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Webinar Agenda

12:30-12:35 p.m. ET Overview: Welcome and Introductions
12:35-1:15 p.m. ET Presentation and Discussion
1:15-1:25 p.m. ET Question and Answer Session

1:25-1:30 p.m. ET Closing Remarks



How to Submit Questions

You asked:
What happens when | raise my hand?
* Click the “Q&A” icon located on at the bottom of your Molly Parker answered:

| can take you T of mute

Zoom control panel
* Type your question in the Q&A box, then click “Send”

e Questions will be answered in the Question & Answer
session at the end of the webinar (as time permits)

Audic Settings




Webinar faculty

Moderator: Ramaswamy Sarah B. Goldberg, MD, Jyoti D. Patel, MD
Govindan, MD MPH Expert Panel Member
Expert Panel Chair Expert Panel Member Northwestern University,
Washington University Yale Cancer Center
School of Medicine



Learning objectives

e Qutline practical considerations for diagnostic testing and
classification in Lung Cancer and Mesothelioma and the
implications for immunotherapy treatment planning

» Appropriately manage challenging and/or uncommon
toxicities/irAEs associated with immunotherapy in Lung
Cancer and Mesothelioma

* Determine optimal sequencing of immunotherapies in all
stages of Lung Cancer and Mesothelioma treatment,
including treatment for persistent or relapsed/refractory
disease after initial therapy



Poll guestion

What is your preferred regimen for 1t line treatment of

advanced non-squamous NSCLC with PD-L1 1-49%?
A. Pembrolizumab

Carboplatin/pemetrexed/pembrolizumab

Nivolumab/ipilimumab

. Carboplatin/pemetrexed/nivolumab/ipilimumab

Carboplatin/paclitaxel/atezolizumab/bevacizumab

Mmoo ®



05 (%)

Single-agent PD-(L)1 inhibitor therapy
for advanced NSCLC with PD-L1 > 50%

Pembrolizumab (KEYNOTE-024) Atezolizumab (IMpower110) Cemiplimab (EMPOWER-Lung 1)

Median OS, Median OS, Median OS,
Mo (95% Cl) Mo (95% Cl) Mo (95% Cl)
Pembro (n=154) 26.3(18.3-40.4) Atezo (n=107) 20.2 (16.5-NE) Cemiplimab (n = 283) NR (17.9-NE)
100 CT(n=151) 13.4(9.4-18.3) 100 CT(n=98) 13.1(7.4-16.5) 100 CT(n=280) 14.2(11.2-17.5)

HR: 0.62 (95% Cl: 048-081) HR: 0.59 (95% Cl: 0.40-0.89; P = 01)
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HR: 0.57 (95% Cl: 0.42-0.77; P = .0002)
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Reck. JCO. 2021;39:2339.
Herbst. NEJM. 2020;383:1328.
Sezer. Lancet. 2021;397:592.
Mok. Lancet. 2019;393:1819.
Cho. WCLC 2020. Abstr FP13.04.



Pembrolizumab for advanced NSCLC

with PD-L1 > 1%

Overall survival (%)

HR 0-81(95% C1 0:71-0-93), p=0-0018

Pembrolizumab

Chemotherapy

Number at risk

(censored)
Pembrolizumab group 637 (0)
Chemotherapy group 637 (0)

6 1 18 24 30 36 42

Time since randomisation (months)

463(0) 365(3) 214(104) 112(174) 35(235) 2(264)  0(266)
485(6) 316(10) 166(88) 88(128) 24(175) 1(198)  0(199)

Tumor PD-L1 1%-49%
(Exploratory Analysis)

HR 0:92 (95% C1 0-77-1-11)

Pembrolizumab

Chemotherapy

176(2) 107(49) 53(83) 13(113) 0(124)
167(6) 91(42) 48(61) 13(89)

12 18 24 30 36 42

Time since randomisation (months)

0(98)

Mok TSK, et al. Lancet 2019



100 =

0S (%)

Final OS in ITT Population

Median OS,
Mo (95% Cl)
g ] Pembro + CT (n=410)  22.0 (19.5-24.5)
Pbo+CT (n=206)  10.6 (8.7-13.6)
6 - HR: 0.56 (95% Cl: 0.46-0.69)
0
4 -
0
2 -
0 27.3%
0 ' " T T ) T T )
2 8 4 0 . 2
Mo
410 347 283 234 184 86 12 0
206 149 98 72 55 25 5 0

63.4%
47.5%

Pembrolizumab plus chemotherapy
for advanced non-squamous NSCLC

PD-L1<1%

HR: 0.51
(95% Cl: 0.36-0.71)

