nnnnnnnnnn

Lung Cancer r Gecp

UPDATES

ASCO HIGHLIGTHS i
04-08 JUNIO 2021

CPNCP metastasico. Terapias dirigidas otras

mutaciones
Delvys Rodriguez Abreu, MD, PhD

Hospital Universitario Insular de Gran Canaria.



Disclosure Information

Consultant or Advisory Role: BMS, MSD, ROCHE, ASTRA ZENECA,
BOEHRINGER INGELHEIM, NOVARTIS, Lilly.

Lectures: BMS, MSD, ROCHE, ASTRA ZENECA, BOEHRINGER INGELHEIM,
Lilly.




KRAS disease

« Overall survival and exploratory subgroup analyses from the phase 2
CodeBreaK 100 trial evaluating sotorasib in pretreated KRAS p.G12C
mutated non-small cell lung cancer. Ferdinandos Skoulidis, et al. J
Clin Oncol 39, 2021 (suppl 15; abstr 9003)

+ Clinicogenomic real-world data analysis of patients (pts) with KRAS
G12C-mutant advanced non-small cell lung cancer (aNSCLC) from
the natural history cohort of the Blood First Assay Screening Trial
(BFAST). Rafal Dziadziuszko et al. J Clin Oncol 39, 2021 (suppl 15;
abstr 9023)




Focus on KRAS mutations in Non-Small Cell Lung Cancer

KRAS G12C Inhibitors - Mechanism of Action

= Novel class of drugs - these are targeted therapies
but they are not TKls

= Allele-specific inhibitors targeting the Cysteine (C)
residue.

= The inhibitors bind covalently to the mutant cysteine
residue and occupy a pocket in the switch Il region
(SIIP) when KRAS G12C is in its inactive GDP-bound
state (inactive-state selective drugs).

Data from MSK-IMPACT (Jordan et al.*)) and
FoundationOne (Frampton et al."¥) panels (n = 5262)

RTKs
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Phase 2 CodeBreaK100 trial (NCT03600883)

= Trial enrolled patients with KRAS G12C—-mutated NSCLC who had progressed following treatment with immunotherapy and/or chemotherapy.
= N= 126 patients across 11 countries, 3 continents

= New at #ASCO21:
= updated efficacy, including mature OS data from data cut off 3/15/21 (median follow-up time of 15.3 mos)
= updated safety
= first sub-group analysis

=  93% current smokers

Baseline Characteristics = 57.1% had received > 2 lines of prior therapy
*  81% had received platinum-based chemotherapy and PD-1/PD-L1 inhibitors

= TRAES led to dose modification in 22.2%
Safety » TRAES led to permanent discontinuation in 7.1%
= Most common toxicity was diarrhea (31.7% all grades, 4.0% grade 3), nausea, and LFT abnormalities

ORR 37.1% (not as high as we are used to for ‘targeted therapies” — but this is a different type of mutation and a different class of drugs)

ORR did not vary much by # prior lines of therapy

DCR 80.6%

Median time to response 1.35 months (95% CI: 1.2,10.1)

Median duration of response 11.1 months (95% CI| 6.9, NE)

Median PFS 6.8 months (95% CI: 5.1, 8.2)

Median OS 12.5 months (95% CI: 10.0, NE))

OS 17.7 months (95% CI: 7.9, NE) for patients who received 1 prior line of therapy

OS 17.7 months (95% CI: 11.7, NE) for patients who received anti-PD1/PDL1 but no platinum-based chemo

Efficacy
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CodeBreaK 100 trial

Overall Survival Progression-Free Survival

Number of
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QD: once a day; mOS: median overall survival; Cl: confidence interval.

patientsatrisk:124 119 9% 77 75 65 54 50 46 ¥ B M u U 4 0

QD: once a day; mPFS: median progression-free survival; CI: confidence interval.
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CodeBreaK100 trial: Molecular subgroup analyses

No differences in ORR based on:

= WT vs. Mutant TP53 (80.8% of tumors were TP53 co-mutated)
= WT vs. Mutant STK11 (33.7% of tumors were STK11 co-mutated)

KRAS G12C VAF
TMB

Sotorasib efficacy was lower in KEAP1 co-mutated tumor

19.2% of tumors were KEAP1 mutated

Previous data suggests that KEAP1/NFE2L2 mutations are
associated with shorter duration of initial chemotherapy and
shorter overall survival from initiation of immune therapy (KC
Arbour et al. Clin Cancer Res 2018;24:334-340)

Improved PFS and OS in the STK11 mutant, KEAP1 WT group

small sample size but still ~20% of the entire KRAS G12C

mutant group

Previous data sets suggest that STK11 mutations are
associated with poorer response to anti-PD1 therapy (F
Skoulidis et al. Cancer Discov 2015;5:860-77.)

yJ @Christine_Lovly

PFS and OS by co-occurring mutations
in both STK711 and KEAP1 (n=104)

STK11 KEAP1 B mPFS mOS
status status month (95% CI) month (95% CI)

13

2.6 (1.4,11.1) 4.8 (2.1,10.8)

22  11.0(2.8,NE) 15.3 (4.8, NE)

5.5 (0, 7.0) 7.5 (0, NE)

6.8 (4.0,11.0)  NE (NE, NE)

62
All All
104  6.3(4.1,8.3)  13.1(9.5, NE)
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CodeBreaK100 trial: Molecular subgroup analyses

= No differences in ORR based on:
= KRAS G12C VAF
= TMB
= WT vs. Mutant TP53 (80.8% of tumors were TP53 co-mutated)
= WT vs. Mutant STK11 (33.7% of tumors were STK11 co-mutated)

= Sotoras -
[ ] 19: +«— Home / Drugs / Development & Approval Process | Drugs / Drug Approvals and Databases / FDA grants accelerated approval to sotorasib for KRAS G12C mutated NSCLC :‘(95% CI)
"= Pre
cae FDA grants accelerated approval to 2.1,10.8)
shol sotorasib for KRAS G12C mutated NSCLC (43, NE)I
Arb : : (0, NE)
May 28, 2021: The FDA has approved sotorasib as the first treatment for adult
o patients with non—non small cell lung cancer whose tumors harbor KRAS G12C |INE, NE)
IMpProvey mutations and who have received at least 1 prior systemic therapy.
" SMa oo o — = — = ro=r ootrToo—To (9.5, NE)

evaluable |evaluable

mutant group
= Previous data sets suggest that STK11 mutations are

associated with poorer response to anti-PD1 therapy (F

Skoulidis et al. Cancer Discov 2015;5:860-77.)
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KRAS G12C-mutant aNSCLC. Natural history cohort of BFAST trial.

In the full BFAST screening population through December 2020 (N = 5917), 23% of pts had tumors

with any KRAS mut; 9% were KRASG12C.

Outcomes for patients with KRAS®'2 mutant NSCLC

+ 13 (21%) patients never received 1L treatment
* T died within 3 months of enroliment

Table 2. Cancer treatment patterns

KRAS G12C
(n=63)
Treatment type, n (%)
iL 2L 3L+
(n=50) (n=18) (n=3)
Chemotherapy 25 (50) 4(22) 2 (67)
CIT 14/(28) 10(56) 1(33)
Chemotherapy + CIT 10(20) 2(11) 0
Targeted 1@ 2(11) 0

1L, first line; 2L, second line; 3L+, third line and beyond; CIT, cancer Immunotherapy.

Dziadziuszko R, et al, ASCO 2021 Annual Meeting.

KRAS mut NSCLC with STK11 and/or KEAP1 mutations

B e STK1 andlor KEAP mut- (1=38)
100-
g 151
3 ‘
£ 5
i
g | |
L |
Median 6.0 months | | Median 19.1 months
04(95%Cl: 30, NE) | P<0.0001 ! (95% CI: 13.1, NE)
0 5 10 15 20
No. at risk Months
nd/or KEAPY mut+ 11 6 3 1 0
KEAPY mut- 38 % 18 8 1

Dziadziuszko R, et al, ASCO 2021 Annual Meeting.




