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Lokal lleri Bas Boyun Kanserinde Tedavi
Secenekleri

Heterojen grup

Primer timor bolgesi, evre, hastanin performansi,
komorbidite tedavi secenegini belirler

Erken evre (Evre I/1l); Cerrahi, RT

Lokal ileri evre ( Evre I, 1V)
Cerrahi—RT/KRT
Definitif KRT
Indiksiyon Kemoterapi- RT/KRT




Lokal-Ileri Bas Boyun Kanserinde Tedavi
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Lokal-Ileri Bas Boyun Kanserinde

Tedavi Secenekleri
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Lokal-ileri Hipofarenks-Larenks Tumaorlerinde
Larenks Koruyucu Tedavi

J 1990
Cerrahi mmmmp RT

O 2002 6nce
Veterans Affairs Laryngeal Cancer Study Group-1991 NEJM
EORTC calismasi
indiiksiyon KT (Cisplatine+ 5-FU) mmmmp RT
Definitive RT

1 2002 sonrasi
RTOG 91-11 calismasi
Es zamanli KRT( Cisplatine 100 mg/m?2)

d 2005 sonrasi
Docitaksel+ Cisplatin+5-FU indiiksiyon KT wessp KRT/RT




Neden Indiiksiyon Kemoterapi?

» Larenjektominin psikososyal ve yasam kalitesi yoniinde
hasta Uzerinde cok 6nemli bir etkisi var

» Organ koruyucu cerrahi yapabilmek

» Cerrahi komplikasyonlarini azaltmak

» Yasam kalitesini artirmak

» Mikrometastaz ve uzak metastaz engellemek
ya da geciktirmek

Pointreau Y, et al. Induction chemotherapy in head and neck cancer: A new paradigm.
Anticancer Drugs 2011




Larenks Koruyucu Tedavi

VA c¢alismasi
332 hasta
Evrelll-1V
skuamoz
Glotik ve
supraglotik

—

—

166 Hasta
3 kuir KT (CF)— RT

—

166 Hasta
Larenjektomi— RT

2 yilhk OS

% 68 CF Kolunda
%68 cerrahi kolda
P=0.98

O 2 yilhk
hastaliksiz interval
iki grupta esit

The Department of Veterans Affairs Laryngeal Cancer Study Group. NEJM, 1991




Larenks Koruyucu Tedavi

EORTC

194 hasta
Rezektable
Evrell-1V
skuamoz
hipofarenks

—

100 hasta
3 kiir KT(CF)—RT

—

94 hasta
Larenjektomi—RT

UKT alanlarda 3 yillik
Larenks fonksiyon
koruma orani %42

O 5 yilhk OS
% 30 KT Kolunda,
% 35 Cerrahi kolda

] Her iki kolda lokal
ve regional niiks
oranlari benzer

KT kolunda uzak
metastaz daha az

L. Lefebvre et al, Journal of the National Cancer Institute, 1996




Hipofarenks Ca Tedavi Secenekleri

T1,

Bir kisim T2
Larenks koruyucu | )
cerrahiye

Cerrahi

Definitif RT

Hipofarenks
skuamoz ca

uygun

T1-N+,
T2-T4a Indiiksiyon KT-RT
! —
N+ Es zamanli KRT
Larenks koruyucu Cerrahi—RT/KRT

cerrahi uygun degil



Lokal ileri Hipofarenks Ca Tedavi Secenekleri
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Larenks Koruyucu Tedavi

RTOG 91-11: faz lll

Evre lI-IV indiiksiyon KT(CF)
Rezektable Cisplatin 100 mg/m? D1
Glotik/Supraglotik 5-FU 1000 mg/m2 CI D 1-5
Skuamoz he ' 21 giinde bir, 3 Kez
(N = 547) (n = 173)
RT
. 70 Gy (2.0 Gy/Giin x 5
Primer sonlanim: giin/hafta) 7 hafta
Larenjektomi-free (n=171)
survival

Forastiere AA, JCO 2013.

