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Head and Neck Cancer
(Neo) Adjuvant therapy
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= Oral’ Cavity Cancers treated .. e

o
........

with Surgery first: higher chance of cure..

Clinical Oncology (1998) 10:155-160

i 1998 The Royal College of Radiologisis Clinical
Oncology

Early Closure of a Randomized Trial: Surgery and Postoperative Radiotherapy
Versus Radiotherapy in the Management of Intra-oral Tumours

result, bot, after 35 patients had been entered, the trial
was closed prematurely with a marked difference in
overall survival in favour of the combination arm
(= 0.0006),

ALl this analvsis, curied out 23 months aller tnal
closure, the suirvival difference between the two arms
remains statistically significant for all causes of
mortality (P=0.001; relative death rate = (L.24; 95%
CT 010055,



crosrmer kp@7 Oral Cavity Cancers s
clinico-pathologically
similar to other HNSCA?

Anatomical Barriers

Patterns of Nodal Spread

Most reports/trials included patients with non
nasopharyngeal head and neck sites together...



after major surgery?

e Stage lll/IV a/b cancers have a 30-40% 5 year
survival

e A more than 15% risk of recurrence has
traditionally been used to recommend
adjuvant therapy

Management of Head and Neck Cancer A Multidisciplinary Approach. 2nd ed. Philadelphia: J. B.
Lippincott; 1994
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Selecting patients?
Risk factors for recurrence

Primary Nodal

e positive or close (<5mm) e Extra capsular extension
resection margin e 2 or more nodes or 2 or

e pT3/T4 tumours more nodal stations

e oral cavity site involved

e perineural invasion  Node more than 3cm in size

 |lymphovascular space
invasion

e Depth of invasion

e subglottic extension

Olsen KD et al Arch Otolaryngol Head Neck Surg 1994;120:1370-1374
Huang et al IntJ Radiat Oncol Biol Phys 1992;23:737-742
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Risk stratification of patients ™+

HIGH RISK PATIENTS: Study Design and Population

¢+ Extracapsular extension of nodal disease

: Registered (8/91 - 8/97): 288 Patients
¢ =2 of the following risk factors

i k Ineligible for

¢ oral cavity site PoRT (n=30) l El'“““ﬂt:L 'ml“ PoRT
+ microscopically positive mucosal margins | (n=31); Surgery & Risk ,.J':a::;:m randomizaton
® nerve invasion No PoRT / Assessment

¢ 2 2involved neck nodes R (=311 I PRELV
¢ > | positive nodal group 57.6Gyl65W  HR (n=151): (h=76)

¢ nodesize >3 cm Randorize N\ 63 GyfTwk
+ >0 week interval between surgery and radiat (n=75)

MODERATE RISK PATIENTS: One risk factor (excluding extracapsular extension)

Peters LJ et al. Int J Radiat Oncol Biol Phys 1993;26(1):3-11
Ang KK et al Int J Radiat Oncol Biol Phys 2001;51(3):571-8
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Selecting patients

for intervention

MD Anderson Studies
e oral cavity, oropharynx,

hypopharynx. p T3to T4 in

61%

e 58% had N2 to N3 neck
disease.

e 86% llI/IV disease

Study Design and Population

Registered (8/91 - 8/97): 288 Patients

Elected to receive PoRT
closer to hometown or

k ,..-" declined randomization
{n=45)

Ineligible for
PoRT (n=30)

—— LR (n=31): ¢— Surgery & Ris

No PoRT /Assessment
IR (n=31): l 63 Gy/5 wk
57.6 Gyl6.5W  HR (n=151): - (n=76)
Randomize
"\ 63 Gyl7wk
(n=75)

v

Peters LJ et al. Int J Radiat Oncol Biol Phys 1993;26(1):3-11  °® local-regional control

Ang KK et al Int J Radiat Oncol Biol Phys 2001;51(3):571-8

rate of 83%. = LOW
RISK, not for RT
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Does RT help in the

adjuvant setting?

Lundahl et al / Kao et al
Int J Radiat Oncol Biol Phys 1998/2008

95 patients with

node-positive squamous cell
carcinoma who were treated with

S +/- PORT

Huang et al
Int J Radiat Oncol Biol Phys 1992

1982-88, 441 cases

125 ECS or positive margins 71 Surgery, 54
PORT.

LC@ 3 years S vs PORT:
e ECS:31% vs 6% (P =0.03)

e positive margins, 41% vs 49% (P =0.04),
respectively; and

e ECS and positive margins: 0% and 68%
(P =0.001), respectively.

