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Learning objectives

* |dentify and incorporate head/neck-specific considerations
into the use of immunotherapy

* Determine optimal sequencing and duration of
immunotherapy

* Determine optimal monitoring strategies to detect toxicity
and disease response

» Appropriately manage toxicities/irAEs associated with
immunotherapy of head/neck cancers



Webinar outline

* Development of the guideline

e Biomarkers (Dr. Burtness)

* Initiation, response monitoring and discontinuation of
immunotherapy (Dr. Licitra)

* Immunotherapy sequencing (Dr. Harrington)

 Management of immune-related adverse events (Dr. Licitra
and Ms. Lewis)

* Key takeaways
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Development of the guideline

* Developed according to the Institute of Medicine’s
Standards for Developing Trustworthy Clinical Practice
Guidelines

* Panel consisted of 19 experts in the field

e Recommendations are based upon published literature
evidence, or clinical evidence where appropriate

* Consensus was defined at 75% approval among voting
members



Webinar outline

* Biomarkers (Dr. Burtness)




Biomarkers

Expert Panel recommendations*:

* 94% of the Expert Panel defined positivity for PD-L1 as 21% TPS or > 1 CPS by
IHC staining. However, it is important to note that expression levels may differ
depending on the antibody used and whether staining includes tumor alone
(TPS) or tumor plus stroma (CPS). The majority of the Expert Panel (81%) also
agreed that the best use of biomarker testing when treating patients with
HNSCC with immunotherapy is by combined positive score (CPS).

* HPV status should not affect selection of patients with platinum-refractory
R/M HNSCC for ICI therapy. 55.5% of the Expert Panel stated that HPV status
(based on p16 overexpression) should be included in treatment planning.

* Given the low rate of MSI incidence in HNSCC, the Expert Panel (88%)
recommended against standard MSI testing, unless the patient is having a
genome profile performed already which will provide such information.

*Guideline published July 15, 2019.



Biomarkers

* PD-L1 testing
* Necessity of PD-L1 testing
 PD-L1-low disease

* Which assay to use for PD-L1-based indications
e 28-8, 22C3, in-house assays

* TPSvs. CPS
* Practical considerations for PD-L1 testing
e Quantification of PD-L1 result
 CPSvs TPS
* Implications for CPS >20




Other considerations

* Presence/absence of symptoms, pace of disease

 TMB/MSI testing and implications for treating PD-L1 negative
disease
* |FN-g-related gene expression signatures
* Implications from EAGLE study



Overall Survival in Pembrolizumab vs.
EXTREME

Subgroup No. of Patients Hazard Ratio (95% CI)
Overall 177/255 —— 0
Age

<65 yrs 119/165 —i— 0

>65 yrs 58/90 ——] 0
Sex

Male 148/212 —i— 0

Female 29/43 —i 0
ECOG PS

0 67/110 —— 1

1 110/145 —— 0
Region of enrollment

North America 40/63 —— 1

Europe 57186 —i— 0

Rest of world 80/106 —a— 0
Smoking status

Never 47/64 — 0

Former 104/153 —i— 0

Current 25/37 —i— 0
pl6 status (oropharynx)

Positive 27152 —— 0

Negative 150/203 —— 0
Disease status

M etastatic 114/167 —— 0

Recurrent 62/84 —i— 0
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.50-0

.47-0
42-1

.46-0
.38-1

.62-1
.32-0

.56-1
.53-1
.24-0

44-1
.43-0
.27-1

46-2
.41-0

.90)

.97)
.18)

.88)
.70)

.63)
.70)

.94)
.49)
61)

.40)
94)
37)

.09)
.79)

.95)

