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The burden of lung cancer in India

Incidence / death

88,831*

Total lung cancer
incidence (N)

Total lung cancer
deaths (N)

Case fatality rate
Incidence / death (%)

* 2021 projection: https://gco.iarc.fr/today/data/factsheets/populations/356-india-fact-sheets.pdf

80,523

93%

Number of new cases in 2020, males, all ages

Lip, oral cavity
104 661 (16.29%)

Lung
51 675 (8%)

Stomach

Other cancers 40 686 (6.3%)

368 417 (57%) Colorectum

40 408 (6.3%)

Oesophagus
40 183 (6.2%)

Total: 646 030

2hd Most common cause in Males




Management of unresectable Stage 11l NSCLC
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Definitive CRT is the standard of care for stage Ill unresectable NSCLC

Concurrent chemoradiation Sequential chemoradiation

*According to the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®), determination of resectability, surgical staging, and pulmonary resection should be performed by board-certified thoracic
surgeons who perform lung cancer surgery as a prominent part of their practice

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Non-Small Cell Lung Cancer V.6.2017. © National Comprehensive Cancer Network, Inc3
2017. All rights reserved. Accessed May 24, 2017. To view the most recent and complete version of the guideline, go online to NCCN.org.
The NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.



Chemotherapy Regimens Used With Radiotherapy in NSCLC

Radiation Median Median OS,

25 0
17.0
26.8

Radiation
Dose, G

Untreated, inoperable stage I1/11l NSCLC
(n=203)

Cisplatin, etoposide (two 4-week cycles)?! PROCLAIM Nonsquamous stage I1I1A/B NSCLC (n=297) 60-66
Cisplatin, vinblastine (5-week cycle)? RTOG 9410 Untreated, inoperable stage 11/11l NSCLC (n=204) 63 70
Cisplatin, pemetrexed (three 3-week cycles)? PROCLAIM Nonsquamous stage I1IA/B NSCLC (n=301) 60-66 35.9

Paclitaxel, carboplatin (weekly * 2 cycles of

- RTOG 0617 Stage I1IA/B NSCLC (n=228) 60 NR

Paclitaxel, carboplatin (7-week cycle)* CALGB 39801 Untreated, inoperable stage 11l NSCLC (n=182) 66 67

Cisplatin, etoposide (two 1-week cycles)® Aol ane/ LS Unresected stage Ill NSCLC (n=74) 59.4 NR
Oncology

Cisplatin, etoposide (four 1-week cycles)® — Stage IlIA NSCLC (n=194) 61 NR

Sequential Regimens

Cisplatin, vinblastine (5-week cycle)? RTOG 9410

Paclitaxel, carboplatin (two 3-week

; LAMP Unresectable stage I1IA/B NSCLC (n=91) 63 NR
cycles)
1.Senan S, et al. J Clin Oncol. 2016;34:953-962. 2. Curran WJ Jr, et al. J Natl Cancer Inst. 2011;103:1452-1460. 3. Bradley JD, et al. Lancet Oncol. 2015;16:187-199.
4. Vokes EE, et al. J Clin Oncol. 2007;25:1698-1704. 5. Hanna N, et al. J Clin Oncol. 2008;26:5755-5760. 6. Albain KS, et al. Lancet. 2009;374:379-386.
7. Belani CP, et al. J Clin Oncol. 2005;23:5883-5891.

NR
11.4
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NR
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The Unmet need in Stage 111 NSCLC

40%
Locoregional
metastasis

8-12 months

50%
Distant
metastasis

Perspectives on treatment advances for stage lll locally advanced unresectable non-small-cell lung cancer; P.K. Cheema



Various trials have been conducted to
evaluate consolidation therapv
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No phase Ill studies of consolidation with chemotherapy,

targeted therapy, or vaccines have demonstrated a PFS or OS benefit in
patients with unresectable locally advanced NSCLC

Perspectives on treatment advances for stage lll locally advanced unresectable non-small-cell lung cancer; P.K. Cheema



Evolution of treatment approaches for
unresectable stage 11l NSCLC

1967 Radiotherapy (60Gy)

=hADS: 138 wvs. 9.7 mo 8
m] 3% decrease 1n death sk 19

| 1990-199s | l| Sequential CRT RT alone

m3-year significant OS5 benefit (16 vs

2ol

| 1992- 2006 | §| Concurrent CrT ey — | RT alone =Survival gain of 10 months 12,13
mS5-year OS 16-23% (CCRT) vs. 546%%