* multivariate analysis of local control
e use of PORT (P =0.0001)

*  macroscopic

e extracapsular extension (P =0.0001)

* margin status (P =0.09) significantly
impacted local control. DFS@ 3 years
was 25vs 45%

56 matched pairs of patients
were identified

recurrence in the dissected
neck (RR=5.82; P =0.0002)

death from any cause higher
for Surgery only group
(RR=1.67; P =0.0182)

Mishra RC et al Eur J Surg Oncol. 1996 Oct;22(5):502-4: PORT improves outcomes
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Which patients may

NOT benefit from RT?

RT proven to reduce risk:

Extra capsular extension
Node positivity

positive or close (<5mm)
resection margin

Advanced T stage

What about other risk factors?

pT1-T2 NO tumours?
perineural invasion

lymphovascular space
invasion

Depth of invasion
subglottic extension
Oral Cavity site



Int. J. Radiation Oncology Biol Phys., Vol. 77, No. 4, pp. 1024-1029, 2010
Copyright © 2010 Elsevier Inc.

Printed in the USA. All rights reserved

0360-3016/8-see front matter

doi:10.1016/j.ijrobp.2009.06.064

CLINICAL INVESTIGATION Head and Neck

TREATMENT RESULTS OF POSTOPERATIVE RADIOTHERAPY ON SQUAMOUS
CELL CARCINOMA OF THE ORAL CAVITY: COEXISTENCE OF MULTIPLE MINOR
RISK FACTORS RESULTS IN HIGHER RECURRENCE RATES

K AnG-HsinG Fan, M,D.,*”** Hung-MING WANG, l'cv'l.D.,HIH CHunG-Jan KaANG, M.D. M
Li-Yu Leg, M.D..9#* Smang-Fu Huang, M.D. 5** Cumen-Yu Liv, M.D..*/#* Eric YEn-CHaO
CHEN, M.D,,*” I-How CHEN, M,D.,§“ CHuUN-TA Liao, M.D.,§“ AND
JosepH TunG-Chien Crang. M.D.. M.H.A */Iff
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Fig. 1. Recurrence-free survival of patients with intermediate squa-
mous cell carcinoma of the oral cavity with different numbers of sig-
nificant variables in univariate analysis (p < 0.01 in multivariate
analysis ).

JICALCENTER
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Current TMC clinical protocol: i
early oral cavity cancers

e Any margin close or positive: Adjuvant chemoradiation

*The remaining patients undergo risk stratification based on the following risk
factors:

The DFS figures are based on a revised analysis on 110 patients who had clear margins
and all other risk factors known

. Oral Tongue Primary 0-2 risk factors positive: No
. pT2 adjuvant treatment

. LVI+ Actuarial 3 year Disease-free
. PNI+ survival 95%

. Tumor thickness >=5mm 3-6 risk factors positive:

LU E CRUELERRITUEIES A diuvant Radiotherapy

Actuarial 3 year disease free
survival 64%

ESTRO 2016
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TMC Audit: T1/2 NO (n=120) "=

e Median FU 23 months
BOOR N Steros P

([ ] 0 I
E;/?;Trecelved RT, as per Tongue Primary (vs ~ 66(55%)  76.0 (vs 91.7%) 0.1

others)
* Thirteen patients had oT2 (vs pT1) 67 (56.3%) 72.5 (vs 95.6%) 0.039
recurrence (local 8; nodal 1y (ys Absent) 10(8.3%) 58.3(vs83.6%) 0.024
4, distant 3, including PNI (v absent ) 38 (31.7%) 75.0 vs 85.6%) 0013
overlapping failures). Depth of invasion>=5 72 (61%)  73.8(vs97.5%) 0.017
e All locoregional failures mm( vs < 5 mm)
were within the Poorly diff cancer (vs ~ 10(8.3%) 88.9(vs 81.2%) 0.956
radiotherapy volumes. Mod or well diff
« The 2 year and 3 year Close or +v.e margins (vs 7(5.8%)  83.3(vs80.9%) 0.854
clear margins)

disease-free-survival (DFS)
was 89% and 82%

respectively.
ESTRO 2016



CLINICAL INVESTIGATION

Head and Neck

DOES ADJUVANT RADIATION THERAPY IMPROVE OUTCOMES IN pT1-3N0 ORAL
CAVITY CANCER WITH TUMOR-FREE MARGINS AND PERINEURAL INVASION? e