39.3%

14.2%
Pembro + CT

18

PD-L1 1% to 49%

71.1%
50.0%

24 30 36 42

HR: 0.66
(95% Cl: 0.46-0.96)
44.3%
31.0%
Pembro + CT

100 1
80 1
T 60 1
8 40 1
20 1

(

18

PD-L1 250%

73.3%
48.6%

Pbo + CT
24 30 36 42

HR: 0.59
(95% ClI: 0.40-0.86)
52.2%

%1% Pembro + CT

Pbo + CT

Rodriguez-Abreu. Ann Oncol. 2021;32;



Chemo/IO/VEGF inhibition for
advanced non-squamous NSCLC

Arm B: ArmC:

100 4 Landmark OS, % | atezo + bev + CP bev + CP
oy 7 12-month 67% 61%
= A
= 18-month 53% 1%
= 70-
= 60 24-month 43% 34%
= 2

50
& HR?, 0.78
= 7 ; (95% Cl: 0.64, 0.96)
Tl | = P=0.0164
6 20 - Median follow-up: ~20 mo

10 - Median, 14.7 mo i Median, 19.2 mo

04 (95% Cl: 13.3,16.9) 2(95% Cl. 17.0, 23.8)

1 1 I I 1 1 1 I I 1 1 1 1 I I 1 1 1 1 I I I I |l 1 I 1 I 1 1 1 1 I I 1
012345678 91011121314151617 181920212223 24 2526272829 3031323334

Time (months)

Subgroup n (%)°
PD-L1-High (TC3 or IC3) WT 136 (20%) 0704 |
PD-L1-Low (TC1/2 or IC1/2) WT 226 (32%) — 080y
PD-L1-Negative (TCO and ICO) WT 339 (49%) 082g |,
Liver Metastases WT 94 (14%) 0.544
No Liver Metastases WT 602 (86%) 0834 |
i i 0.76
ITT (including EGFR/ALK+) 800 (100%) e —
EGFR/ALK+ only 104> (13%) 054g |
ITT-WT 696 (87%) p.784
02 10 20

Hazard Ratio®

;‘I::Zi:";b;:; PD-L1 IHC and liver metastases subgroups out of I favorofAm B; I favae of fam:C; . .
UT (n=696): prevalence of [TT, EGER/ALK+, and [TT-WT out of ITT (n=800). atezo + bev + CP bev + CP Socinski et al, NEJM 2018

natient had F3FR avan 10 dalation and alea tastad 4/ K nasitive nar rantral lah



Pembrolizumab plus chemotherapy
for advanced squamous NSCLC

A Overall Survival

S

<

3]
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g 60 Pembrolizumab combination

0

o 50_

o —

3= 40
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S 304 Pl "

2 acebo combination

I

o 20

Hazard ratio for death, 0.64 (95% Cl, 0.49-0.85)
109 p<0.001
0 T T T T T T T T T T T T T T T T T T T T 1
0 3 6 9 112 15 18 211
Months

No. at Risk
Pembrolizumab combination 278 256 188 124 62 17 2 0
Placebo combination 281 246 175 93 45 16 4 0

Paz-Ares et al, N Engl ) Med 2018.



Pooled analysis of PD-(L)1 therapy +/-

chemo in advanced NSCLC with PD-L1 > 50%

(medlan)

PFS
(median)

ORR

25.0 mos

9.6 mos

61%

20.9 mos

7.1 mos

45%

HR 0.82
(0.62, 1.08)

HR 0.69
(0.55, 0.87)

OR 1.2
(1.1, 1.3)

0.67

eore 65 88 o0\ (4 o)
g ’ 0.99) :
0.83
22.2 0.7
6574 642 i g’s (0.54, : 8\.»'5
’ 1.28) :
1.68
75 185 '”1‘;‘;5 g 1‘17.82»;5
’ 4.06) :
0.70
NE vs 13.7vs
ECOG 0 602 B (0.40, as
’ 1.21) :
0.87
17.7 8.2
1+ 14 [‘]’S (0.64, : ;S
’ 1.19) :
0.39
Smoking Never 197 h‘ii‘f (0.15, ‘103.2;!5
’ 0.98) :
0.92
23.0 0.3
Ever 1549 - ;"S (0.69, : 2\.»'5
’ 1.22) :

! patients in the pooled chemo-10 and 10-only arms.

Akinboro O, et al. ASCO 2022.




