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Ca left GBS, PDSCC, pT1pN2aMO, ENE+
Age-63, PS-1

Routine labs- ok, ECG- wnl

2D Echo- Jerky motion of IVS.

LV systolic function normal.

LVEF=60%

DTPA GFR- 68 ml/min

Underwent CTRT

Fails within 5 months in
lymph node same side
which was within RT portal

Options?




Management of Recurrent SCCHN

Salvage surgery or re-irradiation

Immunotherapy * chemotherapy

Recurrent/
metastatic Palliative systemic therapy Chemotherapy * target therapy
HNSCC

Clinical trials

Supportive care
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DIAGNOSIS TREATMEMT OF HEAD AND NECK CANCER
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Role of salvage surgery in recurrent head

neck cancers

o Challenges

o Advantages

e Disadvantages

e Prognostic factors
o Selection of cases
o Complications

e Reconstruction



Overall survival for laryngeal and hypopharyngeal cancer with initial

chemoradiation treatment with and without salvage surgery
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Positive prognosticators in 5alvage Surgery

Laryngeal recurrence
Early-stage recurrence

Mo previous chemotherapy

HPV positivity (OPSCC)

Clear surgical margins

<N1 and no extracapsular spread
DFIl = 6 months

MDT involvement

Mo comorbidities

Adequate perioperative nutritional/ electrolyte status




Total number of patients
=536

/\

Total number of patients with Total number of patients with
residual disease = 139 recurrence = 97

1. Locoregional residual*= 96 1. Locoregional recurrence*= 86
2. Distant progression= 43 2. Distant recurrence= 11

Total number of patients who were eligible for salvage surgery as per MDJC = 113
* Residual disease =71
¢ Recurrence=42

T T

Patient who were willing for salvage

surgery (Group-1) = 91 surgery ( Group-2) = 22

|

Best supportive care- 15
Palliative chemotherapy-7

Underwent salvage surgery = 78
Did not salvage surgery = 13
¢ Reasons - Progression=13

| |

Analysed for overall survival =91 Analysed for overall survival =91
Analysed for disease free survival post

salvage surgery =78

Analysed for safety of salvage surgery =78

*.These are patients with locoregional disease only that is without any distant metastasis
MDJC- Multidisciplinary joint clinic

In whom to consider? resectable

Primary

Neck

Patient who were not willing for salvage

Larynx/Hypopharynx

Lesion involving the tonsil andfor base of
tongue extensively,

Prevertebral fascia involvement

Lesion extending inferiorly into the
thoracic esophagus

Oropharynx:

Involvement of the Lateral pterygoid
involvement,

Lesion extending into the nasopharynx,
Pre-epiglottic space involvement,

Lesion on the base of tongue crossing
midline and abutting or involving the hyoid
bone.

MNodal disease

Encasement of the CCA/ICA = 180
degrees on imaging,

Unable to identify the upper stump
or the lower stump of the IJV on
imaging,

Involvement of the prevertebral
fascia.

V.M. Patil et al. / European Journal of Surgical Oncology 46 (2020) 1052e1058




Salvage surgery

Salvage surgery — Willing — Unwilling

1.00+ Salvage Surgery- n=78
No Surgery= 22

=  0.75-
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V.M. Patil et al. / European Journal of Surgical Oncology 46 (2020) 1052e1058



Salvage surgery done- Adjuvant Rx?

o« Chemotherapy
o Immunotherapy

o Reirradaition



Journal of Clinical Oncology._ List of Issues

Volume 39, Issue 15 suppl

Meeting Abstract | 2021 ASCO Annual Meeting 1

-@€P Article Tools
HEAD AND NECK CANCER

Adjuvant nivolumab following salvage resection in
head and neck squamous cell carcinoma patients
previously treated with definitive therapy: A single-
arm phase IT muilti-institutional study.

The 2-year DFS was 60% (95%Cl 0.39-0.91)
2-year overall survival was 74% (95% CI 0.54-1)

Conclusions: Nivolumab after salvage surgery in rHNSCC is well
tolerated and shows promising antitumor activity in this high-
risk patient population with unmet need. Immunotherapy after
salvage surgery should be studied in RCTs



NACT = Salvage Sx?
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The median progresion freesurvival wast. 1l
months [985%Cl 2.0-B.0 months).

The median overall survival was 28.57 months
(95% Cl1 6.53-12.253 months).

MACT in recurrent technically unresectable oral
cancerswith early faiures|{within 1 year) fails
to improvethe outcome.