CHun-TA Liao, M.D.,*§§ JosepH TunG-CHEH CHANG, M.D., ]."vl.H.A.,Jr§§ HunG-MmiG WANG, M.D.,i§§
SHu-HANG Ng, M.D.,§§§ CHUEN HSUEH, M.D.,ﬁ§§ Li-Yu Lee, M.D.,9%% Cum-Hung L, M.D.,”§§
I-How Cuen, M.D.,**® Suianc-Fu Huang, M.D..*¥ Ann-Joy CHenG, Pu.D., 5
Lar-Cuu Seg, Pu.D..'1% anp Tzu-Cuen Yen, M.D., Pu.D.H58

‘‘‘‘‘

hhhhh

m— Perineural invasion: 92,9%/5-yr

''''' WO perineural invasion: 89.0%5-yr
" Oral Cavity: 461 cases
] p=0.1936
} ] L] L] || | ] L]
0 20 40 i a0 1042 120 140
Months

.. Kaplan-Meier analysis of the 5-year local control rate in
its with perineural invasion compared with those without.
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Fig. 3. Kaplan-Meier analysis of the 5-year local control rai
patients with perineural invasion with and without postoper:
adjuvant radiotherapy (RT).



RT details: Dose
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Median dose of at least 60Gy

Even lower risk patients for RT have higher
relapse if <57.6Gy

For ECS and positive margins higher dose may
benefit

RT cannot compensate for suboptimal
margins/surgery

Pfreundner L. Int J Radiat Oncol Biol Phys 2000;47:1287-1297
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RT : Overall time from Surgery=

generating (Better LC in higher
risk adjuvant patients)

MD Anderson: Ineligible for l
. . PoRT (n=30)
Higher risk arm — Conv RT versus

Registered (8/91 - 8/97): 288 Patients

Elected to receive Py
closer to hometown

LR (n=31): <« Surgery & Risk =7 declined randomizat
Altered Frac No PoRT Assessment (n=48)
e Trend to better LC and DFS for 7 :
Altered Frac IR (n=31):

« Delay of starting RT >6weeks 57.6 Gy/6.5 W

=poorer outcome

Overall time from Surgery to Rt
completion>100days= poorer
outcome

Ang KK et al Int J Radiat Oncol Biol Phys 2001;51(3):571-8
Rosenthal et al Head Neck 2002;24:115-126
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RT details: Target

Clinical Oncology 29 (2017) 51-59

Contents lists available at ScienceDirect

Clinical Oncology

journal homepage: www.clinicaloncologyonline.net

Original Article

Postoperative (Chemo)Radiotherapy for Oral Cavity Squamous Cell @Cmsmm
Carcinomas: Outcomes and Patterns of Failure

E. Metcalfe “t, L. Aspint, R. Speight {, E. Ermig *,S. Ramasamy ", K. Cardale ", K.E. Dyker ,
M. Sen ", R].D. Prestwich ~

* Department of Clinical Oncology, Leeds Cancer Centre, Leeds, UK
| Department of Radiation Oncology, Eskisehir Osmangazi University Medical Faculty, Eskisehir, Turkey
tDepartment of Medical Physics, Leeds Cancer Centre, Leeds, UK

Received 24 June 2016; received in revised form 11 August 2016; accepted 22 August 2016

e Use generous margins to prevent marginal failure

e Address contralateral neck when lymphatics could
communicate with contralateral side
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Altered fractionation ™

Adjuvant studies: Opinion:

 Trend to LC benefit e To compensate for overall
treatment time, if needed

Increased acute toxicity * Benefit may be in higher
risk patients, compared to
RT only

e Extra acute toxicity
e Logistically difficult

Sanguineti et al Int J Radiat Oncol Biol Phys 2005;61(3):762-71
Suwinski R et al Radiother Oncol 2008;87 (2):155-63
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Chemotherapy Alone prior to R"-'

Table 1. Actuarial Local Failure, Disease Free Survival and
Overall Survival at 4 Years from Intergroup 0034

