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PRESENTACIONES RELEVANTES EN ESMO DE CPCNP
LOCALMENTE AVANZADO

e Gefitinib + RT toracica concurrente en CPCNP LA EGFR +

e QT + RT = Durvalumab. PACIFIC seguimiento a 4 aios

e PACIFIC R: El Real-World del PACIFIC




A single-arm phase Il study of gefitinib with concurrent thoracic radiotherapy in unresectable
locally-advanced non-small cell lung cancer patients with EGFR mutation (West Japan Oncology
Group 6911L). J. Shimizu. 1236 MO

ongress _ _ -
M Background, Study design and Patients’ characteristics

* Forunresectable, locally advanced non-small cell lung cancer (NSCLC) patients, chemoradiotherapy followed by durvalumab is the standard.

*  Among them, about 30% have EGFR mutation and they seemed to be less likely to benefit from durvalumab . Akamatsu H, Am J Clin Oncol 2014
Tanaka K, J Thorac Oncol 2015
*  Preclinical study showed radio-sensitizing effect between EGFR-TKI plus radiotherapy. ,,;";":“c',f;ﬁx ::;2
<WJOG69g11L> Key Inclusion Criteria N=27
e Treatment-naive Age
. Unresectable, locally advanced NSCLC Median (range) 67 (45-74)
. With EGFR mutation (19del or L858R) Sex-no.
. Age <75Y.0. Male / Female 7120
. ECOGPSo0-1 Smoking status-no.
Never / (ex-) smoker 15/12
ECOG performance status-no.

Gefitinib 250 mg/day, 2 years o/1 19/8
o Histology
Concurrent thoracic radiotherapy 64Gy / 32frs Adenocarinoma 27

(N =27) Types of EGFR mutation-no.
Exon 1gdel / exon 21 L858R

Primary endpoint: Progression-free survival (PFS) rate at 2 years HSERS N

Hypothesis and statistical consideration Locatiolrl:l:f/l:: T h3
v Study treatment will improve PFS rate at 2 years from 20 to 40%, one- " MR YA "
. Right lobe (upper [ middle / lower) 10/2/5 R L
sided a; 0.05 and B; 0.25 {
: . Left lobe (upper / lower) 6/4 f
>> 27 patients were required i i .
* Secondary endpoints: Overall response rate (ORR), PFS, overall survival (OS) and D
No/1/2/3 1/2/12 /12

adverse events (AEs)




A single-arm phase Il stuay or geTitinip with concurrent thoracic radiotherapy In unresectaple
locally-advanced non-small cell lung cancer patients with EGFR mutation (West Japan Oncology
Group 6911L). J. Shimizu. 1236 MO

VIRTUAL ONgress . : : : M"“E’ ess . ¢t
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5o+ | PFS rate at 2 years; 29.6% 2 5o Intra-thoracic sites 9 o —
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A single-arm phase Il stuay or geTitinip with concurrent thoracic radiotherapy In unresectaple
locally-advanced non-small cell lung cancer patients with EGFR mutation (West Japan Oncology
Group 6911L). J. Shimizu. 1236 MO
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ERESMD Conclusion

Among unresectable locally-advanced NSCLC patients with EGFR mutation,
gefitinib with concurrent TRT showed favorable efficacy with manageable safety

although this study did not meet the primary endpoint.

Novel strategy to prevent brain metastasis will be warranted.




Durvalumab after Chemoradiotherapy in Stage |1l NSCLC: 4-year survival update
from the Phase 3. PACIFIC trial. C.Faivrer-Finn. LAB_49

VIRTUAL OngreSS
FESMD PACIFIC: TRIAL DESIGN EREMD BACKGROUND

Phase 3, Randomised, Double-blind, Placebo-controlled, Multicentre, International Trial
* In the PACIFIC trial, durvalumab significantly improved survival outcomes, versus placebo, in

patients with unresectable Stage Ill NSCLC without disease progression following concurrent

Durvalumab Primary endpoints
chemoradlotnerapy Y

= Unresectable Stage |ll NSCLC
without progression after definitive

platinum-based cCRT* (22 cycles) 10 mg/kg q2w for up to 12 months o .
- 18 yoars or od s e RLaR A, 4
S _—— — 08S: stratified HR, 0.68 (95% Cl, 0.53-0.87; P=0.00251)