Selection of patientswith longer DFIfor such
approach may improve outcomes.



Salvage Sx done but not fit for reradiation



Situation

* Seen by radiation oncologist not fit for re-

irradiation due to skin and subcutaneous
changes of previous RT

* Do we require adjuvant ?

RMAC study
— No : Observation only

— Yes : Adjuvant chemotherapy

_~ Observation

Recurrent head & neck cancer

1. Postsaivagesurgery
2. Inelgiblefor re-irradiation

.| omcTx18
months

Patil V et al RMAC study: A randomized study for evaluation of metronomic adjuvant chemotherapy in

recurrent head and neck cancers post salvage surgical resection in those who are ineligible for re-
irradiation. Oral Oncol. 2022 May;128:105816



Arm — Metronomic adjuvant arm — Observation arm
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Patil V et al RMAC study: A randomized study for evaluation of metronomic adjuvant chemotherapy in recurrent
head and neck cancers post salvage surgical resection in those who are ineligible for re-irradiation. Oral Oncol. 2022

May;128:105816




COMMENTARY

) i Reirradiation for Head and Neck Cancer: The Who
Reradiation and the How |
Danielle N. Margalit, MD, MPH,* and Stuart J. Wong, MD'

*Department of Radiation Oncology, Dana-Farber Cancer Institute/Brigham & Women’s Hospital,
Harvard Medical School, Boston, Massachusetts; and 'Department of Medicine, Medical College of
Wisconsin, Milwaukee, Wisconsin

The 3 clinical factors -overall survival (OS) were used to parse patients into 3
statistically distinct “classes” with differing 2-year OS rates.

These factors were
1. Time between radiation therapy (RT) courses (>2 years vs 2 years)
2. Receipt of salvage surgery

3. Organ dysfunction, defined as pre-existing feeding tube or tracheostomy with an
intact larynx.

Patients in class 1 had the best 2-year OS rate, at 61.9%, and were those with >2 years
between RT courses and receipt of salvage surgery



Reirradiation for locally recurrent head and neck cancer

e After surgical salvage but have high-risk features.

e Medically suitable for curative-intent but not fit for surgery
e Better disease control

e Patient selection

e Radio resistance

e Treatment volume

e Dose

e Modality

e Brachytherapy/ SBRT

e Reirradiation with concurrent chemotherapy



Key landmark publications

Author n RT dose/# Chemotherapy % Survival Severe toxicity %
outcomes %
Dawson (2001) 40 1.8-2.0 Gy/fr (or 1.2 Gy BID) 33 2 years LRC 29 Acute: 10
Michigan Median 60 Gy platinum based 2 years OS 32 Late: 21
3DCRT No deaths
Lee (2007) 105 1.8-2.0 Gy/fr (or 1.2 Gy BID) 43 concurrent 2 years LRC 42 Acute: Grade 3+23
MSKCC Median 59 Gy platinum based 2 years OS 37 Late: Grade 3+12
IMRT No deaths
Sulman (2009) 74 2 Gy/fr 49 chemo 2 years LRC 64 Late: 20 severe
MDACC Median 60 Gy concurrentzinductiof 4 years LRC 50 toxicity
IMRT platinum based 2 years OS 58 1 possible Rx
4 years OS 43 related death
Popovtzer (2009) 66 1.8-2.0 Gy/fr or 1.25 Gy BID 71 2 years LRC 27 Late: 18 severe
Michigan Median 68 Gy Cis/Carbo 5 years LRC 19 1 death from ARF
3DCRT/IMRT Cis-5FU in hyperfrx 2 years OS 40
5 years OS 22
Duprez (2009) 84 2.0-2.5 Gy/fr 20 2 years LRC 48 Acute: 30 grade 3+
Ghent Median 69 Gy platinum based 5 years LRC 40 Late: 13 grade 3+
IMRT 2 years OS 35 No deaths

RT-Raadiotherapy, IMRT=Intensity-modulated radiation therapy, 3DCRT=-Three-gimensional conformal radiation

0S=Overall survival, SFU=5-fluorouracil

5 years OS 20

Horapy: ﬂgﬂute renal |anlure; LhC-Locoregionai control;




Role of chemotherapy in recurrent setting

NACT
e Concurrent

e Adjuvant

e Targeted therapy

e Immunotherapy



The SCCHN treatment landscape is evolving
and has become more complex

Q@ 0 o0 © Q ©

1970s 1980s 2008 2016-18 2019 2020
Single-agent CT! CT The EXTREME ICls in 2L56 TPEX? TPEX
combinations23 regimen4 and followed by

