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Pillars of Oncology care 



Case1

Ca left GBS , PDSCC, pT1pN2aM0, 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





Role of salvage surgery in recurrent head 
neck cancers

● Challenges

● Advantages

● Disadvantages

● Prognostic factors

● Selection of cases

● Complications

● Reconstruction



Van der Putten et al. Acta Otorhinolaryngologica Italica, 35(3), 162–172., 2015

Overall survival for laryngeal and hypopharyngeal cancer with initial 
chemoradiation treatment with and without salvage surgery





In whom to consider? resectable

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



Salvage surgery

Overall survival at 30 months 

Salvage surgery was 22.0 months 

No suregery= 9.7 months 

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

Salvage Surgery- n=78

No Surgery= 22



Salvage surgery done- Adjuvant Rx?

● Chemotherapy

● Immunotherapy

● Re irradaition



The 2-year DFS was 60% (95%CI 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?





Salvage Sx done but not fit for reradiation



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



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



Reradiation

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

● After surgical salvage but have high-risk features.

● Medically suitable for curative-intent but not fit for surgery 

● Better disease control 

● Patient selection

● Radio resistance

● Treatment volume

● Dose

● Modality

● Brachytherapy/ SBRT

● Reirradiation with concurrent chemotherapy





Role of chemotherapy in recurrent setting  

● NACT

● Concurrent

● Adjuvant

● Targeted therapy

● Immunotherapy



The SCCHN treatment landscape is evolving
and has become more complex

Throughout the 1970s, 80s and 90s
chemotherapy was the only

treatment for
R/M SCCHN1–3

In 2008, the 
EXTREME trial 

demonstrated an
improvement in
outcomes when
Cetuximab was

added to CT4

10 months

In 2016–18, ICI
therapy

demonstrated
improved outcomes

in platinum-refractory 
disease or 2L5,6

11 months

In 2019, multiple
new treatment 
options entered

the
1L landscape7,8

1980s1970s 2008 2016–18 2019

6 months 14 monthsOS:

2020

In 2020, long OS
was seen using the

TPEx regimen
followed by ICI

therapy9

21 months

Single-agent CT1 CT The EXTREME ICIs in 2L5,6 TPEx7 TPEx

combinations2,3 regimen4 and

ICI ± platinum + 5-FU8

followed by

ICI9

2L OS







EXTREME Chemotherapy* + Cetuximab: OS

Vermorken. NEJM. 2008;359:1116.

HR: 0.80 (95% CI: 0.64-0.99; P = .04)

Chemotherapy + cetuximab (n = 222)

Chemotherapy (n = 220)
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Phase III E1305 Trial of Chemotherapy* ± Bevacizumab in 
Recurrent/Metastatic HNSCC: OS

Patients at Risk, n
Chemo + 

bevacizumab
Chemo only

Treatment Median OS, Mos
Chemo + bevacizumab 12.6
Chemo only 11.0

HR: 0.84 (95% CI: 0.67-1.05; P = .13)
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Argiris. J Clin Oncol. 2019;37:3266. *Cisplatin or carboplatin plus docetaxel or FU.



Survival in Recurrent/Metastatic p16-Positive HNSCC

1. Fakhry. J Clin Oncol. 2014;32:3365. 2. Argiris. Ann Oncol. 2014;25:1419.
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Palliative systemic therapy?
Options in Platinum refractory



Pembrolizumab 200 mg Q3W 
for up to 35 cycles

Cetuximab 250 mg/m2 Q1W‡

+
Carboplatin AUC 5 OR 
Cisplatin 100 mg/m2 + 

5-FU 1000 mg/m2/day for 
4 days for 6 cycles (each 3 wk)

Cetuximab
250 mg/m2 Q1W

Stratification Factors

 PD-L1 expression* 
(TPS ≥ 50% vs < 50%)

 p16 status in oropharynx
(positive vs negative)

 ECOG PS (0 vs 1)

*Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent) †Assessed using the CINtec p16 Histology 
assay (Ventana); cutpoint for positivity: 70%. ‡Following a loading dose of 400 mg/m2.