-1.25)
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No.of Deaths/

Subgroup No. of Patients Hazard Ratio (95% CI)
Overall 383/512 — 0.76 (0.62-0.93)
Age
<65 yrs 249/329 —— 0.74 (0.57-0.95)
>65 yrs 134/183 — 1 0.81 (0.58-1.14)
Sex
Male 320/429 —— 0.74 (0.59-0.92)
Female 63/83 —— 0.89 (0.54-1.46)
ECOG PS
0 142/205 —u— 0.93 (0.67-1.29)
1 241/307 —— 0.69 (0.53-0.89)
Region of enrollment
North America 85/122 —u— 0.91 (0.60-1.40)
Europe 123/166 —u1 0.77 (0.53-1.10)
Rest of world 175/224 —i— 0.73 (0.54-0.98)
Smoking status
Never 93/120 ——t 0.71 (0.47-1.07)
Former 232/310 — 0.84 (0.65-1.09)
Current 56/80 ——r 0.64 (0.37-1.08)
pl6 status (oropharynx)
Positive 68/109 ——1 0.73 (0.45-1.17)
Negative 315/403 —— 0.77 (0.62-0.96)
Disease status
M etastatic 2571347 —— 0.66 (0.52-0.85)
Recurrent 124/159 —— 1.04 (0.73-1.48)
0.1 0.5 1 2

EXTREME
Better

Pembro Alone
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FA (data cutoff date: Feb 25, 2019).

Subgroup No. of Patients Hazard Ratio (95% CI) Subgroup No. of Patients Hazard Ratio (95% CI)
Overall 182/236 —a— 0.61 (0.46-0.82) Overall 390/477 —- 0.66 (0.54-0.80)
Age Age

<65 yrs 118/154 — = 0.59 (0.41-0.85) <65 yrs 251/305 —— 0.74 (0.57-0.94)

>65 yrs 64/82 —— 0.67 (0.41-1.10) >65 yrs 139/172 —i— 0.54 (0.39-0.76)
Sex Sex

Male 143/186 —i— 0.57 (0.41-0.80) Male 321/391 —— 0.66 (0.53-0.83)

Female 39/50 —a—1 0.63 (0.32-1.23) Female 69/86 —i— 0.59 (0.36-0.96)
ECOG PS ECOG PS

0 61/94 —a— 0.55 (0.33-0.92) 0 139/186 —a— 0.66 (0.47-0.92)

1 121/142 —i— 0.60 (0.41-0.86) 1 251/291 —— 0.64 (0.49-0.82)
Region of enrollment Region of enrollment

North America 43/60 ——1 0.66 (0.36-1.21) North America 79/104 —— 0.62 (0.40-0.98)

Europe 55/74 —— 0.49 (0.28-0.84) Europe 127/158 —— 0.51 (0.36-0.73)

Rest of world 84/102 —— 0.63 (0.41-0.98) Rest of world 184/215 —il 0.78 (0.58-1.04)
Smoking status Smoking status

Never 45/58 —— 0.54 (0.30-1.00) Never 89/108 —— 0.58 (0.38-0.89)

Former 106/138 —— 0.69 (0.47-1.01) Former 237/285 —— 0.74 (0.57-0.95)

Current 30/39 —— 0.53 (0.26-1.09) Current 62/82 —i— 0.58 (0.35-0.97)
pl6 status (oropharynx) pl6 status (oropharynx)

Positive 28/52 ——— 0.39 (0.18-0.84) Positive 71/103 —a— 0.55 (0.34-0.88)

Negative 154/184 —i— 0.66 (0.48-0.91) Negative 319/374 —— 0.69 (0.55-0.86)
Disease status Disease status

M etastatic 117/156 —i— 0.60 (0.42-0.87) M etastatic 261/327 —— 0.60 (0.47-0.77)

Recurrent 64/78 ——1 0.66 (0.40-1.09) Recurrent 125/143 —u 0.80 (0.56-1.14)

0.1 0.5 1 2 0.1 0.5 1 2
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Better B etter Better B etter

OS in Subgroups,

CPS 220

No.of Deaths/

P+Cvs E

CPS 21

No.of Deaths/




Implications in HPV-Associated Disease

* May be indolent and oligometastatic disease

* Desire to minimize toxicity

* Weighed against chemosensitivity of these cancers and
strong HR in favor of pembrolizumab/chemotherapy
compared with cetuximab/chemotherapy



Webinar outline

* Initiation, response monitoring and discontinuation of
immunotherapy (Dr. Licitra)



Eligibility for ICI therapy

Expert Panel recommendations*™:

* Do NOT automatically disqualify patient for anti-PD-1 immunother&ny
based on: age (89% Expert Panel agreement), lung metastases (89%
Expert Panel agreement) or co-morbidities (75% Expert Panel
agreement). Additionally, the Expert Panel agrees (81%) that patients
with autoimmune disease should not automatically be excluded but
rather, the decision should be tailored to the specific disease

* Patients who have controlled diseases such as Hepatitis C or who are
HIV+ with normal CD4+ T cell counts and who are on antiretroviral
therapy are generally suitable for ICl treatment. (75% Expert Panel
agreement)

» While 55.5% of the Expert Panel stated that HPV status (based on p16
overexpression) should be included in treatment planning, 83% voted
that it does not influence their decision to treat patients with R/M
HNSCC with standard of care immunotherapy.