ICI % platinum + 5-Fus  1CI°

( ) ( In 2008, the In 2016-18, ICI
Throughout the 1970s, 80s and 90s EXTREME trial therapy In 2019, multiple In 2020, Ior:lg oS
demonstrated an demonstrated new treatment was seen using the
chemotherapy was the only . . . . .
treatment for improvement in improved outcomes options entered TPExX regimen
R/M SCCHNi-3 outcomes when in platinum-refractory the followed by ICI
Cetuximab was disease or 2L56 1L landscape’:8 therapy?®
\_ Y, \_ added to CT4
months
Os: 6 months 10 months 14 months 21 months

2L OS
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PRINCIPLES OF SYSTEMIC THERAPY FOR NON-NASOPHARYNGEAL CANCERS
(Lip, Oral Cavity, Oropharynx, Hypopharynx, Glottic Larynx, Supraglottic Larynx, Ethmoid Sinus, Maxillary Sinus, Occult Primary)

+ The choice of systemic therapy should be individualized based on patient characteristics (eg, PS, goals of therapy).

Recurrent, Unresectable, or Metastatic (with no surgery or RT option)

Preferred Regimens

First-Line®

» Pembrolizumab/platinum (cisplatin or
carboplatin)/s-FU (category 1)%

* Pembrolizumab (for tumors that
express PD-L1 with CPS =1) (category 1 1f
CPS = 20)c.30

Subsequent-Line (if not previously used)

« Nivolumab3 (if disease progression on or
after platinum thergﬂ?y} (category 1)

+ Pembrolizumab®2-34 (if disease progression
on or after platinum therapy) (category 1)

Other Recommended Regimens

(First- and Subsequent-Line)

Combination Regimens

+ Cetuximab/platinum (cisplatin or
carboplatin)/5-FU=> {category 1)

+ Cisplatin/cetuximab

» Cisplatin or carb%platinfdocetaxeﬁ? or paclitaxel3®

» Cisplatin/5-FlJ38.39

- Cisplatin or carboplatin/docetaxel/cetuximab?0

- Cisplatin or carboplatin/paclitaxel/cetuximab®1

+ Pembrolizumab/platinum (cisplatin or carboplatin)/
docetaxel0-37

+ Pembrolizumab/platinum 3'{gcisplatin or carboplatin)/
paclitaxel (category 2B) 3U.38

Single Agents

« Cisplatint-42

- Carboplatin?3

+ Paclitaxel44

» Docetaxel45.46

. 5FU42

- Methotrexate3%47
- Cetuximab®®

» Capecitabine??

« Afatinib=? (subsequent-line only, if disease progression

on or after platinum therapy) (category 2B)

Useful in Certain Circumstances

(First- and Subsequent-Line)

» Cetuximab/pembrolizumab (category 2B)°>"
« For select ethmoid/maxillary sinus cancers
(small cell, SNEC, high-grade olfactory
esthesioneuroblastoma, SNUC with
neurcendocrine features):
» Cisplatin/etoposide or carboplatin/
etoposide 4
» Cyclophosphamide/doxorubicin/
vincristine (category 2B)1°
- Pembrolizumab (for MSI-H tumors)®2
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DIAGNOSIS TREATMENT PERSISTENT
DISEASE OR

Clinical trial preferred

Recurrent or . . ]
persistent If Ioca::-re_glonal failure, consider
disease with locoregional treatment based on
distant " | disease extent and symptoms ™
metastases (See ADV-3

Distant metastases only!f ——

PS 0-1—»

Combination systemic tht=.~r.'=||:n_n,.'j

or

Single-agent systemic therapy!

or

Surgery? or RT? or concurrent
systemic therapy/RT? for selected
patients with limited metastases
or

Best supportive care

—= P52

Single-agent systemic therapyl |

—_—

or
Best supportive care
+

Palliative RT
or
Palliative surgery

PS3 —»

Best supportive care

*

Palliative RT

or

Palliative surgery

PROGRESSION

Systemic
therapy,! clinical
trial preferred
or

Palliative RT

or

Best supportive
care

Best supportive
care

or

Alternate
single-agent
systemic
therapy!

or

Palliative RT




EXTREME Chemotherapy* + Cetuximab: OS

1. - —— Chemotherapy + cetuximab (n = 222)
0 == Chemotherapy (n = 220)
0. - HR: 0.80 (95% Cl: 0.64-0.99; P = .04)
8
8 - + 2.7 mos
S 0.+ Median OS:
::;‘ 6 _____________ 10.1 mos he NEW ENGLAND JOURNAL of MEDICINE
® Median OS: ! “ oo ”
0. .
-8 ) 7.4mos 1 Platinum-Based Chemotherapy
& 4 : : plus Cetuximab in Head and Neck Cancer
: : Jan B. Vermorken, M.D., Ph.D Ricard Mesia, M.D., Fernando Rivera, M.D., Ph.D.
0. - : :
2 | |
| |
0 T T L T . T T T T 1
0 3 6 9 12 15 18 21 24
Mos

*Cisplatin or carboplatin plus 5-FU.
Vermorken. NEJM. 2008;359:1116.