Com
advanced NSCLC

Nivo/lpi (Checkmate-227)
PD-L121%

olnation iImMmunot

erapy for

Nivo/lpi/Chemo

e NIVO + IPI Chemo
(n = 396) (n =397) -
Median OS, mo. 171 149
80
100 NIVO + IPI + chemo Chemo
_ e0 (n = 361) (n = 358)
® (Subsequent 81% Median OS, mo 15.6 10.9
a ‘ ORR 36.4%  Chemo in 35%) 80 - (95% Cl) (13.9-20.0) (9.5-12.6)
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o T T T T
0 3 6 9 12
P D_ L 1 < 1% No. at risk Months
NIVO + IP| + chemo 361 326 292 250 227 153 86 33 10
Chemo 358 319 260 208 166 116 67 26 11
100 # NIVO +IPI NIVO +chemo Chemo
(n=187) (n=177) (n =186)
Median OS, mo 1772 152 122
80
231
. 60 - 48
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Ramalingham et al, ASCO 2020.
Reck M et al, ASCO 2020.




Non-immunotherapy-based strategy

* Should be considered in the following situations:
* Severe autoimmune disease
* History of organ transplant

* EGFR/ALK/other molecular subsets associated with non-response
to immunotherapy

 Typically platinum-based doublet (+/- bevacizumab for non-
squamous NSCLC)



Summary of first-line immunotherap
strategies in advanced NSCLC

* Single-agent pembrolizumab, atezolizumab and cemiplimab are more
effective than chemotherapy in PD-L1 high NSCLC

* Pembrolizumab is superior to chemotherapy in NSCLC with PD-L1 >1%,
however the benefit was driven by the patients with PD-L1 high tumors

* Chemo plus 10 (with or without bevacizumab) can be an effective strategy
regardless of PD-L1 status, however its role in PD-L1 high tumors is less clear

* Combination IO with ipi/nivo or ipi/nivo/chemo is superior to chemotherapy
but has not been sufficiently compared to other |0-containing regimens



Polling Questions — Discussion

No live questions — a review of answers

What treatment strategy would you consider for a patient with
no significant co-morbidities and a good performance status
who has stage IlIA non-squamous NSCLC with PD-L1 80% and
multi-station mediastinal lymph node involvement (N2+)?

A. Neoadjuvant chemotherapy plus nivolumab followed by resection

B. Upfront resection followed by adjuvant chemotherapy and
atezolizumab

C. Definitive concurrent chemoradiation followed by durvalumab
AorC
E. | would consider any of the above

O



Post-immunotherapy treatment strategie

* Platinum-based doublet if immunotherapy was given as first-line
treatment

* Docetaxel +/- ramucirumab after chemotherapy and immunotherapy
* Local therapy for oligoprogression
* Clinical trials!



Novel

strategies in development

S14008B :
$1400C :
$1400D:

S1400E
$1400G

S1400K:

D] Actively Accruing
. In Development

. Development on HOLD

. Completed/Closed

Current Lung-MAP Schema

Screening Protocols”

$1400

Biomarker-Driven
Sub-Studies

Non-match
Sub-Studies

Closed/Completed
Pi3K+ Taselisib

CCGA+ Palbociclib

FGFR+ AZD4547

¢c-MET+ Rilotumumab+Erllotinib
HRRD+ Talazoparib

¢-MET+ Teliso-V (ABBV-399)

Rucaparib

Talazoparib

Cohort1-Open  +Avelumab

Cohort 2 -Temp
Closed 4/6/20

LOX0-292

On Hold Q4 2020 Closed/Completed

ICI Naive:
S1400A

S1400I: Ni

$19000*

NFE,L/KEAPL+

S1900E
KRASOHC
TPS3,

LKB1/5TK11

ICI Refractory:

S1400F: Durvalum
TAK228 AMG 510 Tremelimumab (both
+ docetaxel cohorts)
vs. SoC

Pembrolizumab+
Ramucirumab
vs. SoC




Poll guestion

What treatment strategy would you consider for a patient with
no significant co-morbidities and a good performance status who
has stage IlIA non-squamous NSCLC with PD-L1 80% and multi-
station mediastinal lymph node involvement (N2+)?

A. Neoadjuvant chemotherapy plus nivolumab followed by resection

B. Upfront resection followed by adjuvant chemotherapy and
atezolizumab

C. Definitive concurrent chemoradiation followed by durvalumab
AorC
E. | would consider any of the above

O



Early-stage NSCLC

Adjuvant atezolizumab

DFS, Stage II-1lIA, PD-L1 TC 21%

100+
(Primary Endpoint; n = 476)
80=
60=
407 48.2%
Atezolizumab

504 BSC

Stratified HR: 0.66 (95% CI: 0.50-0.88; P = .004)

0O 3 6 9 12 1518 21 24 27 30 33 36 39 42 4548 51 54

Mo

= DFS benefit by PD-L1 status: HR (95% Cl)
— TC2>50%: 0.43 (0.27-0.68)
— TC>1%: 0.66 (0.49-0.87)
— TC<1%: 0.97 (0.72-1.31)

No. at Risk

Nivolumab plus chemotherapy 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
179 144 126 109 94 83 75 61 52 26 24

