw, Poland; “Yonsei Cancer Center, Seoul, South Korea; “Instanbul University Cerrahpasa Medical
Faculty, Istanbul, Turkey; “Instituto do Cancer do Estado de Sao Paulo, Sao Paulo, Brazil; ®Siriraj Hospital, Bangkok, Thailand; °NN Blokhin Russian
Cancer Research Center, Moscow, Russia; "°Dnipropetrovsk Medical Academy, Dnipro, Ukraine; '"Nippon Medical School Hospital, Tokyo, Japan;
“Merck & Co., Inc., Kenilworth, NJ, USA; "“The Chinese University of Hong Kong, Shatin, Hong Kong PRC
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