.-" CANCER RESEARCH
& AND STATISTIC
FOUNDATION

Gth
Annual Year End Review
in Lung Cancer

. Randomized Phase Il Study of Gefitinib

= Versus Cisplatin Plus Vinorelbine for Patients
- With Resected Stage II-llIA Non-Small-Cell Lung
jco on November 2, -~ Cancer With EGFR Mutation (IMPACT)

2[]21 - Dul hﬂlﬁ'ﬂﬂn 1. Hirohito Tada, MD, PhD*; Tetsuya Mitsudomi, MD, PhD?; Toshihiro Misumi, PhD*; Kenji Sugio, MD, PhD*; Masahiro Tsuboi, MD, PhD®,
Isamu Okamoto, MD, PhDS; Yasuo Iwamoto, MD, PhD"; Noriaki Sakakura, MD, PhD®; Shunichi Sugawara, MD, PhD%;

nltfll ﬂ' Imn n"zll " Shinji Atagi, MD, PhD'?; Toshiaki Takahashi, MD, PhD'!; Hidetoshi Hayashi, MD, PhD'?; Morihito Okada, MD, PhD'*;

ﬂ -I ?E.H Hidetoshi Inokawa, MD, PhD'*; Hiroshige Yoshioka, MD, PhD'®; Kazuhisa Takahashi MD, PhD'%; Masahike Higashiyama MD, PhD'7;
Ichiro Yoshino MD, PhD'®; and Kazuhiko Nakagawa MD, PhD'%; for the West Japan Oncology Group

h‘].[()(] a2 [1 [I[ﬂ[ 0

Dr Mansi Sharma
Consultant medical oncology
Rajiv Gandhi Cancer Hospital and Research Centre, Delhi

Rajiv Gandhi Cancer Institute
and Research Centre




Adjuvant Chemotherapy in NSCLC: cisplatin doublet standard of care
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the results are astonishing” (Editorial comment on JBR10 study)

New England Journal of Medicine, June, 2005

Absolute
survival benefit

of 8.4% at 7
years

84

ANITA  LACE (overall) LACE (cis/vin)

1995 BMJ IALT JBR10

p=0.08 p<0.03 p=0.011 p=0.017 p<0.004 p<0.0001

Scope to improve outcomes in resectable EGFR mutated

NSCLC ??7?

Approximately 30% of patients with NSCLC
present with resectable disease at
diagnosis(1—3)

surgery is the primary treatment(4,5)

Adjuvant cisplatin-based chemotherapy is
recommended for patients with resected
stage II—IlIA NSCLC and select patients with
stage IB disease (6)

associated with only a 16% DFS risk reduction
and 5% OS benefit at 5 years (7)

Disease recurrence or death remain high
across disease stages, regardless of
postoperative chemotherapy use(7)




20-75 years

pathologic
stage II-l
NSCLC (AJCC
7)

ECOG PS 0/1

Tumours
with exon 19
deletion (Del
19) or L858R
EGFR gene
mutation

detected
using a
commercially
available
method
approved in
Japan

Multicenter, open-label, randomized phase lll trial in Japan:

Randomisation
1:1 ratio

complete surgical
resections via either
lobectomy or
pneumonectomy with
— mediastinal lymph
node dissection
within 3-8 weeks

Some Exclusion criteria

Synchronous and
metachronous cancer
previous treatment with
anticancer agents or
radiotherapy
severe postoperative
complications, interstitial
pneumonitis

September 2011 till December 2015

Post operative Radiotherapy not permitted

Gefitinib
250 mg once daily for 24 Follow up:
months Chest radiographs and

physical examination every 8
weeks
Cisplatin (80 mg/m2 on CE chest and abdominal CT
day 1) plus vinorelbine (25 . every 6 months
mg/m2 on days 1 and 8 Brain MRI and whole-body PET-
once every 3 weeks for CT every 1 year until trial
four cycles discontinuation

Primary End point
Disease free survival (DFS)

Secondary end points
OS, safety profile, recurrence
types (local v distant), and adverse events




Patients randomly
assigned
(N =234)
I
61% | |
patients:
gefitinib Allocated to gefitinib Allocated to cis/vin
for 2 years (n=118) (n=116)
[ﬁiscnntinued gefitinib within 2 years because cf] ITT (n = 116) ITT (n = 116)
Relapse (n = 19)
Patients' request (n=6) [(— Treated with gefitinib — Treated with cis/vin
Adverse event (n=19) _ _
Protocol violation (n=1) SAS (n =115) SAS (n =115)
| Completed protocol |  Completed protocol
Follow-up (n=116) treatment (n = 70) treatment (n = 89)
Events for DFS (n = 80)
Disease relapse (n=77
Second primary cancer {n =3; skin, lung,
and pancreas) Death: n=37 Death: n=35
Death (n=0) : :
No events for DFS (n=36) — Alive: n=71 — Alive: n=71