{E—_T]'lz., 1=
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Sequential { VS .
CRT Wﬂeﬁt of 2.2%, 19 ef|t

| 1999 20006 | Concurrent CIRT

- . = Mo OS benefit over CCRT
| 2007- 2013 | Induction CRT A ersus | CCRT alone | = Median OS5 was 14 and 12 months

with induction and without mduction 35

o (OS benefit over CCRT

CCRT - L
alone/placebo <: Highertoxicities
nComparable O8S (40 vs. 37%) and

median PFS (11.4 vs. 9.8 mon )@+

Radiation., Targcted)

IR

Adapted from Rajappa S;. Unmet Clinical Need in the Management of Locally Advanced Unresectable Lung
Platinum-based CCR'T as SoC Cancer.

Rajappa S, Sharma S, Prasad K. Unmet Clinical Need in the Management of Locally Advanced Unresectable Lung Cancer: Treatment Strategies to Improve Patient Outcomes. Adv Ther. 2019 Mar;36(3):563- 7
578. doi: 10.1007/s12325-019-0876-4. Epub 2019 Jan 29. PMID: 30693419.



Improving outcomes in unresectable
stage 11l NSCLC

* CCRT is considered the standard therapy for patients with good performance status
while sequential CRT remains an option for patients with a marginal performance

status.

* To improve prognosis further, strategies like increasing radiation doses, induction CT,
and consolidation CT were evaluated in addition to CCRT. No significant improvement in

OS was seen with these.

* Immunotherapy is increasingly being recognized as a safe and effective option as an

adjunct to CCRT.

Rajappa S, Sharma S, Prasad K. Unmet Clinical Need in the Management of Locally Advanced Unresectable Lung Cancer: Treatment Strategies to Improve Patient Outcomes. Adv Ther. 2019 Mar;36(3):563- &
578. doi: 10.1007/s12325-019-0876-4. Epub 2019 Jan 29. PMID: 30693419.



PACIFIC: Study Design
Phase lll, Randomized, Double-blind, Placebo-
controlled, Multicenter, International Study

Patients with stage lll, locally
advanced, unresectable NSCLC
who have not progressed following

Durvalumab Co-primary endpoints
10 mg/kg IV g2w for

* PFS by BICR using RECIST v1.1*
up to 12 months y Hsing Y

definitive platinum-based cCRT N=476 .« 0OS
=2 cycles
(22 cycles) 1-42 days o
post-cCRT 2:1 randomization,
18 years or older @ stratified by age, sex,
WHO PS score O or 1 and sml\(l)lq?nlg?)hlstory Key secondary endpoints

* ORR (per BICR)

Placebo * DoR (per BICR)

10 mg/kg IV gq2w for + Safety and tolerability
up to 12 months « PROs
N=237

Estimated life expectancy of
=212 weeks

Archived tissue was collected

All-comers population

Reference: Antonia SJ et al. N Engl J Med 2017. DOI: 10.1056/NEJM0al1709937 9



PACIFIC Study: Patient Baseline Characteristics

Age
Median, years (range)
Sex, n (%)
Male
Female
Race, n (%)
White
Black or African-American
Asian
Other
Not reported
Disease stage
A
B
Otherc
WHO performance status score, n (%)
0
1
Not reported
EGFR mutation status, n (%)
Negative
Positive
Unknown

64 (31-84)

334 (70.2)
142 (29.8)

337 (70.8)
12 (2.5)
120 (25.2)
6 (1.3)
1(0.2)

252 (52.9)
212 (44.5)
12 (2.5)

234 (49.2)
240 (50.4)
2 (0.4)

317 (66.6)
29 (6.1)
130 (27.3)

Antonia SJ et al. Article and supplementary appendix. N Engl J Med. 2018;379:2342-2350.