CR or PR

/
N

< PR

Larenjektomi- RT




RTOG 91-11: 5 vilik Sonuclari

[ Es zamanh KRT, Indiiksiyon KT-RT ve RT gdre daha iyi

Larenks koruma

Qdindiksiyon KT-RT RT gére daha iyi larenjektomi-free
survival

Es zamanh KRT, % Induksiyon KT-RT,% RT , %

Larenjektomi- 47 45 34
free survival . . _
P = .98 vs induction P=.011vs RT
P=.011vs RT

Larenks 84 70 66
koruyucu

y P =.0029 vs P=.37vs RT

induction
P =.00017 vs RT




RTOG 91-11: Uzun Dénem Sonuclari
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Forastiere AA, JCO 2013



RTOG 91-11: Uzun D6nem Sonuclari
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KRT /RT Lokal ileri Bas boyun ca

Meta-analysis of chemotherapy in head and neck cancer
(MACH-NC): An update on 93 randomized trials and

17,346 patients
Va MACH-NS
3 KRT vs RT
HR: 0.76 (95% Cl: 0.66-0.86)
n = 2584
HR: 0.78 (95% Cl: 0.70-0.87)
51-60 n = 3306
HR: 0.88 (95% Cl: 0.78-1.00) P=.003
. . 0 . . -1.
61-70 n = 2698
<{’ HR: 0.97 (95% CI: 0.76-1.23) \>
—~ n =692 I

EE———————

Jean-Pierre Pignon, et al, Radiotherapy and Oncology 2009


Sunan
Sunum Notları
Alt-RT, altered fractionation radiotherapy
Jean Bourhis and colleagues conducted 2 meta-analyses: one of radiotherapy in the setting of head and neck cancer, called MARCH; and one of chemotherapy in head and neck cancer, called MACH-NC. The meta-analysis for radiotherapy focused on alternative altered doses of radiation vs standard once-daily doses; and the chemotherapy analysis examined concomitant chemoradiotherapy vs radiotherapy alone.
The bottom line in these analyses was that the benefit of the newer treatments tended to decrease with advancing age. For example, for patients younger than 51, the hazard ratio for a benefit with altered fractionation radiotherapy was 0.78 in the MARCH analysis and was 0.76 for concomitant chemoradiotherapy in the MACH-NS analysis. However, for patients older than age 70, the hazard ratio for altered fractionation radiotherapy increased to 1.08, and the hazard ratio for concomitant chemoradiotherapy increased to 0.97. These findings suggest that the toxicity of more aggressive forms of radiotherapy or chemoradiotherapy potentially offset the benefits of such treatments in older patients.



{a) Concomitant chamotherapy. {b) Induction chemotherapy

w=s Concomitant chemotherapy
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Time from randomisation (Years) Time from randomisaticn (Years)
Trial category n of trials (patients) Hazard ratio (9528 confidence interwval) p-value S5-wr SR
Aldl trials 108 (17.493)"
Adjuvant 12 (1,244) 1.06 (0.95—1.18) .31
Induction 34 (5.211) 0.96 (0.20—1.02) .18 +2.49%%
Concomitant 62 (9,615) 0.81 (0.78—0.86) =< .0001 +6.5%

#Some trials had strata that corresponded

design, which led to some arms being used twice in the analysis such that the number of comparisons in the meta-analysis was 108.

ro different locoregional treatments or chemotherapies, and some trials




Yeni IndUksiyon KT Tedavi Secenekleri

Ucli KT Induksiyon (TCF)-KRT/RT > Ikili KT (CF)-KRT/RT?