*Guideline published July 15, 2019. Recommendations since updated.



Additional considerations for
determining ICl eligibility

e Patients who are HCV* or HIV?

* |Cl for treatment of HIV-related conditions
* Updated practices from NCI

 Patients with significant disease burden or fast-paced disease
* Favoring chemotherapy in patients with high disease burden

* Postponing progression in patients with hyperprogressive or
progressive disease

* Patients requiring immunosuppressive medications
* Patients requiring antibiotics



Response monitoring

Expert Panel recommendations™:

* For initial assessment, the Expert Panel recommends using either a CT (53%) or PET-
CT (41%) scan following a baseline clinical exam of the patient. To best capture the
dynamics of changing tumor size, the Expert Panel recommends imaging, particularly
utilizing a CT scan (44%).

* |In monitoring patients for signs of response after initial follow-up, the majority of the
Expert Panel (65%) recommends patient evaluation (via radiographic imaging) every
three months with SOC imaging to be adapted to patient disease status, response,
and tolerability of the regimen.

* In the event radiographic progression is observed early in treatment, and the patient
is clinically stable, the majority of the Expert Panel (76%) recommends continuing
immunotherapy treatment until progression is confirmed on a second scan. The
recommendation to continue immunotherapy until a second scan confirms
progression may be modified depending on clinical trial options available for 2nd or
3rd line treatment as well as the specific characteristics and kinetics of the patient’s
disease such as PD-L1 expression, prior therapies, disease burden, or rapid
progression with high symptom burden

*Guideline published July 15, 2019. Recommendations since updated.



Additional considerations for
response monitoring/imaging

* Frequency — spacing out imaging more once pts are in CR
* CT versus PET-CT

* dependent on disease site, volume of change

* PET-CT used less frequently, especially early in therapy; often
denied by insurance



Immunotherapy discontinuation
following a (near-)complete response

Expert Panel recommendations™:

* In determining duration of treatment in the case of a patient
experiencing a CR or near CR after treatment with anti-PD1
therapy, 53% of the Expert Panel recommend continuing
treatment for at least two years (up to indefinitely) or until
the patient experiences disease progression or toxicity

*Guideline published July 15, 2019. Recommendations since updated.
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* Immunotherapy sequencing (Dr. Harrington)




First-line treatment

Expert Panel recommendations™:

 Pembrolizumab is indicated for treatment-naive R/M HNSCC.
(Category 1)
* Pembrolizumab monotherapy may be used to treat patients with
treatment naive R/M HNSCC and PD-L1 CPS >1. (Category 1)

 Pembrolizumab + chemotherapy (platinum and fluorouracil (FU))
may be used to treat all patients with treatment naive, biomarker-
unspecified R/M HNSCC patients. (Category 1)

*Guideline published July 15, 2019.



-irst-line treatment algorithm for
/M HNSCC patients*

= Patient evaluated by multidisciplinary team

= Disease status/stage confirmed including histology/cytology and radiographic imaging
=Disease Status: Locoregional recurrence* and/or metastatic disease

=Patient is considered eligible for inmunotherapy by treating physician

Diagnostic
Workup

R/M HNSCC Systemic Therapy Naive Patients

Patient
Selection

v

Pembrolizumab monotherapy for PD-L1 expressing, or

=

[}

= : - :

56 Pembrolizumab/Cisplatin/5-FU

£ ©

> £

@ g A4 v

2 % Disease Progression Disease Progression

; ] on or after on or after

E= & Pembrolizumab monotherapy Pembrolizumab/Cisplatin/5-FU
2 o ; y

5 & ‘ Clinical trial, or ! Clinical trial,

s § @ Platinum based chemotherapy :/_‘;‘*"I'mmune Checkpoint Inhibitor monotherapy, or
12 = (3)  Non-platinum based chemotherapy