MET + disease

Capmatinib in MET exon 14-mutated, advanced NSCLC: Updated results from the GEOMETRY mono-1
study. Juergen Wolf, et al. J Clin Oncol 39, 2021 (suppl 15; abstr 9020)

Tepotinib in patients (pts) with advanced non-small cell lung cancer (NSCLC) with MET amplification (METamp).
Xiuning Le, et al. J Clin Oncol 39, 2021 (suppl 15; abstr 9021)
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GEOMETRY mono-1 study

Abstract 9020 (342283): Capmatinib in MET exon 14-mutated, advanced NSCLC:
Updated results from the GEOMETRY mono-1 study

Cohort4 Cohorte

Cohortsb Cohort7

N=28 N=32 e Lo
Median age, years (range) 71(57-86) 73(48-86) 71(49-00) 60(49-81) 71(48-90)
Selected eligibility criteria Cohort 4 Primary endpoint Female patients, n (%) 18(643) 23(71.9) 40(580) 16(51.6)  97(60.6)
+ Age 218 years Pretreated 2/3L » Qverall response rate (BIRC)
+ Stage lIB/IV NSCLC N=69 Key secondary endpoint el
« METex14 irrespective of MET GCN by Cohort 5b » Duration of response (BIRC) Caucasian 24(85.7) 26(81.3) 49(71.0) 24(774) 123(76.9)
central RT-PCR (... .5 Secondary endpoints Asian 4(143) 3(0.4) 19(27.5) 5(16.1) 31(19.4)
+ EGFR wild-type (for L858R and.delEI 9) Ca&mtinib N=28 gif;?:nc;r:gl n:‘t:e(?ilr:ggqvﬁ?ator) Others 0 3(0.4) 101.4) 2(65) 6(38)
. E%L:er::::m;?g?m Twioe'::ily F 6"' * Overall respon:: rate (inyesti?;gtor) ECOGPS, n (%)
« 21 measurable lesion (RECIST 1.1) N=31 * Time to response (BIRC/investigator) 0 7(250)  7(219)  16(232)  10(323)  40(250)
+ Neurologically stable or asymptomatic ’ Prograsion: free survival (BIRC/investigator) 21 21(75.0) 25(78.1) 53(768) 21(67.7) 120(75.0)
brain metastases allowed Cohort 7 * Overall survival p
Treatment-naive 1L JEERCFIETY Smoking history, n (%)
N=32 + Pharmacokinetics Never smoked 18(64.3) 20(625) 40(580) 19(61.3) 97(60.6)
Former smoker 9(32.1)  11(344) 27(39.1) 10(323) 57(35.6)
,Cumentsmoker ________1(36) ___ 1@81)____209) __ 205 ___6@38)
i mnb&i)“ 3(107)  6(188) 10(145)  7(226)  26(163) E
Tsloogyn T TTTTTTTTTTTTTTT T i
Adenocarcinoma 25(80.3) 29(90.6) 53(76.8) 25(806) 132(82.5)
Squamous cell carcinoma 2(7.1) 1(3.1) 6(8.7) 4(12.9) 13(8.1)
Large cell carcinoma 0 1(3.1) 1(1.4) 1(3.2) 3(1.9)
Others 1(3.6) 1(3.1) 9(13.0) 1(32) 12(7.5)

Wolf J, 2021 ASCO meeting




Abstract 9020 (342283)