Phase IIl E1305 Trial of Chemotherapy™ + Bevacizumab in

Recurrent/Metastatic HNSCC: OS

1.07 Treatment Median OS, Mos
= Chemo + bevacizumab 12.6
0.8+ = Chemo only 11.0
8 HR: 0.84 (95% Cl: 0.67-1.05; P = .13)
% 0.6
Fy
S 041
Q0
2
% 021
0 -
0 6 12 18 24 30 36 42 48
Patients at Risk, n Yrs Since Randomization

Chemo+ 203 144 98 73 41 28 18 13 11
bevacizumab 200 145 88 51 30 18 11 9 7

_ Chemo only o _
Argiris. J Clin Oncol. 2019;37:3266. *Cisplatin or carboplatin plus docetaxel or FU.




Survival in Recurrent/Metastatic p16-Positive HNSCC

100

osl1

— p16 positive
— p16 negative

80 4
g 60 4 _'—l.l_l_l_
8
40 -
20+
0 T . . |
0 0.5 1.0 1.5 2.0
Yrs

1. Fakhry. J Clin Oncol. 2014;32:3365. 2. Argiris. Ann Oncol. 2014;25:1419.

Probability of OS

osf2l
1.0+ — p16 positive
— p16 negative
0.81
0.61
0.4 4
0.21
oy B
0 r r r 1
0 0.5 1.0 1.5 2.0

Yrs




Palliative systemic therapy?

Options in Platinum refractory




KEYNOTE-048: Study Design

Key Eligibility Criteria

Pembrolizumab
= SCC of the oropharynx, oral cavity,

Monotherapy _

hypopharynx, or larynx Pembrolizumab 200 mg Q3W
= R/M disease incurable by local for up to 35 cycles

therapies
= ECOGPSOoril
= Tissue sample for PD-L1 Pembrolizumab Pembrolizumab 200 mg + Pembrolizumab
= Known p16 status in the 1:1:1 g Cisplatin 100 mg/m? + f t

t 5-FU 1000 mg/m?/day for orupto
oropharynx 35 cycles total
4 days for 6 cycles (each 3 wk)
Stratification Factors

= PD-L1 expression* Cetuximab 250 mg/m? Q1W*

(TPS 2 50% vs < 50%) +
* pl6 statusin oropharynx EXTREME Carboplatin AUC 5 OR Cetuximab

(positive vs negative) » Cisplatin 100 ng/m2 + 250 mg/m2 Q1W
» ECOG PS (0 vs 1) 5-FU 1000 mg/m?/day for

*Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent) TAssessed using the CINtec p16 Histology
Burtness. Lancet. assay (Ventana); cutpoint for positivity: 70%. *Following a loading dose of 400 mg/m?2.
201 O;QQ/I~101 C




KEYNOTE-048: OS for Pembrolizumab + Chemotherapy vs

Events HR (95% Cl) P
100 Value
12-Mo Rate, % Pembro + chemo 70% 0.77 .0034
301 53.0 TREME % (0.63-0.93)
24-I\F7f(o ate, % 80%
43.9
29.0
< ©0 18.7 _
- Median OS, Mos (95% Cl)
O 40" 13.0 (10.9-14.7)
NN gn 10.7 (9.3-11.7)
201 I-|-|I-|.|," |
O n n " L | | L | |
0 5 10 15 20 25 30 35 40
Patients at Risk, n Mos
281 227 169 122 75 40 10 1 0
278 227 147 100 51 20 5 1 0

Burtness. Lancet. 2019;394:1915. Data cutoff date: Jun 13, 2018.




KEYNOTE-048: OS (CPS 2 20) for Pembrolizumab vs

EXTREME

12-Mo Rate, %

24-Mo Rate, %X TREME

Event HR (95% Cl) P
S Value
Pembro alone 62% 0.61 .0007
o (0.45-0.83)
78%

Median OS, Mos (95% Cl)

14.9 (11.6-21.5)
10.7 (8.8-12.8)

L] L]
0 5 10
Patients at Risk, n
133 106 85
122 100 64

Burtness. Lancet. 2019;394:1915.