64 (23-90)

166 (70.0)
71 (30.0)

157 (66.2)
2(0.8)
72 (30.4)
6 (1.3)

0

125 (52.7)
107 (45.1)
5(2.1)

114 (48.1)
122 (51.5)
1(0.4)

165 (69.6)
14 (5.9)
58 (24.5)

64 (23-90)

500 (70.1)
213 (29.9)

494 (69.3)
14 (2.0)
192 (26.9)
12 (1.68)
1(0.1)

377 (52.9)
319 (44.7)
17 (2.4)

348 (48.8)
362 (50.8)
3(0.4)

482 (67.6)
43 (6.0)
188 (26.4)

10



PACIFIC Study: Patient Baseline Characteristics

PD-L1 expression level , n (%)

TC <25% 187 (39.3) 105 (44.3) 292 (41.0)

TC 225% 115 (24.2) 44 (18.6) 159 (22.3)

Unknown 174 (36.6) 88 (37.1) 262 (36.7)
Histology, n (%)

Squamous 224 (47.1) 102 (43.0) 326 (45.7)

Non-squamous 252 (52.9) 135 (57.0) 387 (54.3)
Smoking status, n (%)

Current smoker 79 (16.6) 38 (16.0) 117 (16.4)

Former smoker 354 (74.4) 178 (75.1) 532 (74.6)

Never smoked 43 (9.0) 21 (8.9) 64 (9.0)
Prior radiotherapy, n (%)®

<54 Gy 3(0.6) 0 3(0.6)

>54-<66 Gy 442 (92.9) 217 (91.6) 659 (92.4)

>66—<74 Gy 30(6.3) 19 (8.0) 49 (6.9)
Prior chemotherapy, n (%)f

Induction chemotherapy 123 (25.8) 68 (28.7) 191 (26.8)

Concurrent with radiation therapy 475 (99.8) 236 (99.6) 711 (99.7)
Best response to previous CRT, n (%)

Complete response 9(1.9) 7 (3.0) 16 (2.2)

Partial response 237 (49.8) 112 (47.3) 349 (48.9)

Stable disease 223 (46.8) 115 (48.5) 338 (47.4)

Progression 2 (0.4) 0 2 (0.3)

Non-evaluable 5(1.1) 2 (0.8) 7 (1.0)

Not applicable 0 1(0.4) 1(0.1)

M AITILUIId DJ €L dl. ATLILIE dIU Suppilernerndry dppernuix. N crgl J ivieu. £ZUl0,373.4344-£450V.

Almost 27% patients received induction chemotherapy



PACIFIC Study: Prior CRT at baseline

* All patients received 2 or more overlapping cycles of platinum-based
chemotherapy concurrent with RT.

* Patients may have received prior chemotherapy in more than one context.

/11

Most patients (99.7%)
had received patients
concurrent received 191
chemotherapy + radiation concurrent |
prior to study start CRT patients 191 patients (26.8%) had

received
Induction chemotherapy
prior to study start

*  CRT =chemoradiation therapy; RT = radiotherapy.

12
* AntoniaSJ et al. Article and supplementary appendix. N EnglJ Med. 2018;379:2342-2350.



Updated Five years Overall Survival (ITT)

Median OS
No. of events / (95% Cl)
No. of patients (%) months
o 264/476 (55.5) 47.5 (38.1-52.9)
. 83.1% Placebo 155/237 (65.4) 29.1(22.1-35.1)
S 0.8 - :
- 66.3% Stratified HR for death (95% Cl): 0.72 (0.59-0.89)
S 06 - 74.6% | 56.7%
x ! - |
o) | : 55.3% f
m 0-4 1 1 0
o] : 1 43-6%)
o ! : :
a 0.2 - ! : :
0.0 T T T ; T T T i T T T i T T T
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63] 66 69 72 75
Time from randomization (months)
No. at risk

First and only approved 10 to demonstrate 42.9% OS at 5 years

Cl = confidence interval; DCO = data cutoff; HR = hazard ratio; ITT = intention-to-treat; OS = overall survival.

Spigel DR, et al. Poster presented at: ASCO Virtual Meeting; June 4-8, 2021. 13



Updated Progression-Free Survival (BICR;ITT)

Median OS
No. of events / (95% ClI)
No. of patients (%) months
" Placebo 175/237 (73.8) 5.6 (4.8-7.7)
a
E Stratified HR for progression or death (95% Cl): 0.55 (0.45-0.68)
-
= 35.0% 33.1%
© th— b ——
el | | B T
o L A R
19.9% 19.0%

Time from randomization (months)

First and only approved 10 to show sustained and durable PFS of

33.1% benefit at 5 years

DCOS5: January 11, 2021; median follow-up: all patients, 34.2 months [range, 0.2-74.7]; censored patients, 61.6 months [range, 0.4-74.7].