*Subject to jurisdiction-specific variations




Diagnostic

Patient
Selection

Initial Therapy Treatment

Refractory

Workup

Recommendations

Patients

= Patient evaluated by multidisciplinary team

= Disease status/stage confirmed including histology/cytology and radiographic imaging
= Disease Status: Locoregional recurrence* and/or metastatic disease
= Patient is considered eligible for immunotherapy by treating physician

R/M HNSCC Systemic Therapy Naive Patients

l

@

Pembrolizumab monotherapy for PD-L1 expressing, or
Pembrolizumab/Cisplatin/5-FU

l

Disease Progression
on or after
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!
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on or after
Pembrolizumab/Cisplatin/5-FU
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®

Clinical trial,
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Second-line treatment for platinum-
refractory patients

Expert Panel recommendations™:

* Pembrolizumab or nivolumab monotherapy should be used
to treat patients with R/M HNSCC who are platinum-
refractory, including those that progressed within six months
of platinum-based chemotherapy. (Category 1)

 [f a clinical trial is available, the majority of the Expert Panel
(94%) found this to be the preferred option, especially if it is a
biomarker-based, hypothesis-driven clinical trial (59%).

*Guideline published July 15, 20189.



Second-line treatment algorithm for
R/M HNSCC patients

= Patient evaluated by multidisciplinary team and is eligible for immunotherapy

= Disease status/stage confirmed including histology/cytology and radiographic imaging
= Disease Status: Locoregional recurrence* and/or metastatic disease

= Patient is considered eligible for inmunotherapy by treating physician

Diagnostic
Workup

=
'% **Disease progression on or
% after prior platinum-based No
2 chemotherapy without receipt
: .
3 of immunotherapy?
= @)
a >
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;C; v v l
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Diagnostic
Workup

Initial Therapy Treatment Patient Selection

Refractory

Recommendations

Patients

= Patient evaluated by multidisciplinary team and is eligible for immunotherapy

= Disease status/stage confirmed including histology/cytology and radiographic imaging
= Disease Status: Locoregional recurrence* and/or metastatic disease

= Patient is considered eligible for immunotherapy by treating physician

**Disease progression on or
after prior platinum-based
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@
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Additional considerations for
Immunotherapy sequencing

* Treatment following progression on first-line immunotherapy

* Emerging data for NPC therapy
* pembrolizumab, nivolumab — Category 2B as “subsequent-line” in NCCN 2021
toripalimab [JUPITER-02 study]
camrelizumab [CAPTAIN-15t study]
tislelizumab [RATIONALE-309 study]
what to offer while awaiting approval?



Panel Discussion

e CheckMate 651

* Limitations
* PFS in control arm high (de novo more favorable)

* EAGLE
* JAVELIN




CheckMate 651 study design

Key eligibility criteria

* R/M SCCHN (oral cavity, oropharynx, n=472

NIVO 3 mg/kg Q2W
hypopharynx, or larynx)

+
* No prior treatment for R/M disease IPl 1 mg/kg Q6W

Until disease
progression,
unacceptable toxicity,
or 2 years for
NIVO + IPI

* Prior chemotherapy for LAD permitted if
progression-free
>6 months post-treatment

* ECOGPSO0O-1

Stratified by:

p16 expression (OPC p16+ vs p16-/non-OPC) n =475

Tumor PD-L12 status (<1% vs >21%)
Prior chemotherapy (yes vs no)

& Primary endpoints Secondary endpoints Exploratory endpoints
(independently tested) - 0Sin PD-L1 CPS >1¢ - PFSand ORR/DOR in PD-L1 CPS 21
e OSinall randomized * PFS by BICR (all randomized, PD-L1 CPS >20) * Patient-reported outcomes
e 0OSinPD-L1 CPS?>20 * ORR/DOR by BICR (all randomized, PD-L1 CPS >20) * Safety

\§

NCT02741570. Database lock: June 21, 2021; minimum / median follow-up: 27.3 months / 39.1 months.
aDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako); PInitial cetuximab dose of 400 mg/m? once only, then cetuximab 250 mg/m?2 Q1W plus cisplatin 100 mg/m? or carboplatin AUC 5 on day 1,
plus fluorouracil 1000 mg/m?/d for 4 days for 6 cycles (Q3W); <Cetuximab 250 mg/m?2 Q1W; Q2W maintenance was allowed per local prescribing information; dPart of statistical testing hierarchy.

