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Themes of 2022

* FDA approvals and deferrals

* Long term follow-up of older clinical trial in metastatic disease
* Improving on PD-1/PD-L1 blockade
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FDA
Approvals

Neoadjuvant Nivolumab

Adjuvant Atezolizumab

15t [ine Cemiplimab in
patients with PD-L1 > 50%
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Adjuvant atezolizumab after
adjuvant chemotherapy in
resected stage IB-IIIA non-
small-cell lung cancer
(IMpower010): a randomized
multicentre, open-label, phase
3 trail

3 year PFS 48.2% 60% 55.7 49.4% 57.9% 52.6%

%
P-value .0039 .020
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.040

Atezolizumab
group (n=495)

Best supportive care
group (n=495)

Adverse event

Any grade 459 (93%)
Grade 3-4 08 (22%)
Serious 87 (18%)
Grade 5 8 (2%)*
Led to dose interruption of atezolizumab 142 (29%)
Led to atezolizumab discontinuation 90 (18%)
Immune-mediated adverse events

Any grade 256 (52%)
Grade3-4 39 (8%)
Required the use of systemic corticosteroidsi 60 (12%)
Led to discontinuation 52 (11%)

350 (71%)
57 (12%)
42 (8%)

3(1%)t

47 (9%)
3(1%)
4 (1%)
0

Data are n (%). *Interstitial lung disease, multiple organ dysfunction syndrome, myocarditis, and acute myeloid
leukaemia (all four events related to atezolizumab), and pneumothorax, cerebrovascular accident, arrhythmia, and
acute cardiac failure. tPneumonia; pulmonary embolism; and cardiac tamponade and septic shock in the same patient.

tAtezolizumab-related.

Table 2: Safety summary in the safety evaluable population

Lancet. 2021 Oct 9;398(10308):1344-1357.
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C oOverall survival by subgroups in the PD-L1 250% population

Cemiplimab monotherapy for first-line treatment Sventsinumberfptint ez ot

overall survival value

of advanced non-small-cell lung cancer with PD- .
. Cemiplimab  Chemotherapy
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Favours cemiplimab  Favours chemotherapy
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Not FDA approved
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Avelumab Versus Docetaxel in Patients With Platinum-Treated Advanced
NSCLC: 2-Year Follow-Up From the JAVELIN Lung 200 Phase 3 Trial.

A 100 - Avelumab Docetaxel
(n = 264) (n = 265)
90 - Median OS (35% Cl), 114 106
80 - months (9.4-13.8) (8.5-12.9)
70 - 2-year OS rate (95% Cl), % (24?&?—'%5.5) (15?69;525.8)
o 60 - Stratified HR (95% Cl) 0.87 (0.71-1.05)
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time since treatment initiation, months
Number at risk

Avelumab 264 218 172 150 126 108 97 87 77 59 39 26 21 11 3 2 0
Docetaxel 265 210 160 137 115 89 68 56 45 40 29 23 M 7 1 0 0
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No approval for Sintilimab

* Sintilimab Orient 11 * Pembrolizumab Keynote 407
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Subset analysis of Asian patients in CheckMate 9LA
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Camrelizumab Plus Carboplatin and Paclitaxel as First-Line

Treatment for Advanced Squamous NSCLC (CamelL-Sq): A Phase
3 Trial.
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Long Term Follow-up
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Five-Year Outcomes from Keynote 024 With Pembrolizumab
Versus Chemotherapy for Metastatic NSCLCWith PD-L1 TP> 50
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No. of Events / No. of Patients {%)

Unstratified HR

Durvalumab Placebo (95% Cl)
All patients 268/476 (56.3)  175/237 (73.8) -8 0.58 (0.48 to 0.70)
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Nodal immune flare mimics nodal disease progression following
neoadjuvant immune checkpoint inhibitors in non-small cell lung cancer

Nodal Immune Flare (NIF)

Pre-ICls Pre-ICls e . : Pre-ICls

&

Post-ICls
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NIF is associated with an inflamed nodal
immune microenvironment and with fecal
abundance of genera belonging to the
family Coriobacteriaceae of phylum
Actinobacteria

Nat Commun. 2021 Aug 19;12(1):5045.