BICR = blinded independent central review; Cl = confidence interval; DCO = data cutoff; HR = hazard ratio; ITT = intent-to-treat; PFS = progression-free survival

14
Spigel DR, et al. Poster presented at: ASCO Virtual Meeting; June 4-8, 2021.



First Subsequent Therapy After Discontinuation Of

Durvalumab

* In durvalumab arm 41.0% of patients and 54.0% of patients in the placebo arm received a subsequent
disease-related, anti-cancer therapy

» Systemic therapies (administered with or without radiation therapy) were the most common first
subsequent anti-cancer treatments in both the durvalumab (33.2%) and placebo arms (46.0%)

© B Durvalumab (N=476)
) 80
< Placebo (N=237)
§ 60 - 54.0
S 41.0
c
2 40
2 16.4 190
g 20 13.5 8.0
86 84 45 38 51 /8 ¢
oI e 22 —— |
Subsequent Platinum Single Immunotherapy Targeted Radiation Total
treatment doublet agent therapy therapy
category chemotherapy chemotherapy alone

DCO: March 22, 2018. Median follow-up was 25.2 months (range, 0.2-43.1). 216/476 (45.4%) and 153/237 (64.6%) patients in the durvalumab and placebo arms, respectively, had a RECIST-based PFS event per BICR (5.7% and 8.4%

were due to death).

BICR = Blinded Independent Central Review; DCO = data cutoff; ITT = intention-to-treat; PFS = progression-free survival; RECIST = Response Evaluation Criteria in Solid Tumors.

15

Planchard D et al. Poster presented at: ASCO Annual Meeting. May 31-June 4, 2019; Chicago, IL.



Patterns of Disease Progression: First
Progression by Location

* Reduced rates of first progression were seen in the durvalumab arm (45.4%) versus placebo (64.6%)

* Intrathoracic progression was the most common in durvalumab arm (80.6%) versus placebo (74.5%) in

subpopulation with progression.

_ ITT Population Subpopulation with Progression

Durvalumab (n=476) Placebo (n=237)
Any RECIST progression, n 216 (45.4) 153 (64.6)
(%)
Intrathoracic only 174 (36.6) 114 (48.1)
Extrathoracic only 33(6.9) 31(13.1)
Intrathoracic and 9(1.9) 8(3.4)

extrathoracic
simultaneously

Durvalumab Placebo
(n=216, 45.4% of ITT) (n=153, 64.6% of ITT)
216 (100) 153 (100)

174 (80.6) 114 (74.5)
33 (15.3) 31(20.3)
9(4.2) 8(5.2)

*New lesions identified within the lung parenchyma or chest wall, including the diaphragm, were categorized as intrathoracic, with all other lesions

categorized as extra thoracic

Raben D et al. Presented at: American Society for Radiation Oncology Annual Meeting (ASTRO); September 15-18, 2019; Chicago, IL. Abs LBA6.

16



Patterns of Disease Progression: Time to

Intrathoracic Progression Only or Death per BICR

* Durvalumab improved the time to intrathoracic progression when
compared to placebo

No. of events / Median time (95% Cl)
o 0.9 A No. of patients (%) months
2 3
0.8 = T
g < ‘ ' Durvalumab 201/476 (42.2) 25.2 (19.2—N R)
£ 8 07 = ;
g 5 Placebo 134/237 (56.5) 9.2 (5.6-13.6)
Z5 06 -
25 05 - ’ Durvalumab
—
>3 04 -
=t o))
5 2 03 -
_‘.g = 02 - H + Placebo
& ' HR =0.55
0.1 = (95% Cl, 0.43-0.70)
0 T T T T T T T T T T T T T 1
01 3 6 9 12 15 18 21 24 27 30 33 36 39
Time from randomization (months)
No. at risk
Durvalumab 476 377 302 268 213 188 163 143 116 83 43 23 1 0
Placebo 237 163 105 86 67 55 46 39 32 24 10 5 0 0

BICR = Blinded Independent Central Review;.

17

Raben D et al. Presented at: American Society for Radiation Oncology Annual Meeting (ASTRO); September 15-18, 2019; Chicago, IL. Abs LBA6.