KEYNOTE-048: PFS for Pembrolizumab vs EXTREME

CPS 2 20
100 Events HR (95% Cl)
Pembro 86% 0.99
EXTREME 919  (0.75-1.29)
80+
12-Mo Rate, % Median PFS, Mos (95% CI)
— 604 22.9 3.4 (3.2-3.8)
(=] .
S 12.4 5.0 (4.8-6.2)
7
L
o 401
24-Mo Rate, %
14.9
20+ _‘_L‘—H_L 4.8
x_'_‘——|_|_|
0 —————— —————
0 5 10 15 20 25 30 35 40
Patients at Risk, n Mos
133 45 32 28 17 8 6 1 0
122 58 18 8 6 3 1 0 0

Burtness. Lancet. 2019;394:1915.

:::::::::

CPS 2

1

100 Events  HR (95% Cl)
Pembro 88% 1.16
EXTREME 91%  (0.96-1.39)
80+
12 % Median PFS, Mos (95% Cl)
604 19'2"° Rate, % 3.2(2.2-3.4)
' 5.0 (4.8-5.8)
11.9
407 24-Mo Rate, %
11.2
54
27 H'Lu‘_,““_
0 v ¥ ¥ L] T T T T
0 5 10 15 20 25 30 35 40
Patients at Risk, n Mos
257 80 54 43 23 9 7 1 0
255 119 37 20 15 8 4 0 0

PFS assessed per RECIST v1.1 by blinded, independent central radiologic




Phase Ill CheckMate 141: Nivolumab in

Recurrent/Metastatic HNSCC After Platinum Therapy

Stratified by prior
cetuximab

Patients with recurrent or metastatic .
HNSCC (oral cavity, pharynx, or larynx), L
progression or recurrence in £ 6 mos
after last dose of platinum-based

chemotherapy, p16 documented for Randomized 2:1
determining HPV status (oropharyngeal Ve

cancer only), any prior tx experience, \
any PD-L1 status cetuximab 400 mg/m? IV once followed by 250

(N =361) mg/m2/wk

= Primary endpoint: OS
= Other endpoints: PFS, ORR, DoR, safety, biomarkers, QoL

Ferris. NEJM. 2016;375:1856.




CheckMate 141: OS for Nivolumab vs Investigator’s

Choice in Recurrent/Metastatic HNSCC

100

80 1

60 -

0S (%)

40 -

20 1

0

Median OS, Mos (95% CI) ORR, %
Nivolumab (n = 240) 7.7 (5.7-8.8) 13.3
Investigator’s choice (n =121) 5.1(4.0-6.2) 5.8

HR: 0.68 (95% Cl: 0.54-0.86)

Nivolumab

0
Patients at Risk, n

3

6 9 12 15 18 21 24 27 30 33 36 3
Mos

Nivolumab 240 169 132 98 78 57 50 42 37 28 15 10 4 O
IC 121 8 51 32 23 14 10 8 7 4 1 1 0 O

Ferris. Oral Oncol. 2018;81:45.




KEYNOTE-040: Pembrolizumab vs Standard of Care in

Recurrent/Metastatic HNSCC

Stratified by ECOG PS (0 vs 1),
pl6 status (pos vs neg),

_ _ _ PD-L1 TPS (2 50% vs < 50%) 2yrs
Patients with SCC of oral cavity, oropharynx, v

hypopharynx, or larynx, and: 1 .
* recurrent disease or PD 3-6 mos after Pembrollzuma_bzzzt);) mg IV Q3w
multimodal tx with platinum or PD after / =27

platinum-based tx for RM HNSCC

Until confirmed PD
. . —
< 2 prior tx for RM H.NSCC ‘ (crossover not allowed)
= known p16 status with oropharynx disease \ standard of Care*
= ECOGPS0/1 (n=248)
(N =495)

*Investigator’s choice of methotrexate 40 mg/m?2/wk (in absence of toxicity could increase to 60 mg/m?),
docetaxel 75 mg/m?2 Q3W, or cetuximab loading dose of 400 mg/m? followed by 250 mg/m?/wk.

® Primary endpoint: OS in ITT population

= Secondary endpoints: OS in PD-L1—positive subgroups, PFS, ORR, DoR,
safety, tolerability

Cohen. Lancet. 2019;393:156.




