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abozantinib + Atezolizumab
(N=81)

All patients
(N=81)

COSMIC-021 Study Design for NSCLC Cohorts

Key Eligibility Criteria

« Stage IV non-squamous NSCLC with
radiographic progression on or after one
prior ICI for metastatic disease

Cohort 7t
Cabozantinib 40 mg QD PO +

=  Tumor assessment
per RECIST v1.1 by
investigator every 6
weeks for the first year
and every 12 weeks
=P thereafter

> Atezolizumab 1200 mg Q3W IV

(N=80)

<2 prior lines of systemic anticancer
therapy*

Patients with known EGFR, ALK, ROS1,
or BRAF V600E tumor mutations excluded

Cohort 20*

Cabozantinib 60 mg QD PO
(N=30)

ORR per RECIST v1.1 by investigator
Safety (AEs, SAEs, AESIs)
DOR, PFS per RECIST v1.1 by investigator, OS

Primary endpoint:

Secondary endpoint:

Exploratory endpoints:
*Prior treatment with platinum-based chemotherapy was not required. TPatients were initially enrolled to cohort 7 (n=35). Following an initial assessment of clinical
activity, subsequentpatients were randomized between cohorts 7 and 20. *Patients in cohort 20 may receive combination therapy after radiographic disease

progression per RECIST v1.1 by the investigator.
SAEs, serious adverse events; AESIs, adverse events of special interest
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Cabozantinib

PD-L1 unknown (N=31)"

(n=21)

PD-L1 21%
(n=41)

PD-L1 <1%
(n=19)

ORR, n (%)

Best overall response, n (%)

15 (19)

Complete response 0
15 (19)
50 (62)
13 (16)
3(4)
65 (80)
4.5 (3.5-5.6)
5.8 (4.2-6.9)
13.8 (7.2-15.7)

Partial response
Stable disease
Progressive disease
Missing / not evaluable
Disease control rate, n (%)
PFS, mo (95% Cl)
Median DOR, mo (95% Cl)
OS, mo (95% Cil)

6.8 (5.1-15.4)

2 (11) 8 (20) 5 (24) 2 (6)
0 0 0 0

2 (1) 8 (20) 5 (24) 2 (6)

12 (63) 25 (61) 13 (62) 18 (58)

3 (16) 8 (20) 2 (10) 6 (19)

2 (1) 0 1 (5) 5 (16)

14 (74) 33 (80) 18 (86) 20 (65)
4.0 (2.6-5.6) 4.7 (2.7-5.6) 5.4 (2.9-10.9) 3.4 (1.4-5.6)
3.4 (2.6-NE) 6.5 (3.5-NE) 6.2 (4.2-NE) 10.6 (6.3—NE)t
10.4 (5.9-17.1) 17.4 (9.4—-NE) 9.4 (4.5-11.7)

Neal JW. et al. ASCO 2022



Cabozantinib + Atezolizumab Cabozantinib
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M Partial response
[ Stable disease
M Progressive disease
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Best Percent Change From Baseline

-80-|

-20 4

-40 -

76% (59/78) had a tumor reduction

78 out of 81 patients had at least one post-baseline tumor assessment

Best Percent Change From Baseline

*One patient had an increase of 160%

69% (18/26) had a tumor reduction

-60
805 26 out of 31 patients had at least one
post-baseline tumor assessment
-100 -

