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Overview

Briefly review large cell neuroendocrine carcinoma of the
lung

Review the standard of care for the management of small
cell lung cancer (SCLC)

Discuss ongoing immunotherapy and novel agents under
evaluation in SCLC




WHO Classification of neuroendocrine
neoplasms (NENs)

Table 1 NEN 2018 WHO proposed classification of selected NEN by site, category, family, and tumor type

Site

Category

Family

Type

Current terminology

Lung

Neuroendocrine neoplasm
(NEN)

Neuroendocrine tumor
(NET)

Pulmonary neuroendocrine
tumor (NET)?

Carcinoid
Atypical carcinoid®

Neuroendocrine carcinoma
(NEC)

Small cell lung carcinoma
(Pulmonary NEC, small cell-

type)”
Pulmonary NEC, large cell-
Lype

Small cell lung
carcinoma

Large cell NE
carcinoma

Uterus (corpus
and cervix)

Pancreas

Neuroendocrine neoplasm
(NEN)

Neuroendocrine neoplasm
(NEN)

Neuroendocrine tumor
(NET)

Neuroendocrine carcinoma
(NEC)

Neuroendocrine tumor
(NET)

Neuroendocrine carcinoma
(NEC)

Uterine neuroendocrine tumor
(NET)

Uterine NEC, small cell-type
Uterine NEC, large cell-type

Pancreatic neuroendocrine
tumor (NET)

Pancreatic NEC, small cell-
lype
Pancreatic NEC, large cell-type

Carcinoid
Atypical carcinoid
Atypical carcinoid
Small cell carcinoma
Large cell NE
carcinoma
PanNET G1
PanNET G2
PanNET G3
Small cell NE
carcinoma

Large cell NE
carcinoma
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Rindi et al., Mod Path, 2018




Large Cell NEC of the Lung A, JOHNS HOPKINS

M

» A high grade neuroendocrine carcinoma with non—small cell cytologic features
* 1-3% of all lung cancers and is associated with a poor prognosis

» Diagnosis requires assessment of morphology and neuroendocrine differentiation

- Distinguishing characteristics for SCLC are high nuclear-to-cytoplasmic ratio and paucity of
nucleoli in SCLC

Chemotherapy for metastatic LCNEC varies between from SCLC and NSCLC regimens

» Netherlands Cancer Registry and Netherlands Pathology Registry (PALGA) reported on 128
LCNEC patients who received first-line platinum-based chemotherapy

- NSCLC-t (n=60; 46%): gemcitabine, docetaxel, paclitaxel or vinorelbine; 8.5mos
- NSCLC-pt (n = 20; 16%): pemetrexed; 5.9 mos
- SCLC-t (n=48; 38%): etoposide; mOS 6.7 mos

In patients with LCNEC, NSCLC-t chemotherapy results in longer overall survival compared to
NSCLC-pt and SCLC-t chemotherapy.

Rindi et al., Mod Path, 2018; Derks et al, Eur Resp J 2017
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LCNEC: genomics A, JOHNS HOPKINS

NGS studies of LNCEC have demonstrated two major genomic signatures
“SCLC-like” with coalterations of TP53 and RB1, MYC (40%)
“‘NSCLC-like” with mutations KRAS, STK11, KEAP1
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Insufficient tumor tissue for NGS | Mutation type IHC H-score i:->51:ii Review d-iagnus-is
Missense D Positive U LCNEC (unanimous) D
Nonsense [  Negatve || LCNEC (1x possible NSCLC) i
indel B meno 0 LCNEC (1x possible SCLC) d

splice I available
- **: focal staining RB1 (H-score >0 and <50)
wildtype | |

***: focal staining P16 (H-score >0 and <50)

How to manage is still unclear, but data such as this may be able to help with decisions

on front-line treatment
Rekhtman, Clin Can Res 2016; Derks, Clin Can Res 2018




Small Cell Lung Cancer (SCLC): General 4 jossoeians
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« Epithelial malignancy hallmarked by Annual Deaths (US)
— early metastatic behavior
— therapy resistance 140000 -
— one of the highest case-fatality rates among
cancers

120000 A

100000 A

~13-15% of lung cancer diagnoses
80000 A

a major cause of cancer-related mortality

— ~ 22,000 cancer related deaths
— > 200,000 worldwide 40000

60000 A

20000 A

« Strongly correlated with cigarette smoking

American Cancer Society. Cancer Facts & Figures 2019
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* A malignant epithelial tumor consisting of small cells with scant
cytoplasm, ill defined borders, finely granular nuclear chromatin,
inconspicuous nucleoli, high mitotic count and necrosis is often
present

* Combined SCLC —mixed with any histologic subtype of NSCLC

Tumor markers:
— Epithelial: AE1/3, EMA

— Neural/neuroendocrine: > 1 positive in 75% of cases
NSE
Neural cell adhesion molecule (NCAM)
Chromogranin
Synaptophysin
Gastrin releasing peptide
insulin-like growth factor (IGF-1)

Chromogranin
o '?;‘.\_;

Diagnosis is based on H&E

Ki-67 can help distinguish HG NE carcinoma from intermediate grade
(atypical carcinoid)
- Consider additional review for SCLC diagnosed in a never-smoker

Souhami RL et al., JNCI 1991; Guinee DG, Am J Clin Path 1994; Junker K J Can Res Clin Onc 2000




Limited Stage (LS) SCLC: definition and treatment £ IS HOKINS
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1/3 of SCLC cases at diagnosis

Definition: Disease that can be safely treated with definitive
radiation therapy. Corresponds to Stage I-1ll disease

Standard of Care
» Stage |: Resection followed by chemotherapy

» Stage I-lll: Concurrent chemoradiotherapy
— Etoposide/Cisplatin x 4 cycles
— Radiation: BID or qD (studies are ongoing)

y - Stagellll

Prophylactic Cranial Irradiation (PCI)
— 5 year survival benefit (5.4% improvement)

Outcomes:
* ORR: 70 — 90%; 5 yr survival < 26%
* Most (>75%) recur

Li et al., PLoS One 2017; Huo et al., Clin Adv in Radio Tech 2016




Is TRT to 66Gy gD superior to 45Gy BID? A JOHNS HOPKINS
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INTERGROUP 0096: 45Gy BID TRT is superior to 45 Gy qD

~—— Once-daily

CONVERT STUDY: Open label, randomized Ph3 study (n = 547): ' S
« TRT (45Gy) BID in 30 x 1.5Gy fractions N
* TRT (66Gy) in 33 x 2Gy fractions
» With Cisplatin plus etoposide (4-6 cycles)

**Designed as a superiority study thus could not confirm equivalence

Overall survival (%)

No significant difference in survival or toxicity
* 5yr OS 31% (gD) and 34% (BID) — % 0 3
* G4 esophagltls 19% "umhﬂ'(:\c i;: 270 202(5) 134(6) 88(23) 46(53) 21(75) 7(88) 3(91)
* Increased G4 neutropenia in BID it e linsillihnsilillosss il

Turrisi AT lll et al. N Engl J Med. 1999;340:265-271; Faivre-Finn et al., Lancet Oncology; Aug. 2017
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Is TRT to 66Gy gD superior to 45Gy BID?