KEYNOTE-040: OS by PD-L1 Expression

PD-L1CPS 21 PD-L1 CPS 2 50
Events, n HR(95% Cl) P Value* Events, n HR(95% Cl) P Value*
10 1 Pembro 137 0.75 .0078 10 Pembro 41 0.54 .0017
0 SoC 157 (0.59-0.95) 0 soc 55 (0.35-0.82)
80 1 80 1
= 60 - I = 604 I Median OS, Mos (95% Cl)
S Median OS, Mos (95% Cl) s 16.6% 11.6 (8.3-19.5)
8 40.1% 8.7 (6.9-11.4) 8 ' 7.9 (4.8-9.3)
40 7.1 (5.7-8.6) 40
20 1 20 1
|
0 L | L] ! L] L] L] | O L | L] ! L] L] L] |
0 5 112 15 20 25 30 0 5 112 15 20 25 30
Patients at Risk, 0 Mos Patients at Risk, 0 Mos
n 196 131 87 43 14 2 0 n 64 49 35 19 7 1 0
191 113 63 28 8 1 0 65 38 22 9 2 0 0

*Nominal 1-sided P value from log-rank test, stratified by randomization stratification factors.
Cohen. Lancet. 2019;393:156.




Immune Checkpoint Inhibitors in Head and Neck Cancer

Drug Approved Indication

Nivolumab!!] Second line in R/M HNSCC with progression PD-1
on/after platinum-based chemotherapy

Pembrolizumab!?! Second line in R/M HNSCC with progression PD-1
on/after platinum-containing chemotherapy

First line in R/M HNSCC as a single agent in patients with PD-
L1—expressing tumors (CPS = 1) and in combination with
platinum + 5-FU for all patients

Atezolizumab!! Not approved in HNSCC PD-L1
Durvalumab!¥ Not approved in HNSCC PD-L1
AvelumabP! Not approved in HNSCC PD-L1

1.. Nivolumab PI. 2. Pembrolizumab PI. 3. Atezolizumab PI. 4. Durvalumab PI. 5. Avelumab PI.
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Am — TMC arm — TMC-l arm

1.00

Overall survival

0.751

 The median overall survival in TMC and
TMC-I arms was 6.7 months (95% CI 5.83 -
8.07) and 10.1 months (95% Cl 7.37-12.63)
respectively

Hazard ratio-0.545; 95% Cl 0.362-0.82;
P=0.00358 0001

Overall Survival (%)

0.25+

0 2 4 6 8 10 12 14
Months after Randomization

 1vyear OS improved from 16.3% to 43.4%

Number at risk

=1 75 69 62 46 28 14 6 0
£
<
= 76 70 62 52 4 28 1" 2
0 2 = 6 8 10 12 14

Months after Randomization
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Am — TMC arm — TMC-l arm

g

o

o
f

PFS
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1

* The median progression-free survival in
the TMC and the TMC-I arms was 4.57
months (95% Cl 4.2 -5.3) and 6.57

0.501

o

)

3]
1

months (95% CI 4.43-8.9) respectively
(P=0.0021)

Progression free Survival (%)

Hazard ratio-0.564 (95% CI 0.389- 000, | |

0816, P:00024) i i MontI:s after Igandomiszation * b
1 year PFS improved from 3.24 % (to rumber at sk

27.5% E =m 75 66 52 26 9 7

Months after Randomization

22ASCO EEEEY  “rofessor viay M pa ey ASCO s
ANNUAL MEE-HNG ro essor IJay a I author, license Yy . Permission required for reuse.
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Does |0 lead to long term survival



revision surgery

Modified radical neck Nivolumab 2 weekly
dissection started
i Nivolumab stopped
Adjuvant CT RT Nab paclltaxel +
cetuximab
00000+ == . ey ——j——————— ) i

Sep-17 Apr-18 Oct-18 May-19 Dec-19 Jun-20 Jan-21 Jul-21 Feb-22  Aug-22

Left sided neck 2 Disease 3rd Disease
swelling progression progression
Metabolic CR
15t Di Off nivolumab for last
sease 14months

progression

70 M, HNSCC- Journey



72 M, ca
buccal Mucosa

¢ 3
At .
diagnosi Disease Disease Pf)st 6 months of
S recurrence progreSSion nivolumab
after Sx and after nab therapy
post CT/RT paclitaxel +

cetuximab



What is your choice for CPS 1-19
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PD-L1 CPS < 1 PD-L1 CPS 1-19 PD-L1 CPS 2 20