Chemotherapy alone

Disease stage at baseline
1B or Il
1A
Histologic type of tumor
Squamous
Nonsquamous
Smoking status
Current or former smoker
Never smoked
PD-L1 expression level
<1%
21%
1-49%
=50%

Event-free Survival (%)

Neoadjuvant nivolumab/ch

100~
o Median
S No.of  Event-free Survival
- 1 0
0 . %“ Nivolumab plus R (BSrfoCI)
60+ A ’ “"‘55@ chemotherapy .
50- ' ' | .. Nivolumab plus 179 31.6 (30.2-NR)
‘ Chemotherapy
40 : ' Chemotherapy 179 20.8 (14.0-26.7)
30- E E Chemotherapy alone Alone
20+ ' : Hazard ratio for disease progression,
! ! disease recurrence, or death, 0.63
104 ] ; (97.38% C1, 0.43-091)
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

127 NR (27.8-NR)
28 316(266-NR)

182 306 (20.0-NR)
176 NR (27.8-NR)

318 316 (302-NR)
39 NR(56-NR)

155 251 (146-NR)
178 NR (NR-NR)
98 NR(273-NR)
80 NR (NR-NR)

Wakelee H, et al. Lancet. 2021.
Forde P, et al. NEJM 2022

Months

NR (16.3-NR)
15.7 (108-22.7)

22.7 (11.5-NR)
19.6 (13.8-26.2)

22.4 (15.7-NR)
104 (7.7-208)

184 (13.9-26.2)
211 (115-NR)
26.7 (1L5-NR)
19.6 (8.2-NR)

13 11 4 0
—_—— 0.87 (0.48-1.56)
—— 0.54 (0.37-0.80)
—_— 0.77 (0.49-1.22)
—— 0.50 (0.32-0.79)
—— 068 (0.48-0.96)
. : 033 (0.13-087)
—— 0.85 (0.54-132)
—— 0.41 (0.24-0.70)

0.58 (0.30-1.12)
0.24 (0.10-0.61



Locally advanced unresectable NSCL

PACIFIC: Consolidation durvalumab after definitive

1.0
09
08
0.7
06
05

08 (probability)
b4

03
0.2
0.1
0.0

No. at risk:
Durvalumab

Placebo

1.0
0.9
0.8

e
~

06
0.5

o
a

0.3
0.2
0.1
0.0

PFS (probability)

No. at risk:
Durvalurmab

Placebo

concurrent chemoradiation

No. of Events/ Median 0OS
Arm Total No. of Patients (%] (95% CI}, Months
Durvatumabs 264/476 (55.5) 47.5(38.1 10 52.9]
1 Placebo 158/237 (85.4) 29.122.1 10 35.1)
e st B, Cac Sa Stratified HR (95% CIl: 0.72 (0.59 10 0.89)
. s \.“‘u\q_\ 66.3% Stratified HR from the primary analysis 195% CI): 0.68 (0.53 to 0.87)™
—L N 161.8 10 70.4)
e . e >
! T ——
. 746% h VT ' i)
{68.5 to 79.7) !
. ' >
: $5.3%
b ' (4860 61.4)
} i
4 ' : i
J ! : : 130.1 10 42.6) 33.4%
' 1 ' ' 127.3 10 39.61
i ' ' ' ' '
' 1 1 1 1
' 1 1 ] 1
_
013 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 Since Random Assignment {(months)
476 464 431 414 385 364 343 236 227 218 207 196 = 43 13 2 1}
237 220 193 179 171 156 143 81 83 18 77 74 3 1% 7 2 0
No. of Events/ Median PFS
Arm Total No. of Patients (%} _ [95% CI), Months
i Durvaiumab 268/476 {56.3) 16.9{13.0 10 23.9)
| Placebo 175/237 (73.8) 5648w 7.7)
Stratified HR (95% CI): 0.55 (0.45 to 0,68)
! Stratified HA from the primary analysis (85% Cly: 0.52 10.42 to 0651
B 33 1_‘:
R 19.0%
(13610 25.2
—tt T +——— 7T
013 6 9 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)

478
237

o
o

@

»
"
o
i
»
B on
»
-
»
-
~
r

164 105 87 68

Spigel DR, et al. JCO 2022.



Polling Questions — Discussion

No live questions — a review of answers

What is your preferred regimen for 15t line treatment of
advanced non-squamous NSCLC with PD-L1 1-49%?