INTERGROUP 0096: 45Gy BID TRT is superior to 45 Gy qD

~—— Once-daily
- == Twice-daily

CONVERT STUDY: Open label, randomized Ph3 study (n = 547):
« TRT (45Gy) BID in 30 x 1.5Gy fractions
* TRT (66Gy) in 33 x 2Gy fractions
» With Cisplatin plus etoposide (4-6 cycles)

**Designed as a superiority study thus could not confirm equivalence
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No significant difference in survival or toxicity
* 5yrOS 31% (qD) and 34% (BID) T —
e (G4 eSOphagitiS 19% Nk i B0 12 24 36 48 60

fa A (number censored)
* Increased G4 nGUtropenIa in BID Once-daily 270 202(5)  134(6) B8(23)  46(53) 21(75)  7(88) 3(91)
Twice-daily 273 24(3) 151(4)  92(31)  54(60)  25(85)  6(104)  2(107)

RTOG 0538/CALGB-30610 (NCT00632853) is ongoing

+ Initially a RP3 study of 3 fractionation schedules (A) 45Gy BID, (B) 70Gy gD and (C) 61.2Gy
with delayed accelerated hyperfractionation.

* Arm C was discontinued and this study is enrolling to compare 2 arms

Turrisi AT lll et al. N Engl J Med. 1999;340:265-271; Faivre-Finn et al., Lancet Oncology; Aug. 2017
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Studies of Immune Checkpoint Inhibitors in LS A NS HOPRINS
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ChemoRT + plus ICI

NRG-LU005 2/3 1) ChemoRT + atezolizumab followed by 1 year of 206
(NCT03811002) atezolizumab

2) ChemoRT followed by observation

ICI consolidation after chemoRT
ADRIATIC 3 1) Durvalumab plus placebo x 4 cycles followed by 600

(NCT03703297) durvalumab g4W x 2 years

2) Durvalumab plus tremelimumab x 4 cycles followed by
durvalumab q4W x 2 years

3) Placebo for 4 cycles followed by placebo maintenance

ACHILES 1) Atezolizumab x 12 months

(NCT03540420) 2) Observation

STIMULI 1) Nivolumab plus ipilimumab x 4 followed by nivolumab
(NCT02046733) x 12 months

2) Observation

PFS (Ph 2)

OS (Ph 3)

Correlative study: bTMB
Recruiting

PFS, OS

Open
Est completion: 6/1/21

2 year survival
7/31/18
Est compl: 12/23

0OS, PFS

Opened:1/28/14
Est compl: 10/19




Extensive Stage SCLC: Initial management

2/3 of SCLC cases at diagnosis

Definition: Stage IV or volume too large to be
encompassed in a tolerable RT plan

Standard of Care:
* 4-6 cycles of platinum doublet
* PCIl and/or TRT — non consensus

SOC Regimen (US) 1980s - Sept 2018
* Platinum plus etoposide
* ORR ~60%
* OS 8-10 months
* mPFS 2.3 months

* dyr0S <2% 98% relapse ES SCLC +
75% relapse LS SCLC >
> 90% case-fatality rate

6 0 HODS

Twenty-Seven Years of Phase Il Trials for Patients with
Extensive Disease Small-Cell Lung Cancer: Disappointing

Results

Isao Oze, Katsuyuki Hotta*, Katsuyuki Kiura, Nobuaki Ochi, Nagio Takigawa, Yoshiro Fujiwara, Masahiro

Tabata, Mitsune Tanimot

Department of Respiratory Medidine, Okayama University Hospital, Okayama, Japan

Data from

52 first-line RCTs

From 1980 - 2006

including 10,262 patients

110 chemotherapy arms

No difference in outcomes/survival

Median survival time (months)

1985

1990 1995 2000 2005
Year of trial initiation

Oze, et al., PLoS One 2009




FRONT-LINE SETTING FOR ES SCLC

= Atezolizumab + First-line chemotherapy (IMpower133)
= Nivolumab +/- ipilimumab maintenance after induction
chemotherapy




IMpower133: RPh 1/3 Study of
Carboplatin/Etoposide + atezolizumab or placebo

Induction
4x 21-daycycles

Atezalizumab Group
Atezolizumab (1200 mg IV, day 1)
+ carboplatin
(AUC 5 mg/mbimin IV, day 1)

Atezolizumab

+ etoposide
(100 mg/m IV, days 1-3)

Placebo Group
Placebo

+ carboplatin

(AUC 5 mg/mi/min IV, day 1)
+ atoposide

(100 mg/m? IV, days 1-3)

+  Qwverall survival

403 patients were enrolled between June 6, 2016, and May 31, 2017

Horn L et al. N Engl J Med. 2018




IMpower133: RPh 1/3 Study of
Carboplatin/Etoposide + atezolizumab or placebo

Induction
4x 21-daycycles

Atezalizumab Group
Atezolizumab (1200 mg IV, day 1)
+ carboplatin
(AUC 5 mg/mbimin IV, day 1)
+ etoposide
(100 mg/m= IV, days 1-3)

Atezolizumab

Placebo Group
Placebo

+ carboplatin

(AUC 5 mg/mi/min IV, day 1)
+ atoposide

(100 mg/m? IV, days 1-3)

+  Qwverall survival

403 patients were enrolled between June 6, 2016, and May 31, 2017
Correlative study: bTMB

Horn L et al. N Engl J Med. 2018
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OS and PFS Improved with the addition of Atezolizumab

B Progression-free Survival A Overall Survival
100 Rate of Progression-free Survival 100~ - Rate of Overall Survival at 12 Mo

904 at6 mo at12mo Sy Atezolizumab 51.7% (95% Cl, 44.4-59.0)

b - Atezolizumab  30.9% (95% CI, 24.3-37.5)  12.6% (95% Cl, 7.9-17.4) Placebo 38.2% (95% CI, 31.2-45.3)

B 5 Placebo  22.4% (95% Cl, 16.6-28.2) 5.4% (95% Cl, 2.1-8.6) Stratified hazard ratio for death, 0.70 (95% CI, 0.54-0.91)
70+ 1 Stratified hazard ratio for disease progression or death,
50| 0.77 (95% Cl, 0.62-0.96)

P=0.02

50+
Median in the atezolizumab group,

40 = 5.2 mo (95% Cl, 4.4-5.6)
30

™
%

Median in the
placebo group, : . y
" (95%46? r:; - B . ; 5 Atezolizumab Median in the placebo group, Median in the atezolizumab group, | Placebo
,4.2-4, : = = 103 95% Cl, 9.3-11.3 123 95% Cl, 10.8-15.9]

I 3 I_I 1 o ( ‘9’ 48311 ) : mo‘( % e .)