1-42 days « 0S
» WHO PS score 0 or 1 post-cCRT 2:1 randomisation, -

SBtlecbyege, sor Key secondary endpoints — PFS: stratified HR, 0.52 (95% ClI, 0.42-0.65; P < 0.0001)

« If available, archived pre-cCRT smoking history

tumour tissue for PD-L1 testing! + ORR, DoR, and TTDM by

Placebo BICH Lsig REGIT V-1 * Durvalumab exhibited a manageable safety profile and did not detrimentally impact

All-comers population ow f 2 - Safety
(i.e. irrespective of PD-L1 status) q2w for uﬁ:g;? months < BrD patlent—feported OUtCO[T’IeSAI'a'4

N=713 randomised

+ These results established durvalumab after CRT as standard of care in this disease setting

* Updated analyses of OS and PFS (~4 years after the last patient was randomised; planned exploratory update)

- Treatment effects for the ITT population were estimated using a stratified log-rank approach (with trial stratification factors)

» We report updated analyses of OS and PFS from PACIFIC, ~4 years after the last patient was

- Treatment effects for patient subgroups were estimated from unstratified Cox proportional-hazards models (with treatment as the only covariate) randomlsed' mCIUdmg the first estimate of median OS for the durvalumab arm

50-56 ks of gray in X TUsng e Ventara 59253 inmunchisocheminky sssay

10ukoad o0 i e from rondomisation i Gouk] oxcar 4p 85 6 woeks post-cCRT) % the dake of obyechve Gisease progresson Sui ylyu 36 m e strerce of progrevson
BICR CCRT, DoR duration of response. ITT. intent 10 beat HSfK R 08, CRT. chemoradotherapy. C1. confdence mierval MR hazard rao. 08, sversl sunival PFS, 4ree surval, SoC. NSCLC, - -
POLY, programmed deahigand 1. PFS, progresson-fwe surveal, PROS, patent reported cutcomes. PS. percrsance stz a28 ..-yu—n RECIST Response Exakiaton Criena m Soéd Tumors, WHO, Warkd Maalth Organczaton 1 Antoria S 1 al New ErglI Ved 2017 377 1919-25, 2 Europaan Mediones Agéncy ) Summaeyof ro 0 August 2020)

Avalable fom Mb«l&lﬂi‘hﬂ{gl"ﬂ 0183792342-50 4 Hui R et ol Lancet Oncol 201920 1670-20.




Durvalumab after Chemoradiotherapy in Stage |1l NSCLC: 4-year survival update
from the Phase 3. PACIFIC trial. C.Faivrer-Finn. LAB_49

EESMD UPDATED PFS (BICR; ITT) FEEMD UPDATED 0S (ITT)

No. of events/ Median PFS No. of events/ Median OS
total no. of patients (%) (95% Cl), months total no. of patients (%) (95% Cl), months
1.0 Durvalumab 266/476 (55.9) 17.2 (12.3-23.8) 10— Durvalumab 2471476 (51.9) 47.5 (38.4-52.6)
0.9— Placebo 174/237 (73.4) 5.6 (4.6-7.7) oo 83.1% Placebo 149/237 (62.9) 29.1 (22.1-36.1)
0.8 - Stratified HR for progression or death, 0.55 (95% ClI, 0.44-0.67) Stratified HR for death, 0.71 (95% CI, 0.57-0.88)
. 07 Stratified HR from the primary analysis,' 0.52 (95% Cl, 0.42-0.65) Stratified HR from the primary analysis,'2 0.68 (95% CI, 0.53-0.87)
M= [72]
a Rl o
e S
2 05— 2
g o 3
) A ° 43.6%
a 03 & 36.3%
2l PFS HR =0.55 0S HR = 0.71
0.1 (95% Cl, 0.44-0.67) (95% Cl, 0.57-0.88)
0 T 1
T T U T T Tom | T 10 W i U I B T 1 [ T |
o1 3 6 9 12 15 18 21 24 27 30 33 36 39 42 Q45 48 5 54 57 60 63 18 21 24 27 30 33 3 39 42045 48 51 054 57 60 63 66
No. at risk Time frofm randomisation (months) No. at risk Time from randomisation (months) ' ——
Durvalumab 476 377 301 266 213 189 165 146 136 127 119 110 103 97 92 80 5 37 18 8 1 0 Durvalumab 476 464 431 414 385 364 343 319 209 290 274 2656 252 241 235 225 195 138 75 36 15 2 0
Placebo 237 163 105 86 67 55 47 40 36 35 29 26 25 24 23 22 16 11 5 1 0 0 Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 75 53 29 15 7 2 O