A. Pembrolizumab
Carboplatin/pemetrexed/pembrolizumab
Nivolumab/ipilimumab
Carboplatin/pemetrexed/nivolumab/ipilimumab
Carboplatin/paclitaxel/atezolizumab/bevacizumab

Mmoo ®




Immunotherapy for extensive-stage SCL

Carbo/etoposide +/- atezolizumab

100 4w,

90 o
80
70
60
50 4

40

Overall Survival (%)

30 4
20 4

10 4

(IMpower 133)

Atezolizumab Placebo
+ CPET + CPJET
{n=201) {n=202)
Median OS, mo 123 103
195% CIy (10.8 10 15.8) (8.31t011.3)
( 0.76 {0.60 to 0.95)
HR {95% CI) P- 0154
18-month OS

Mo, of Patients at Risk
Aterofirumab « CP/ET 201
Placebo + CRET 202

2 4 6 8 10 12 14 18 18 20 22 24 26 28 30 32
Time (months)

187 18¢ 159 130 W08 93 8 75 €1 51 @ 2 8 1
188 183 180 131 97 M 58 43 3% 38 20 8 3 2 2

Carbo/etoposide +/- du

(CASPIAN)

100 ~
80 Hazard ratso 0-73 (5% 1 0-59-0-91); p=0-0047
g
Z 604
:
2
™ 40
S
+
20+
DurvalumabplusEP
— EP
0 =T T T T T T T 1
0 3 6 7 12 15 18 21 24
A Time snce randomasation (months)
atrisk

luséP 268 244 224 177 16 57 25 5 0
EP 269 242 209 153

Liu SV, et al. JCO 2022
Paz-Ares L, et al Lancet 2019

82 44 17




Immunotherapy for mesothelioma

All

58% (95% Cl 51.7-63-2);

Overall survival (%)

—— Chemotherapy group
0 T T T f

— Nivolumab plus ipilimumab group

patients

Nivolumab plus ~ Chemotherapy
ipilimumab group group

Median overall survival (95% Cl), months 18-1(16-8-21-4)  14-1(12-4-16-2)

Hazard ratio 0-74(96-6% Cl 0-60-0-91); p=0-0020

68% (95% Cl 62:3-72-8)

41% (95% C135-1-46-5)

27% (95% C121:9-32-4)

0 3 6 9 12

Number at risk

(number censored)
Nivolumabplus 303 273 251 226 200
ipilimumabgroup  (0)  (2) (4 (5 (@)
Chemotherapy group 302 268 233 190 162
(0) (15 (18) (20) (20)

15 18 21 24 27 30 33 36 39

173 143 124 1201 65 30 11 2 0
(1) (14) (@16) (29 (49) (76) (93) (101) (103)
136 113 95 62 38 20 11 1 0
(200 (21) (23) (36) (55 (66) (73) (82) (83)

B
1004
90
80
70
60-]
50
40
30
20

Overall survival (%)

Epithelioid histology

| h

bplus  Ch

ipilimumab group group
Median overall survival (95% Cl), months 187 (16.9-22.0)  16:5(14:9-205)
Hazard ratio 0-86 (95% C1 0-69-1.08)

69% (95% Cl 63:0-75-0)

P

66% (95% C1591-71-8)
42% (95% C135-0-48-1)

| 33%(95%C126.8-395) |

Number at risk

(number censored)
Nivolumab plus 229
ipilimumab group  (0)
Chemotherapy group 227
0

T T T T T T T T T 1

3é§1z151821242730333639

207 192 172 154 135 109 96 77 47 22 6 2 0
M @) @ (6) ) 0) (12) (23) (40) (60) (74) (77) (79)
204 182 159 140 118 100 85 57 36 18 9 1 0
() (13) (14) (14) (4 (15 @17) (29 (@5) (56) (63) (70) (71)

Non-epithelioigl histology

lumabplus  Ch herap
100+ ipilimumab group group
90 Median overall survival (95% C1), months 18-1(12.2-22.8) 8.8(7:4-102)
80 Hazard ratio 0-46 (95% Cl1 0-31-0-68)
& 701 63% (95% C150-9-72:9)
T 60
§ 504
? 40 : 38% (95% C1 27:0-49-5)
S 30+ 32%(95%C121.7-435) |
20 :
10 ;
9 8% (95%C133-167) |
0 T T T 5 T T T T T
0 3 6 9 12 15 18 21 24 27
Number at risk Time since randomisation (months)
(number censored)

Nivolumab plus
ipilimumab group
Chemotherapy group

74 66 59 54 46 38 34 28 24 18
© @O o @O O @ @ @ ©& O )
75 64 s1 31 22 18 12 10 5 2

(© (4 (5 (6) (6) (6) (6) (6) (7) (10)

Bass P, et al Lancet Oncology




Summary

* Immunotherapy now has a role in nearly all patients with
NSCLC, SCLC, and mesothelioma, including:
* First-line treatment in patients with:
* Advanced NSCLC
* Extensive-stage SCLC
* Mesothelioma

* Consolidation in unresectable locally advanced NSCLC after
chemoradiation

* Neoadjuvant or adjuvant therapy in stage 2-3 NSCLC



Webinar outline

* Key Principles of Immune Mediated Adverse
Events (irAE)
=" Mechanisms
" Onset and Recognition
" Management



Immunotherapy after ChemoRT:
How often can | start durvalumab within

14 days of completion?