] TAX 324

] EORTC 24971,

1 GORTEC 2000-01
U TTCC 2002

3 italyan Faz Il calismasi




Yeni Indiiksiyon KT Tedavi Secenekleri

TAX 324: Faz lll indiiksiyon Calismasi

TCF
Docetaxel 75 mg/m? IV
Cisplatin 100 mg/m? IV
5-FU 1000 mg/m?2/g IV x

_ 4 giin KRT
2 LR / 3 kez, 21 giinde bir Carboplatin
SkuaBmoz hc Bas- (n =280) AUC 1.5 p|.| ftalik
oyun ca S
PS 0/1 Gunluk RT,

5 giin/hafta, sonrasi
endikasyon halinde
salvage cerrahi

PF
(N = 539)
\ Cisplatin 100 mg/m?2 IV

5-FU 1000 mg/m?2/g IV x

4 gin
3 kez, 21 giinde bir

Primer amag: OS
(n=259)

Sekonder amag: PFS,

glivenlik
Jochen H Lorch, et al. Lancet Oncol 2011


Sunan
Sunum Notları
.


Yeni Indiiksiyon Tedavi Secenekleri

TAX 324 : Survival

1007 . Log-rank P= 0058
90 7 . Hazard ratio (HR) = 0.70
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Yeni indiiksiyon KT Tedavi Secenekleri

No. at Risk
TPF 255 234 196 176 163 136 105 72 52 45 37 20 11
PF 246 223 169 146 130 107 85 57 36 32 28 10 7
l()(?l--‘t
L |
0]
:\1
80+ \
£ 704 N
- N\
- — u “ij
E Lo W P=0.004
(73] e
1] M
l'g et T T —— 8w TPF
kS Ry
@ 40=- -
F
[-7-]
£ 304 PF
204
104
0 ] | | | | | L | | ] | | L}
0 6 12 18 24 30 36 42 43 54 60 66 72 78
Months
No. at Risk
TPF 255 198 150 135 121 100 73 50 39 s 26 16 5
PF 246 183 125 104 92 72 57 33 0 25 14 g 2




TAX 324 Yan Etki: Yonetilebilir

Variable TPF PF P valuet
Adverse events during induction chemotherapy
Mo. of patients 251 243
Hematologic— 3
Anemia grade 3 or 4 1z 9 0.32
Thrombocytopenia grade 3 or 4 4 11 0.005
e lgytropania grade 3 or 4% E3 56 -0 (0]
Febrile neutropeniati 12 7 0.04
Mautropenic infectiony 12 ] 0.23
Monhematologic grade 3 or 4 — 5%
Stomatitis (mucositis) 21 7 0.14
Mausea 14 14 100
Esophagitis, dysphagia, or odynophagia 13 9 0.26
Anoracia 12 12 0.78
vomiting ] 10 0.54
TC F ve C F Diarrhea 7 3 0.7
Infection & 5 1]
b Lethargy 5 10 003
e n ze r Treatment delays during induction chemaotherapy|

Mo. of patients 251 243

to kS i S ite ve Patients who had delzys — no. (34) 73 (29) 157 (65) 0,001

RBeason for delay

ya n et ki I e r Hamatologic

Any adverse evant 11 {4) 108 [44) <0001
Meutropenia (1) 95 [39)
Monhematologic 25 {10) 22 (3 0.76
Other+= 18 (15) 40 (16) 071
Adverse events during chemoradiotherapy
Mo. treated with chemaoradiotherapy 02 184
Monhematologic grade 3 or 4 — 5%
stomatitis (mucositis) 37 18 100
Esophagitis, dysphagia, or odynophagia 3 4 0.1
Anoracia 11 15 0.z9
Infection 9 7 0.45
Lethargy [ ] 1.00
Mausea ] B 10D
Vomiting 3 ] 0.46
Diarrhea 0 2 011




Yeni Indiiksiyon KT Tedavi Secenekleri

3 ayda bir takip, rezidiiel
hastalik i¢in salvage cerrahi

EORTC
24971(.TA)-( 323) RT
tz:,a:,lr:lﬁ:nzazi Conventional: 66-70 Gy
Yeni tani, CF Accelerated: 70 Gy
inopereable Cisplatin 100 mg/m? IV D1 Hyperfractionated: 74 Gy
Evre HI-IV \ 5-FU 1000 mg/m?/d x 5 Giin
N:338 21 giinde bir, 4 kez