B Partial response
[l Stable disease
M Progressive disease

Cabozantinib + Atezolizumab Cabozantinib Cabozantinib + Atezolizumab Cabozantinib
N (events) Median (95% Cl), mo N (events) Median (95% Cl), mo N (events) Median (95% CI), mo N (events) Median (95% CI), mo
10 81 (65) 4.5 mo (3.5-5.6) 10 31(29) 3.4 mo (1.4-5.6) 104 81(53)  13.8mo (7.2-15.7) 10 31 (25) 9.4 mo (4.5-11.7)
@ 2 Q 0
& 08 0 0.8 0 o8- o 0.8
s 5 0 .
2 061 2 06 2 061 £ 06
= _ 3 | 0 2 i
§ 0.4 § 04 g 0.41 § 04
0 0 9 9 0.2
r 0.2- & 0.2 o 0.24 o Y4
00 T T T T T T T T T 1 00 T T T T T T T T T 1 00 T T T T T T T T T 1 00 ! ' ! ¥ Y ’ Y y ! !
0 3 6 9 121518 21 24 27 30 0 3 6 9 121518 21 24 27 30 0 3 6 9 121518 21 24 27 30 0 3 6 9 121518 21 24 27 30
Number Months Number Months Number Months Number Months
atrisk: 81 44 23 13 10 3 2 1 1 1 0 atrisk: 31 1% 9 5 4 1 0 atrisk: 81 73 53 45 36 27 11 10 6 5 1 at risk: 31 23 17 15 9 7 3 2 1 1 0
4.0 mo (2.6-5.6)for PD-L1 negative 6.8 mo (5.1-15.4)for PD-L1 negative
Median PFS (95% Cl): 4.7 mo (2.7-5.6)for PD-L1 positive Median OS (95% Cl): ~ 10.4mo (5.9-17.1)for PD-L1 positive

5.4 mo (2.9-10.9)for PD-L1 unknown

17.4 mo (9.4-NE) for PD-L1 unknown

Neal JW. et al. ASCO 2022



_ T ey ™ G
I (N=81) (N=31)
Seguridad

Patients on study treatment at data cut-off, n (%) 6 (7) 2 (6)
Duration of exposure, median (range), months

Cabozantinib + Atezolizumabt 5.2 (0.3-28.8) 4.8 (0.7-19.4)

Cabozantinib 5.2 (0.3—-28.8) 4.8 (0.7-19.4)

Atezolizumab 4.6 (0—-28.0) 1.6 (0-11.8)
AEs leading to cabozantinib dose reductions, n (%) 32 (40) 18 (58)
AEs leading to cabozantinib dose hold, n (%) 60 (74) 25 (81)
AEs leading to atezolizumab dose delay, n (%) 41 (51) 2 (6)
Discontinuation due to TRAESs, n (%)

Cabozantinib 11 (14) 3 (10)

Atezolizumab 8 (10) 1(3)

Either 13 (16) 3 (10)

Both 5 (6) 13)

Cabozantinib + Atezolizumab (N=81) Cabozantinib (N=31)t Cabozantinib + Atezolizumab? Cabozantinib’

Grade 34 (N=81) (N=31)

Any TEAE, n (%) 81 (100) 43 (53) 31(100) 22 (1)
Diarrhea 36 (44) 1(1) 16 (52) 3(10)
Decreased appetite 30 (37) 1(1) 11 (35) 1(3) .
Fatigue 29 (3) 1) 1 (35) 26) Any adverse events of special interest (AESI), n (%) 59(73) 21(26) 23(74) 4(13)
Nausea 28 (39) 2(2) 15 (48) 2(6) Rash 34(42) 709 12(39) 2(6)
Asthenia 24 (30) 5(6) 12 (39) 3(10) N =
—— 21 (26) 0 5 (16) 0 Hepatitis (lab abnormalities) 28(35) 5(6) 14 (45) 103)
Pyrexia 20 (25) 0 2(6) 0 Pancreatitis 14(17) 5(6) 2(6) 0
AST increased 19 (23) 2(2) 9(29) 0 .
Hypertension 19 (23) 5(6) 10 (32) 7(23) Hypothyr0|d|sm 19 (16) 0 8(26) 0
Vomiting 19(23) 0 9(29) 10) Colitis 3(4) 11) 2(6) 10)
ALT increased 17 (21) 3(4) 10 (32) 1(3) -
5 1721) 300) 6 (19) g Hyperthyroidism 3(4) 0 0 0
Hypomagnesemia 16 (20) (1) 5 (16) 0 Pneumonitis 3(4) 0 0 0
Weight decreased 16 (20) 3(4) 4 (13) 2(6) o ,
Ea—— 3 @y 5 g 5 Hepatitis (diagnosis) 2(2) 1(1) 2(6) 0
Gastric ulcer hemorrhage 0 0 1(3) 0 Infusion-related reactions 2(2) 1(1) 0 0