Pembrolizumab- Cetuximab- Pembrolizumab- Cetuximab- Pembrolizumab- Cetuximab-
Chemotherapy Chemotherapy Chemotherapy Chemotherapy Chemotherapy Chemotherapy
0S and PFS (n = 39) (n = 43) (n = 116) (n = 125) (n = 126) (n=110)
Median OS® 11.3(9.51t014.0) 10.7(85t0159) 12.7(941t0153) 99 B861t011.5) 14.7 (10.310 19.3) 11.0 (9.2 to 13.0)
months, (9% CI)*
0OS HR® (95% ClI) 1.21 (0.76 to 1.94) 0.71 (0.54 to 0.94) 0.60 (0.45 to 0.82)
pe .78932 .00726 .00044

12-month OS rate®  41.0(25.71055.8) 46.5 (31.2 t0 60.4) 52.6(43.11061.2) 41.1 (32.41049.6) 57.1(48.0t065.2) 46.1 (36.6 to 55.1)
%, (95% CI)"

Median PFS*¢ 4.7 (3.4 to 6.2) 6.2 (56.0to 7.3) 49 (4.2 to 5.3) 49 (3.7 t0 6.0) 58 (4.7 to 7.6) 5.3(49 to 6.3)
months, (95% Cl)

PFS HR® (95% Cl) 1.46 (0.93 to 2.30) 0.93 (0.71 to 1.21) 0.76 (0.58 to 1.01)
25 94898 29189 02951




GOOD SCIENCE ;\
BETTER MEDICINE
BEST PRACTICE

OPEN

SPECIAL ARTICLE

Pan-Asian adaptation of the EHNS—ESMO—ESTRO Clinical Practice

CANCE
HORIZ

Guidelines for the diagnosis, treatment and follow-up of patients with

squamous cell carcinoma of the head and neck

B. Keam® ', J.-P. Machiels?, H. R. Kim?, L. Licitra®, W. Golusinski®, V. Gregoire®, Y. G. Lee’, C. Belka®, Y. Guo?’, S. J. Rajappa’®,
M. Tahara'?, M. Azrif'%, M. K. Ang"®, M.-H. Yang'“?, C.-H. Wang'®, Q. S. Ng'%, W. I. Wan Zamaniah'’, N. Kiyota'®, s. Babu'®,

K. Yang®®, G. Curigliano®™?2, S. Peters®®, T. W. Kim??, T. Yoshino®™ & G. Pentheroudakis®®
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3s. Pembrolizumab in combination with platmumfs FU and pembrolizumab mnnotherapv are two appmved regimens for patients with
R/M SCCHN expressing PD-L1 (CPS >1) [I, A; ESMO-MCBS v1.1 score: 4]. The choice of pembrolizumab monotherapy or chemotherapy
plus pembrolizumab may be based on CPS, tumour burden and symptoms [V, C].

3t. Platinum/5-FU/cetuximab remains the standard therapy for patients with R/M SCCHN not expressing PD-L1 [I, A; ESMO-MCBS v1.1
score: 3]. Pembrolizumab plus chemotherapy [II, C], TPeX [II, B] and PCE [II, B] are also treatment options in this population.

3u. Nivolumab is both FDA- and EMA-approved for recurrent/metastatic patients who progress within 6 months of platinum therapy
[I, A; ESMO-MCBS v1.1 score: 4].

100

100

100




Metastatic or recurrent/persistent disease not
amenable to curative RT or surgery

No platinum-based ChT
during the last 6 months
and PD-L1 assessment not
carried out

Pretreated with platinum- Pretreated with platinum-

No platinum-based ChT
during the last 6 months
and PD-L1-positive tumour

s e sl based ChT within the last 6

months and
immunotherapy-naive

based ChT within the last
6 months and with prior
immunotherapy

during the last 6 months
and PD-L1-negative tumour

Standard N\ /" standard \ / $tandard \ 4 Standard N\ Option

» Pembrolizumab . . = Platinum/5- = Nivolumab [l, A; MCBS « Taxane or methotrexate
monotherapy [, A; MCBS ;::Tnt:,r,?ﬂgl_jg‘; I[:Lth:s FU/cetuximab [I, A; 4] or pembrolizumab I, or cetuximab and/or BSC
4] MCBS 4] MCBS 3] A; MCBS 4] [, cJ

» Pembrolizumab plus . .
platinum/5-FU [I, A; Options thlons Option
MCBS 4] + Platinum/5- * Pembrolizumab plus « Taxane or methotrexate