Data cuof 20 March 2020 (median follo 4.2 months [range € 2-54 9) BICR bimded independert cental ©1. confidence miarval HR hazaed rato, (TT. mieet fo-Yeat PFS, progresscn free surmval o -
. Mok 51 ot How Eng it ZNTST11919.20 & i i 2 " . Data o 20 March 2020 madian folow up, 342 s arge, 0 2-54 ) CLconiderce erval HR. hazand raso, TT. nteré > voat 08, overall ervieal
s New Mes 915-2¢ 1 Antonia S ot al New EnglJ Med 2018 379.2342-50. 2 Europe: A 20 &

2020) Available from:




Durvalumab after Chemoradiotherapy in Stage |1l NSCLC: 4-year survival update
from the Phase 3. PACIFIC trial. C.Faivrer-Finn. LAB_49

EERESMD™™™  UPDATED 0S AND PFS IN PRE-SPECIFIED SUBGROUPS EEIESMIJ ™™ UPEATED 05 AND PES N BDLL1 S BAROLIES

0S PFS (BICR)
# events / # events / OS PFS (BlCR)
# patients (%) HR and 95% CI # patients (%) HR and 95% CI
# patients (%) HR and 95% CI # patients (%) HR and 95% CI
Male 290/500 (58.0) 313/500 (62.6) 0—0—-1
Female 106/213 (49.8) 127/213 (59.6) 40713 617) ¢
92/159 (57.9) b
167/262 (63.7)
Smoking status 5moker 361/649 (55.6) 401/649 (61.8) .
35/64 (54.7) 39/64 (60.9) 4——|
i 58.9) 212/326 (65.0) (22 0,6 1 4 1£8 22 0,6 1 14 =8
204/387 (52.7) 228/387 (58.9) Durvalumab better Placebo better Durvalumab better Placebo better
e T “A. Important facts regarding PD-L1 status:
Partalesponse  177/349 (50.7) 211/349 (60.5) - PD-L1 testing was not required and 37% of all randomised patients had unknown PD-L1 status
Stable disease 203/338 (60.1) 214/338 (63.3)

- PD-L1 status was determined from tumour tissue obtained pre-CRT (getting a sample post-CRT medically not feasible)
- PD-L1 expression-level cutoff of 1% was part of an unplanned post-hoc analysis requested by the EMA

Du- I b better  Placebo better Durvulumah better Placebo better Data cuto® 20 March 2020 BICR reven GRT c & EMA Eurcpean HR hazard rato; 06, Podt 1775

“Hazard rao ang 55% Gl not calculated # tre subgroup has less $an 20 events

Data cuts 20 March 2020, BIR, binde? indepordor certral reviow: C1. confidence marval CT EGFR, rocoptcr. HR. hazaed rato; TT. intent-b-eat KA not appicable: OS. ovorall surival PFS, progression-bee sunviai "t




Durvalumab after Chemoradiotherapy in Stage |1l NSCLC: 4-year survival update
from the Phase 3. PACIFIC trial. C.Faivrer-Finn. LAB_49

EEEMD CONCLUSIONS

* The PACIFIC standard-of-care regimen, durvalumab consolidation after CRT, continues to
demonstrate durable PFS and sustained OS benefit in this pre-planned exploratory update at
4 years, consistent with the significant benefit for these endpoints reported at the time of the
primary analyses'?

» The median OS for the durvalumab arm was reached for the first time at this update
(KM estimates: durvalumab arm, 47.5 months; placebo arm, 29.1 months)

» The updated results demonstrate an estimated 4-year OS rate of 49.6% for the durvalumab arm
vs 36.3% for placebo arm, and an estimated 4-year PFS rate of 35.3% vs 19.5%, respectively
(KM estimates)

* Ongoing clinical trials are investigating concurrent ICI + CRT regimens and may further transform
the treatment landscape for patients with unresectable Stage Ill NSCLC

CRT, chemceadiotherapy. IC1, smmune checkpoint whibbon. KM, Kaplan-Meser. 05 overall sunvival PFS, progressie-froe survival
1 Anfonia 8), et al New Engl J Med 2018 379 2042-50, 2 Antonia S ef sl New Encl J Med 2017377 191528




Characteristics of the first 615 patients enrolled in PACIFIC R: A study of the first
real-world data on unresectable stage |ll NSCLC patients treated with durvalumab
and chemoradiotherapy. N. Girard. 1242 P