Durvalumab plus tremelimumab alone or in combination with low-dose or
hypofractionated radiotherapy in metastatic non-small-cell lung cancer refractory to
previous PD(L)-1 therapy: an open-label, multicentre, randomised, phase 2 trial.

A
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D-T plus hypofractionated radiotherapy 26 22(1) 15(1) 12(3) 7(5) 3(8) 0(11)
H D-T plus low-dose radiotherapy 26 16 (2) 11(5) 9(6) 5(8) 1(11) 1(11)
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Improving on PD-L1 blockade
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CCTG BR34: A Randomized Phase 2
Trial of Durvalumab and
Tremelimumab With or Without

Median OS (months)

No. of Durva}umab + Durval}lmab + )
Subgroup Pati Tremelimumab + Tremelimumab Hazard Ratio for Death (90% CI)
atients
Chemotherapy (n=150)
(n=151)

OS — Overall 301 16.6 14.1 +ah 0.88 (0.67-1.16)
Age

<65 155 16.7 14.8 a 0.73 (0.49-1.06)

>65 146 15.3 10.6 [ 0.85 (0.58-1.23)
Sex

Female 139 18.7 12.9 ] 0.67 (0.45-1.02)

~ Male o Eele2a 12.0 14.0 sk HiH 1.01 (0.72-1.42)

CNS Metastases

No 252 153 12.9 Ht 0.87 (0.66-1.16)

Yes 49 NR 18.3 —— 0.58 (0.28-1.17)
Liver Metastases

No 241 18.7 16.8 Hi 0.81 (0.60-1.11)

Yes 60 7.9 8.7 - 0.81 (0.48-1.35)
Histology

Squamous 5 8.4 10.5 —— 1.11 (0.65-1.88)

Nonsquamous 246 18.7 16.0 HiH 0.76 (0.56-1.03)
Smoking Status

Never 30 16.7 14.8 ——— 0.72 (0.31-1.65)

Former 201 153 12.9 HEH 0.91 (0.66-1.25)

Current 70 NR 14.2 —— 0.67 (0.38-1.17)
Disease Stage

IVA 103 18.7 17:5 . 0.99 (0.60-1.62)

IVB 198 14.6 11.5 HiH 0.79 (0.58-1.07)

0.01 0.1 1 10 100
DT + CHEMO better DT better
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JAMA Oncology

RCT: Nivolumab Plus Ipilimumab vs Nivolumab for Previously Treated Patients With Stage IV
Squamous Cell Lung Cancer

POPULATION INTERVENTION FINDINGS

169 Men, 83 Women 252 Patients randomized and analyzed Ipilimumab added to nivolumab did not improve outcomes in patients
with pretreated immunotherapy-naive squamous cell non-small cell
lung cancer (HR, 0.87 [95% Cl, 0.66-1.16]; P=.34)

100
' l - l o 80-
7 S
l_-l TUT
v 7
Pretreated, immunotherapy-naive 2
stage IV or recurrent squamous cell g 40+ Nivolumabs i
_ Ivolumab + ipilimuma
non sr_na” cell lung cancer 125 Nivolumab plus 127 Nivolumab S
Medianage, 67.5y ipilimumab Nivolumab, 3 mg/kg, intravenously 20 Nivolamar
(range, 41.8-90.3y) Nivolumab, 3 mg/kg, intravenously every 2 wk until disease progression
every 2 wk with ipilimumab, 1 mg/kg, or intolerable toxic effects 0 . L s T = B B s
intravenously every 6 wk
Time since randomization, mo
SETTINGS / LOCATIONS
Institutionsin
fhse U-‘gtL“rtoﬁgf, me  PRIMARY OUTCOME et e e
P National Clinical Overall survival, defined as time from randomization to death due to Nivolumab plus ipilimumab: 10 (95% Cl, 8.0-14.4)
Trials Network any cause Nivolumab: 11(95% Cl, 8.6-13.7)

Gettinger SN, Redman MW, Bazhenoval L, et al. Nivolumab plus ipilimumab vs nivolumab for previously treated patients with stage IV squamous cell lung cancer: the Lung-MAP S1400I

phase 3 randomized clinical trial. JAMA Oncol. Published online July 15, 2021. doi:10.1001/jamaoncol.2021.2209 GAMA




Tiragolumab plus atezolizumab versus placebo plus atezolizumab as a
first-line treatment for PD-L1-selected non-small-cell lung cancer

(CITYSCAPE): primary and follow-up analyses of a randomised, double-
blind, phase 2 study.