FU/cetuximab if platinum/5-FU [, A; or cetuximab and/or
Options contraindication to MCBS 4] BSC if contraindication

+ Platinum/5-FU/cetuximab immunotherapy and fit * TPeX [Il, B] \"’ immunotherapy [ll, Cy
if contraindication to for platinum-based « PCEll, B]
immunotherapy and fit for therapy [I, A; MCBS 3] » Methotrexate or taxane
platinum-based therapy « Methotrexate or taxane or cetuximab and/or
[I. A; MCBS 3] or cetuximab and/or BSC in case of

» Methotrexate or taxane BSC if contraindication contraindication to
or cetuximab and/or BSC to immunotherapy and immunotherapy and
if contraindication to unfit for platinum-based unfit for platinum-based /
immunotherapy and unfit \ﬂ'Ierapy [, €j / therapy [lll, C]
for platinum-based

Q’lar&py [, ] -




Biomarkers and Targeted Drugs in Head and Neck Cancer

Biomarker Drug Head and Neck Cancer
PD-L1 Pembrolizumab First line in R/M HNSCC as monotherapy (CPS = 1) and
in combination with chemotherapy
PD-L1 Nivolumab, pembrolizumab Monotherapy in R/M HNSCC with progression
on/after platinum-based chemotherapy
MSI-H Pembrolizumab Monotherapy in R/M HNSCC with progression
on/after prior treatment
TMB-H Pembrolizumab Monotherapy in head and neck cancers with
progression on/after prior treatment
AR + Leuprolide*, bicalutamide* Salivary gland tumors
NTRK gene fusion Larotrectinib, entrectinib Salivary gland tumors
HER2+ Trastuzumab + pertuzumab or Salivary gland tumors
docetaxel*, TDM-1*
Pembrolizumab PI. Nivolumab PI. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®): Head and Neck Cancers. Version E

1.2021.11/08/2020. Available at: www.NCCN.org. Accessed March 8, 2021. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Biomarkers of Response to Immunotherapy in HNSCC

= PD-L1

= Viral etiology
=" Tumor mutational burden
" |[mmune gene expression

= Hypoxia

Slide credit: clinicaloptions.com
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GATS Objectives

Meniter tobacco uie & prevention
peodscees

Protect peopde from tobascio smoke
Offer help 1o quit tobacoo use

Waen about the dargerns of tobadcs

Erdcroe band on tobacos advwertising
pecamioticn, & sporscrhep

Rasger taoes on tobacos

GATS Methodology

GATS 2 Highlights

19.0% of men, 2.0% of women and 10.7% (99.5 million] of all
adults currently smoke tobaceo.

+  29.6% of men, 12.8% of women and 21.4% (199.4 million) of all
adults currently use smokeless tobacoo.

+  42.4% of men, 14.2% of women and 28.6% (266.8 million) of all
adults currently use tobacco [smoked and/or smokeless
tobacco].

55.4% of current smokers are planning or thinking of quitting
smoking and 49.6% of current smokeless tobacco users are
planning or thinking of quitting smokeless tobacco use.

+  48.8% of current smokers were advised by health care provider
to guit smoking and 31.7% of current smokeless tobacco users
were advised by health care provider to quit use of smokeless
tobacco.

38.7% of adults were exposed to second hand smoke at home.

+  30.2% of adults who work indoors are exposed to second-hand
smoke at their workplace.

« 7.4% of adults were exposed to second hand smoke at
restaurants.

Prevalence of current tobacco smoking among
states/UTs, GATS India 2016-17
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Goa lammu & Kashmir
Bihar Puducherry
Chhattisgarh Herala
odisha Chandigark
Puducherry Haryana
Punjaby Goa
Gularat Andhra Fradesh
Telangana Funjab
Harmatala Delhd
Kerala Sikicim
Chandigarh Telangana
Madhya Pradesh Tamil Nadu
Tamil Nada Uttarakhand
India Hajasthan
Stkkim Karmataka
Jharkhand Gufarat
Delhi West Bengal
Nagaland Meghalaya
Rajasthan India
Assam Bihar
Uttar Pradesh Maharashtra
Andhra Pradesh Madhya Pradesh
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West Bengal
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Prevalence of current tobacco use (smoking and for smokeless) among states /UTs, GATS India 2016-17




TOBACCO

= Global Adult Tobacco Survey 2,
2018 —every third adult in rural
areas and every fifth adult in urban
areas uses tobacco

= First hand, second hand and third
hand smoke inhalation
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