Pembrolizumab 200 mg +
Carboplatin AUC 5 OR 
Cisplatin 100 mg/m2 + 

5-FU 1000 mg/m2/day for 
4 days for 6 cycles (each 3 wk)

Pembrolizumab
200 mg Q3W 

for up to 
35 cycles total

Key Eligibility Criteria

 SCC of the oropharynx, oral cavity, 
hypopharynx, or larynx 

 R/M disease incurable by local 
therapies

 ECOG PS 0 or 1

 Tissue sample for PD-L1 
assessment*

 Known p16 status in the 
oropharynx†

Pembrolizumab
Monotherapy

Pembrolizumab
+ Chemotherapy

EXTREME

KEYNOTE-048: Study Design

R 
1:1:1

Burtness. Lancet. 
2019;394:1915.



Data cutoff date: Jun 13, 2018.

Events HR (95% CI) P 
Value

Pembro + chemo 70% 0.77 
(0.63-0.93)

.0034

EXTREME 80%

Median OS, Mos (95% CI)
13.0 (10.9-14.7)
10.7 (9.3-11.7)

12-Mo Rate, %
53.0
43.9 24-Mo Rate, %

29.0
18.7

KEYNOTE-048: OS for Pembrolizumab + Chemotherapy vs 
EXTREME
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Burtness. Lancet. 2019;394:1915.



Event
s

HR (95% CI) P 
Value

Pembro alone 62% 0.61 
(0.45-0.83)

.0007

EXTREME 78%

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

Median OS, Mos (95% CI)
14.9 (11.6-21.5)
10.7 (8.8-12.8)

12-Mo Rate, %
56.9
44.9 24-Mo Rate, %

38.3
22.1
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Burtness. Lancet. 2019;394:1915.



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

Events HR (95% CI)

Pembro 86% 0.99 
(0.75-1.29)EXTREME 91%

CPS ≥ 20 CPS ≥ 1

Median PFS, Mos (95% CI)
3.4 (3.2-3.8)
5.0 (4.8-6.2)

12-Mo Rate, %
22.9
12.4

24-Mo Rate, %
14.9
4.8

Events HR (95% CI)

Pembro 88% 1.16 
(0.96-1.39)EXTREME 91%

Median PFS, Mos (95% CI)
3.2 (2.2-3.4)
5.0 (4.8-5.8)

12-Mo Rate, %
19.6
11.9

24-Mo Rate, %
11.2
5.4
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KEYNOTE-048: PFS for Pembrolizumab vs EXTREME
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Patients with recurrent or metastatic 
HNSCC (oral cavity, pharynx, or larynx), 
progression or recurrence in ≤ 6 mos 

after last dose of platinum-based 
chemotherapy, p16 documented for 

determining HPV status (oropharyngeal 
cancer only), any prior tx experience, 

any PD-L1 status
(N = 361)

Nivolumab 3 mg/kg IV Q2W
(n = 240)

Investigator’s Choice of methotrexate 40 mg/m2/wk IV, 
docetaxel 30 mg/m2/wk IV, or 

cetuximab 400 mg/m2 IV once followed by 250 
mg/m2/wk
(n = 121)

Stratified by prior 
cetuximab

Randomized 2:1

Ferris. NEJM. 2016;375:1856. 

Phase III CheckMate 141: Nivolumab in 
Recurrent/Metastatic HNSCC After Platinum Therapy

 Primary endpoint: OS

 Other endpoints: PFS, ORR, DoR, safety, biomarkers, QoL



CheckMate 141: OS for Nivolumab vs Investigator’s 
Choice in Recurrent/Metastatic HNSCC

Ferris. Oral Oncol. 2018;81:45.

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% CI: 0.54-0.86)
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Cohen. Lancet. 2019;393:156.