Neal JW. et al. ASCO 2022
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Stratified by 1) PD-L1
expression, 2) histology,

ANNUAL MEETING ; : Secondary endpoints:
3) intent to receive
ramucirumab in standard RRf DCR DoR, PFS,
of care arm Toxicities

Overall survival from a phase Il randomized study of
ramucirumab plus pembrolizumab versus standard of care for
advanced non-small cell lung cancer previously treated with
immunotherapy—Lung-MAP non-matched sub-study S1800A

Randomization ARM B

Pembrolizumab

ARM A
Investigator's Choice

Standard of Care 200 mg Q3W for
Karen L. Reckamp, M.D.!, Mary W. Redman, PhD2, Konstantin H. Dragnev, M.D.3, Liza Villaruz, M.D.4, docetaxel + ramucirumab: upto 35 cycles
Bryan Faller, MD5; Tareq Al Baghdadi, MD®, Susan Hines, MD7, Lu Qian, M.S.2, Katherine Minichiello, R gemcitabinef *
M.S.2, David R. Gandara, M.D.8, Karen Kelly, MD8, Roy S. Herbst, M.D., Ph.D.® 4 : Ramucirumab

10 mg/kg Q3W

pemetrexed (nonSCC only)

Cedars-Sinai Medical Center, Los Angeles, CA; 2SWOG Statistics and Data Management Center & Fred Hutchinson Cancer Research Center, Seattle, WA;
3Dartmouth-Hitchcock Norris Cotton Cancer Center, Lebanon, NH/Alliance for Clinical Trials in Cancer; “University of Pittsburgh Medical Center (UPMC) Hillman
Cancer Center; °Missouri Baptist Medical Center, St. Louis, MO/Heartland NCORP; 8IHA Hematology Oncology Consultants-Ann Arbor/Michigan CRC NCORP;
"Novant Health Cancer Institute - Mount Airy/Southeast Clinical Oncology Research Consortium NCORP); 8UC Davis Comprehensive Cancer Center,
Sacramento, CA; %Yale University, New Haven, CT

Key eligibility: 1) Previously received both PD-1 or PD-L1 inhibitor therapy and platinum-based doublet
chemotherapy either sequentially or combined, with PD on at least 84 days after initiation of IC| and

20220ASCO ey ot reckamp.wows MLUNG-MAP platinum-based doublet therapy; 2) ECOG 0-1; 3) all patients met eligibility to receive ramucirumab
o) | ival pes
Ve ra s u lea Pembro SOC
Events/N Events/N HR (80% CI) P-value
HISTOLOGY
N Events Median 80% . Non-Squamous 27/40 27/39 0.95 (0.67,1.35) 0.43 .
inmonths  Conf. Int » Squamous/Mixed 18/29 24/28  0.43 (0.28,0.65) 0.005 R
Ramucirumab+Pembrolizumab 69 45 145 (13.9-16.1) H PD-L1
Standard of Care (Inv. Choice) 67 51 116 (9.9-13.0) Medlan OS for RP 14'5 PD-L1 0 21/29 21/26 0.74 (0.50,1.10) 0.16 —.—
N months v. SOC 11.6 months PD-L1 1-49 11/21 15/22  0.61 (0.36,1.02) 0.11 o om
g HA(BO O /068 (051:062) PD-L1 50+ 8/12 12/16  0.68 (0.38,1.21) 0.20 —_—
z Standerd log-rank pvalue: 0,05 PD-L1 1+ 19/33 27/38 0.66 (0.45,0.97) 0.08 -
% Weighted log-rank p-value:  0.15 TMB
3 TMB <10 23/32 28/38 0.76 (0.52,1.10) 0.17 e
a _ . TMB 10+ 18/33 20/25 0.57 (0.37,0.86) 0.04 —
3 HR=0.69; SLR p-value 0.05 BIOMARKER
= TP53 31/48 35/48 0.73(0.53,1.00) 0.10 o
@ CDKN2A 18/27 21/24 0.54 (0.35,0.82) 0.03 o
KRAS 12/21 13/16  0.63 (0.38,1.06) 0.13 R
» STK11 4/7 10/10  0.23 (0.10,0.54) 0.01 N
KEAP1 1/3 7/10  0.38 (0.10,1.49) 0.18
o PRIOR TREATMENT
Standard of care therapy received: I0+CHEMO COMBO  20/32 32/42 0.84 (0.58,1.21) 0.27 —ll
5 P = - > = Docetaxel + Ramucirumab (n = 45 » CHEMO->10 25/36 18/23  0.45 (0.30,0.68) 0.006 e
Months Since Sub-study Randomization Docetaxel (n = 3) 1 g_Er:_':_SSRMANCE
Nomber at ik (number of events) Gemcitabine (n = 12) PS 0 15/23 8/9  0.54 (0.30,0.96) 0.08 — -
Pemetrexed (n=1) . PS 1 30/46 43/58 0.76 (0.56,1.02) 0.12 — -
No treatment (n = 6) OVERALL 45/69 51/67 0.69 (0.51,0.92) 0.05 ———
0[1 OTS 1.0 2]0