[17]
ET Chemo' BT
Local failure 200, 20% 0.5
Disease-free survival 8% 46% 0.5
Overall survival 4485 4609 0.5
Distant metastases 3% 20% p=0.02

Currend Cancer Therapy Reviews, 20, Vol I, No. 1
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Adjuvant in ALL
(mainly non oral) HNSCCA
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e 3 Cisplatinum based studies

Table 4. Resnlts for Phase III Eandomized Chemoradiation vs. Radiation Alone Trials

TATA MEDICALCENTER

Concurrent Chemotherapy

spt FU LEC DFS Survival

RTOG 0501 [26] 450 46 month medizn 81% vr 70% 33% vz 25% 45% 1z 38%
p=0.01 p=0.04 P=0.19

EORTC 22031 [27] 334 §0 month median 829 vz 69% 47% vz 36% 53% vs 40%
p=10007 p=0.04 p=002

Bachand (19946) [25] 23 5 year minimum T0% vs 55% 45% vr 23% 36% 17 13%

p=10.05

p=0.02

p = 0.05

MNumbers are actuarial at 5 years, and in the case of the BETOMG are estimated bazed on the poblished actuanial curves.
contral (the primary endpoint) and DFS, at the expenze of increased acute morbidity. The EQRTC stody and the Fremch stady both showed moproved local conmod, DFS,

and sumvival with chemotherapy. None of the smdies demonsoated any difference in distant failure or late morbidioy [23-37]

e Carboplatin concurrently may not produce similar
results as cisplatin

Carremt Cancer Therapy Reviews, 20605, Fol I, No

I

The RTOG tmal showed an improvement o locor=gional
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Combined Analyses:
Justifying Toxicity to Benefit

Eligibility Outcomes

Local Control

Subsets Patisnts Eloibie lor Both Sudes

fi Kel Haz
BEORTC versus KTOG Eligibility EURTC 233 0.554 ——
RO 246 LG B
Combined 479 0524 —
S'H.;M: -1v - fel Hox Elginie for Oniy Ome Sy

BURTL 1 4l ———
KOG I sl EEE AN PR

L, UL with
level 4 or 5 LN

Margins +

24 pis. modes

Perinearal
Disease

E AR LM LT I UES 1 Lh

ECTE
Owerall Survival

; ] Subsets
:“ﬂllilr r Rel Hee Palianis Eligible for Boih Siudiss
Ll s
EORTC 213 (L6BG ——
EORTC KT 248 0,736 ——
Combined 479  L.702 —
FIGURE 1. Eligibility critera in EORTC 22831 and RTOG 8501 el T R L
trials. OP, oropharynx; OC, oral cavity: LN, mph node; ECE, 0 Rel Hae : i
. libla Fa tudt
extracapsular extension. EORTC 101 0732 BTN e i e
RTOG 170 0934 —_—

Bernier et al, Head & Neck 2005

q I'.l.l.ll.h:ll'_'ul.hl:l.l:l 130 1.5 Lar
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Benefits of CTRT

may not be sustained

Table 3  Overall survival by cause of death

Assigned S-year estimate 10-year estimate Hazard ratio
treatment Failures (95% CI) (95% CI) (95% CI)
All patients
Death from any cause® RT 148 37.1 (30.443.8) 27.0 (20.5-33.5)
RT + CT 141 45.8 (38.8-52.7) 29.1 (22.3-35.8)
Death from study cancer RT 121 43.0 (35.8-50.2) 35.1 (27.742.5)
RT + CT 100 56.9 (49.6-64.1) 42.7 (34.6-50.7)
Death not from study cancer RT 27 83.7 (76.5-90.9) 74.1 (64.5-83.8)
RT + CT 41 18.5 (71.3-85.7) 65.6 (55.9-75.3)
Patients who had involved margin(s) and/or extracapsular extension
Death from any cause RT 89 30.7 (22.0-39.4) 19.6 (11.5-27.7) -
RT + CT 01 42.5 (33.8-51.2) 27.1 (18.9-354) 0.76 (0.57-1.03)
Death from study cancer RT 17 35.7 (264-45.1) 26.7 (17.1-36.2) -
RT 4 CT 67 534 (44.1-62.7) 374 (274-475) 0.66 (0.47-0.91)
Death not from study cancer RT 12 82.7 (71.5-94.0) 69.8 (53.2-86.3) =
24 71.7 (68.5-87.0) 70.3 (59.5-81.2) 1.30 (0.63-2.61)

