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PACIFIC 5-Yr Update: Study Design

= Randomized, double-blind, placebo-controlled phase Il trial

Stratified by age (<65 vs 265 yr), sex (male vs female), and
smoking history (current/former vs never)

Adult patients with locally adva.nced, l Durvalumab 10 mg/kg IV Q2W
unresectable, stage IIl NSCLC without for up to 12 mo
progression following 22 cycles / (n = 476)
platinum-based chemotherapy
concurrent with radiation therapy; \ Placebo IV Q2W
WHO PS 0/1 Randomized for up to 12 mo
(N =713) within 1-42 days (n=237)

after cCRT

Patients enrolled regardless of PD-L1 status. If available, pre-cCRT tumor tissue archived for PD-L1 testing.

" Primary endpoints: PFS by BICR per RECIST v1.1, OS
= Secondary endpoints: ORR, DoR, TTDM, safety, PROs

Spigel. ASCO 2021. Abstr 8511.
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PACIFIC 5-Yr Update: PFS (ITT)

1.0+

0.8+

0.6

Probability of PFS

Events/Patients, Median PFS, Mo
n/N (%) (95% CI)
Durvalumab  268/476 (56.3) 16.9 (13.0-23.9)
Placebo  175/237 (73.8) 5.6 (4.8-7.7)

5-yr stratified HR (95% Cl): 0.55 (0.45-0.68)
55.7% Primary analysis stratified HR (95% Cl): 0.52 (0.42-0.65)

0,
45.0% 39.7%
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Patients at Risk, n

1 1 1 1 | | | | | | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Mos

Durvalumab 476 377 301 267 215 190 165147 137 128 119 110 103 97 92 85 81 78 67 57 34 22 11 5 0
Placebo 237 164 105 87 68 56 48 41 37 36 30 27 26 25 24 24 22 21 19 19 14 6 4 1 0

= 72 additional PFS events reported since time of primary analysis (data cutoff: February 13, 2017);
updated results, including across patient subgroups, consistent with those from primary analysis

Spigel. ASCO 2021. Abstr 8511.
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PACIFIC 5-Yr Update: OS (ITT)

1.0+

0.8+

0.6

0.4+

Probability of OS

0.2+

Events/Patients, Median OS, Mo
n/N (%) (95% Cl)
Durvalumab 264/476 (55.5) 47.5(38.1-52.9)
19% Placebo 155/237 (65.4) 29.1(22.1-35.1)
o 5-yr stratified HR (95% Cl): 0.72 (0.59-0.89)
Primary analysis stratified HR (95% Cl): 0.68 (0.53-0.87)

56.7%
74.6%

0,
49.7% 42.9%

55.3%

0.017
013

Patients at Risk, n

6

| | | | | | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | | 1 1 || 1 1
9 12 1518 21 24 27 30 33 36 3942 45 48 51 54 57 60 63 66 69 72 75
Mos

Durvalumab 476 464 431 414385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183134 91 40 18 2 O
Placebo 237 220 199 179171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 56 33 16 7 2 O

= 120 additional OS events reported since time of primary analysis (data cutoff: March 22, 2018);

updated results, including across patient subgroups, consistent with those from primary analysis

Spigel. ASCO 2021. Abstr 8511.
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Are all
stage Il
lung
cancers
equal?

Stage [lIA vs 1lIB vs IIIC ( resectable versus
unresectable)

PD-L1 <1, 1-24, <25
Oncogene driven cancers

Patients who are ineligible for concurrent
chemotherapy and radiation

Will not address possible OS differences in
Age/Race/Sex/Histology
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Are all stage
[l lung
cancers
equal?

Goldstraw et al, JTO 2016
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Overall survival by clinical stage according to the seventh edition
(A) and the proposed eighth edition (B) groupings using the
entire database available for the eighth edition



Practical Differences

Resectable Unresectable
* Stage IlIA * Stage IlIA

* T3N1 * Stage IIIB

e T4

. T4 N1 Stage IlIC

e T1-2 N2

* T3 N2? (IlIB)