T " " =TT
¥ 2 3 & 5 6 7 ‘8§ 9 031 12 13 14 15 16 17 1& 19 20 21 22 23 24
Months

Disease Progression (%)
Patients Who Survived (%)

Atezolizumab
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=
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Months

No. at Risk No. at Risk
Atezolizumab 201 190 178 158 147 58 4% 41 32 20 26 21 15 312 1II 3 3 2 “Z 1 1 Atezolizumab 201 191 187 182 180 174 159 142 130 121 108 92 74 58 46 33 21 11
Placebo 202 193 184 167 147 80 44 30 25 23 16 15 9@ 9@ 6 5 3 3 Placebo 202 194 189 186 183 171 160 146 131 114 9% 81 59 36 27 21 13 8

Median follow-up of 13.9 mos ORR 60.2% vs 64.4%

mDOR 4.2 vs 3.9 mos
SD 20.9% vs 21.3%

Horn L et al. N Engl J Med. 2018




IMpower133: OS and baseline characteristics A JOHNS HOPEINS

MEDICINE

C Overall Survival According to Baseline Characteristics
Subgroup No. of Patients (%) Median Overall Survival (mo) Hazard Ratio for Death (95% ClI)

Atezolizumab Placebo

261 (65) 12.3 10.9 0.74 (0.54-1.02)
142 (35) 125 9.5 0.65 (0.42-1.00)

217 (54) 12.1 11.5 0.92 (0.64-1.32)
186 (46) 12.5 9.6 0.53 (0.36-0.77)
ECOG score
0 140 (35) 16.6 12.4 0.79 (0.49-1.27)
1 263 (65) 11.4 9.3 0.68 (0.50-0.93)
Brain metastases
Yes 35 (9) 8.5 9.7 : 1.07 (0.47-2.43)
MNo 368 (91) 12.6 ; 0.68 (0.52-0.89)
Liver metastases

149 (37) 9.3 : 0.81 (0.55-1.20)
254 (63) 16.3 . 0.64 (0.45-0.90)

Tumor mutational burden
<10 mutations/Mb 139 (34) 11.8 ; 0.70 (0.45-1.07)
=10 mutations/Mb 212 (53) 14.6 ; 0.68 (0.47-0.97)
<16 mutations/Mb 271 (67) 12.5 : 0.71 (0.52-0.98)
=16 mutations/Mb 80 (20) 17.8 . 0.63 (0.35-1.15)
Intention-to-treat 403 (100) 12.3 : 0.70 (0.54-0.91)

lati '
population 16 25

Atezolizumab Better Placebo Bett;r

Horn L et al. N Engl J Med. 2018
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C Overall Survival According to Baseline Characteristics
Subgroup No. of Patients (%) Median Overall Survival (mo) Hazard Ratio for Death (95% ClI)
Atezolizumab Placebo

261 (65) 12.3 10.9 0.74 (0.54-1.02)
142 (35) 125 9.5 0.65 (0.42-1.00)

217 (54) 12.1 11.5 0.92 (0.64-1.32)
186 (46) 12.5 9.6 0.53 (0.36-0.77)
ECOG score
0 140 (35) 16.6 12.4 0.79 (0.49-1.27)
1 263 (65) 11.4 9.3 0.68 (0.50-0.93)
Brain metastases
Yes 35 (9) 8.5 9.7 : 1.07 (0.47-2.43)
MNo 368 (91) 12.6 ; 0.68 (0.52-0.89)
Liver metastases

149 (37) 9.3 : 0.81 (0.55-1.20)
254 (63) 16.3 . 0.64 (0.45-0.90)

Tumor mutational burden i
<10 mutations/Mb 139 (34) 11.8 ; ' 0.70 (0.45-1.07)
=10 mutations/Mb 212 (53) 14.6 ; —_— 0.68 (0.47-0.97)
<16 mutations/Mb 271 (67) 12.5 —_ 0.71 (0.52-0.98)

=16 mutations/Mb 80 (20) 17.8 : — 0.63 (0.35-1.15)
Intention-to-treat 403 (100) 12.3 : — | 0.70 (0.54-0.91)
T

lati '
population 16 25

Atezolizumab Better Placebo Bett;r

Horn L et al. N Engl J Med. 2018
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C Overall Survival According to Baseline Characteristics
Subgroup No. of Patients (%) Median Overall Survival (mo) Hazard Ratio for Death (95% ClI)
Atezolizumab Placebo

261 (65) 12.3 10.9 0.74 (0.54-1.02)
142 (35) 125 9.5 0.65 (0.42-1.00)

217 (54) 12.1 11.5 0.92 (0.64-1.32)
186 (46) 12.5 9.6 0.53 (0.36-0.77)
ECOG score
0 140 (35) 16.6 12.4 0.79 (0.49-1.27)
1 263 (65) 11.4 9.3 0.68 (0.50-0.93)
Brain metastases
Yes 35 (9) 8.5 9.7 : 1.07 (0.47-2.43)
MNo 368 (91) 12.6 ; 0.68 (0.52-0.89)
Liver metastases

149 (37) 9.3 : 0.81 (0.55-1.20)
254 (63) 168 0.64 (0.45_0.90)
Tumor mutational burden |
<10 mutations/Mb 139 (34) 11.8 ; 0.70 (0.45-1.07)
=10 mutations/Mb 212 (53) 14.6 ; 0.68 (0.47-0.97)
<16 mutations/Mb 271 (67) 12.5 : 0.71 (0.52-0.98)
=16 mutations/Mb 230 (20) 17.8 : 0.63 (0.35-1.15)
Intention-to-treat 303 (100) 12.3 ; 0.70 (0.54-0.91)

lati '
population 16 25

Atezolizumab Better Placebo Bett;r

Horn L et al. N Engl J Med. 2018




IMpower133: Adverse Events
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Treatment-related AEs — no. (%) Atezolizumab + CP/ET Placebo + CP/ET
> 5% Grade 3—4 AEs in either treatment group (N =198) (N =196)