Figure 3. (A) Overall survival for treatment-naive patients with METex14 NSCLC in Cohort 5b. (B) Overall survival for pretreated (2/3L) patients with METex14 NSCLC in Cohort 4
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(47.6-84.1) (46.8-81.4) [63.3-78.3) |28.0-53.1) (33.1-60.8) |34.1-64.3) o cveny n(sg) 28(1000  21(750)  31(969)  20(625)  68(986)  52(754)  31(100)  18(581)  367(084)  256(686)
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DOR events,® n (%) 12(63.2) 5(23.8) 17(425) 23(82.1) 11(68.8) 34(77.3) N 13(464) 0 14(438) 0 22 464) 0 10(323) 162) 168 (45.0) o24)
ey .
Median DOR, months 126 NE 126 9.7 84 9.7 Wﬂm 7(25.0) 0 5(15.6) 1(3.1) 19(27.5) 0 8(258) 0 105(28.2) 9(24)
(95% ClI) (5.6-NE) (5.5-NE) (84-NE) |(5.6-13.0) (4.2-NE)| (5.6-13.0) B
e Increased blood creatinine  10(35.7) 0 10(31.3) 0 23(333) 0 9(200) 0 99(265) 0
HES St Ll e e S P 8 e R e Dyspnea 8(214) 2(11) 2(63) 1(31) @15 70101) ale7) 0 8702339 25(67)
?g:&ia(; )PFS- months 5 ;22-34) (61:.'35) (82122-? o 25;;100) “ 26-193 A g-g i Fatigue 4(143) 1(26) 6(188) 0 18(26.1) 6(8.7) 9(20.0) 0 83(223) 16(4.3)
: : \ ) il e { : : Decreased appetite 8(286) 0 5(15.6) 1(31) 15(21.7) 1014) 5(16.1) 0 112 40
. More common TR-AEs: peripheral edema, nausea
]
. TR-SAE: 13%; AE discontinuation: 16.1% (unrelated) e ——




VISION Cohort B evaluated tepotinib in pts with advanced NSCLC
and METamp, as detected by liquid biopsy assay.

-
Abstract 9021 (334053): Tepotinib in patients with advanced NSCLC with MET
amplification (VISION study)
» Advanced NSCLC
(EGFR/ALK wild-type, all histologies) Primary:
» Liquid or tissue biopsy MET Cohort B TepotiniP * ORR by IRC (RECIST v1.1)
alterations (central lab) | } METamp* of‘(::g ?agily Secondary:
* 1L, 2L or 3L treatment setting + ORR by investigator, DOR, PFS,
— Prior immunotherapy allowed 0S, safety
" ECOG PSOor1 )
Table 1. Baseline characteristics
Male, n (%) 21 (87.5)
Median age, years (range) 63.4 (38-73)
Race, n (%) White/Asian 17 (70.8)/7 (29.2)
Current/former smoker, n (%) 21 (87.5)
ECOG PS, n (%) 0/1 3 (12.5)/21 (87.5)
Median tumor load of target lesions (IRC), mm (range) 95.6 (26.9-231.9)
- 0 7 (29.2)
Eltg/lt;er of prior lines of therapy, 1 10 (41.7)
Z l---z_ag-‘Z)---..l
Prior immunotherapy, n (%) L__l_O__(:tE.LZ)___‘:
PR 1
Best response to prior ) 1
immunotherapy, n*
PD 5 Le X, 2021 ASCO meeting




Abstract 9021 (334053)

. More common TR-AEs: peripheral edema, constipation
. AE-discontinuation: 20.8%, not related

. Grade 3/4 TR-AEs: 29.2%

Table 2. Objective response by IRC, overall and by line of therapy
overall (n=24) | 1L (n=7)
PR 10 (41.7) 5(71.4) 3 (30.0) 2 (28.8)
Best overall gp 1(4.2) 0 1(10.0) 0
response, _
n (%) FD 5(20.8) 1(14.3) 2 (20.0) 2 (28.6)
NE 8(33.3) 1(14.3) 4 (40.0) 3(42.9)
ORR, n (%) 10 (41.7) 5(71.4) 3 (30.0) 2 (28.6)
[95% CI] [22.1, 63.4] [29.0, 96.3] [6.7, 65.2] [ T
Table 3. TRAEsS reported in 25% of patients (n=24) .
Patients, n (%) | Anygrade | Grade3 | Graded |
Peripheral edema 89 (37.5) 2(8.3) 0
Generalized edema 4 (16.7) 2 (8.3) 0
Constipation 4(16.7) 1] 0
Diarrhea 2 (8.3) 0 0
Edema 2 (8.3) 1] 0
Transaminases increased 2 (8.3) 1(4.2) 0