Pacific: Stage Il|IA



Lung Intergroup 0139

« Patients with Stage [IIA N2

Re-evaluate “ ”
2.4 weeks | mmp | surger « ‘“Unresectable
Randomize, then o | after RT Y « 396 patients eligible
g A ) Cisplatin, 50 mg/m2, d1, 8, 29, P 9
Stratify: KPS 70-8- vs | 36
90-100. T1, T2, vs T3 Etoposide, 50 mg/m2 d1-5, Re-evaluate Endpoint CT+RT+S CT+RT
29-36 Ny .
Thoracic RT, 45 Gy, day 1 t’l)ev]\clsreekthe » (R;;dlatlon o 61 P_FS p=001 7
end of RT Median 12.8 months 10.5 months
l Syr 22.4% 11.1%
OS p=0.24
Consolidation .
o Median 23.6 months 22.2 months
Cisplatin plus
etoposide Syr 27.2% 20.3%

Albain, Lancet 2009



EORTC 08941

Registration

g

3 cycles platinum
doublet induction

Clinical IlIA-N2
NSCLC, “unresectable”
Pathologically confirmed

van Meerbeeck, ASCO 2005

» 332 patients randomized(247 off study) il {1
* Chemo response rate 62%(4% CR) Respons No
e response
Radiotherapy Surgery 4 4
- — Radiation Resectio
N=165 N=167 60 Gy o
Median OS (mo) 17.5 16.4
5y OS (%) 14 15.7




Prognostic Significance of downstaging

T/N subset MS (mo) 5 yr OS (%)
0139 Tany NO 34 41%
T any, N1-3 26 24%
154 surgery patients N Median OS(m) 5y OS(%) o)
NO/N1 64 22.7 29 .0009

08941

N2 86 14.9 7

Albain, Lancet 2009 van Meerbeeck, ASCO 2005



Checkmate 816:

study design

Key Eligibility Criteria
* Newly diagnosed, resectable, stage IB

(= 4 cm)-llIIA NSCLC (per TNM 7" edition)
¢ ECOG PS 0-1

* No known sensitizing EGFR mutations
or ALK alterations

Stratified by stage (IB/Il vs. IlIA),
PD-L1t (21% vs. <1%?%), and sex

N=358

Forde, NEJM 2022

Nivolumab 360 mg Q3W +

chemotherapy’® Q3W (3 cycles)

Chemotherapy" Q3W (3 cycles)

Radiologic
re-staging

IS

Surgery Optional
(within 6 weeks E— adjuvant
post-treatment)! chemotherapy + RT

Primary Endpoints
¢ pCR by BIPR
e EFS by BICR

Key Secondary Endpoints

* MPR by BIPR

* OS

* Time to death or distant metastases

Key Exploratory Endpoints Included
* ORR by BICR

* Feasibility of surgery; peri- and
post-operative surgery-related AEs
¢ Predictive biomarkers (PD-L1, TMB, ctDNA**)

Follow-up
R —



Checkmate 816: event free survival

Forde, NEJM 2022

Stage IB-II
A
Nivolumab +
chemotherapy Chemotherapy
(n=65) (n=62)
100 4 Median EFS, mo NR NR
(95% ClI) (27.8-NR) (16.8-NR)
HR (95% CI) 0.87 (0.48-1.56)
80
1
— 1
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk
Nivolumab + chemotherapy 65 56 47 43 39 37 36 31 27 15 12 4 2 1 0
Chemotherapy 62 55 51 44 39 37 32 28 23 12 10 8 6 3 0

Stage IlIA
Nivolumab +
chemotherapy Chemotherapy
(n=113) (n=115)
Median EFS, mo 31.6 15.7
(95% CI) (26.6-NR) (10.8-22.7)

HR (95% ClI) 0.54 (0.37-0.80)

Nivolumab +
chemotherapy
- — ©

Chemotherapy

100 -
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0
0
No. at Risk

Nivolumab + chemotherapy 113
Chemotherapy 115

95
89

89
75

81
65

12

79
55

T
15

70
46

T T
18 21 24 27 30 33 36 39 42

Months

66 56 47 26 22 9 4 2 0
43 33 29 14 14 5 5 1 0



Checkmate 816 vs Pacific
EFS/PFS for Stage I1A

A
100+
90 .