Grade1-2  Grade 3-4 Grade 5 Grade1-2  Grade 3-4 Grade 5
Neutropenia 26 (13.1) 45 (22.7) 1(0.5) 20(10.2) 48 (24.5) 0
Anemia 49 (24.7) 28 (14.1) 0 41 (20.9) 24 (12.2)
Neutrophil count decreased 7(3.5) 28 (14.1) 0 12 (6.1) 33(16.8)
Thrombocytopenia 12 (6.1) 20(10.1) 0 14 (7.1) 15 (7.7)
Leukopenia 15 (7.6) 10 (5.1) 0 10 (5.1) 8(4.1)
Febrile neutropenia 0 6 (3.0) 0 0 12 (6.1)

Immune-related AEs — no. (%) Atezolizumab + CP/ET Placebo + CP/ET
> 1% Grade 3-4 AEs in either treatment group (N =198) (N =196)
Grade 1-2 | Grade 3-4 Grade 1-2  Grade 3-4 Grade 5
Rash 33(16.7) 4(2.0) 20 (10.2) 0 0
Hepatitis 11 (5.6) 3(1.5) 9(4.6) 0
Infusion-related reaction 7 (3.5) 4(2.0) 9(4.6) 1(0.5)
Pneumonitis 3(1.5) 1(0.5) 3(1.5) 2(1.0)
Colitis 1(0.5) 2(1.0) 0 0

Pancreatitis 0 1(0.5) 0 2(1.0)
Clinical data cutoff date: April 24, 2018.

Download from http://bit.ly/2CvYSiT IMpower133 Presented by Stephen V. Liu

Presented by Stephen Liu at WCLC 2018; Horn L et al., NEJM 2018
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First-Line Systemic SCLC Therapy: 2019 1O HOPKINS

NCCN 2019

» Extensive stage {maximum of 4-6 cycles):
» Carboplatin AUC 5 day 1 and etoposide 100 mg/m? days 1, 2, 3 and
atezolizumab 1,200 mg day 1 every 21 days x 4 cycles followed by

Systemic therapy as primary or adjuvant therapy:
» Limited stage (maximum of 4-6 cycles):
» Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, 3

» Cisplatin 26 mg/m? days 1, 2, 3 and etoposide 100 mg/im? days 1, 2, 31 maintenance atezolizumab 1,200 mg (category 1, preferred}§'5
» Cisplatin 60 mg/m? day 1 and etoposide 120 mg/m? days 1, 2, 32 » Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 31:°
» Carboplatin AUC 5-6 day 1 and etoposide 100 mg/m? days 1, 2, 33 » Cisplatin 75 mg/m? day 1 and etoposide 100 mg/m? days 1, 2, at7

» During systemic therapy + RT, cisplatin/etoposide is recommended » Cisplatin 80 mg/m? day 1 and etoposide 80 mg/m? days 1, 2, at8
(category 1). ¢ Cisplatin 25 mg/m? days 1, 2, 3 and etoposide 100 mg/m? days 1, 2, at?
» The use of myeloid growth factors is not recommended during » Carboplatin AUC 5 day 1 and irinotecan 50 mg/m? days 1, §, 15110

concurrent systemic therapy plus radiotherapy (category 1 for not ¢ Cisplatin 60 mg/m? day 1 and irinotecan 60 mg/m? days 1, 8, 15111
using GM-CSF).4 } Cisplatin 30 mg/m? days 1, 8 and irinotecan 65 mg/m? days 1, 8112

Atezolizumab was given priority review in Dec. 2018
FDA approved in March 2019




Ongoing studies of ICls in Front-line ES SCLC A, JOHNS HOPKINS
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CASPIAN 1) EP + durvalumab + tremelimumab x 4 cycles followed by OS and PFS

(NCT03043872) AUl U EEes Completed accrual
2) EP + durvalumab x 4 cycles followed by durvalumab

maintenance
_ Press release
3) EP x 4-6 cycles followed by observation

KEYNOTE-604 RP3 1) EP plus pembrolizumab x 4 cycles followed by PFS by BICR and OS

(NCT03066778) pembrolizumab maintenance Active not accruing
2) EP plus placebo x 4 cycles followed by placebo

EA5161 1) EP plus nivolumab x 4 cycles followed by nivolumab PFS

(NCT03382561) UEIIEETED U0 &P Completed Accrual
2) EP plus placebo x 4 cycles
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CASPIAN Study — press release A JOHNS HOPKINS

Imfinzi improves overall survival at interim analysis in the Phase
[II CASPIAN trial in 1st-line extensive-stage small cell lung
cancer

PUBLISHED

27 June 2019
This announcement contains inside information
27 June 2019 07:00 BST

Trial showed statistically-significant and clinically-meaningful
benefit in patients with the most aggressive type of lung cancer

https://www.astrazeneca.com/media-centre/press-releases/2019/imfinzi-improves-overall-survival-at-interim-analysis-in-the-phase-iii-caspian-trial-in-1st-line-
extensive-stage-small-cell-lung-cancer-27062019.html




CASPIAN Study — press release
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Imfinzi improves overall survival at interim analysis in the Phase
[II CASPIAN trial in 1st-line extensive-stage small cell lung
cancer

A planned interim analysis conducted by an Independent Data Monitoring Committee concluded that the trial has met its
primary endpoint by showing a statistically-significant and clinically-meaningful improvement in OS in patients treated with
Imfinzi in combination with standard-of-care etoposide and platinum-based chemotherapy options vs. chemotherapy alone.
The safety and tolerability for this imfinzi combination was consistent with the known safety profiles of these medicines.

Trial showed statistically-significant and clinically-meaningful
benefit in patients with the most aggressive type of lung cancer

https://www.astrazeneca.com/media-centre/press-releases/2019/imfinzi-improves-overall-survival-at-interim-analysis-in-the-phase-iii-caspian-trial-in-1st-line-
extensive-stage-small-cell-lung-cancer-27062019.html




CheckMate 451: Maintenance Nivolumab + A S RIS
Ipilimumab vs. Placebo in 1L SCLC

CheckMate 451: NIVO+IPl and NIVO Maintenance Therapy in ED-SCLC

CheckMate 451 Study Design?