Patients with SCC of oral cavity, oropharynx, 
hypopharynx, or larynx, and:

 recurrent disease or PD 3-6 mos after 
multimodal tx with platinum or PD after 
platinum-based tx for RM HNSCC

 ≤ 2 prior tx for RM HNSCC
 known p16 status with oropharynx disease
 ECOG PS 0/1 

(N = 495)

Pembrolizumab 200 mg IV Q3W
(n = 247)

Standard of Care*
(n = 248)

Stratified by ECOG PS (0 vs 1), 
p16 status (pos vs neg), 

PD-L1 TPS (≥ 50% vs < 50%) 2 yrs

*Investigator’s choice of methotrexate 40 mg/m2/wk (in absence of toxicity could increase to 60 mg/m2), 
docetaxel 75 mg/m2 Q3W, or cetuximab loading dose of 400 mg/m2 followed by 250 mg/m2/wk.

Until confirmed PD
(crossover not allowed)

KEYNOTE-040: Pembrolizumab vs Standard of Care in 
Recurrent/Metastatic HNSCC

 Primary endpoint: OS in ITT population

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



KEYNOTE-040: OS by PD-L1 Expression

Cohen. Lancet. 2019;393:156. 
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8.7 (6.9-11.4)
7.1 (5.7-8.6)

P Value*
.0078

HR (95% CI)
0.75 

(0.59-0.95)

*Nominal 1-sided P value from log-rank test, stratified by randomization stratification factors.
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Immune Checkpoint Inhibitors in Head and Neck Cancer

1.. Nivolumab PI. 2. Pembrolizumab PI. 3. Atezolizumab PI. 4. Durvalumab PI. 5. Avelumab PI. 

Drug Approved Indication Target

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

PD-1

Pembrolizumab[2] Second line in R/M HNSCC with progression 
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

PD-1

Atezolizumab[3] Not approved in HNSCC PD-L1

Durvalumab[4] Not approved in HNSCC PD-L1

Avelumab[5] Not approved in HNSCC PD-L1







PRESENTED BY:

Professor Vijay M Patil

Overall survival

41

• 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% CI 7.37-12.63) 
respectively 

• Hazard ratio-0.545; 95% CI 0.362-0.82; 
P=0.00358

• 1 year OS improved from 16.3% to 43.4% 



PRESENTED BY:

Professor Vijay M Patil

PFS

42

• The median progression-free survival in 

the TMC and the TMC-I arms was 4.57 

months (95% CI 4.2 -5.3) and 6.57 

months (95% CI 4.43-8.9) respectively 

(P=0.0021)

• Hazard ratio-0.564 (95% CI 0.389-

0.816; P=0.0024)

• 1 year PFS improved from  3.24 % (to 

27.5%



Does IO lead to long term survival



70 M, HNSCC- Journey

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

March 2018 
Adjuvant CT RT

August 2018 
2nd Disease 
progression  

August 2018 
Nab paclitaxel + 
cetuximab   

March 2019 
3rd Disease 
progression  

March 2019 
Nivolumab 2 weekly 
started   

March 2021 
Nivolumab stopped   

July 2022
Metabolic CR 
Off nivolumab for last 
14months

Jan 2018 
Left sided neck 
swelling 

Feb2018 
Modified radical neck 
dissection  

May 2018 
1st Disease 
progression

June  2018 
revision surgery 



At 
diagnosi
s

Disease 
recurrence 
after Sx and 
post CT/RT

Disease 
progression 
after nab 
paclitaxel + 
cetuximab 

Post 6 months of 
nivolumab 
therapy  

72 M, ca 
buccal Mucosa



What is your choice for CPS 1-19









Biomarkers and Targeted Drugs in Head and Neck Cancer

*Guideline-recommended off-label use under certain circumstances.

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 
docetaxel*, TDM-1*

Salivary gland tumors

Slide credit: clinicaloptions.com
Pembrolizumab PI. Nivolumab PI. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®): Head and Neck Cancers. Version
1.2021. 11/08/2020. Available at: www.NCCN.org. Accessed March 8, 2021.

http://www.clinicaloptions.com/


Biomarkers of Response to Immunotherapy in HNSCC

 PD-L1

 Viral etiology

 Tumor mutational burden

 Immune gene expression

 Hypoxia

Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/




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





Thank you