Median

3 80 No.of  Event-free Survival

—  70- i Patients 95% ClI

g ! 3 Nivolumab plus ( moo )

T 601 63.41 ! % chemotherapy .

a 504 ' ' %owwn—o_ . Nivolumabplus 179 31.6 (30.2-NR)

9 ' . Chemotherapy

& 407 ' : Chemotherapy 179 20.8 (14.0-26.7)

t 304 . : Chemotherapy alone Alone

[ ' 1

& 20 . . Hazard ratio for disease progression,

. . disease recurrence, or death, 0.63
104 : : (97.38% Cl, 0.43-0.91)
0 T T T T T T T T T T T T T 1 P=0.005
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk

Nivolumab plus chemotherapy 179 151 136 124 118 107 102 87 74 41 34 13 6 3 O
Chemotherapy alone 179 144 126 109 94 83 75 61 52 26 24 13 11 4 O

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1

Probability of PFS

No. at risk
Durvalumab
Placebo

Durvalumab Placebo
(n=197) (n =90)
PFS events, n (%) 80 (40.6) 60 (66.7)
. Median PFS (95% Cl), months  NR (14.0-NE) 5.5(3.7-9.2)
- 59.8%
| 95% Cl 52.3-66.6 50.6%
B 95% Cl 40.5-59.7
_ 324% '
HR = 0.46 95% C122.3-42.9 i
71 [_95%CI033-065 ! 95% C115.0-38.5
1 T T f T f T T 1
01 3 6 9 12 15 18 21 24 27 30
Time from randomization (months)
197 161 133 116 76 40 19 1 0
90 63 41 33 16 7 4 1 0 0

Forde, NEJM 2022

Senan, ESMO OPEN 2022




Pacific: PD-L1
EXpression



Antonia, NEJM 2018

Pacific: PD-L1 Expression

D PD-L1TC <1%

Median PFS (mo)

(95% Cl)
1.0 4
0.9 Durvalumab, <1% 10.7 (7.3-NR)
a Placebo, <1% 5.6 (3.7-10.6)
0.8 + HR (95% CI): 0.73 (0.48-1.11)
o 0.7 -
= 0.6
S 7
£ 05 A
=
§°-4' . H—
a 0.3+
0.2 4
0.1 A
0 T T T T T T T T T 1
01 3 6 9 12 15 18 21 24 27
Time from randomisation (months)
No. at risk

Durva. 90 70 51 42 23 9 4 1
Placebo 58 45 25 21

14 8 5 0 0 0

D PD-L1TC <1%

1.0 5
0.9 A
0.8 A
0.7
0.6
0.5
0.4 -

Probability of OS

0.3

i

0.2

Median OS (mo)
(95% Cl)

24-mo OS (%)
(95% Cl)

36-mo OS (%)
(95% Cl)

Durvalumab, <1%

0.1

Placebo

33.1 (20.8-NR) 56.1 (45.0-65.8)
45.6 (27.3-NR 66.4 (52

6 4-77.1)
HR (95% C): 1.14 (0.71-1.84)

47.4 (36.4-57.6)

54.9 (40.9-66.9)

0

No. at risk
Durva. 90 88 84 81

Placebo 58 56 48 45

72 65 56 50 46 44 43 4

44 43 40 36 35 34

Supplementary Table S5. Time to death or distant metastasis by tumour PD-L1 expression status (BICR; ITT population)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time from randomisation (months)

33 22 10 4 2 0 O
32 30 22 14

9 5 0 o0 0

PD-L1 TC<1%

PD-L1 TC 21%

PD-L1 TC <25%

PD-L1 TC 225%

PD-L1 TC unknown

Durvalumab Placebo Durvalumab Placebo Durvalumab Placebo Durvalumab Placebo Durvalumab Placebo
(N=90) (N=58) (N=212) (N=91) (N=187) (N=105) (N=115) (N=44) (N=174) (N=88)
Median (95% Cl), 14.6 NR 23.2 14.8 NR 17.7 23.2 12.6 NR 13.0
months’ (12.3-NR) (10.6-NR) (23.2-NR) (9.2-18.6) (NR-NR) (14.0-NR) (23.2-NR) (4.4-20.6) (15.7-NR) (8.3-25.9)
HR (95% Cl) 0.93 (0.52-1.67) 0.40 (0.26-0.60) 0.65 (0.43-1.00) 0.34 (0.20-0.59) 0.61 (0.40-0.92)