Standard of Care (Inv. Choice) 67(0) 56(9

<« Ram + Pembro is Better SOC is Better —»

Reckambp KL . et al. ASCO 2022



Ram+

Pembro SOC
Events/N Events/N HR (80% CI) P-value

Median  80% HISTOLOGY

Sardbiandit oot B 35 '"";°5""'5 $°2“'6'1")‘ Non-Squamous 34/40 34/39  0.95 (0.69,1.29) 0.41

Standard of Care (Inv. Choice) 67 62 5.2 (4.2-5.7) EguiTOUS/Mlxed 23/29 28/28 0.55 (0.38,0.80) 0.02
PD-L10 27/29 25/26  0.84 (0.58,1.22) 0.28

HR(80% Cl): 0.86 (0.66-1.14) PD-L1 1-49 16/21 22/22 0.53 (0.34,0.81) 0.03

Standard log-rank p-value: . 0.25 PD-L1 50+ 8/12 12/16  0.86 (0.48,1.55) 0.37

WeigHteg oot rank prvalie:. (014 24/33 34/38 0.67 (0.48,0.95) 0.07

N Events

75%

29/32 36/38 0.91 (0.66,1.26) 0.36
24/33 23/25 0.61 (0.42,0.89)
BIOMARKER
TPS53 39/48 43/48 0.80 (0.60,1.06)
22/27 24/24 0.49 (0.33,0.74)
16/21 15/16 0.65 (0.41,1.04)
5/7 10/10 0.41 (0.19,0.90)
2/3 10/10 0.42 (0.15,1.15)

Progression-free Survival Probability (%)

12 15 18 21 24 PRIOR TREATMENT

Months Since Sub-study Randomization I0O+CHEMO COMBO  26/32 40/42 0.88 (0.64,1.23)
Number at risk (number of events) CHEMO->10 31/36 21/23 0.63 (0.44,0.90)
PERFORMANCE

STATUS

PS 0 21/23 8/9 0.79 (0.46,1.35)
PS 1 36/46 54/58 0.71 (0.54,0.94)
OVERALL 57/69 62/67 0.86 (0.66,1.14)

3 6 9

Standard of Care (Inv. Choice)

0. 20

A in DAbbar AN in DAtan

Safety summary—Percentage of patients with Grad
3-5 AEs

Maximum Grade Non-Heme AEs Investigations -
Resplra'orv W
] Gastrointestinal r—
= 5 Inf
Maximum Grade Hematologic AEs —_—— Blood =
patabali
H ] Vascular . _________]
Maximum Grade All AEs —— e —
s | Cardiac -
= Renal [=—
— Neoplasms -
== Skin =
: =l End i =
Maximum Grade Non-Heme AEs o Meratoriliory
= Injury ===
= Psychiatric [~
Maximum Grade Hematologic AEs : Eye s
| Immune -
20 10 o %
Maximum Grade A" AES . AE Severity Grade ¥ 3 M < H 5