mPFS: 9.4 months
9-months PFS 51% in 1L, 58% in 2L

Kapan—Meled estiopta
1

p AP
[ ] [ | L ] | | |1}
Mork M F- Y 3 HY +
mDoR: NE

9-months efr DoR 60% in 1L, 100% in 2L
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¥
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Larotrectinib in TRK fusion positive NSCLC

This analysis reports updated long-term efficacy
and safety data of patients with TRK fusion-
positive lung cancer treated with larotrectinib

Adult phase |
(NCT02122913)
Age 218 years
Advanced solid tumors

Endpoints
n=1 Primary
ORR per
investigator
assessment

(RECIST v1.1)

adultfadolescentphase [ N NTI : . DoR
‘basket’ trial (NCT02576431) = 19 : + PFS
+ Age 212 years 4 . 08
+ Advanced solid tumors Safety
TRK fusion cancer

20 patlents with.

Data cut-off: July 20,2020  Dose: 100 mg BID

RR, objective response rate; OS, overall survival; PFS, progression-free survival, RECIST, Response Evaluation
col. 2019;30:viii5-viii15. 2. Forsythe A, et al. Ther Adv Med Oncol. 2020;12:1-10. 3. Solomon JP, et al. Mod Pathol.

lable at: hitps:/www.accessdata fda.gov/drugsatida_docs/label/2018/211710s000Ibl pdf. Accessed March 26, 2021.
nivitrakvi-epar-product-information_en.pdf. Accessed March 26, 2021. 7. Hong DS, et al. Lancet Oncaol.
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Baseline characteristics
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N =20 N =20
Age, median (range), years 48.5 (25.0-76.0) Prior theraples,t n (%)
Surgery 10 (50)
o
Sex',&l‘a(l:‘) 10i(50) Radiotherapy 9 (45)
Feiials 10 (50) Systemic therapy’ 19 (95)
CNS metastases at baseline, n (%) Prior systemic theraples, median (range) 3 (0-6)
No 10 (50) Prior therapies, n (%)
Yes 10 (50) o 1(5)
Previously treated with radiotherapy” 2 (10) el 6 (30)
NTRK gene fusion, n (%) E 3 (15)
NTRK1 16 (80) =3 10 (50)
NTRK2 (o) Best response to prior therapy, n (%)
NTRK3 4 (20) Partial response 3 (15)
Testing methods, n (%) Stable di_seas? 5 (25)
RNA-based anchored multiplex PCR 4 (20) £ ooiesshedlsease 525
RNA-based NGS 2 (10) othe 7(35)
RNA-based whole transcriptome sequencing 1(5) "The time between radiotherapy and initiation of larotrectinib for these two patients was 1.3 and 6.5
DNA-based NGS 13 (65) months, respectively. TThis patient was originally diagnosed with a small cell lung cancer that was
subsequently reassessed as neuroendocrine carcinoma. *Patients may be counted in more than one
Tumor histology, n (%) category. TSix patients had received prior immunotherapy. Most recent prior systemic regime
i were: cisplati ; clsplatin ; entrectinib (di
Adenocarcinoma 19 (95) due to toxicity): erlotinib (in the absence of a known EGFR i
Neuroendocrine carcinoma 1(5)t osimertinib (in the absence of a known EGFR d
¢ bevacizumab: b Srchiding trkeowr. mol
evaluable, and not applicable
CNS, central nervous system; EGFR, epidermal growth factor; NGS, next quencing; NTRK, neurotrophic tyrosine receptor kinase; PCR, polymerase chain reaction; TRK, tyrosine receptor kinase

Content of this presentation Is the property of the author, licensed by ASCO.
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Tumor response