Patterns of Progression: New Extrathoracic
Lesions at First Progression (BICR)

* Reduction in new extrathoracic lesions was seen in durvalumab arm (8.8%) at first progression versus
placebo (16.5%) for ITT population.

» Approximately 2/3rd of patients had 1 or 2 extrathoracic lesions at first progression in subpopulation with
progression.

ITT Population Subpopulation with Progression and
New Extrathoracic Lesions

Durvalumab (n=476) Placebo (n=237) Durvalumab Placebo
(n=42, 8.8% of ITT) (n=39, 16.5% of ITT)
Any new extrathoracic 42 (8.8) 39 (16.5) 42 (100) 39 (100)
lesion, n (%)
1 lesion 19 (4.0) 15 (6.3) 19 (45.2) 15 (38.5)
2 lesions 9(1.9) 13 (5.5) 9 (21.4) 13 (33.3)
3-5 lesions 9(1.9) 8 (3.4) 9(21.4) 8 (20.5)
>5 lesions 5(1.1) 3(1.3) 5(11.9) 3(7.7)
BICR = Bliiucu 111uspeiusiie Ceiitial neview, LU — uata LUt 111 — 11U W= cat.

Raben D et al. Presented at: American Society for Radiation Oncology Annual Meeting (ASTRO); September 15-18, 2019; Chicago, IL. Abs LBAG6. 18



Safety Summary

Durvalumab Placebo
(n=475) (n=234)

Any grade all-causality AEs, n (%) 460 (96.8) 222 (94.9)
Grade 3/4 145 (30.5) 61 (26.1)
Grade 52 21 (4.4) 15 (6.4)
Leading to discontinuation 73 (15.4) 23 (9.8)
Serious AEs, n (%) 138 (29.1) 54 (23.1)
Any grade pneumonitis/radiation pneumonitis, n (%)
Grade 3/4 17 (3.6) 7 (3.0)
Grade 5 5(1.1) 5(2.1)
Leading to discontinuation 30 (6.3) 10 (4.3)
AESIs 317 (66.7) 114 (49.1)
AESI Grade 1/2 270 (56.8) 102 (43.6)

radiation pneumonitis, right ventricular failure, increased level of brain natriuretic peptide, and unknown cause). Grade 5 AEs of any cause occurred in 14 patients (6.0%) who received placebo (3 each [1.3%] with pneumonitis
and pneumonia and 1 each [0.4%] with the following: pneumonia streptococcal, West Nile virus infection, cardiac arrest, eosinophilic myocarditis, hemoptysis, interstitial lung disease, intestinal obstruction, radiation
pneumonitis, and unknown cause). Each patient could have had >1 Grade 5 AE.

AE = adverse event; AESI = adverse event of special interest.

1. Antonia SJ et al. Article and supplementary appendix. N Engl J Med. 2018;379:2342-2350; 2. Antonia SJ et al. Presented at: IASLC 19th WCLC Annual Meeting; September 23-26, 2018; Toronto, Canada. 19



Safety Summary Based on Time from Radiation

Placebo
(N=60)

Durvalumab
(N=120)

Any-grade all-causality AEs, n (%)
Grade 3/4

Outcome of death
Leading to discontinuation
Serious AEs, n (%)

Any-grade pneumonitis/radiation
pneumonitis, n (%)

Grade 3/4
Outcome of death

Leading to discontinuation

DCO: March 22, 2018

Note: Patients with multiple events in the same AE category are counted only once in that category and those with events in more than one category are counted once in each of those categories.

AE = adverse event CTCAE: ; DCO = data cutoff.

Faivre-Finn, C et al. Article and supplementary appendix. Lung Cancer. 2021;151:30-38.

118 (98.3)
37 (30.8)

6 (5.0)
16 (13.3)
36 (30.0)

47 (39.2)

5 (4.2)
0
7 (5.8)

57 (95.0)
18 (30.0)

7 (11.7)
9 (15.0)
20 (33.3)

10 (16.7)

1(1.7)
2(3.3)
3(5.0)

342 (96.3)
108 (30.4)

15 (4.2)
57 (16.1)
102 (28.7)

114 (32.1)

12 (3.4)
5 (1.4)
23 (6.5)

Durvalumab Placebo
(N=355) (N=174)

165 (94.8)
43 (24.7)

8 (4.6)
14 (8.0)
34 (19.5)

48 (27.6)