10 20 30 40 510) 60

Grade =23 TRAEs: 42% on RP; 60% on SOC

Nine (31%) Grade 3—5 irAEs on RP

Reckambp KL. et al. ASCO 2022
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RECIST changes from baseline

First report of safety/tolerability and preliminary antitumor
activity of CAN-2409 in inadequate responders to immune
checkpoint inhibitors for stage Ill/IV NSCLC

Valacydovr
Charu Aggarwal, Andrew Haas, Sarah W. Gordon, Ranee Mehra, Peter M Lee, Christine M. Bestvina, Fabien Maldonado, 12 // 1
Vamsidhar Velcheti, Roy S. Herbst, Susan D. Bell, Rachael Gillmor, Andrea G. Manzanera, Christopher J. Matheny, Estuardo pns o M 4
Aguilar-Cordova, Laura K. Aguilar, Francesca Barone, Paul Peter Tak, Daniel Sterman s
R 97

Charu Aggarwal, MD, MPH
Abramson Cancer Center, University of Pennsylvania, Philadelphia, PA
Abstract # 9037 2

CAN-2409 Mechanism of action

1.CAN-2409 localy adinvteved andoal prochg

3 CAN-2408 inckoes CDB* oyt Toels
- -4l Stage I1I/IV CAN-2409 and
AN Non-resectable valacyclovir
NN NSCLC with (2 courses)
b4 | ; S\ inadequate .
N .0 response to ICI with
@6 > standard of
B care:
e 3 N=96 Anti-PD-1/PD-
4 (32 per cohort) L1 +/-

chemotherapy

PRESENTED BY:

Charu Aggarwal, MD, MPH | @CharuAggarwalMD
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Best responses
RECIST central read

Efficacy Measures

40
PDA Completed DoRfor DoR for
Cohort  12-week DCR PR SD
HHD X treatment W W
0 DDDDU
2 1 2 g 1 0 | 50% 241+ 269
o %] Sdt-
e 216 | 2|2 e g
40+ 32 0|02 | % na
60 PR= partial response; SD= stable discase; PD= progressive disease; DCR = discase
b control rate
DoR PR= weeks from PR to progression
80 TT T T T T T T T T T T T TTTTTTd DoR SD=weeks from SD to progression

A A AA A +ongoing response
@“I&»"%s%‘f&%"z,@ SEILFNES e 9":9%%& 'Pngy o f;d; PR by local read
R WU S AR N

* Patients were considered evaluable if they completed both courses of
CAN-2409 followed by valacyclovir

CAN-2409 increases local and systemic frequency of

Most frequent treatment related AEs* (n=35
: 3 Total pati

| C(>10%)  n(%)  n

General disorders and administration site condit

Chills 4(11) 4(11)
Fatigue 8(22) 4(11) 12 (33)
Injection site reaction 4(11) 4(11)
Pyrexia 6(17) 2 (6) 7 (20)
Investigations

Blood creatinine increased 4(11) 1(3) 4(11)

* Patients were included in the safety population if they were treated with at least one
CAN-2409 injection

cytotoxic T cells

a
S Proximity analysis
% CD8+ T cells in tissue
L =
=
=
(3
=
a
H
£
a
=
[}
£
=
[acd
L Pre Post
=1
g Frequency of T cells in 100um
a radius distance from cancer

cells p=0.0149

Progressive Disease
(>18 wks ICI)

Refractory Disease
(>9 wks ICI)

Log2 changes from baseline

Cohort 1
Stable Disease
(>18 wks ICI)

Primary Endpoints

o Response by
RECIST Criteria

o Safety

Secondary

Endpoints
Overall survival
Progression free
survival
Quality of life
Immunological
biomarkers
Response by
iRECIST and
itRECIST
(Exploratory)