Paz-Ares, Annals of Oncology 2020




Pacific 5 Year PFS and

Spigel, JCO 2022

OS in PD-L1 <1

PFS (probability)

0S (probability)

No. of Events/ Median PFS
Arm Total No. of Patients (%) (95% Cl), Months
Durvalumab 55/90 (61.1) 10.7 (7.3 to 20.6)
Placebo 41/58 (70.7) 5.6 (3.7 to 11.0)
44.1% -
(95% Cl, 33.1 to 54.6) HR (95% Cl): 0.80 (0.53 to 1.20)
36.9% 34.6%
(25.9 to 48.0) -0 70
T+t (23.6 t0 45.9) R a3s) 27.1%
| . =10 as. (16.3 to 39.1)
} 1 M Ll ol l_‘_'_|_.-'—|—|—'—|—|—|l—ﬂ
. L] T LI ML 1
35.4% ! I |_H_| .
(23.2 t0 47.9) (2197.15"/., ) 29.1% ! b— +—
-5 to 41. (17.5 to 41.6) 24.2% .
. .
| \ \ (12.3t0 38.3) oo

(6.6 to 34.2)

1 1 I 1 I I 1 1 1 T I I I 1 1 T 1 1 1 1 I

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Time Since Random Assignment (months)

No. of Events/ Median OS

82.1% Arm Total No. of Patients (%) (95% Cl), Months

(95% Cl, 72.4 to 88.6)

Durvalumab 59/90 (65.6) 33.1(20.8 to 49.4)
66.4%
: (52.4 t0 77.1) Placebo 35/58 (60.3) 43.0 (27.3t0 67.8)
. 55.0% HR (95% CIl): 1.15 (0.75 to 1.75)
79.1% (41.0 to 67.0)
(66.1 to 87.5) . .
. 41.4%
' (28.1 to 54.1) 37.2%
56.1%
(45.0 to 65.8) (24.4 t0 50.0)

47.5% 1
(36.5t0 57.6) 41.2%
; .

, (30.6 to 51.5) !

29.7%
(20.2 to 39.8)
I

1 T T 1 1 1 1 1 1 T 1 1 1 1 1 1 1 1

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time Since Random Assignment (months)



Pacific PD-L1 Limitations

* These include the use of tumor samples collected before CRT to determine PD-L1
expression

 PD-Ll1-assessable samples were not available for 37% of randomly assigned patients
* Relatively small number of patients with PD-L1 TC expression < 1% (n = 148).

* The placebo arm appeared to overperform with respect to OS among patients with PD-
L1 TC expression < 1% compared with the full PACIFIC ITT population which may have
been driven by imbalances in potentially prognostic baseline factors.



Event Free Survival: PD-L1 level

PDL-1>1
PDL-1<1
Nivolumab + Nivolumab +
chemotherapy Chemotherapy chemotherapy Chemotherapy
(n=78) (n=77) (n=89) (n=89)
100 Median EFS, mo 25.1 18.4 100 Median EFS, mo NR 21.1
: (95% CI) (14.6-NR) (13.9-26.2) (95% ClI) (NR-NR) (11.5-NR)
HR (95% CI) 0.85 (0.54-1.32) HR (95% Cl) 0.41 (0.24-0.70)
80 80 : : Nivolumab +
! :
" o ! 1
X 1 X i i
= ‘ = ! |
_‘; 60 - ",‘ 60 — bl E
]

: : g ! !
(2] | 0 : |
g : 8 ' |

= ! = i i Chemotherapy
- 40 ; Chemotherapy - 40 = 1 I
3 ! ! - 5 | i
> ! | % ) > | 1
w ! ) Nivolumab + w 1 |
! ! chemotherapy E E
1 I ] I
20 | i 20 : :
I ]
i i ! !
1 1 ' |
i i ! !
i | ! !