BICR, blinded independent central review; CPS, combined positive score; DOR, duration of response; LAD, locally advanced disease; OPC, oropharyngeal cancer; ORR, objective response rate.




Efficacy in PD-L1 CPS 220 population

a a
PES? ORR? and DOR
NIVO + IPl EXTREME
NIYP? " EXTREME (n=183) (n=178)
100 e+
100 4, (h=185) (n=178) ORR, n (%) 63 (34) 64 (36)
(o)
mo . . S 80- . Median DOR,“ mo 32.6 7.0
HR (95% Cl) 1.02 (0.78-1.33) o b
2 66% 62%
. 60_ : &—E s
§ % : =€ 5::
n L ! : + Pl
L c :
o = 401 !
4 !
c :
2 :
' : 5 20 7 — :
| | | | EXTREME
0 [ [ [ % [ [ [ ; [ [ [ [ [ [ [ [ - 1 0 | [ [ ; [ ; [ [ [ [ [ | | | | | |
0 6 12 18 24 30 36 42 48 0O 6 12 18 24 30 36 42 48
No. at risk Months No. at risk Months
NIVO + IPI 185 73 43 35 29 25 11 4 0 O NIVO +IPI 63 46 34 30 26 20 7 2 0 O
EXTREME 178 70 22 10 9 5 2 1 1 0 EXTREME 64 30 11 6 4 2 1 1 1 O

Minimum follow-up: 27.3 months.
aper BICR; P95% Cl = 3.1-6.9 (NIVO + IPI) and 5.6-8.7 (EXTREME); €95% Cl = 12.1-NR (NIVO + IPl) and 5.6-10.1 (EXTREME). BICR, blinded independent central review; CR, complete response; DOR, duration of
response; ORR, objective response rate.




EAGLE: A Phase 3, Randomized, Open-Label Study of
Durvalumab (D) With or Without Tremelimumab (T) in
Patients With Recurrent or Metastatic Head and Neck

Squamous Cell Carcinoma (R/M HNSCC)
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EAGLE: Phase 3 Trial of D and D+T as 2L Treatment of HNSCC

Key eligibility criteria

Durvalumab

* SCC of the oral cavity, oropharynx, 20 mg/kg Q4W x 4, then 10 mg/kg Q2W until PD
hypopharynx, or larynx +
Tremelimumab

» PD after platinum-containing
regimen for R/M HNSCC or
recurrence within 6 months of
multimodal therapy using
platinum with curative intent

* ECOGPSOor1

1 mg/kg Q4W x 4 days 1° Endpoint:
* OS

Durvalumab

2° Endpoints:
10 mg/kg Q2W until PD P

* PFS, ORR, DoR,

* Known HPV status (oropharynx) DCR, OS12
* Tissue sample for PD-L1 * HRQolL
assessment » Safety
Biomarkers

Stratification factors

* PD-L1 status (TC 225% vs <25 %)

* Tumor location/HPV status (OPC HPV— vs
HPV+ vs non-OPC)

¢ Smoking history (<10 vs >10 pack/y) Crossover not permitted

2L, second line; 5-FU, 5-fluorouracil; D, durvalumab; DCR, disease control rate; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; HPV, human papillomavirus; HRQoL, health-
related quality of life; mo, month; OPC, oropharyngeal cancer; ORR, objective response rate; OS, overall survival; 0S12, overall survival at 12 months; PD, progressive disease; PD-L1, programmed death ligand-1; PFS,

progression-free survival; qd, every day; qw, every week; R/M HNSCC, recurrent/metastatic head and neck squamous cell carcinoma; SCC, squamous cell carcinoma; TC, tumor cell; T, tremelimumab; TS-1,
tegafur/gimeracil/oteracil .
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EAGLE: OS by Treatment Arm (ITT Population)

184

D+T (n=247) D (n=240) SoC (n=249)
09 — Median OS, months (95% Cl) 6.5 (5.5-8.2) 7.6 (6.1-9.8) 8.3 (7.3-9.2)
HR (95% ClI