All patients Patients with
(N = 20) CNS metastases (N = 10)
Evaluable patients, n 15 8
ORR, % (95% CI) 73 (45-92) 63 (25-91)

- 50 4 Best response, n (%)
32 40 A Complete response 1(7) (o]
@ 30 Partial response 10 (67) 5 (63)
N Stable disease 3 (20) 2 (25)
E 20 Progressive disease 1(7) 1(13)
S 10 |
£ 1 2 3 4 5 6 8 ° 10 11 12 13 14 15 Patient #
= 0 +
=
£ -10
% 20
c
© -30
S

-40
£
S -50
E -60 )
= I with CNS metastases
= -70

-80 1 [ Without CNS metastases

~90 4

-100 -
Investigator-assessed as per RECIST v1.1. tPatient with measurable intracranial disease and 100% reduction intracranial target lesions. CNS, central nervous system; DoR, duration of response; ORR, objective response
rate; OS, overall survival; PFS, progression-free survival
Content of this presentation is the property of the author, licensed by ASCO.
Permission is required for reuse. ASCO Virtual Congress 2021 Presented by: Jessica J. Lin 4




Her2 NSCLC

2021ASCO
ANNUAL MEETING
#9015
Combination of trastuzumab, pertuzumab and docetaxel in patients
with advanced Non-Small Cell Lung Cancer (NSCLC) harboring
HER2 mutation. Results from the IFCT-1703 R2D2 trial.
NCT03845270

(AIFCT

Julien Mazieres!, Claire Lafitte, Charles Ricordel, Laurent Greillier, Jean-Louis Pujol, Gérard Zalcman, Charlotte Domblides,
Jeannick Madelaine, Jaafar Bennouna, Céline Mascaux, Denis Moro-Sibilot, Francois Pinquié, Alexis Cortot, Josiane Otto,
Jacques Cadranel, Alexandra Langlais, Franck Morin, Virginie Westeel, Benjamin Besse, French Cooperative Thoracic
Intergroup (IFCT)

June 04, 2021

Thoracic Oncology Department, CHU Toulouse — Hopital Larrey

Pertuzumab/Trastuzamab/Docetaxel

. NSCLC Cycle1:
D1 : pertuzumab 840 mg
D2 : trastuzumab 8 mg/kg + docetaxel 75 mg/m?
Subsequent cycles (every 3 weeks) :
D1 : pertuzumab 420mg + trastuzumab 6 mg/kg
+ docetaxel 75 mg/m?

+ HER2 exon 20 mutation or insertion*
- Stage lll (inoperable) or IV

+ Previously treated

- ECOGPS 0,10r2

- Age 2 18 ans

[ nclusion |
From May 2019
to October 2020

Until disease progression or limiting toxicity

*Patients with concomitant EGFR, ALK, ROS1, MET, BRAF and/or KRAS mutation are not eligible.

Primary endpoint: confirmed objective response rate (ORR)
Secondary endpoints :
= Confirmed ORR at 6 weeks
Progression-free Survival (PFS)
= Overall Survival (OS)
Duration of response (DoR)
= Tolerance (NCI-CTC 5.0)

Abstract 9015

Gender, N(%)
Female
Male
Age (median, range)
Smoker, N(%)
Current and past
Never
Histological type, N(%)
Adenocarcinoma
Number of prior Jines, N(%)
1

2
3 or more
Stage TNM 8™ Edition, N(%)
1B
v
PS, N(%)
()

i
2
Brain metastases, N(%)
Yes
No
PDL-1, N(%)
Negative
21% and <50%
250%
Unknown

10

N=46

33 (71.7)
13 (28.3)
64.5 (31-83.7)

16 (34.8)
30 (65.2)

46 (100)

34 (73.9)
10 (21.7)
2(4.4)

4(87)
42 (91.3)

19 (41.3)
20 (43.5)
7(15.2)

14 (30.4)
32 (69.6)