(n = 181)

Primer sonlanim: PFS

Sekonder sonlanim: RR, OS, toksite, yasam

kalitesi
Jan B. Vermorken, et al. N Engl J Med 2007



B

EORTC 24971 Sonuclari

[ TCF tedavisi alanlarda PFS daha uzun

— Medyan PFS: 11 ay— 8.2 ay (P =0.015)
— HR: 0.74 (95% Cl: 0.59-0.95)

J TCF tedavisi alanlarda OS CF gore daha uzun
— Medyan OS: 18.6 ay —14.2 ay (P = .0052)
— HR: 0.73 (95% Cl: 0.56-0.90)

J Yasam kalitesi (konusma, yeme, PS kotiilesme) TCF,
CF gore daha iyi



Sunan
Sunum Notları
Progression-free survival was significantly better for the TPF arm at 11 months compared with 8.2 months for the control arm. The hazard ratio was 0.74 with a P value of .015.
Overall survival was also significantly better with TPF. The survival curves diverged very early on at about 6 months, and the improvement in survival for the TPF arm continued to increase over time at 2, 3, 4, and 5 years. TPF conferred a 4-month improvement in the median overall survival, with a hazard ratio of 0.73 and a P value of .0052.



Larenks Koruyucu Tedavi

RT es zamanl,
Cisplatin/Carboplatin,

5-FU ya da ikili ajan
RT suresince

Cevap var

RT
70 Gy

GORTEC faz lll

Tedavi gormemis
rezektable larenks ve

hipofarenks T3, T4 / . K
timorleri parsiyel . €vap yo
larenjektomiye uygun \ CF Total larenjektomi
olmayan T2 (N = 220) Cisplatin 100 mg/m? IV D1 RT €466 G
5-FU 1000 mg/m?/giin, D 1-5 y
Primer sonlanim: 3 yilhik il BT Ll L
(n=108)
Larenks korunma orani j

Pointreau Y, J Natl Cancer Inst 2009



GORTEC 2000-01:Sonuclari

100 -
90 +
80 1
TPF
70 T+
S
= 601
e
[
= 50 1+
=
40 4
g PF
-]
30 4
20+
10+
0 : - : } } I
0 0.5 1 2 3 4 5
" y Years after randomization
MNo. at risk
TPF 110 9] 56 34 14 I
PF 103 R 50 25 7 l

Figure 4. Overall survival among patients who were randomly assigned
to docetaxel, cisplatin, plus 5-fluorouracil (TPF) vs cisplatin plus 5-
fluorouracil (PF). At 3 years, overall survival rates were not statistically

different (P =.57, two-sided log-rank test).

Disease-free interval (%)

104
0 1 1 t } I |
0 05 1 2 3 4 5
No. at risk Years after randomization
TPF 110 80 47 30 8] |
PF 103 71 37 I8 6 1

Figure 5. Disease-free interval among patients who were randomly
assigned to docetaxel, cisplatin, plus 5-fluorouracil (TPF) vs cisplatin
plus 5-fluorouracil (PF). At 3 years, disease-free intervals were not sta-
tistically different (P =.11, two-sided log-rank test).

Pointreau Y, J Natl Cancer Inst 2009



Yeni indiiksiyon KT Tedavi Secenekleri

Armais of Onoology

(A)
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Hm 3. Eaphn—Meier phis aof (A) ]:rrtgren:im-‘l"ru survival (PF5) and [ B) overall survival (05 for 2l patients treated with conarmitant
chemomdiothempy (CT/RT) versus dowtanel, dsplatin plus S-luwomurad] (TPF) induction thempy followed by CT/RT.