Nivolumab 1 mg/kg Q3W
Key eligibility criteria - Nivolumab

+ ED-SCLC at diagnosis IpianuiTal 3 mo/kg W 240 mg Q2W
(max 4 doses)

* No symptomatic CNS n=279
metastases

- ECOGPS Dort et e

« Ongoing response of CR, PR =i N|vo|umab_224gomg @w unacceptable toxicity,
or SD following 4 cycles of Ui for a maximum of
platinum-based 1L 2 years
chemotherapy®-<

Stratified by ECOG PS (0 vs 1),
prior PCI (yes vs ho), sex

s

s

+ Primary endpoint: + Secondary endpoints:® » Exploratory endpoints:
— OS8: nivolumab + ipilimumab vs placebo — OS: nivolumab vs placebo — ORRand DOR
— PFS: nivolumab + ipilimumab vs placebof — Safety and tolerability
— PFS: nivolumab vs placebof

\

PCI, prophylactic cranial irradiation.
Database lock: November 12, 2018; minimum follow-up: 9 months.

aNCT02538666; PPatients receiving only 3 cycles of chemotherapy due to toxicity were eligible, if they had an ongoing PR or CR after the third cycle; “All patients were randomized < 9 weeks
from the last dose of 1L chemotherapy, or =11 weeks for those receiving PCI or whole brain radiotherapy; Patients could be treated beyond progression under protocol-defined
circumstances; ®Secondary endpoints to be tested hierarchically if primary endpoint met; ‘Per blinded independent central review.

Expected average HR (N/I) vs placebo was 0.72
Arms were well-balanced
Owonikoko TK et al., presented at ELCC 2019




Checkmate 451: OS Nivolumab + Ipilimumab A JOHNS HOPKINS
vs. Placebo

NIVO +IPI Placebo
(n =279) {n = 275)
Events, n (%) 189 (68) 211 (77)
Median OS, mo 92 9.6
(95% Cl) (8.2-10.2) (82-110)
HR= 0.92
(95% CI) 0.8-11)
P value 0.37

1y 0S=41% BBy g T Bttt Nivolumab + ipilimumab
11-y OS = 40% Seshome-mea-8  Placebo
|

Months
Nivolumab + ipilimumab 279 230 30 65 43
Placebo 275 237 39 105 65 41

TRAE’s: Nivo + ipilimumab: 52% Any G3/4 TRAEs
Serious TRAEs: 31% G3/4
25% TRAEs leading to treatment discontinuation

No. at risk

MEDICINE

 did not meet its primary endpoint
of significantly prolonged OS with
nivolumab plus ipilimumab vs
placebo as maintenance therapy
after platinum-based 1L
chemotherapy

The safety profiles of
nivolumab plus ipilimumab and
nivolumab were consistent with
previous reports at this
dose/schedule

Owonikoko TK et al., presented at ELCC




RADIATION FOR ES SCLC

= Prophylactic Cranial Irradiation
= Thoracic Radiotherapy




PCl in ES-SCLC: EORTC Study JOHNSHOPKINS

Chemotherapy
(4-6 cycles)

MEDICINE

PCI
20-30 Gy in
5-12 fractions

No response

Any response

MN—-=00Z>3X

4-6 weeks

286 ES SCLC with response to chemotherapy
randomized to PCI

Primary EP: time to symptomatic brain metastases

Outcome: symptomatic brain mets: | at 1 year from 40
vs. 15%

* Median OS: 6.7 vs. 5.4 months

* 1 yr survival 27 vs. 13% (HR 0.68; Cl 0.52-0.88)

94 43 29
143 119 66 38

Slotman et al., NEJM 2007; 357(7):664-72




PCIl in ES-SCLC: Takahashi et al. 2017 8 JOHNS HOPEINS

MEDICINE

PCI : 25Gy in 10 fractions

No response (n=113)

Platinum-based
Chemotherapy

Any response
Neg brain MRI

MN-=00Z>»32

<6 weeks
3-8 weeks

-27 (95% 0 0-96-1-68)
log-rank p=0-034

RP3 study — designed to assess o Gaspeoocor
superiority of PCI ’

Primary endpoint: OS

Secondary: Time to BM, PFS

Closed early due to futility at 1st interim

analysis N s T E F TR

(censored)

7 49 ¥ K

o) ) M M oo @ @

Takahashi et al., Lancet Oncology March 2017




TRT in ES SCLC: CREST Trial JOHNS HOPKINS

MEDICINE

ES-SCLC

No brain- /leptomeningeal mets
* No pleural mets
* No previous RTX brain/thorax
Any response after 4-6 cycles of
platinum-based chemotherapy
WHO 0-2
Age 18+
Encompassable volume

PCI + TRT (10 x 3Gy)

MN—-=00Z2>»2

2-7 weeks

<

— Thoracic radiotherapy group
—— Control group

Primary Endpoint: OS at 1 year
Secondary: PFS, local control
498 patients

Results:

- 1 year OS was not significantly different

- 2 year OS was 13% vs. 3% (secondary analysis)
- Improvement restricted to those with RITD

Overall survival

0 12

Number at risk Time (months)
horacic radiotherapy 247 7 67 26

61 17

Slotman et al., Lancet 2015




Summary: First-line Management for ES SCLC

 Carboplatin, etoposide plus atezolizumab is the SOC in the US

- CASPIAN study — interim analysis (+) for durvalumab
- Awaiting presentation of CASPIAN and KEYNOTE-604 studies

 No data to support ICls initiated as maintenance
— CheckMate 451 did not meet its primary endpoint

 The use of PCl and/or TRT — non consensus
— reasonable to decide on a case-by-case basis




Relapsed SCLC JOHNS HOPKINS

MEDICINE

Initial response > 6 months Off-label options
— reinduction with EP - temozolomide

— nivolumab + ipilimumab
- taxanes
FDA-APPROVED OPTIONS irinotecan
gemcitabine
bendmustine

Initial response < 6 months

Topotecan is the only FDA-approved option as second-
line

- ORR: 18-24%; PFS: 3mo; OS: 6mo

— Toxicities are substantial

— Approved based on improvement in symptoms

— Approved for sensitive-relapse

Third-line
- Nivolumab — accelerated approval in Aug 2018
— Pembrolizumab — accelerated approval June 2019

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-metastatic-small-cell-lung-cancer; NCCN SCLC 2019 Guidelines




RECENT STUDIES IN RELAPSED SCLC

Pembrolizumab (KEYNOTE-028, -158 studies)
Nivolumab +/- ipilimumab (CheckMate-032)
Nivolumab vs Topotecan (CheckMate-331)
Lurbinectidin

PARP-inhibitors




MEDICINE

Study “ ORR (%) mPFS (mo) | OS(mo) | TRAE (G3/4)
(mo)