<10%
20%
50%
>50%

= w o



Immune Related AEs (irAEs)

» Subset of patients develop irAEs

* Wide range of manifestation

e Co-localize around “barrier” (gut, lungs, skin) or endocrine tissues
* Up to 85% of patients treated with CTLA-4
* 24-37% of patients treated with anti-PD-L1 or anti-PD-1

 Variable timing
 Skin often earlier
* Gut and endocrinopathies later

* Dual blockade of CTLA-4 and PD-1 pathway leads to both
increased frequency and severity of irAEs




Postulated Mechanisms of irAEs

Pre-existing susceptibility to autoimmunity
Aberrant presentation of “self” by the tumor
Increasing level of inflammatory cytokines

B w e

Enhanced complement-mediated inflammation

Postow, NEJM 2018
Burke, Jour of Exper Med, 2020




Spectrum of Organs
Affected by ICls

Most common-
thyroid, skin, and colitis

Postow, NEJM 2018

Encephalitis, aseptic meningitis

Hypophysitis
JERREY Uveitis

Thyroiditis, hypothyroidism, \)\

hyperthyroidism
Pneumonitis ~__— Rash, vitiligo
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\ =¥ A\
Thrombocytopenia, | B /
anemia "/ [ i
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|
Hepatitis : _
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Figure 1. Organs Affected by Immune Checkpoint Blockade.

Immune checkpoint blockade can result in inflammation of any organ.
Shown are the most common immune-related adverse events that clini-
cians encounter in patients treated with immune checkpoint blockade.




Kinetics of irAEs
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irAEs and Efficacy of ICls

* Conflicting but intriguing data

* Challenges in adjudication, attribution, and immortal
time bias

* Diagnostic challenges

* Impact of treatment with immunosuppression



Using ICl Agents in Clinic

* Medical history

 Specific questions on organ function-ie, shortness of
breath on exertion, bowel function, previous history of
autoimmune disease?

* Physical Examination
e Vitals signs (with oximetry), weight, other significant
findings
* Laboratory investigations

 CBC, CMP, LFTs, TSH, other endocrine function evaluation
when appropriate



Common Terminology Criteria of
Adverse Events (CTCAE)

CTCAE grade Clinical description

1

Mild; asymptomatic or mild symptomes; clinical or diagnostic
observations only; intervention not indicated

Moderate; minimal, local, or noninvasive intervention
indicated; limiting age-appropriate instrumental ADL

Severe or medically significant but not immediately life-
threatening; hospitalization or prolongation of hospitalization
indicated, disabling; limiting self-care ADL

Life-threatening consequences; urgent intervention indicated

Dearth related to adverse event



Grade 1-LOW

Grade 2-MODERATE

Grade 3/4-HIGH

General Approach to Using |O in Clinic
Grade | Management

Monitor closely

Symptomatic management
Monitor closely
Oral corticosteroids

Administer high dose iv
corticosteroids
Symptomatic management
Monitor closely

Involve consultants

STEROID TAPER IS USUALLY AT LEAST 4-6 WEEKS MINIMUM

Continuation of Drug?

Continue (*watch
pneumonitis if risk factors)

Delay dose
Resume 10 when AEs to
grade <1 or baseline

Discontinue drug, usually
permanently (skin, diarrhea
can be exceptions)



'ypes of Immunosuppressive
reatment

Steroid-refractory or
steroid sparing:

Infliximab
Vedolizumab
IVIG
Mycophenolate mofetil
Tocilizumab

Severe irAE

I First line treatment:

CORTICOSTERIODS

Etanercept
Adalimumab

Tacrolimus
*Generally, all irAEs are treated with high dose Azathioprine
steroids but:
* Endocrine toxicities generally are simply treated
with replacement of hormonal deficit in most
situations except in specific situations



COVID

All presented with mild cough,
flu like symptoms with low
grade fever, desaturation only
with ambulation

PD-1 inhibitor

Radiation
Pneumoniti



Polling Questions — Discussion Cont’d

No live questions — a review of answers

* Immunotherapy after ChemoRT:
How often can | start durvalumab within 14 days of
completion?
* <10%
* 20%
* 50%
* >50%




Autoimmune Diseases (AD) and ICls

* 14-25% of patients diagnosed with lung cancer will have pre-existing AD

* In patients with no (>80%) or low dose immunosuppression, ICl use*:

e 20-40% of patients with exacerbation of ADs

* <15% of patients with permanent discontinuation

* In patients on pre-existing steroids, inferior outcomes, but may reflect co-morbidity?