5(2.9)
3(1.7)
7 (4.0)

20



The time to start Durvalumab after CCRT

First Real-life Data on Durvalumab After Definitive Concomitant
Chemoradiotherapy(cCRT) in Unresectable Stage Ill Non-small Cell Lung
Cancer (NSCLC) in France: Analysis of 591 Patients Enrolled in the French
Cohort Temporary Authorisation for Use (cATU)

First real life data on durvalumab after definitive concomitant chemoradiotherapy (cCRT) in unresectable stage (St) Ill non-sma Il cell lung cancer (NSCLC) in France: Analysis of 591 patients (pts) enrolled in the
French cohort (c) temporary authorization of use (ATU), V. Avrillon



https://www.annalsofoncology.org/article/S0923-7534(19)59678-8/fulltext
https://www.annalsofoncology.org/article/S0923-7534(19)59678-8/fulltext

ATU program flow chart

136 patients with nATU 643 requested cATU
498 new patients

granted cATU
93 patients switched

to cATU v
291 granted cATU" 52 refusals of
l cATU

27 patients never ordered the drug
3 patients were never freated

'

261 patients included

ATU, Temporary Authorisation for Use; cATU, cohort ATU; nATU, nominative ATU. *Analysis set = 561 patients

First real life data on durvalumab after definitive concomitant chemoradiotherapy (cCRT) in unresectable stage (St) Ill non-small cell lung cancer (NSCLC) in France: Analysis of 591 patients (pts) enrolled in the
French cohort (c) temporary authorization of use (ATU), V. Avrillon


https://www.annalsofoncology.org/article/S0923-7534(19)59678-8/fulltext
https://www.annalsofoncology.org/article/S0923-7534(19)59678-8/fulltext

Eligibility Criteria
e Patient with unresectable stage Il NSCLC and with no possibility to enter an ongoing
clinical trial.

e No disease progression following 2 or more prior cycles of platinum-based cCRTwith
total radiation dose of 60 Gy+10% (54-66 Gy).

e Performance status score of 0 or 1.

e |nitiation of durvalumab treatment within 42 days after the end of radiation.

e Major exclusion criteria were:

* Unresolved grade 3 or 4 toxicity 6 weeks after cCRT
e Or grade 2 pneumonitis 6 weeks after cCRT

* Prior immunotherapy treatment

* Prior immune syndrome history in the past 2 years.

First real life data on durvalumab after definitive concomitant chemoradiotherapy (cCRT) in unresectable stage (St) lll non-small cell lung cancer (NSCLC) in France: Analysis of 591 patients (pts) enrolled in the
French cohort (c) temporary authorization of use (ATU), V. Avrillon


https://www.annalsofoncology.org/article/S0923-7534(19)59678-8/fulltext
https://www.annalsofoncology.org/article/S0923-7534(19)59678-8/fulltext

Patient Characteristics

Median age, years (range) 62 4 89 (36-85)

712+ 152 (37-144)

Mean weight after cCRT kq (range)

Disease stage at diagnosis (IASLC 2017), n (%)

IIB 2(04)
A 27 (412)
e 267 (52.1)
e 35 (6.4)
Missing 10

ALK mutation status, n (%) 561
ALK+ 3(0.9)
ALK- 273 148.7)
Non-contributory 25(5)
Not performed or missing 257 (45.8)

11 nia stage. both relapsec 6 mon®s afler nlial diagnesis, anc were fnaly at a0 urreseciable siage and elgible for definiive cCRT

PACIFIC

Characteristic Durvalumab Placebo
(N=476) (N=237)

Age

Median (range), years B4 (31-84) 64 (23-90)

265 years, % 452 451
Sex, %

Male 702 700
WHO performance status score, %"

0 492 481

L. 504 515
Smoking status, %

Current 166 160

Former 744 75.1

Never 90 8.9
Disease stage, %'

mna 529 527

B 445 451
Histology, %

Squamous 471 430

Non-squamous 529 57.0
PD-L1 status, %

TC <25% 39.3 443

TC 225% 24.2 18.6

Unknown? 36.6 171
Prior chemotherapy, %

Induction 258 28.7

Definitive cCRT 998 996
Prior radiotherapy, %"