0 ! ! ! f ! I | f I J T T T 1 0 T T T f T T T f T T T T T 1
Months Months
No. at Risk No. at Risk
Nivolumab + chemotherapy 78 65 57 51 46 39 36 30 24 15 13 6 3 2 0 Nivolumab + chemotherapy 89 76 69 66 65 62 60 53 47 24 19 7 3 1 0
Chemotherapy 77 62 58 49 44 38 34 25 21 10 9 8 6 3 0

Chemotherapy 89 71 60 53 45 41 37 32 27 16 15 5 5 1 0

Forde, NEJM 2022



Checkmate 816:
pathological
complete response

Forde, NEJM 2022

Unweighted Difference,

No. of Pathological Complete Nivolumab plus Chemotherapy minus
Subgroup Patients Response (95% Cl) Chemotherapy Alone (95% Cl)
Chemotherapy Nivolumab plus
alone chemotherapy
(N=179) (N=179)
% percentage points

Overall 358 2.2 (0.6-5.6) 24.0 (18.0-31.0) E —_— 21.8 (15.21t0 28.7)
Age '

<65 yr 176 0 (0-4.3) 26.9 (18.2-37.1) ] B — 26.9 (17.8 to 36.7)

=65 yr 182 42 (1.1-103) 20.9 (12.9-31.0) L 17.8 (7.3 to 26.8)
Sex '

Male 255 2.4 (0.5-6.7)  22.7 (15.7-30.9) — 20.3 (12.6 to 28.4)

Female 103 1.9 (<0.1-10.3) 27.5 (15.9-41.7) : —— 25.5 (12.3 to 39.1)
Geographic region '

North America 91 2.0 (<0.1-10.6) 22.0 (10.6-37.6) —— 20.0 (6.9 to 34.8)

Europe 66 0(0-13.7)  24.4 (12.4-40.3) D —— 24.4 (7.4 10 39.3)

Asia 177 3.3 (0.7-9.2) 28.2 (19.0-39.0) i —_— 25.0 (14.7 to 35.5)
ECOG performance-status score '

0 241 1.7 (0.2-6.0)  26.9 (19.1-35.3) — 24.9 (16.7 to 33.4)

1 117 3.2 (0.4-11.2) 18.2(9.1-30.9) | —— 15.0 (3.8 t0 27.3)
Disease stage at baseline i

IB or Il 128 48 (1.0-133) 26.2 (16.0-38.5) b —,— 21.4 (9.0 to 33.6)

1A 228 0.9 (<0.1-4.7) 23.0(15.6-31.9) E — 22.1 (14.3 t0 30.7)
Histologic type of tumor '

Squamous 182 4.2 (1.2-10.4) 25.3 (16.6-35.7) ] B —— 21.1 (11.0to 31.4)

Nonsquamous 176 0 (0-4.3) 22.8 (14.7-32.8) ' —— 22.8 (14.2t0 32.4)
Smoking status E

Current or former smoker 318 2.5 (0.7-6.4)  25.6 (19.1-33.1) ! e 23.1 (15.9 to 30.5)

Never smoked 39 0 (0-16.8) 10.5 (1.3-33.1) - 10.5 (-7.3 to 31.4)
PD-L1 expression level '

<1% 155 2.6 (0.3-9.1)  16.7 (9.2-26.8) — 14.1 (4.8 to 24.0)

=1% 178 2.2 (0.3-7.9)  32.6 (23.0-43.3) ; —_— 30.3 (19.9 to 40.7)

1-49% 98 0 (0-7.5) 23.5 (12.8-37.5) i —_—— 23.5 (11.4 to 36.8)

=50% 80 48 (0.6-16.2) 44.7 (28.6-61.7) ) ———e——— 400 (21.7t055.9)
TMB '

<12.3 mutations/megabase 102 1.9 (<0.1-10.1) 22.4 (11.8-36.6) L 20.6 (8.2to 34.1)

=12.3 mutations/megabase 76 2.7 (<0.1-14.2) 30.8 (17.0-47.6) y —_——————— 28.1 (11.6 to 43.9)
Type of platinum therapy '

Cisplatin 258 2.2 (0.5-6.4)  21.8 (14.9-30.1) E e 19.5 (12.0to 27.7)

Carboplatin 72 0 (0-10.6) 30.8 (17.0-47.6) ! _ 30.8 (14.7 to 46.4)

T
0

T
-30

T
-15

Chemotherapy Alone Better Nivolumab plus Chemotherapy Better




CheckMate 816 Pathologic Response and Survival:
EFS by Depth of Pathologic Regression: Nivo + CT