Cohort 2

Cohort 3

Frequency of cytotoxic cells
subpopulations in the blood

\\\
NKcetis~  Gamma delta
+ T cells
Bs W2 Wé w8 W12 F/U
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Outcomes of 1L therapy in patients with
advanced NSCLC according to KRAS mutation
status & PD-L1 expression: FDA pooled analysis

Erica Nakajima', Yi Ren', Oladimeji Akinboro!, Jonathon Vallejo!, Pallavi Mishra-Kalyani', Erin Larkins',

Nicole Drezner!, Shenghui Tang', Richard Pazdur'-2, Julia A. Beaver'?2, Harpreet Singh'-2

Center for Drug Evaluation and Research, U.S. Food and Drug Administration

20Oncology Center of Excellence, U.S. Food and Drug Administration

Erica C. Nakajima, MD

2022ASC0 m Erica C. Nak ajima, MD ool gl i kol SADNCAS St ocaoor
12 Randomlzed 1L Trials of ICI+Chemo, ICI Alone, or Chemo AIone Arms

Submitted for Marketing Approval
N = 8888

KRAS mutation status reported
N = 1430 (16%)

KRAS G12C
N = 157 (11%)

KRASwt
N = 875 (61%)

KRASm
N = 555 (39%)

PD-L1 TPS, %
Negative (<1%)
Low (1-49%)
High (250%)

Treatment Arm, %
ICI+Chemo
ICI alone
Chemo alone

37
32
31

40
32
27

36
32
31

ORR Median 08, mo
KRASWE | KRAS KRASH | KRASM

KRASwt < KRASM 0% 5T
=121 (n=30)

Inferpretation of
Response

Study
Therapy

Herbst et al
Ann. Oncol. 2019

ICl alone

KRASwt~ KRASm 0% iy

Gadgeel et a
Ann. Oncol. 2019

(Clchemo

(n=143)  (n=89)

Results: ORR according to KRAS status

Similar response rate between patients with KRASwt & KRASm NSCLC
ORR

95% ClI
KRASWt KRASm KRAS G12C
=875 =555 N=157

51% 46% 47%
33% 37% 33%

(29, 46)
32% 33% 44%

Chemo alone

(33, 60) (20, 49) (31, 59)

Nakaiima E. et al. ASCO 2022



KRAS == Wildtype
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vesults: Kaplan Meier curves or OS by PD-L1 status =
KRAS wildtype KRAS mutant

09 'b‘“‘&-? PD-L1 hlgh + Censored

+ Censored

o g Median OS, months
2 s i ”"::”*-;tﬂf..,, (95% Cl)
: % | E k. g IC+Chemo | IClalone | Chemo alone
P Tip— L B 16108.2752 13146'117 149
5 O 1 ies | ol | cemo O e+ | el | chemo KRASwt | (109,252 1 (134 ) '
0 landmark landmark o n=313 n=240 (12.2,16.6)
” ates | Chemo | done | alone s | Chemo. | done | alone n=875 1=30)
HR 0.87 (95% CI: 0.46, 1.67)
12mos | 80 12mos | 7 | 67 | 63 74 162
LSl B Mmos | NE | 43| 46 dmos | 66 | 57 | 42 | & i i % 1 1 | KRASm | (82N (1.4,NE) fr.1
T s S s T T 185 n=219 n=135 (12n.3,2;f13-9)
yyp— HR 0.74 (95% CI: 0.37, 1.49)
PD-L1 low + Censored ey PD-L1 low + Censored
_‘ L 208 18
2 ' kh L KRAS G12C (11.3,NE) (8.2, NE) 175
: S . L= W ) =58 =45 107,214
o M‘» K A T M=o ( n=54 |
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Abstract 9021: Genomic correlates of acquired resistance to PD- .
(L)1 blockade in patients with advanced NSCLC (Ricciuti et al)
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Digital quantification of lymphocytic infiltration on routine H&E images and immunotherapy response BRIGHAM AND
HARVARD in non-small cell lung cancer @ WOMEN'S HOSPITAL
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