<54 Gy 0.6 0

54 to <66 Gy 929 916

>66 to =74 Gy 6.3 8.0
Best response to previous cCRT, %

Complete response 19 30

Partial response 487 46.8

Stable disease 46.6 48 1

ive diseasel 04 0
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At the end of cCRT

* RECIST response was evaluated
e 78.5% had PR
e 15.2% had SD
e 6.3% had CR

 Median interval between the end of cCRT and effective initiation of Durvalumab was
known for 161 patients
e <14 days for 4 (2.5%) patients

e 14 to 42 days for 93 (57.8%) patients
e >42 days for 64 (39.7%) patients
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As of September 2019 — Data available for 360
I

DCR 267 (74.2%)
CR 38 (10.5%)
PR 74 (20.5%)

Vo W N A_I— r— L AODD LN\

The responses were like what was observed in PACIFIC study despite almost
40% patients starting Durvalumab 42 days after CRT

Taruar TCopuUrioT

TV \l—l.l’ \l\l\l\l.\l}
Stable disease 233 (52.6) 119 (55.9)
Progressive disease 73 (16.5) 59 (27.7)
Non-evaluable 10 (2.3) 1(0.5) PACI F I C

Duration of response, months
Median (95% CI) NR

Treatment effect, HR (95% CI)

13.8 (6.0-NR)
0.43 (0.22-0.84)

% patients (95%

Durvalumab Placebo Ongoing response at data cutoff, %t
(N=443)* (N=213)* At 12 months 72.8 56.1
Treatment effect (RR [95% CI])t: At 15 months 72.8 46.8

1.78 (1.27-2.51)

*Patients with measurable disease at baseline. fPercentages calculated by Kaplan-Meier method.

BICR = blinded independent central review; NR = not reached; RR = relative

risk. Chemoradiotherapy in Stage Ill Non—-Small-Cell Lung Cancer. New Engian&j&mﬁnf

Medicine [Internet]. 2017 Nov 16 [cited 2018 Mar 30];377(20):1919-29. Available from:
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Hope for Cure in Stage 1l NSCLC

* 5 yr Survival is Important
end point

* Optimal CTRT - 10 should
. be standard of care in all
. Stage Ill UR patients

* Converting Stage lll lung
cancer into never

progressing disease™ !

*33% did not had progression and were alive at 5 yrs

Looking back and to the future: Are we improving
'cure' in non-small cell lung cancer?
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Abstract

In surgical series, cancer-free survival at 5 years is often referred to as a cure. In recent years, attempts
to improve cure rates in non-small cell lung cancer (NSCLC) have focussed on earlier diagnosis
through cost-effective screening programs. Systemic therapies have historically added only a small
benefit to overall survival in both the adjuvant and palliative setting. However, in the last two decades,
the development of new treatment options has added incremental improvements in NSCLC survival
rates. Patients with a targetable sensitising mutation including epidermal growth factor receptor gene
mutations and anaplastic lymphoma kinase rearrangements have significantly better prognosis, and
many will survive beyond 5 years. Inmunotherapy is an effective treatment in selected patients with
AN Nl O ala - athor lasn O al O A 1h O Co O =lala

from disease, survival at 5 years may become the more important end-point as NSCLC becomes seen
as a chronic oncological disease.
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Key Takeaways

Durvalumab demonstrated a statistically significant and clinically meaningful
improvement in OS and PFS versus placebo in the PACIFIC trial.

Median OS was 47.5 months for durvalumab versus 29.1 months for placebo, HR
0.68.

Median PFS was 16.9 months with durvalumab and 5.6 months with placebo, HR
0.51.

OS and PFS improvement with durvalumab was demonstrated across all prespecified
subgroups.

Five-year OS - 42.9% of patients randomized to durvalumab remain alive at 5 years
(vs. 33.4% randomized to placebo)

A third remain both alive and free of disease progression (durvalumab, 33.1%;
placebo, 19.0%), demonstrating OS benefit and PFS benefit with the PACIFIC regimen.



Key Takeaways

 Patients receiving durvalumab had a lower incidence of new lesions,
including new brain metastases, compared with patients receiving placebo
(22.5% in the durvalumab group vs 33.8% in the placebo group).

 Tolerability profile of Durvalumab was acceptable
* Low grade pneumonitis is not a deterrent to use of Durvalumab.

* In French EAP, Durvalumab was started >42 days after CRT and showed
similar responses to the ones observed in PACIFIC.