LTFU: n=8 LTFU: n=10

completion
rate of four

cycles: 78%

Discontinued cis/vin because of
Relapse or second cancer
Patients' request
Adverse event

Follow-up
Events for DFS
Disease relapse
Second primary cancer

Death (n = 4, including TRD
MNo events for DFS

(n=2)
(n=10)
(n=14)

{n=116)

{(n=71)

{n =65)

{n = 2; soft tissue
and lung)
(n=3))

{n = 45)



Gefitinib cis'vin Gefitinib cis/vin

(n = 116), (n = 1186}, (n = 116}, in = 1186),
Characteristic Mo. (%) Mo. (2%) Characteristic No. (%) No. (%)
So Residual tumar classification
Male 44 (379) 45 (38.8) RO 116 (100.0) 116 (100.0)
Eamale 72 (62.1) 71 (61.2) pT factor (seventh TNM classification)
Age, years Tla 13 (11.2) 10 (8.6)
: Tib 17 (14.7) 26 (22.4)
Median (range} 64 (34-74) 64 (34-74) ( 26 (22
i . - i o TZa 62 (53.4) 53 (45.7)
= 65 61 (52.6) 61 (52.6)
TZh & (69) 10 (8.6)
= 65 55 (47.4) 55 (47.4) - - .
T3 14 (12.1) 14 (12.1)
ECOG PS TA 2(1.7) 3 (2.6)
0 94 (81.0) 91 (/84) pM (seventh THM classification)
1 22 (19.0) 25 (21.6) MO 7 (6.0} 9 (7.8)
EGFR mutation M1 41 (35.3) 35 (30.2)
0,
Exon 19 deletion 64 (55.2) 59 (50.9) N2 67 (57.8) 72 (62.1) J 904
" “ i : a4 M3 1 (0.9) 0 (0.0) patients:
Exon 21 LB5BR 52 (44.8) 56 (48.3) . . - pathologic
Both 0 (0.0) 1 (0.9) F'ath::l::ng@ stzga (seventh THM stage Il
classification) AR
smaoking histary A 36 (31.0) 38 (32.8)
Mewver smoker 68 (58.6) 74 (63.8) g 6 (5.2) 3 (2.6)
Former smoker 48 (41.4) 42 (36.2) 114 71 (61.2) 73 (B29)
Current smoker 0 (0.0} 0 (0.0 ][] 3(26) 21(1.7)
surgery
Pneumonectomy 0 (0.0 1 (0.9} ) ..
Lobeciomy 5 900 e oo Patient Characteristics: well balanced

Others 1 (09) 0 (0.0} between the 2 groups




Data cutoff: December 24, 2020 Median follow-up 70

Gafitnib median 35.9 months Gefitnib, median not reached

100 S (95% Cl, 30.0 to 47.7 months} 100 S cis/vin, madian not reached
cigvin, 25.1 months
a0 - {95% CI, 17.7 to 41.8 months) 80
g~ 60+ E 60 -
o »
S 40- © 40
20 5-Year DFS rate 20 - 5-Year survival ra
Geafitinib 31.8% Gefitinio  78.0%
cisfvin  34.1% P = .63, stratified log-rank cisfvin T4.6% F = 89, stratified log-rank
| | | | | | | | | I I | | | | | | |
0 1 2 3 4 b 6 7 a8 9 0 1 2 3 4 B 5] 7 8 9
Time Since Random Assignment (years) Time Since Random Assignment (years)
Mo. at risk (No. censored): Mo. at risk (Mo. censorad):
Gefitinib 116 96 (6) 70(0) 53 (0} 44 (0} 305} 22(7) 12(8) 46} Gefitinib 116 108 (7} 102 {0) 100 (0} 34 (0} B850 52 (24) 36 (14) 16 (18]
cisfvin 116 78 (9} 56 (0} 47 (1} 39(1) 27 (8) 18(9) 13 ({5} 5(7) cisfiwin 116 108 (4) 105 {0) 98 (1) 30 (2} BO(1) 56 (22) 41 {13} 20 (18]

FIG 2. Kaplan-Meier curves for (A) DFS and (B) OS in the ITT population. cisfvin, cisplatin plus vinorelbine; DFS, disease-free survival; ITT,
intention-to-treat: OS5, overall survival.