KEYNOTE-028 PD-L1(+) 33.3 19.4

(15.6-55.3) (3.6-20+) (4. 1 NR)

Relapsed SCLC: ICI studies A JOHNS HOPEINS

KEYNOTE-158 (all) 18.7 NR . 8.7

(11.8-27.4) (2.1+ - 18.7+) 0-2. (5.6-12.0)

PD-L1 (CPS) 21 35.7 : 14.9
(21.6-52.0) 0-8. (5.6 —NR)

PD-L1 (CPS) < 1 6.0 . 5.9
(1.3-16.5) 6-2. (3.3-10.1)

CheckMate-032 (initial)

Nivo 3mg/kg g2 1.4
(1.4-1.9)

Nivo 1+ Ipi3 2.6
(1.4-4.1)
37%*
Nivo3 + Ipi1 . 14 : *Pooleg’data
(1.2-2.2)

Ott et al., J Clin Oncol 2017; Chung AACR Meeting 2019; Antonia Lancet Oncology 2017; Hellmann ASCO Meeting 2017




MEDICINE

Relapsed SCLC: ICI studies A JOHNS HOPEINS

ORR (%) mDOR mPFS (mo) TRAE (G3/4)
(mo)

KEYNOTE-028 PD-L1(+) & ( 19.4 ) 1.9
3.6-20+

KEYNOTE-158 (all) 18.7 NR . 8.7

(11.8-27.4) (2.1+ - 18.7+) 0-2. (5.6-12.0)

PD-L1 (CPS) 21 35.7 : 14.9
(21.6-52.0) 0-8. (5.6 —NR)

PD-L1 (CPS) < 1 6.0 . 5.9
(1.3-16.5) 6-2. (3.3-10.1)

CheckMate-032 (initial)

Nivo 3mg/kg g2 1.4
(1.4-1.9)

Nivo 1+ Ipi3 2.6
(1.4-4.1)
37%*
Nivo3 + Ipi1 . 14 : *Pooleg’data
(1.2-2.2)

Ott et al., J Clin Oncol 2017; Chung AACR Meeting 2019; Antonia Lancet Oncology 2017; Hellmann ASCO Meeting 2017




MEDICINE

Study “ ORR (%) mPFS (mo) | OS(mo) | TRAE (G3/4)
(mo)

KEYNOTE-028 PD-L1(+) 33.3 19.4

(15.6-55.3) (3.6-20+) (4. 1 NR)

Relapsed SCLC: ICI studies A JOHNS HOPEINS

KEYNOTE-158 (all) 18.7 NR . 8.7

(11.8-27.4) (2.1+ - 18.7+) 0-2. (5.6-12.0)

PD-L1 (CPS) 21 35.7 : 14.9
(21.6-52.0) 0-8. (5.6 —NR)

PD-L1 (CPS) < 1 6.0 . 5.9
(1.3-16.5) 6-2. (3.3-10.1)

CheckMate-032 (initial)

Nivo 3mg/kg g2 1.4
(1.4-1.9)

Nivo 1+ Ipi3 2.6
(1.4-4.1)
37%*
Nivo3 + Ipi1 . 14 : *Pooleg’data
(1.2-2.2)

Ott et al., J Clin Oncol 2017; Chung AACR Meeting 2019; Antonia Lancet Oncology 2017; Hellmann ASCO Meeting 2017




MEDICINE

Study “ ORR (%) mPFS (mo) | OS(mo) | TRAE (G3/4)
(mo)

KEYNOTE-028 PD-L1(+) 33.3 19.4

(15.6-55.3) (3.6-20+) (4. 1 NR)

Relapsed SCLC: ICI studies A JOHNS HOPEINS

KEYNOTE-158 (all) 18.7 NR . 8.7

(11.8-27.4) (2.1+ - 18.7+) 0-2. (5.6-12.0)

PD-L1 (CPS) = 1 42 . 14.9
0-8. (5.6 —NR)

PD-L1 (CPS) < 1 50 . . 5.9
(3.3-10.1)

CheckMate-032 (initial)

Nivo 3mg/kg g2 1.4
(1.4-1.9)

Nivo 1+ Ipi3 2.6
(1.4-4.1)
37%*
Nivo3 + Ipi1 . 14 : *Pooleg’data
(1.2-2.2)

Ott et al., J Clin Oncol 2017; Chung AACR Meeting 2019; Antonia Lancet Oncology 2017; Hellmann ASCO Meeting 2017




Relapsed SCLC: ICI studies

MEDICINE

JOHNS HOPKINS

Study “ ORR (%) mPFS (mo) | OS(mo) | TRAE (G3/4)
(mo)

KEYNOTE-028 PD-L1(+)

KEYNOTE-158 (all)
PD-L1 (CPS) = 1
PD-L1 (CPS) < 1

CheckMate-032 (initial)
Nivo 3mg/kg g2

Nivo 1+ Ipi3

Nivo3 + Ipi1

33.3

(15.6-55.3)

18.7

(11.8-27.4)

35.7

(21.6-52.0)

6.0
(1.3-16.5)

10

19

(2.1+ - 18.7+)

(41 NR)

8.7

(5.6-12.0)

14.9

(5.6 = NR)

59
(3.3-10.1)

1.4
(1.4-1.9)

2.6
(1.4-4.1)
37%*
“ lg 2) : * Pooled data

Ott et al., J Clin Oncol 2017; Chung AACR Meeting 2019; Antonia Lancet Oncology 2017; Hellmann ASCO Meeting 2017




CheckMate 331: RP3 study of Nivolumab vs A0S oS
Chemotherapy 2L SCLC

N=798

Key Eligibility Criteria

* Limited or extensive-stage SCLC Nivolumab
» Recurrence/PD after 1L PLT-CT or CRT

+ ECOG PS =1

* No symptomatic CNS metastases Topotecan or
* No prior therapy with anti-CTLA-4,
anti-CD137, anti-PD-1/PD-L1/PD-L2

Primary Outcome Measure: OS
Secondary Outcome Measures: PFS, ORR

Presented by Reck et al., ESMO 2018




CheckMate 331: RP3 study of Nivolumab vs A0S oS
Chemotherapy 2L SCLC

N=798

Key Eligibility Criteria

* Limited or extensive-stage SCLC Nivolumab
Recurrence/PD after 1L PLT-CT or CRT

ECOG PS <1 mOS: 7.5vs 8.4 mo

No symptomatic CNS metastases Topotecan or 1y OS: 37% vs 34%
No prior therapy with anti—-CTLA-4, Amrubicin®

anti-CD137, anti-PD-1/PD-L1/PD-L2

Primary Outcome Measure: OS
Secondary Outcome Measures: PFS, ORR

&2 Bristol-Myers Squibb Bristol-Myers Squibb Announces Phase 3 CheckMate -331 Study Does Not
Press Release Meet Primary Endpoint of Overall Survival with Opdivo Versus