Months (95% Cl) > 30-80% RVT
0-5% RVT  NR (31.6-NR) 39% I
20- >5-30% RVT NR (13.6-NR)

|
>30-80% RVT 26.6 (11.6-NR) |
|
1

Depth of Pathologic Regression by RVT % in Primary Tumor EFS by RVT %
07 21% | | 100+
(>80% RVT) 18%
(>|30-80% R\lh) 80 0-5% RVT

-204 , AhA—A
| = 60- }
L 17% S > 5-30% RVT
| (>5-30% RVT) 45% v i I

-40+ | (>0-5% RVT) W40 Median EFS,
|
|

N
e

>80% RVT  18.9 (13.4-27.8) > 80% RVT

O 1 1 1 1 1 1 1 1 1 1 1 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Mo

Change in Tumor Area with
Viable Tumor Cells (%)
oo
o

No. at Risk

0-5%RVT 63 59 57 57 55 55 50 46 26 21 9 4 2 0
>5-30%RVT 23 21 19 19 15 15 14 10 5 4 2 1 0 O
i >30-80%RVT 24 21 18 15 15 13 11 9 5 5 2 1 1 0
-100 >80%RVT 28 26 22 19 14 11 7 4 2 1 0 0 0 O
= Based on ROC curve analysis, depth of pathologic regression (measured by RVT %) as a continuous variable in
primary tumor appeared to be predictive of 2-yr EFS for nivolumab + CT but not for CT 0

Provencio-Pulla. ASCO 2022. Abstr LBA8511. Reproduced with permission. Slide credit: clinicaloptions.com
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CheckMate 816 Pathologic Response and Survival:
EFS by pCR Status™ and PD-L1 Level (Nivo + CT)

PD-L1 <1% PD-L1 21%
100~ 100 97% 97%
B 86% 86% AT A
i : 0 .4 .° N~ '..__I: : Nivolumab + CT (pCR)
80~ A 80~ HEL !
. i 83%) "_ad-a |
75%1 %, : E 25l
- | == I i 72%; 3
< % ] Nivolumab+cT & 0 ! L lasaa-aa
E I Yo i (pPCR) :ml: : ! Nivolumab + CT (no pCR)
I I I
“" 404 I 47% | ===~ A—aA w0
40 ; i —— A ———A 40 I I
: : Nivolumab + CT (no pCR) : :
20- ! ! 204 i |
pPCR (n = 14) No pCR (n = 48) pPCR (n = 31) No pCR (n =37)
Median EFS, mo (95% Cl)  30.6 (30.5-NR) 23.4 (13.8-NR) Median EFS, mo (95% Cl) NR NR (26.6-NR)
0 T T T 1T T T 1T T T T T 0 T T T T T T T T T T T T
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Mo No. at Risk Mo

pCR 14 14 13 12 12 12 12 10 9 8 6 2 2 1 O pCR 31 31 29 29 29 29 29 26 24 12 9 5 2 1 O
NopCR 48 47 41 37 32 25 22 19 14 7 7 4 1 0 O NopCR 37 36 34 31 30 27 25 23 19 9 7 2 1 0 O

*Primary tumor pCR status ‘E
Provencio-Pulla. ASCO 2022. Abstr LBA8511. Reproduced with permission. Slide credit: clinicaloptions.com
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Pacific: Oncogene Driven
Cancers



Oncogene
Driven
Cancers:
What we
think we
know

Significant evidence of lack of efficacy of
checkpoint inhibitors as single agent therapy in
patients with EGFR and ALK mutations.

Small studies showing potential efficacy of
combinations.

Evidence of increased toxicity when combining
checkpoint inhibitors and TKI.

Checkpoint inhibitors may have some efficacy in
other mutations.



o o Events / No. o Patint e
CAllpatiems  264476(555)  1ss2 (4 @~ | 072008810080
Sox

o 07505910085
Female 721420507 4371 (806) 064(0.4410054)
—_

65 years 130261 (498) 79130 (603) e 0.66(05010087)

—
‘Smoking status.
Csmeker  owemGes  woziees  —e—i |

Nonsmoker 2043 5) 1621 01.4) 1 042(02110082)
—

136252600 U528 e 061 (0.471000)

P‘

Tumor histologic type

| Squamous  13824(616) 6710266570 e
Al othor 126252600) 89135 (652 —e—i 062(0.4710081)