TCF-TF Karsilastirma meta-analiz

Taxane-Cisplatin-Fluorouracil As Induction Chemotherapy
in Locally Advanced Head and Neck Cancers: An Individual
Patient Data Meta-Analysis of the Meta-Analysis of
Chemotherapy in Head and Neck Cancer Group

Pierre Blanchard, Jean Bourkis, Benjamin Lacas, Marshall B Posner, Jan B. Vermorken,
Juan . Cruz Hernandez, Abderrahmane Bourrediem, Gilles Calais, Adriano Paccagnelln, Ricardo Hir,

and Jean-Pierre Pignon on behalf of the Meta-Analysis of Chemorherapy in Head and Neck Cancer, Induciion
Eroieg, Collaberagive Group

T T T T E T e AT

5 CALISMANIN METAANALIZ SONUGCLARLI;

TCF, CF GORE; DAHA AZ PROGRESYON, LOKAL-REGIONAL , UZAK METASTAZ

SONUCLARINA SAHIP

T

Presanizd inipart @t the Thind Intomatonal
Conlomncs on Inmovabve Approachas n
Haadl and Mok Onooiogy, Fobnsny 2426,
2011, Barcalona, Speiry

Tha sponsons of this sty Tad na a n
tha shudy design, dots oolochion, doks anal-
s, catn nbarpredation, of the wathng of
tha repart. Tha cofmespondng suthar had
Full oo o all the datz n the shudy and
had inal resporestiny jor the oo o

Theare was no interaction between treatment effect and the following patient covariates: age, sax,
parformance status, tumor stage, or site. Tax-PF was associated with significant reductions of
prograssion, kocoragional failure, and distant failure compared with PR, with HRs of 078 {95% CI,
0.69 to 087, F - 001), 0.73 (85% CI, 066 10 0.894; P = 007, and 0.62 (35% CI, 0.45 to 0.85;
F = 008 raspectivaly.

Conclusion
This IPD meta-analysis shows the superiorty of TaxPF over PF as induction chematherapy. its
precise role in the managament of LAHNC remains to be determined.

JOkn Oneol 21, @ 2313 by American Saciefy of Cinical Oncology
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TCF-TF Karsilastirma metaanliz
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Is Taxane-Clisplatin-Fluorouracil Superior to
Clisplatin-Fluorouracil As Induction
Chemotherapy in Outcome in lL.ocally Advanced
Head and WNeck Cancers?

Deniz Tural ™ and Saadetin Kilickap

Sonug:
Orofarenks ve disi olanlarin orani (HPV+, daha iyi yanit)
TAX324, TAX 325 Orofarenks tm orani fazla
GORTEC larenks, hipofarenks (OS, p; 0.96)
TAX324, TAX 325 cisplatin dozlari (75 mg/m2 vs 100 mg/m?2)
indiiksiyon sonrasi RT ile verilen kemoterapi farkli

Pointreau at al® demonstrated that a three-drug regimen was effective for larynx
preservation. But, four other trnials demonstrated that induction chemotherapy was
effective in locally advanced head and neck (ncluding oral cawvity, hypopharyns,
oropharynx, and larynx) carcinoma.*® Tumors were dominanty localized in the
oropharynx in the TAX-323 and TAX-324 trials.** But, it is well-known that cropharynx
sgquamous cancers have good prognosis dependina om the high rate of human




Indiiksiyon KT+KRT — Es zamanh KRT?

#5500: Docetaxel-Based
Chemoradiotherapy Plus or Minus
Induction Chemotherapy
to Decrease Events in Head and Neck

Cancer (DeCIDE)

Results of a Phaﬁe lIl Multicenter, International Study

E. Cohen, T. Karrison, M. Kocherginsky, C. Huang, M. Agulnik, B. Mittal, F. Yunus,
S. Samant, B. Brockstein, L. Raez, R. Mehra, P. Kumar, F. Ondrey, T. Seiwert, V.
Villaflor, D. Haraf, E. Vokes

Annual 12

PRESENTED BY: Ezra Cohen eresenten ar. ASCE | “Rlecting




Indiiksiyon KT+KRT — Es zamanli KRT

DeCIDE Schema
Primary Endpoint: Overall Survival at 3-yrs

TP AR R ERN
]
HNSCE P e TTTTEY
F I —
N=400 DEHX
1 46 mos AR RE RN Concurrent
N=280 I DEHX Chemoradiotherapy