RT + CT
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Summary recommendatiori&™

Type of Level 1 Level 2 evidence Level 3
intervention |evidence evidence
CTRT (cisplatin Positive margins, Close

+RT) ECS, fit for CTRT margins

(age <70)

RT T3.T4 disease; Node LVI, Depth of
positive without ECS invasion
irrespective of nodal
stations

Positive margins, ECS,
and NOT fit for CTRT
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Will AJCC 8 affect treatment?+

Prognostic factors may NOT be predictive of RT
response
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Neo- Adjuvant
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Neo Adjuvant Taxanes

TAX 323
TPF induction

Progression-free Survival (39

chemotherapy for 4 ‘
cycles followed by RT e

better than PF :
followed by RT-
improved local control
and improved overall

Overall Survival (%9

surviva

MNo. at Risk
PF 131 149 o7 72
TPF 177 163 127 2o

Figure 2. Effects of TPF and PF Thermpy on

and Overall Survival {Panel B).

TPF denotes docetaxel—cisplatin—fluoroura

Progression-free Survival (Panel A)

cil, and PF displatin—fluorcuracil.
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TAX 324
TPF induction 3 cycles
followed by CXRT vs PF R 1o T S

plus CXRT | A EEEREE R
Improved OS (HR 0.7,

p=0.006) and Local i o
control (p=0.04) £
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Contents lists available at Sciencelirect

®

b)) Radiotherapy and Oncology

5 -L!%

journal homepage: www.thegreenjournal.com

Original article

Induction chemotherapy followed by concurrent radio-chemotherapy
versus concurrent radio-chemotherapy alone as treatment of locally
advanced squamous cell carcinoma of the head and neck (HNSCC):

A meta-analysis of randomized trials

Wilfried Budach?, Edwin Bélke?, Kai Kammers ", Peter Arne Gerber®, Klaus Orth ©, Stephan Gripp?,

Christiane Matuschek **

A Medical Faculty, Department of Rodinton Oncology, Hetrrich Heine Unfversity, Dusseldorf Germany; ® Department of Biostatistics, Jolins Hopkiis Boomberg School of Pubilic Health,
Baltimore, USA; “Medical Faculty, Department of General, Visceral and Thoracic Surpery. Asklepios Harz Hospitals, Goslar; and @ Medical Faculty, Department of Dermatology,

Hetrich Heine University, Dusseldorf, Germany
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Characteristics, treatment compared number of patients and risk of bias

TATA MEDICALCENTER

-

Trial Trial chamcteristics Trial characteristics Treatment compared Rizk of bias; excluded patients
chamctenstics  induction chemothempy chemoradiotherapy (CRT) number of patients
{1c)
Cohen |14 Randomized 2 cydes of TPF OFHX and hyperfractonated n= X85 site withdmw n=12; {(withdraw consent:
radiothempy {2 » 1.50y/d] - 39/5%4/ n=5 n=6,n=1: ineligible, n=5:
5 Gy (30 conformal BT or IMRT) IC-CRT; m= 142 site withd@wn )
(RT: n=138
Takacsi-Magy |[1E] Randomized 2 cydes of TPF 3 x Cis-DDP (di, X2, 43) n=63 3 patients did not appear o
5 x.2 Gyjwesk — 5070 Cy 3 patients died after IC the Arst treatment (IC-LCRT)
Confas-technique {conformal parotis  IC-CRT: n=30
sparing)
CRT: n=1313
Hitt [15] Randomized 3 cydes of PF ar TPF 3 » Os-DOF (di, 22, 43) n= 430 Mo patients were excuded,
5 x 1.5-2.0Gyjweek — 5070 Gy IC{TPFHRT: n =155 ITT analysis was performed
IC{PF-CRT: n = 156
CRT: n =128 {n=10 did
not receive treatment )
n=2TH3 [155+ 128)
received CRT+ TPF
Haddad | 14] Randomized 3 cydles of TPF IC-CRT-arm: ME: Docetaxel weekly N=145 Mo patients were excuded
far 4 weeks
Accelerated Boost BT 6 weeks IC-CRT; m=T70
IC-CRT-arm: Carboplatn weelkly (RT: n=75
Daily BT T weeks
CRT-arm: 2 = Cis-DDP (weskly for
4 weeks)
Adccelerated boost BT 6 weeks
Ghi | 20] Randomized 3 cydes of TPF Cis-DDF 20mglsgm d 14, 5 FU n= ¥ KC-CRT: n=2 {major violation)
B0 mg/=qgm week 1 and &
RT: 70 Gyf2 Gy 50 IC-CRT: m=210 (RT: n =4 (major violation)
Cenizcimab 250 mg/sqgm weelkly (RT: n=211