A
A Events, Median progression-  Hazard ratio
100 Events, Median progression-  Hazard ratio 100+ n (%) free s:rvwal, ¢ (95%Cl)
n (%) free survival, (95% Cl) months (95% Cl)
— th % CI —_
& 804 months (95% C1) ® 801 —— Tiragolumab plus atezolizumab 21 (72%) 16-6 (5-5-22-3) 029" (015-053)
£ —— Tiragolumab plus atezolizumab 57 (85%) 56 (4-2-10-4) 062" (042-091) K —— Placebo plus atezolizumab 28 (97%) 41(2:1-6-8)
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g g
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Placebo plus atezolizumab 68 (0) 38(1) 21(1) 15(1) 14(1) 10(1) 1) 6(1) 4(1) 300 202) 202) Tiragolumab plus atezoI!zumab 29(0) 26 (0) 19 (0) 17 (1) 14 (1) 13(2) 11(2) 9(2) 8(2) 8(2) 703) NE
Placebo plus atezolizumab 29 (0) 17 (1) 9(1) 71) 6(1) 2(1) 1(1) 1(2) NE NE NE NE
B B
Events, Median overall Hazard ratio . X .
n(%) survival, months (95% Cl) 1004 Events, Median Progressmn- Hazard ratio
100+ (95% Cl) n (%) free survival, (95% Cl)
— months (95% Cl)
—— Tiragolumab plus atezolizumab 40 (60%) 232 (14-1-315) 069 (044-1.07 ¥ 80
80+ — Placebo plus atezolizumab 4902%) 145 (9-6-20-4) 69" (0-44-1.07) = —— Tiragolumab plus atezolizumab 36 (95%)  4-0 (1-6-5:6) 1.07* (067-171)
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X Time since randomisation (months) Number at risk
(nun":l;‘::l:eer:::rrel:ll; (number censored)
) . Tiragolumab plus atezolizumab 38 (0) 22(0) 12(1) 12(1) 9(1) 6(1) 5(1) 3(1) 3(1) 1(1) 1(1) 1(1)
Tiragolumab plus atezolizumab 67 (0) 63(0) 52(3) 46(3) 42(3) 39(3) 35(3) 33(13) 30(3) 28(3) 20(10) 8(20) NE X
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Clinical efficacy of atezolizumab plus bevacizumab and chemotherapy in KRAS-
mutated non-small cell lung cancer with STK11, KEAP1, or TP53 comutations:
subgroup results from the phase Il IMpower150 trial.
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Phase Il Randomized Study of Ramucirumab and Pembrolizumab Versus
Standard of Care in Advanced Non-Small-Cell Lung Cancer Previously
Treated With Immunotherapy-Lung-MAP S1800A

RP SOC A
Events/n Events/n HR (80% CI) P 100 4
. Median 80%
HIStOlOgy No. Events in Months cl
Nonsquamous 27/40  27/39  0.95(0.67to 1.35) .43 —a— - S (mesignorschoce & &1 s st
Squamous/mixed 18/29 24/28 0.43(0.28to0 0.65) .005 —_— =
PD-L1 E standrd tog ok e 08
- E Weighted Iu:-rank Pvalue: :15
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PS *
0 15/23 8/9 0.54 (0.30t0 0.96) .08 — 25
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Overall 45/69 51/67 0.69 (0.51t00.92) .05 ~—
! ! ! ° 0 3 6 9 12 15 18 2 2 27 30
0.1 05 1.0 20 Time Since Substudy Random Assignment (months)
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