IR RRER Concurrent
1 Chemoradiotherapy

TPF: Docetaxel + Cisplatin + 5-FU Q3 weeks X2
DFHX: Docetaxel + Hydroxyurea + FU + Hyperfractionated RT

PRESENTED BY: Ezra Cohen

resenTED AT ASCEY Annual 12

Meeting



DeCIDE Faz Ill Calismanin Sonuclari

3- Yilhk Sonuclan
KT-KRT (%) KRT (%) | HR 95% CI P
05 75 73 092 059-442 0.70
DFS 69 64 084 056-1.26 0.39
RFS 67 5 076 052-113 0.18
—Uzak metastaz orami 10 19 046 023092 0 025
L okoregional niks oran 9 12 079 0.37-1.68 0.55




Indiiksiyon KT+KRT, Es zamanli KRT

Cumulative Incidence of Distant Recurre‘nce
without Prior Local/Regional Recurrence

S o Red: CRT
S

= Blue: IC->CRT
% -

=

E p=0.043

Q

I e e e N s B e e e e e I
0 12 24 a6 48 &80 T2

Time (Months)
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Meeting
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Indiiksiyon KT+KRT, Es zamanh KRT

#5501: The PARADIGM Study: A
phase lll study comparing sequential
therapy (ST) to concurrent
chemoradiotherapy (CRT) in locally
advanced head and neck cancer

Robert |. Haddad, Guilherme Rabinowits, Roy B. Tishler, Douglas
Adkins, Fadlo Raja Khuri, Joseph Clark, Jochen H. Lorch,
Sewanti Atul Limaye, Lori J. Wirth, Anne O'Neill, Sarah Riley,
Marshall R. Posner

PRESENTED BY: Robert Haddad



Indiiksiyon KT+KRT, Es zamanli KRT

PARADIGM: Study Design
Primary Endpoint: Overall survival at 3 yrs

T I

Non-CR Docetaxel 20 mg.l'm2 (wkly for 4 wks]

Accelerated Boost RT (d1-5)
6 wks A1

Carboplatin AUC 1.5 (every wk)
Daily RT (d1-5)
7 wks A2

Cisplatin 100 mg/m? (wks 1,4)

4 Stage IV \
SccC R
- Oral cavity. Docetaxel
’ A Cisplatin
oropharynx, N gy
hypopharynx, D every 3 wks X
larynx = O 3 cycles
- Expected M
N=330 |
. J s |
E

Accelerated Boost RT (d1-5)
L 6 wks B

Accrual: 145 patients

08/'04 -

12/°08

Halted 12/08 for Poor Accrual

PRESENTED BY: Robert Haddad

PRESEMNTED AT: ,\cj':._u Annual 12

r\‘J.er



PARADIGM Faz lll Sonuclari

Articles

Induction chemotherapy followed by concurrent
chemoradiotherapy (sequential chemoradiotherapy) versus
concurrent chemoradiotherapy alone in locally advanced head
and neck cancer (PARADIGM): a randomised phase 3 trial

Robert Haddad, Arne OrNeill, Guilharme Bobinowits, Roy Tishier, FadloKhuri, Dowglas Adking Joseph Clark, Nichalos Sarlis Jochen Lorch,
Jonathon | Beitler, Sewanti Limaye. Sarah By, Marshall Pasner

Summary

Background The relative efficacy of the addition of induction chemotherapy to chemoradiotherapy compared with
chemoradiotherapy alone for patients with head and neck cancer is unclear. The PARADIGM study is a multicentre
open-label phase 3 study comparing the use of docetaxel, cisplatin, and fluorouracil (TPF) induction chemotherapy
followed by concurrent chemoradiotherapy with cisplatin-based concurrent chemoradiotherapy alone in patients with
locally advanced head and neck cancer.