ICIs May Be Considered
1. Consult with appropriate specialists
2. Low level or no immunosuppression with good control of AD

3. Patient informed consent

Patients with Preexisting Autoimmune Disease and Cancer

Avoid ICIs
1. Autoimmune neurologic or neuromuscular disorder
2. Life threatening autoimmune disease

3. Patients with poor control of AD OR requiring high
doses of immunosuppressants for control

1. Leonardi,
2. Arbour,



Rechallenge after irAEs

* 11-16% of patients develop Gr 3-5 irAEs?!

* At rechallenge, incidence of Gr 3-4 irAE < than initial
treatment (HR 0.44)?

* At rechallenge, Gl > endocrine irAE

e Rechallenge after Gr 4 irAE should always be undertaken
with CAUTION

1. Pillai, Cancer, 20
2. Xu, JTO Clin an



Innovation In IrAES

m

L

Preclinical setting

Improved preclinical
irAE models

Improved
mechanisms of
irAEs in preclinical
models

Identification of
novel biomarkers of
irAE

Genetic biomarkers
of irAE risk

Microbial
biomarkers of irAE
risk

Interventions to
mitigate irAE risk
e.g. microbial
manipulation

Biomarkers of irAEs

Imaging of irAEs

Improved diagnostic
pathways e.g.
Multidisciplinary
IR-Tox team

Prospective irAE
clinical trials

Refined treatment
algorithms based on
irAE mechanisms

Conroy, Nature Communications, 2022




irAEs-Conclusions

* Careful ongoing clinical assessment is necessary for early
identification

e Can be life threatening when not identified early

* irAEs can occur at any time

* Toxicity does not equal response

* Consider all symptoms and signs as potential irAEs

» Refer to SITC organ-specific algorithms for management of
IrAES



Q&A

How to Submit Questions

* Click the “Q&A” icon located on at the bottom of your
Zoom control panel

* Type your question in the Q&A box, then click “Send”
e Questions will be answered in the Question & Answer

Audio Settings

You asked:
What happens when | raise my hand?

Molly Parker answered:
| can take you it of mute




@ Society for Immunotherapy of Cancer

Cancer Immunotherapy Learn more and register at:

GUIDELINES https://www.sitcancer.org/CPG-webinars

Practical Management Pearls for Immunotherapy for the

Treatment of Nonmelanoma Skin Cancer
October 3,2022: 11:00 a.m.-12:00 p.m. ET

Case Studies in Immunotherapy for the Treatment of

Nonmelanoma Skin Cancer
October 28, 2022: 3:30 p.m.-4:30 p.m. ET


https://www.sitcancer.org/research/cancer-immunotherapy-guidelines/webinars

Annual Meeting 2022

Join us in person in Boston, MA or virtually, on Thursday, Nov. 10-Saturday, Nov. 12 for SITC's
37t Annual Meeting & Pre-Conference Programs (SITC 2022).

Learn more and register at:
https://www.sitcancer.org/2022/atten
dee-resources/registration

0
NOVEMBER 8-12 BOSTON MASSACHUSETTS


https://www.sitcancer.org/2022/attendee-resources/registration

Targets for Cancer Immunotherapy:
A Deep Dive Seminar Series

Eight online seminars will address key questions in the field of cancer
immunotherapy drug development

SEMINAR 4 - Targeted Systemic Delivery of Innate Immune Activators —
Aug. 26, 2022: 11 a.m.—1p.m. ET

SEMINAR 5: Scientific Basis of B-cell Modulation for Anti-tumor
Immunity and Reduction of ICI Toxicity—
Sept. 15, 2022: 1 p.m.—3 p.m. ET

Learn more and register at:
https://www.sitcancer.org/education/deepdive



https://www.sitcancer.org/education/deepdive

@
Society for Immunotherapy of Cancer

Cancer Immunotherapy

Clinical Practice Guidelines
Mobile App

sitcancer.org/CPG-app
u 0 m #SITCGuidelines




o
“ Journal for

.. ImmunoTherapy of Cancer

Earn CME Credit as a JITC Reviewer

JITC also cooperates with reviewer recognition services (such as Publons) to
confirm participation without compromising reviewer anonymity or journal

peer review processes, giving reviewers the ability to safely share their
involvement in the journal.