n= 6 major violation
n=258 {129+ 129)
received CRT + TPF

W. Budach et al /Radiotherapy and Oncology



ICRO JIPMER Aug 2017

TPF-CTRT versus CTRT

TPF—RT-CHX vs. RT-CHX in locally advanced head and neck cancer
Meta-analysis of randomized controlled trials: PFS

Reference n”* HR 85% CL-  95% Cls P
{
Paccagnedls et al 16 101 0.718 0424 1217 0,187 —
H
i
cahen etal. 1? i 0.840 0580 1.260 0.3%0 —_— ——
H
1]
Hatdad etat, 14 145 1070 0550 1.920 0,820 —
i
Hitt et al, 13 23 0s12 0.852 1202 0.513 +
H

B

i
Takdesi-Nagy e1al,” &0 1315 D663 2507 0506 : -
i

H
Total B62 0508 LN Lo o319 —’—

Hazard ratioc 0.5 (L& 0E 1.0 X 30

Selectivity funnel plat

Fig. 2. Meta-analysis of mndomized trials. Hazard ratios of induction CHX and concomitant RT-CHY wersus ET-CHX alone are given for PFS.

W. Budach et al /Radiotherapy and Oncology
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* In general NACT does not seem to add a
sustained survical benefit in comparison with
cisplatin and CTRT

e Can be judiciously used in select patients
depending on clinical stage, logistics and PS
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Neoadjuvant Chemotherapy has

No role

in the routine management of oral cancers
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Clinical Oncology (1998) 10:155-160

i 1998 The Royal College of Radiologisis Clinical
Oncology

Early Closure of a Randomized Trial: Surgery and Postoperative Radiotherapy
Versus Radiotherapy in the Management of Intra-oral Tumours

result, bot, after 35 patients had been entered, the trial
was closed prematurely with a marked difference in
overall survival in favour of the combination arm
(= 0.0006),

ALl this analvsis, curied out 23 months aller tnal
closure, the suirvival difference between the two arms
remains statistically significant for all causes of
mortality (P=0.001; relative death rate = (L.24; 95%
CT 010055,
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NEOADJUVANT CHEMOTHERAPY FOR SQUAMOUS CELL ™

CARCINOMA OF THE ORALTONGUE IN YOUNG ADULTS:
A CASE SERIES /50 Neck27: 748-756, 2005

-..-“n*'!l ul .F'-l.l'r"'i'.'l

Dissidie Spacifla Surdvi

l_ 1.00 —

| _1 —— = —

e Site matched control o

e Stage was lower in NACT group (Mainly Taxane based)

" e« Hypothesis generation: Intense Taxane based NACT can
improve outcomes for matched groups?

i i g 00
Erllenia o Tlana L banblae [} l" l-'.I - '-|
(8 b ks '1'.
oL Tima [honihs
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JOURNAL OF CLINICAL ONCOLOGY

Randomized Phase 111 Trial of Induction Chemotherapy
With Docetaxel, Cisplatin, and Fluorouracil Followed by

Surgery Versus Up-Front Surgery in Locally Advanced
Resectable Oral Squamous Cell Carcinoma

A . E 1.0 = =1 Surgery + radiotherapy (n = 128
10—, =1 Surgery + rudm‘l:hi:rf:p'r (i = T28] ﬁ'l. TPF + surgery + radictherapy in = 128]
Ty TPF + surgeny + radictherapy [0 = 128] — 0.4 - L
0.9 - Y E '
= L o 0B
E = 0.8 - hy o =
& . 0.7
ol - Pl —— %5 06 - T
= & 06 @S 7 T
= =1 == 55
3 05 o |
[
0.4 47
| p-mse
pzo F-8 | | | | | ' ; . . . .
0 10 20 30 40 S0 : 10 2 30 - 0
Time {months] Time {months)