Methods Adult patients with previously untreated, non-metastatic. newly diagnosed head and neck cncer were
eligible. Patients were eligible if their tumour was either unresectable or of low surgical curability on the basis of
advanced tumour stage {3 or 4) or regional-node stage (2 or 3, except TINZ), or if they were a candidate for organ
preservation. Patients were randomly assigned (in a 1:1 ratio) to receve either induction chemotherapy with three
oycles of TPF follawed by concurrent chemoradiotherapy with either docetaxel or carboplatin or concurrent
chemoradiotherapy alone with two ordes of bolus cisplatin. A computer-generated randomisation schedule using
minimisation was prepared and the treatment assignment was done centrally at one of the study sites. Patients, study
staff. and investigators were not masked to group assignment. Stratification factors were WHO performance status,
primary disease site, and stage. The primary endpoint was overall survival. Analysis was by intention to treat. Patient
accrual was terminated in December, 2008, because of slow enrolment. The trial is registered with ClinicalTrials.gov,
number NCTH{O95575.

Findings Between Aug 24, 2004, and Dec 29, 2008, we enrolled 145 patients across 16 sites, After a median follow-up
of 49 months (IQR 39-63), 41 patients had died—20 in the induction chemotherapy followed by chemoradiotherapy
group and 21 in the chemoradiotherapy alone group. 3-year overall survival was 73% (95% CI 60-52) in the induction
therapy followed by chemoradiotherapy group and 78% [66-86) in the dilad.ludlemmr alone group (hazard ratio
1-09, 95% C1 0-59-2-03; p=0-77). More patients had febrile neutropenia in the induction chemotherapy followed by
chemoradiotherapy group (16 patients) than in the chemoradioctherapy alone group (one patient).

Interpretation Although survival results were good in both groups there was no difference noted between those
patients treated with induction chemotherapy followed by chemoradiotherapy and those who received
chemoradiotherapy alone. We cannot rule out the possibility of a difference in survival going undetected due to early
termination of the trial. Clinicians should still use their best judgment, based on the available data, in the decision of
how to best wreat patients. The addition of induction chemotherapy remains an appropriate approach for advanced
disease with high risk for locl or distant failure.

Funding Sanofi-Aventis.

>
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Es zamanli KRT — Indiiksiyon KT+KRT

Induction chemotheraps followed by Concurrent chemaradiotherpy
conoument chemordiotheragy (n=70)  only (=75
Murmsits
Grade 1-2 29 [41%} 44 (59%)
Grade 3-4 EE e 12 16%)
7 Febnile nevtropenia
E | Grdezg 16 [Z3%} 11%]
Par
E
- . Grade 1-2 4155 35 (4w}
i 3 yilik PFS; S - i
E -
- KT-KRT %67, KRT %69 Herestoma
Crade 1-2 43 (6 46 [B1%)
P=0.82 Crade 3.4 5 7%) 5 (%)
Newopathy
Grade 1-2 77 (31%) 1B 24°%)
— Induction chesotresapy foliowed ty concument chemordiatheray (group &) Crade 3-4 o Z 3%}
P i . J | [[PEC tube placed < 9%) 64 (Bo%) ]
o i ) E 4% BD i
Time {month) Dtz are member of patients with ewents (%], PEG=penutaneoss endosopk gastrostomy.
Momiber at sk
Groups 70 % 16 g
e 7 5 ﬁ = u 1 1 Table 4 Touk effects (frequences shown)




Indiiksiyon KT+KRT — Es zamanl KRT

vl | vl (%)

3 yilik OS;
KT-KRT %73, KRT %78
P=0.7

— Induction chemothesapy followed by concument chemordlotheragy [group &)
— Conowrent chemomadiotecapy only (group B

1}

Mumber 2% risk
Croup& 70
CopE 7

T
12

T
24

I
3k

T [miontie]