Chemotherapy in Patients with Previously Treated Relapsed Small Cell
FRIDAY, OCTOBER 12, 2018 Lung Cancer

At a min FU of 15.8 months, no statistically significant improvement in OS observed

Presented by Reck et al., ESMO 2018




SCLC 3rd-line setting: CheckMate 032 A JOHNS HOPINS

MEDICINE

Table 2. ORRs with Third-or Later-Line Nivolumab
Monotherapy 3L+ Nivolumab
Third-or Later-Line ke
Endpoint Nivolumab (n = 109) RO S o
(95% CI) (3.1-6.8)
ORR by BICR®
No. of patients 13
% of patients (95% Cl) 11.9 (6.5-19.5)
Best overall response, n (%)
Complete response 1(0.9)
Partial response 12 (11.0)
Stable disease 25 (22.9) 12-mo 0S = 28.3%
Progressive disease 56 (51.4)
Unable to determine 14 (12.8)
Not reported 1(0.9) ‘
Median time to response, mo 1.6 : 3L+ Nivolumab
Duration of response
Ll Ll Ll T T Ll T 1 T Ll 1
>6 mo, n (%) 10 (76.9) 9 12 15 18 21 24 27 30 33 36 39 42 45 48
>12 mo, n (%) 8 (61.5) Macidha
Median (95% Cl), mo” 17.9 (7.9-42.0)
Range, mo 3.0-42.1 Nivolumab 109 63 47 37 27 22 13 9 9 7 5 5 5 3 3 1 0

18-mo OS = 20.0%

August 2018 Nivolumab received accelerated approval for SCLC after 2 lines of therapy

Ready, et al., JTO 2018




Combined analysis of KEYNOTE-028 and -158 A, JOHNS HOPKINS

MEDICINE

Exploratory pooled analysis of efficacy and safety of subjects who
received 2 2 lines of therapy
« Of 131 patients, 83 received 2 2 L of therapy

« mFU 7.7 months (range 0.5-48.mos)
- ORR 16%

- Duration of Response = 18 months FDA approves pembrolizumab for metastatic
small cell lung cancer

f Share | W Tweet | iy Linkedin | {5 Email | & Print

The main efficacy outcome measures were overall response rate (ORR) and duration of
response (modified RECIST v1.1) assessed by blinded independent central review. The
ORR was 19% (g5% CI: 11, 29); the complete response rate was 2%. Responses were
durable for 6 months or longer in 94%, 12 months or longer in 63%, and 18 months or
longer in 56% of the 16 responding patients.

randomized, open label trials: KEYNOTE-158 (NCTo2628067) Cohort G or KEYNOTE-
028 (NCTo2054806) Cohort C1. Patients received either pembrolizumab 200 mg
intravenously every 3 weeks (n=64) or 10 mg,/kg intravenously every 2 weeks (n=19).
Treatment continued until documented disease progression, unacceptable toxicity, or a
maximum of 24 months.

Chung et al., AACR 2019



Summary — SCLC current options

LS SCLC - definitive chemoRT followed by PCI

First-line ES SCLC: Carboplatin, etoposide plus atezolizumab is the SOC in the US
PCl and TRT are non-consensus

Maintenance/Consolidation after EP: No

2" line: topotecan is still the only FDA-approved treatment

* Remission > 2 months after initial chemo

3rd line: Nivolumab and pembrolizumab have received FDA approval in the 3™ line
setting but unclear how to use 10 post-chemo-1O




SCLC - Future Directions

» Biomarkers are need to help select patients

- IMpower 133 bTMB did not correlate with benefit
- PD-L1
- TMB need to be validated and harmonized

» Other novel approaches/combinations —
— Lurbinectidin

- Targeted therapies
- DLL3/T cell-redirecting immunotherapy with BiTE or CAR-T
- Other targets emerging from preclinical efforts in SCLC: MYC, SFLN11, DDR, PARP-inhibitors




Lurbinectedin JOHNS HOPKINS

MEDICINE

* DNA minor groove binder

 Acts as an inhibitor of oncogenic transcription with various effects including
— DS DNA breaks
- Downregulation of IL-6, IL-8, VEGF

Lurbinectedin as Single Agent in Second Line SCLC: Phase Il BASKET Trial

PRIMARY OBIJECTIVE : ORR by RECIST V.1.1

(Investigator assessed) Statistical assumptions

for SCLC cohort

SCLC patients Null hypothesis :
3 ; g <15% get a response
PS 0-2 Lurbinectedin 3.2 mg/m? 1h iv, g3wk (p<0.15)

One prior chemotherapy line

>2 Alternative hypothesis:
Prior immunotherapy was = Enroll up to >30% get a response
allowed 15 patic p=0%9
5 in first 15 patients*
Adequate organ function Statistical power 95%
CNS mets excluded * 5 confirmed responses observed in the first 15 treated patients
2 23% of confirmed

responses needed to
reject the null hypothesis

Data cut-off: January 15t 2019

2019 ASCO

ANNUAL MEETING

Paz-Ares et al., ASCO 2019




Lurbinectedin Ph 2 results A, JOHNS HOPKINS

MEDICINE

Treatment Related (or Unknown) Adverse Events (AEs)

Overall Events in >5% of patients or Gr 3-4
(n=105)

ORR, % 35.2

(95% ci) (26.2-45.2) Hematological AEs * Neutropenia 24 (22.9)
Anemia 7 (6.7)
Thrombocytopenia

=PR {contiemad) 37(35.2)* Febrile neutropenia .