Figure 1. Study Design

Dec 2018—Q2
2019 for first
countries
(Q2-Q4 2019 for
other countries)




Characteristics of the first 615 patients enrolled in PACIFIC R: A study of the first
real-world data on unresectable stage |ll NSCLC patients treated with durvalumab
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Figure 2. Patient demographics and disease characteristics at EAP inclusion

Age (<70; 70-75; >75 years)
Sex (male; female)
Smoking status (never; current; former)

ECOG PS (0; 1; >1; unknown)

Diagnosis of Stage Ill disease

(initial diagnosis; relapse from early stage)

Histologic subtype

(adenocarcinoma; adenosquamous/large-cell carcinoma;
squamous carcinoma; other/unknown)

Longest tumour dimension

(<30; 3049; 50-70; >70mm; unknown)

Lymph node involvement (yes; no; unknown)

0 10 20 30 40 50 60 70 80 90

Missing data shown in blue. % of patients

Table 1. Tumour biomarkers

Biomarker evaluated Tested, n (%) Positive*, n (%) Inconclusive*, n (%)

PD-L1 expressiont 442(71.9) 324(73.9) 27(6.1)
EGFRmutation 262 (42.8) 19(7.3) 7(27) .
ALK translocation 256 (41.9) 6(23) 12(47)
BRAF mutation 164 (26.8) 14(85) 5(3.0)
KRAS mutation 180 (29.5) 44(24.4) 6(33)

*Percentages are calculated using the total number of patients tested as the denominator.
IThreshold for PD-L1 expression: 21% of tumour cells. Positive status is derived from data collected, which was inconsistent for 27 patients.
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Table 2. Details of combination CRT regimens received prior to durvalumab

Prior regimens, n (%) (J_O;?L)

Patients who received cCRT 480 (78.0) Toxicities during CRT
Patients who received CRT with induction chemotherapy 237 (38.5) * Intotal, 117/615 (19.0%) patients experienced toxicities during CRT which resolved at the end of CRT
Patients who received sequential CRT 76 (12.4) among 70 (59.8%) of these patients.
Most common combination chemotherapy regimens — These were considered mild, moderate or severe in 45 (7.3%), 53 (8.6%), and 17 (2.8%) patients
Cisplatin & vinorelbine 167 (27.2) respectively; severity was not specified in 2 (U.3%) patents.
Carboplatin & paclitaxel 155 (25.2) . . .
Cisplatin & etoposide 101 (16.4) * AEs most frequently reported during CRT were oesophagitis (n=69, 11.2%) and dysphagia (n=24,
Carboplatin & vinorelbine 64 (10.4) 3.9%).
Cisplatin & pemetrexed 62 (10.1) — Oesophagitis was reported as mild (n=34, 5.5%), moderate (n=29, 4.7%), and severe (n=5, 0.8%);
ceninp L e i e these events were resolved by the end of CRT in 36 patients, and lasted for a median duration of
Carboplatin & etoposide 32 (5.2) 52.0 days.
Cisplatin & docetaxel 25(4.1)
Carboplatin & docetaxel 16 (2.6) — Dysphagia was reported as mild (n=10, 1.6%), moderate (n=10, 1.6%), and severe (n=4, 0.7%);
Cisplatin & paclitaxel 10 (1.6) these events were resolved by the end of CRT in 18 patients, and lasted for a median duration of
Other combinations 24 (3.9) 44.0 days.
HTS%':ZW — Radiation-induced cutaneous toxicity and peripheral neuropathy were reported in 13 (2.1%) and
: 239(38.9) 4 (0.7%) patients, respectivel
>60-<66 Gy 319 (51.9) ool [P 1 g ¥
>66-<70 Gy 26 (4.2)
>70-s74 Gy 4(0.7)
>74 Gy 3(0.5)
Missing 24 (3.9)

Categories of CRT (concurrent, concurrent with induction, sequential) have been programmatically derived for consistency among sites and countries.
Combination chemotherapy regimens are not mutually exclusive as patients could switch from one combination to another.

Conclusions

+ This preliminary analysis of a Stage Ill unresectable NSCLC population provides a valuable insight into
this patient population in the real world and into the makeup of the PACIFIC-R cohort. 9 .
 Future analyses will focus on progression-free survival, overall survival, duration of durvalumab and e 1‘ .
adverse events of special interest, such as, pneumonitis and interstitial lung disease. “at