26 (57.8)
16 (35.5)
3(6.7)
1

Best response

ORR :
60 28.9%

Modification from baseline (%)
o

RECIST
W Progression
.80 -| M Stabiisation
W Partial response

IFCT-1703 R2D2 - NCT03845270

Summary

Pertuzumab/Trastuzamab/Docetaxel !

mPFS = 6.8 mo

Any TRAE 44 (97.8%) 29 (64.4%)

Serious TRAE 7 (15.6%) 4 (8.9%)

Led to discontinuation 0 (0.0%) 0 (0.0%)

Led to death 1*(2.2%) 0 (0.0%)

- Diarrhea 31 (68.9%) 6 (13.3%)

- Nausea 18 (40.0%)

- Stomatitis 13 (28.9%) 1(2.2%)

- Vomiting 10 (22.2%)

- Constipation 6 (13.3%)

- Fatigue 27 (60.0%) 3 (6.7%)

- Alopecia 22 (48.9%)

- Pruritus 8 (17.8%) 1 (2.2%)
mOS =17.6 mo - Dry skin 5(11.1%)  1(2.2%)

m,,cr = The safety and efficacy data should be compared with other regimen currently tested in HER2
mutated NSCLC patients to define the best therapeutic strategy.

Any Grade Grade 3-4

- Peripheral sensory neuropathy
- Paraesthesia

12 (26.7%) 2 (4.4%)
10 (22.2%) 1(2.2%)

- Dysgeusia 7 (15.6%)

- Anemia 23 (51.1%) 4 (8.9%)
- Neutrophil count decreased 17 (37.8%) 15 (33.3%)
- Alanine aminotransferase increasec 8 (17.8%) 1(2.2%)
- Aspartate aminotransferase increas 5 (11.1%)

- Weight decreased 5 (11.1%)

- Epistaxis 9 (20.0%)

- Conjunctivitis 6 (13.3%)

* Sudden death at home




Study Design

» This study is a prospective, single-center, single-arm phase Il clinical study (ChiCTR1900021684).

Key inclusion criteria

Treatment Simon's Stage | Simon's Stage i

CR/PRin
=1 subject>

* Primary endpoint: objective response rate (ORR)

« Secondary endpoints: progression-free survival (PFS), duration of response
(DoR), disease control rate (DCR), overall survival (OS) and safety.

Simon’s optimal two-stage design with a one-sided a error of 5% and a power of 80% was used to evaluate the objective response rate in metastatic NSCLC patients
with primary HER2 mutations administered pyrotinib combined with apatinib. advanced
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Pyrotinib plus Apatinib in Her2 NSCLC

Patient characteristics

+ Between March 5, 2019 and December 1, 2020, 33 patients

were enrolled. Baseline characteristics are shown in the Table.

Age, Median (range), years
Gender, n (%)
Male
Female
Smoking history, n (%)
Ever
Never
ECOG performance status, n (%)
0
1
Clinical stage, n (%)
\'
No. of metastatic organs, n (%)
<2
>2

54 (35-70)

Brain metastases, n (%)
Presence
Absence

Lines of study treatment, n (%)
2
23

HER2 variant type, n (%)
AT75_G776insYVMA
P780_Y781insGSP
R811L with Q820K
GI76V
G776delinsVC
G776 _VT77delinsCVC
GI21A
HER? amplification

Tumor Response

Best overall response

Complete response ]
15 (45.5)
16 (48.5)
2(6.1)

Partial response

Stable disease

Progressive disease
Objective response rate (ORRY), 95%Cl 455 (28.11,63.69)
Disease control rate (DCRY), 95%CI 93.9(79.77,99.26)
Median duration of response (DoR), months, 95%Cl 6.1 (3.93, NR)

*The time of data cutoff was on April 25, 2021.

* Pyrotinib combined with apatinib therapy showed similar ORRs in patients with presence (46.2%, 6/13) or absence
(45.0%, 9/20) of brain metastases, and those in second-fine (47.1%, 8/17) or above-line settings (43.8%, 7/16).
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