. Post hoc analysis N2 disease ?? Better with TPF?



postoperative radiotherapy for oral cavity cancer
patients: Systematic review and meta-analysis

Foropean Joumnal af Cancer (2015) 51, 2596-2603

Heterogeneity: Chi® = 0.08, df = 1 (P = 0.78); I = 0%
Tast for overall effect: Z = 0.07 (P = 0.94)

Chemotherapy Control Rizk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.1.1 2-years
Bossi 2014 - Licitra 2003 GE 93 &7 97 436% 0.98 [0.80, 1.18]
Zhong 2013 2a 128 87 128 5G64% 1.01 [0.86, 1.19]
Subtotal (95% CI) 226 225 100.0% 1.00 [0.88, 1.13]
Total events 104 154

L | | |

I 1 1 1

0.01 01 1 10 100
Favours control  Favours c:herlruﬁ'rarapq

Fig. 4. Forest plot of comparison: Chemotherapy = Control (no chemotherapy). Outcome: overall survival.

Control Chemotherapy Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] 5E Total Total Weight IV, Fixed, 85% CI IV, Fixed, 95% CI
|
Bossi 2014 /Liciira 2003 -0.337 214 16 16 3.2% 0.71 [0.01, 47.35] -
Zhong 2013 -0.596 0.3381 25 27 B6.8%  0.55 026, 1.18]
Total (85% CI) 41 43 100.0% 0.56 [0-26, 1.18])

Heteroganeity: Chi® = 0.01, df = 1 (P = 0.91); IF = 0%
Test for overall effect Z = 1.54 [P = 0.12)

01001 0.1 1 10 1000
Favours Chemotherapy Favours Control

Fig. 6. Forest plot of comparison: Chemaotherapy = Control (no chemotherapy). Outcome: disease-free survival for cN2 patients.
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Neoadjuvant chemotherapy followed by surgery in very locally advanced @ ——
technically unresectable oral cavity cancers o onelogy 50(2014) 1000-1004

Resulss; 721 patients with stage IV oral-cavity cancer received NACT, 310 patients (43%) had sufficient
reduction in tumour size and underwent surgical resection. Of the remaining patients, 167 received che-
moradiation, 3 radical radiation and 241 palliative treatment alone The locoregional control rate at
24 months was 20.6% for the overall cohort, 32% in patients undergning surgery and 15% in patients
undergoing non surgical treatment( p= 0.0001). The median estimated OS in patients underging surgery
was 19,6 months (95% CI, 9.59-25.21 months) and 8.16 months (95% C1 7.57-8.76) in patients treated
with non surgical treatment (p=0.0001),
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Unblinded assessor; Retrospec’m
study...

ment. We used clinical and radiological response to decide respect-
ability. We also categorised the response according to the RECIST
criteria. On reviewing the data, we found that nearly 30% of

patients with stable disease according to RECIST could undergo
successful resection. After review of the scans, it was seen that sev-

eral patients had a decrement more than 10% which was sufficient

the volume of the tumour (30}, This reaffirms our belief that the
decision to operate should be made on both clinical and radiolog-

ical grounds,
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Regression post chemo is notmis o

.
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Pre- and nost-nenadinvant chemotheranv nositron envission fomneranhv-commted tomnoeranhv scan shnwine

Meoadjuvant chemotherapy in oral cancers: Selecting the right patients
Indian J Med Paediatr Oncol. 2015 Jul-Sep; 36(3): 148—-153.
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Tata Medical Center Data mmizcicoe
(Aug 2011-Sept 2015)

8 patients with unresectable Oral Cavity tumours
received NACT (2 oral tongue)

Median age 52yrs
6 Stage IVA, 2 IVB

2 or more cycles: 6patients, 6 TPF, 1 Pacli-Carbo

2patients were admitted (10 days each with
sepsis)
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Further to NACT

e 6 received radical treatment
e Only 1 had surgery +RT, 4 CTRT, 1 RT alone
(NACT to CTRT delay 33days)

e >] cycles of chemo- 6 patients
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e OS- median 6m

cum Survivai

Survival

e 1 patient disease free- The one who had Surgery
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Neoadjuvant Chemotherapy has

No role

in the routine management of oral cancers
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Thank You