0.8 - (Cor;par‘; . 3vith S00) 1.04 (0.85-1.26) 0.88 (0.72-1.08)
o 0.7 - P value P =0.76 P =0.20
@) 56 Survival at 12 months, % (95% Cl)  30.4 (24.7-36.3) 37.0 (30.9-43.1) 30.5 (24.7-36.4)
Y— —
o - Survival at 18 months, % (95% Cl)  21.0 (15.9-26.5) 25.4 (19.9-31.3) 17.8 (13.1-23.2)
>
£ 0.5 - Survival at 24 months, % (95% Cl)  13.3 (8.9-18.6) 18.4 (13.3-24.1) 10.3 (5.7-16.5)
o)
S 044
(@]
-
o 0.3 4

0.2 5 + CENSORED

— D
0.1 4 | — D+T
SoC
00 | | | |

Number of patients at risk

D 240 205 169 138
D+T 247 200 165 127
SoC 249 219 186 154

| |
12 14 16 18

100 85 73 59 44

73 63 48 37
71 23 32 23

Time from randomization (months)

20 22
36 33
29 24
14 12

24 26 28
26 17 10
20 8 7
6 4 3

* Primary OS endpoint was not statistically significant for D+T or D vs SoC

 OSrate for D at 12 to 24 months was numerically higher than SoC

Cl, confidence interval; ITT, intent-to-treat.
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EAGLE: OS by Treatment Arm and Response

1.0 75
%
g 0.9 4
*QC-J' 0.8 1
> 0.74 " *
i
c 0.6
0
8 05-
© 049+ Ccensorep ],
S 934|— CRPRD
5 —— CR/PR-D+T
8. 0.2 4| — CR/PR-SoC
= NonR-D -
O 0.14| — NonR-D+T TPy
NonR-SoC e —
O'O 1 1 1 1 1 1 I 1 1 1 — —

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Time from randomization (months)
Number of patients at risk

Responders

D 43 43 43 43 41 41 40 38 34 30 24 24 21 16 9 5 2
D+T 45 45 45 42 41 38 35 32 25 22 17 16 14 6 5 2 0
SoC 43 43 42 37 32 27 22 17 12 8 5 4 3 2 1 0 0
Nonresponders

D 197 162 126 95 74 59 45 35 25 14 12 9 5 1 1 0 0
D+T 202 155 120 85 67 56 38 31 23 15 8 8 6 2 2 1 0
SoC 206 176 144 117 90 62 49 36 20 15 9 8 3 2 2 2 1

* 0OS was analyzed by responders (CR/PR) and nonresponders (SD/PD)
* Longer OS observed in responders for D and D+T, was not seen in nonresponders

* Suggests responders with long OS cannot overcome the lack of OS improvement in nonresponders
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Webinar outline

 Management of immune-related adverse events (Dr. Licitra
and Ms. Lewis)



Management of immune-related
adverse events

Expert Panel recommendations™:

* Monitoring is crucial to promptly identify and manage signs of
progression, symptoms and adverse events. 53% of the Expert
Panel recommends a one-month timeframe for initial clinical
fo,?,‘f\/éw for identification of signs of immune-related symptoms
an s.

* The majority of the Expert Panel (76%) recommends evaluating
patients with HNSCC treated with checkpoint blockade for signs of
adverse events at least once monthly during the course of
treatment.

* The Expert Panel felt that general management of head and neck
cancer toxicity is aligned with the practical management of irAEs
in other solid tumor types. (SEE ICI-rAE CPG/Webinars)

*Guideline published July 15, 2019. Recommendations since updated.



Management of immune-related
adverse events

Expert Panel recommendations,* continued:

* Pneumonitis is not a greater concern in immunotherapy patients with HNSCC
compared to other cancers. (67% Expert Panel cgyreement). However, some
patients with HNSCC may be at a higher risk of developing pulmonary
proglenlvqs such as those already aspirating, or patients with previous radiation
to the thorax.

* For irAE development > grade 3, the majority of the Expert Panel recommends
admitting the patient to the hospital (79%), administering steroids (77%), and
halting treatment (67%).The majority of the Expert Panel recommende
routine monitoring of thyroid function (94%), neck and airway through
imaging (62.5%), and AST/ALT levels (75%/. Liﬁase evaluation was
recommended by 44% of the Expert Panel, while brain imaging was only
recommended by 6% of members. The Expert Panel was split on whether
whole-body imaging is necessary during treatment. In patients that develop
hypothyroidism, the majority of the Expert Panel (75%) recommended
continuing immunotherapy, providing levothyroxine for management, and
evaluating thyroid function in two-month intervals.