-SD 35 (33.3) Fatigue 54 (51.4)

Nausea 34 (32.4)

Decreased appetite 22 (21.0)
- NE* (non- evaluable) /5-14-9}\ Vomiting 19 (18.1)

~
Disease Control Rate,% 68.6 Non-Hematological AEs  Diarrhea 13 (12.4)

(95% Cl) (58.8-77.3) Constipation 10 (9.5)
Pneumonia .
*5 of 8 patients who failed prior immunotherapy had confirmed response Alanine aminotransferase

Best response n (%)

-PD 28 (26.7)

increased *
Skin ulcer

Paz-Ares et al., ASCO 2019




MEDICINE

Lurbinectidin — ongoing Phase 3 study A, JOHNS HOPKINS

ATLANTIS:
Phase 3 global randomized study in relapsed SCLC

Doxorubicin 40 mgim? D1*

| Luminectedin 2 mg/m?, D1 q3wk *
scLc

<1 prior CTlines 600 patients {
(additional 1:1 Randomization < Disease Progression

exclusively biologic Stratified: ¢ Investigator decision
lines allowed)

Randomization F ECOG{Mvsz1) 3 ici
ECOGPS<2 % CTFI (2180, 179-90, <90) “ Unacceptable Toxicity Follow-up -
- CNS involvement (Y/N) < Withdrawal of consent
Measurable/ non- » Prior PDL1/PD1 (Y/N) o

measurable per Investigator preference for control am | 15 Other
RECIST
2 -
CTFI> 30 days Topotecan 1.5 mg/m? D1-5 q3wk T
| OR, CAV combination, D1, g3wk
Treatment period Follow up period

Screening Up to
28D = Maximum 10 cycles, Lurbinectedin to be continued at 3.2 mg/m?

Primary endpoint: OS

Presented by A Farago, ASCO 2019




Delta-like ligand 3 (DLL3) as a target A, JOHNS HOPKINS

MEDICINE

« DLL3 is an inhibitory notch protein
» Highly expressed in SCLC
* No expression in normal adult tissues

Precancerous
Lung p53+
Stem Cell C

y

| Cancer Stem p53 RB1*
Cell C

ApqascLr X
Tumor ¢ el — — N-terminal domain

| Progenitor - ] e e e
| Cell DSL domain

DLL3

Relative expression

Tumor-Initiating Cells

DOS domain
EGF-like repeat

Mature -
Neuroendocrine { ) Cyteine-rich domain
Tumor Cell A 4 Saunders et al., S¢i Trans! Med 2015

Saunders et al., Sci Trans Med 2015




Targeting DLL3: Rova-T experience A, JOHNS HOPKINS

MEDICINE

A TRINITY: Ph2 Third-line Study in SCLC

SCl6mAb | ———————————— | —Specifier— -Spacer—

CotB cleaves here

Q2 % 1 -Hi
’ﬁ'gn“f' Wﬁkﬁ"@& Primary Endpoint ?pl: =El gﬁ ?II:ILE Zglgl)-l

N ro
H =t NP N H
’dﬁm ;@Q,ﬁ ORRZ: Investigator, % 18.0 19.7
scieles PBDwarhead ' (95% Cl) (14.1,22.5)  (14.9,25.4)

ORRZ: IRC, % 12.4 14.3
Promising Phase 1 data: bl et i) Wbl

38% ORR in DLL3 high SCLC Metian'0s; o 9.6 37
(95% ClI) (4.9, 6.1) (4.9, 6.7)

DLL3 expression
B Not available
Il D113 expression 0%

5 0 coresiont 494 Toxicities: rash, pleural effusion, pericardial effusion

Hl Additional studies:
Illmﬂlnn...u,__ « TAHOE: 2" line vs. Topotecan — stopped early

....mllﬂllllll]ﬂlﬂﬂlllll « Maintenance — results pending
e Future direction — unknown

Change fram baseline (%)

» First-line +/- EP — present at ESMO

Saunders et al., Sci Trans Med 2015; Rudin et al., Lancet Oncol 2016;
Carbone et al., ASCO 2018




Using DLL3 as a T-cell redirecting therapy JOHNS HOPKINS

MEDICINE

Prullfaratlgn Figure 3. AMG 757 Study Design
of T celis Part A1 Part A2

Anti-CD3 o 72\ AMG 757, an
Lo G Dose Exploration Dose Expansion
MTD/RP2D

antibody k HLE BiTE*
3 —
L Molscule Patiants with tr Patients with
. 7 . RRSCLC RRSCLEC RR SCLC
DLL3-BIiTE : | =30 i) in=10-50)

) =34k
(AMG'757) i . _ Apoptosis

Serial lysis of
tumor cells Dose Exploration

—
D SCLE, extensive-disease small cel : = MTDRP2D
Patients with for

i lng cances; WTD, maximen tlerated
antibocdy b dose; RPED, recommended phase 2 dase ED SCLC EDSCLC
(W RR BOLE, resapsedieliactory senal cell n=12) Sy
Jumg cancer, is selected
©,, heawy chaln constant demain; G, Ighlcr\an omslmlucm;m HLE BITE®, hatl Il extended bepecific T-cell engager; €0, cluster of dferentation
DLL3 dalta-fke ligand 3; Fr, crysiallzatle =

Expansion of Figure 2. Study Design
CART cells Cell Dose Exploration Phase

DLL3 binding

d i Cell Dose Cohorts
DLL3-CAR T Chimeric s ‘ . RRSCLC —> BTN
Antigen P— (n = 21; 3-4 per dose cohort)
(AMG-199) pe S__,DLLS

Receptor
(GAN) Transmembrane Apoptosis

domain

Dose Expansion Phase

" . Dose Expansion Cohort
Signaling ) RR SCLC

| domains WTCD, e toeerated el dose;
i RF2CE, reeormended phase 2 cal MTCD or RP2CD
dise: RR STLG, wlapsatiatactony =
=mall cell lung cancer, (n=20)

CAR, chimeric anfigen recepton, DLL3, dafte-She Sgond 3.

Smit et al., ASCO 2019; Byers et al, ASCO 2019
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SCLC: subsets and targetable vulnerabilities A JOHNS HOPKINS

MEDICINE

Genomic, epigenomic, proteomic, animal model data - supports further classification of SCLC
into subsets — ASCL1 (A), NeuroD1 (N), Pou2F3 (P) and YAP1 (Y)

: N - 15 Study
TS SCLC-P SULeR] Subtype HCCLE |
!!H!H!!!!!%EHHIII!!!II MR study ! [ George;

etal.
(2015) ¢
M Rudin :

etal. !

ASCL1 0.5

NEUROD!1 ! ©

POU2F3 |

Relative expression

Rudin et al., Nat Rev Cancer 2019




Summary — SCLC current options

LS SCLC - definitive chemoRT followed by PCI

First-line ES SCLC: Carboplatin, etoposide plus atezolizumab is the SOC in the US
PCl and TRT are non-consensus

Maintenance/Consolidation after EP: No

2" line: topotecan is still the only FDA-approved treatment

* Remission > 2 months after initial chemo

3rd line: Nivolumab and pembrolizumab have received FDA approval in the 3™ line
setting but unclear how to use 10 post-chemo-1O

ICI Approvals in 2018-19
BUT MUCH MORE TO COME!