Learn how to become a reviewer at

sitcancer.orq/Jitc



https://www.sitcancer.org/research/jitc

6?;9 Society for Immunotherapy of Cancer
ADVANCES IN

IMMUNOTHERAPY™

SITC Advances in Cancer
Q Immunotherapy™

Get in-depth education focused on your specialty

FREE for healthcare professionals, students, patients and patient advocates, the Society for
Immunotherapy of Cancer (SITC) Advances in Cancer Immunotherapy™ (ACI) programs are
presented by authorities in tumor immunology and cancer immunotherapy.

ON-DEMAND COURSES AVAILABLE

SITC now offers a full series of 15 on-demand modules utilizing
the live content from the ACI program. As an added value, two
free online and interactive supplemental courses (also accredited)
are available.

Earn your CME, CNE, CPE, and MOC credits while attending
in person or from the comfort of your home office!

Learn more at

sitcancer.org/aci

The 2021-2022 ACl series is jointly provided by Postgraduate Institute for Medicine and the Society for Inmunotherapy
of Cancer in collaboration with the Association of Community Cancer Centers, Advanced Practitioner Society for
Hematology/Oncology Pharmacy Association.

S > Institute l -“ 5 = Advanced Practitior H P
PIM Postgrad_qatc Institute ( \ / s I tyf H st gy O A
for Medicine
A e T f Community Cancer Centers

Society for Immunotherapy of Can
The 2021-2022 Advances in Cancer Immunotherapy"" educational series is supported, in part, by independent medical education
grants from AstraZeneca Pharmaceuticals LP, Bristol Myers Squibb, Exelixis, Inc., Genentech, a Member of the Roche Group,
Merck Sharp & Dohme, Corp., a subsidiary of Merck & Co., Inc. (MSD), Novartis Pharmaceuticals Corporation, and Regeneron
Pharmaceuticals Inc. (as of 10/25/2021)




Certificate in @

Cancer Immunotherapy

Society for Immunotherapy of Cancer

Earn a Certificate in Cancer Immunotherapy Module 1: Basic Immunology Concepts
Develop ) comprehensive understanding Module 2: Basic Cancer Immunotherapy Concepts
of cancer immunotherapies, to successfully e B R e [ G

implement immunotherapy in clinical practice. Module 4: Managing Immune Checkpoint Inhibitor
Adverse Events

The Certificate in Cancer Immunotherapy consists TR i A R S Rl
. , : and Immune Cell Engagers)
of eight independent learning modules—most are -
. Module 6: Oncolytic Viruses and
approved for CME, CNE, CPE and MOC credits— I
that can be stacked to earn the SITC Graduate in Module 7: CAR T cell and SITC
Cancer Immunotherapy (SITC-G) designation. Cellular Therapy LR

receive a 20%
discount on all
modules!

Module 8: Implementing Cancer
Immunotherapy in Clinical Practice

Learn more and view learner notification at sitcancer.org/certificate

#1OCertificate



Cancer Immunotherapy Clinical Trial Development Program
JAN. 17-21, 2023 | AUSTIN, TX

PROGRAM FEATURES:

Develop your cancer immunotherapy clinical trial

Address unique considerations for designing clinical trial protocols in cancer immunotherapy

Work in small groups with experts in the field

Learn about cancer immunotherapy clinical trial endpoints, biomarker development and validation and
combination strategies

FEATURING EXPERT ORGANIZERS

e Elizabeth Garrett-Mayer, PhD — American Society of Clinical Oncology

Isabella C. Glitza, MD, PhD — The University of Texas MD Anderson Cancer Center
Michael Lotze, MD, FACS — Nurix Therapeutics

Chris Takimoto, MD, PhD — IGM Biosciences

New in 2023! Dr. Martin “Mac” Cheever Excellence in Clinical Trial : ,
Design Travel Award. One awardee will be selected from the SCION @ S -

participants having the most elegant and innovative protocol at the Forward Q FU nd
close of the workshop. Awardee will receive travel reimbursement to .
the SITC 38" Annual Meeting & Pre-Conference Programs (SITC 2023).  Advancing Cancer Immunotherapy

Society for Immunotherapy of Cancer




YOUR FUTURE IS BRIGHT AT SITC!

Member benefits include:

-Discounted access to education programs
‘Networking and Award opportunities
-‘Discounted article processing fees accepted to the Journal for
ImmunoTherapy of Cancer (JITC)
-Scientific coverage of industry meetings

Visit sitcancer.org/join22




Thank you for attending the
webinar!

Questions or comments: connectED@sitcancer.org

(Sit9 Society for Immunotherapy of Cancer

Cancer Immunotherapy The Practical Management Pearls and Case Studies Webinars are part of the

AMGEN 0 MERCK Cancer Immunotherapy Clinical Practice Guidelines Advanced Webinar Series
G U | D E I_I N E S supported, in part, by grants from Amgen and Merck & Co., Inc. (as of 9/15/2021)


mailto:connectED@sitcancer.org