*Guideline published July 15, 2019. Recommendations since updated.



Recognition and management of
HNSCC-specific irAEs

* Bleeding from exposed neck vessels, including carotid artery
rupture

* Airway compromise
* Facial edema
* Hypothyroidism



Management of irAEs by grade

Grade 1: Difference in management for neurologic,
hematologic, or cardiac toxicities

* Most grade 1 toxicities , treatment can be continued with close
monitoring.

* Important to note grade 1 anemia, lymphopenia, _ _
and thrombocytopenia patients can continue therapy with routine
monitoring and infusion of blood products if needed.

* Any grade : Cardiac and neurologic toxicities are rare and occur
in,1% and < 6% of patients receiving 10 regardless of solid tumor
type, but can be severe and potentially fatal. Neuro toxicities
increase to 12% in combination therapies.

* Treatment of these specific AEs should be an MDC approach involving

cardiologists and neurologists and patients are managed on a case by
case basis.




Management of irAEs by grade

Grade 1: Difference in management for neurologic,
hematologic, or cardiac toxicities

Life threatening Myocarditis/pericarditis has been reported and mostly occurs
within the first couple weeks of therapy. All grades warrant further work up,
discontinuation of therapy and intervention to prevent cardiac compromise.

Autoimmune neurologic toxicities including myasthenia gravis, GBS, Aseptic
meningitis, encephalitis require prompt evaluation by neurologist, permanent
discontinuation of 10 . These irAEs can also correlate with myositis and cardiac
toxicity

Autoimmune hematologic toxicities include hemolytic anemia, acquired
thrombotic thrombocytopenic purpura, aplastic anemia.

TX includes high dose steroids methylpred pulse dosing 1g/day IV for 3-5 days
versus 0.5mg/kg-2mg/kg dosing and switching to oral pred with taper over 4-6
weeks. If no response, consider other immunosuppressive agents and disease
specific therapy per NCCN guidelines.



Management of irAEs by grade

Grade 2: When to initiate steroids

* The majority of the subcommittee recommends halting |10 therapy
short term and providing close monitored outpatient treatment.

» Low dose oral corticosteroids utilizing prednisone 1mg/kg are
recommended for mild irAEs including rheumatologic,
pneumonitis, colitis, hepatitis, Al, hypophysitis, and nephritis.

e Treatment can be resumed when the adverse reaction returns to
grade 0-1 with prednisone or prednisone dose equivalent is 10mg
or less .



Management of irAEs by grade

Grade 3: When to admit to the hospital and when to halt and
discontinue treatment

* The majority of the subcommittee recommends admitting patient
to the hospital (79%) and administering steroids (77%) and
halting treatment (67%).

o |V steroids 1Img-2mg/kg should be initiated with appropriate
specialist consult. Further immunosuppressive therapies including
infliximab, IVIG, Mycophenolate mofetil, Rituximab, Tocilizumab,
ATG therapy for patients with severe irAEs that are steroid
refractory after 48-72 hours. ICl should be permanently
discontinued.



Monitoring for irAEs during
treatment

* Baseline PE, thorough patient history of autoimmune disease
and organ specific disease should be taken prior to therapy.

e CBC with diff, CMP, cortisol should be completed prior to each
treatment or every 4 weeks on treatment and every 6-12
weeks off therapy per NCCN guidelines.

* TSH every 4-6 weeks during therapy especially in head and
neck cancer population.

* HgbAlc, amylase, lipase, Total T3, Free T 4, ACTH, CRP, CPK,
ESR EKGs, PFTs, CTs as needed for evaluation for abnormal
findings and symptomes.



Monitoring for long-term irAEs

* Majority of clinical trials monitor for irAEs 90 to 100 days
after the last immunotherapy infusion.

* Clinican should be aware of delayed irAEs that can occur
months to years later after immunotherapy in any setting
(neoadjuvant, definitive, adjuvant or recurrent metastatic
setting)

 Most common chronic irAEs are mild: skin rash,
hypothyroidism, and joint pain.

* Monitor patient indefinitely in survivorship care.



Panel Discussion

Duration of therapy: Are all six cycles of chemotherapy
needed?
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Thank you for attending the
webinar!

Questions or comments: connectED@sitcancer.org
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