48

gt &0

HRg5% 0" pvale  3yearmtes(35%00)
Induction demotfeapy  Conoorent
fiollrared by conourent. dhemomdictheagry
chemomdictherapy oy
Progression. free surshval
Murmiber of Beemts 23 )
Frogression-freesorival 1097 (0-58-1.97) 082 ET% (54-TE) 9% (5679
COrophasyrm 175 (0F1-456) 032 B (43-B0y B3 (56-03)
Mon-crophan 072 (033158 042 E6% (45-B0) 5% (3570
Mumbser of deaths
Burmiber of erents 0 ral
el sureival 109 (0-53-203) 097 F3% (H0-82) FE% (BE6-BE)
Orophanyr 140 (D-55-3-55)  O-4F T3% (5554} 3% (67-53)
Hon- orophaym 086 0.36-199} 0.2 7% (52-B5) % (52-B4)

Hi=harard ratio. "Based on kog-mank best for group & vs group B.

Table 3- Summary of ouwboomeess




indiiksiyon KT sonrasi RT?, KRT?

] indiiksiyon KT sonrasi parsiyel ve tam yanit olan
hastalarda RT kanit diizeyi 1 (RTGO 91-11)’

3 indiiksiyon KT sonrasi parsiyel ve tam yanit olan
hastalarda es zamanli KRT kanit diizeyi 2B (GORTEC)?

O NCCN 2015; indiiksiyon KT sonrasi es zamanh KRT, KT
olarak Carboplatin, Cetuximab onerilir*'4"

"Forastiere AA, JCO 2013, ?Pointreau Y,J Natl Cancer Inst 2009 , 3Haddad R Lancet Oncology 2013,
“Buiret G, Int J Radiat Oncol Biol Phys 2010, °Lefebvre JL, J Clin Oncol 2013
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Es zamanli KRT — Indiiksiyon KT+KRT

Pllblmec'.ﬁm-' PubMed |Z| m

U5 Mational Library of Medicine
National Institutes of Health Advanced

Abstract - Send to: -

Oncol Rep. 2012 Feb27(2)467-74. doi: 10.3892/0r.2011.1512. Epub 2011 Oct 21.
Toxici rofile and clinical outcomes in locally advanced head and neck cancer patients treated with induction

KT-KRT grup ile KRT karsilastirildginda,
DFS ve OS benzer bulunmus.
Fakat indiiksiyon ve sonrasi es zamanli KRT planladigi gibi tedavisi
tamamlanan hasta grubu tamamlamayanlara gore
2 yilik DFS daha iyi (%83 vs %27, p=< 0.001)

hospitalization for adverse events, including £% needing intensive care. The most common high grade adverse events were grade 4 neutropenia
(21%) and neutropenic fever (17%). Six percent of patients were unable to tolerate concurrent chemotherapy. The 2-year disease-free survival was
significantly higher in patients able to complete induction and concurrent chemoradiation as planned (83 vs. 27%, p=0.001). Induction chemotherapy
followed by concurrent chemoradiation results in promising survival rates in our cohort of advanced head and neck carcinoma patients. Due to severe
toxicities in a subset of patients, this strategy is only recommended in selected high-risk patients who are carefully followed by an experienced

multidisciplinary team.




KRT? indiiksiyon KT-RT/KRT?
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3 indiiksiyon KT;
» Tedavi siiresi uzun, toksite daha fazla, sagkalim farki yok

> DeCIDE, EORTC calismalari, lokal ileri bas-boyun kanserlerinde uzak
metastazi azaltiyor

» Metastaz riski yliksek (Larenks, Hipofarenks ) N2B, N2C, N3 hastalarda
diisuniilebilir

» Radyolojik olarak metastaz siiphesi olan, bx alma olanagi olmayan
hastalarda diisuniilebilir

» Deneyimli, toksite yonetimi iyi yapilan merkezlerde uygulanmali

> Uclii kombinasyon (TCF) secilmelidir
d Es zamanl KRT

> Lokal ileri bas boyun kanserlerinde KRT (Cisplatine 100 mg/m?2)

> Indiiksiyon sonrasi KRT uygulanacaksa, es zamanl carboplatin AUC 1.5-2
haftalik ya da cetuximab tercih edilmelidir.
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