MDFS after completion of gefitinib:
29.8 m



« Gafitinib Batter

cis/vin Battar =

0.125 0.25 0.5 2 4
| 1 1 1 1
Category Case/Event HR {958 Cl) Interaction P

Age 1, years
< 65 122/35 I 1.454 (0.744 to 2.843) 163
> 65 110/37 : 0.743 (0.389 to 1.420)

Age 2 years
<70 186/56 1 1.438 (0.844 to 2.450) 01g
270 46/16 | & 0.314 (0.101 to 0.981)

Sax
Male 8%/30 | 1.150 (0.561 to 2.360) -768
Female 143/42 f | 0.982 (0.536 to 1.799)

Smoking
Nonsmoker  142/42 | 1.186 (0.647 to 2.174) 458
Smoker 30/30 F | 0.853 (0.417 to 1.745)

Stage
It 283116 f : 0.954 (0.258 to 2.543) 797
1] 149/55 — 1.054 (0.647 to 1.848)

Mutation
Dl 19 123/32 : | 0.896 (0.448 to 1.792) 452
La58R 108/39 | 1.279 (0.681 to 2.402)

Total 232/72 1.024 {0.647 to 1.651) 890

Subgroup analyses of OS with respect to baseline characteristics:
No apparent difference in the treatment efficacy between the 2

NNV SN LV O



Safety
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TABLE 3. First Relapse Sites by Treatment Group
Treatment Group

Site of Relapse Gefitinib, No. cis/vin, No.

Local relapse 26 24
Resection margin or others 5 2
Regional lymph node 15 17
Pleural effusion or pleural metastases 6 5

Digtant metastasis 60 v
Brain 26 14
Lung 14 13
Bone 10 10
Extrathoracic lymph node 5 6
Contralateral pleura 2 3
Liver 1 2
Adrenal gland 1 2
Scapular muscle 1 0
Kidney a 1
Pancreas 0 1

CNS recurrence rate
26 of 86 [30%] in the gefitinib group

14 of 76 [18%] in the cis/vin group



Gefitinib Arm

Subsequent Therapy

Received subsequent treatments (n = 76)

No drug therapy (n=11)

Surgery alone (n=3)

Radiation alone (n=7)

Surgery plus radiation (n=1)

Drug therapy (n = 66)
Initial drug therapy

Cytotoxic chemotherapy  (n =23)

EGFR-TKI (n =43)

Received subsequent treatments
No drug therapy

Surgery alone

Radiation alone

Surgery plus radiation

Drug therapy

(n=71)
(n=7)
(n=2)
(n=3)
(n=2)

(n = 64)

Crossover to cis/vin to EGFR-TKI (59 of 71, 83%)
Crossover from gefitinib to chemotherapy (23 of 66, 35%)

nitial drug therapy

J

Cytotoxic chemotherapy (n=4)
EGFR-TKI (n = 59)
Others in=1)

When the second and third subsequent regimens were included, 34 of 66 (52%) patients in the
gefitinib group received chemotherapy

How many received 3 generation EGFR TKI in each arm???




Author conclusions

o Gefitinib as postoperative adjuvant therapy for patients with resected stage II-ll
NSCLC harboring EGFR mutations was not beneficial in prolonging DFS and OS

e Platinum-doublet therapy should remain the standard of care followed by
adjuvant osimertinib when available

e For select patient subsets with contraindications to this approach, adjuvant
gefitinib could be considered as an alternative

e This was not a noninferiority trial



Postoperative adjuvant therapy with m

first-generation EGFR-TKIs
l Stage = regimen = N {::nﬁ] . HR (m";ﬂﬁm} KR
RADIANT © Erotinib ¢ 102 46.4 0.61 : - :
(Phase3) 0 T s s s . e=0oe 0
BR19 - . Gefitiib  : 7 - - 184 - . 316
(Phase 3) Ll= " pacsbo | 8 | - . p=040 - =015
(Phase 2) : © CDDP+VNR : 51 ¢ 210 i p<OOOl i gy & p=0.0015
ADJUVANT @ 1rIma - Gefitinib  : 111 287 gy i 755  © gao2
(Phase3) = (NI-N2) = cpppewvwr @ 111 © 180 0 P=000S4 0 gy p=0674
IMPACT - . Geftnib © 116 3589 | ggz . 78.0%(5YS) 103
gPhﬂsﬂ 3) - ° CDDP+VNR : 116 :  25.0 - p=063 : 746%(5vs) : p=0.89 Y,
Postoperative adjuvant therapy with 1%t generation EGFR-TKIs tends
not to contribute to OS compared with DFS
EVIDENCE Trial: m FU approx. 25 months
3-year disease-free survival 63:9% in the icotinib group and 32:5% in the chemotherapy

oroup. Overall survival data are immature



Waning treatment effect of TKls after discontinuation
/dentified in other adjuvant EGFR TKI trials
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ESMO 2022
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Updated primary endpoint: DFS II/IlA ADAURA
A consistent and meaningful HR DFS improvement: 0.23 (0.18, 0.30) from 0.17 (0.12, 0.23)

ASCO 2020
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A potential excess of DFS events for stage Il and I[IA post month 36
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 Theroad ahead.....

e OS data for ADAURA awaited
* To define which subpopulation will benefit
e Biomarker?
e Duration of TKils
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