‘Bestresponsetopriorweatment |
Completo responso &9 6671 37 29) Not calculatod®

Stable disoaso 135223(605) 8115 (70.4) 070(05310052)
—

Gomeitabine-based 55556 25 @00 Not caculatod
N ousintin besnd 20T (831 snaa ==

Cisplatin 134286 50.4) 81129 (625) 08505010 0.86)
G s ewmes e |

Cisplain and carboplat 88050 45800, Not clculatod®

days T o Ty — 054(0.3710030)

1-Rostrictod” 12 691) 9012373 —e—i 062(0.4710080)
—
54100495 3768 (54.4) ——
_

North and South America BI0(567) 5457308 et 7 03410067

[ ] [ ]
[ ] m o asrwosh
o — T R — o aatetom
ECPmer ki
[ ] o e i iaosn

00067 101.23)

079(05210 1201

I

i

f

gl
!

<25% 111187 69.4) 64105 (61.0)

il
J

1%-24% (post hoc analysis) 5297 (536 2947 (617) 07304610 1.14)

<1% (post hoc analysis) s9s0(656) 3958 (603) 11607510 1.75)
Y]

w"
i

¥

Durvalumab Better Placebo Better
FG3. g
subgroup. The
=5 Nt Hawaio Olher Pk e (n = o s = 1
utatonsan, o th bas of lcal sing, g paliets i tmors g ALK sratons. ALK, sralasic ymphoma s EGFR
epidermal growth factor receptor; R, hazard rato; NSCL, 5

PS, performance status

[ ]
r I V e I I EGFR or ALK aberration status
I

Negative 166/317 (52.4) 109/165 (66.1) 0.66 (0.52 to 0.84)

PD-L1 expression level
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OS by prespecified and exploratory, post hoc subgroups

Spigel, JCO 2022



Patients
Ineligible
for CH/RT

Single agent pembrolizumab

NCT03706690: A Study of Durvalumab as
Consolidation Therapy in Non-Small Cell
Lung Cancer Patients (PACIFIC-5)

NCT03693300: A Study to Determine Safety
of Durvalumab After Sequential Chemo
Radiation in Patients With Unresectable
Stage lll Non-Small Cell Lung Cancer



Durvalumab After Sequential Chemoradiotherapy in Stage IlI,
Unresectable NSCLC: The Phase 2 PACIFIC-6 Trial

No. of Events/ Median PFS No. of Everllts/ Median OS
Arm Total No. of Patients (%) (95% CI), Months Arm Total No. of Patients (%)  (95% CI), Months
Durvalumab 268/476 (56.3) 16.9 (13.0 to 23.9) Durvalumab 264/476 (55.5) 47.5 (38.1 to 52.9)
Placebo 175/237 (73.8) 5.6 (4.8t07.7) Placebo 155/237 (65.4) 29.1(22.1t0 35.1)

Stratified HR (95% Cl): 0.55 (0.45 to 0.68) Stratified HR (95% Cl): 0.72 (0.59 to 0.89)

. All patients
A All patients B (N=117)
(N=117)
Deaths, n (% 25(21.4
Total progression events, n (%) 61(52.1) (%) @14)
- Median OS, months (95% Cl) 25.0 (25.0-NE)
Median PFS, months (95% Cl) 10.9 (7.3-15.6)
12-month OS rate, % (95% Cl) 84.1(75.6-89.9)
12-month PFS rate, % (95% Cl) 49.6 (39.5-58.9)
24-month OS rate, % (95% Cl) 69.8 (55.8-80.2)
24-month PFS rate, % (95% Cl) NR (NE-NE)
1.0 W
0.8 0.8 '
£ z |
Z 061 s A 3 06 5
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o 04- ; 044 E
S a ° i
0.2- i 0.2 E
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0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 21
Time from start of treatment (months) Time from start of treatment (months)
Atrisk 117 88 66 49 32 19 8 5 0 0 Atrisk 117 113 103 85 64 45 30 15 3 0

Garassino, JTO 2022



Personal
Conclusions

The Pacific regimen is currently the ideal
treatment choice for most patients with
unresectable Stage Il NSLCL.

Patients with resectable stage IIl NSCLC should
consider neoadjuvant therapy, especially
patients with negative PDL-1

| have long discussions explaining clinical trial
data with patients whose tumors have EGFR or
ALK aberrations.

More data is needed in patients with negative
PDL-1



