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! Induction chemotherapy plus radiation vs. surgery
plus radiation for advanced laryngeal cancer.
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! Primary endpoint: Laryngeal preservation rate

FP—RT: 70%
RT alone: 66%

CDDP:Cisplutin

RT:Radiation therapy

& ) Forastiere, NEJM 2003, ASCO 2006
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TAX 323 trial

2 Unresectable

9 Locally Advanced Squamous Cell Carcinoma of Head and Neck
a1 NEJM 2007

TAX 324 trial .

ot Stage III-IV

2 Unresectable, Low curability and Organ preservation
2 NEJM 2007
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= Required total laryngectomy
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TPFEE x43—R
YIRTHE Re4%4)L 75mgim?, Dayt
?;ﬁ?ﬁ*iﬁg $AF5FY 75malm?, Day+
N 5.FU 750mg/m? D1-5
: j R T0Gy
PFfiti% x40—2R
¥ £ 2F55 100mgim?, Day1
5.FU 1000mg/m? D1-5
PF TPF Nl PiE
SERMEEREE  14% 17% | 0.72(0.57-0.81)  0.007
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IEEHFHE 48% 62% 0.70 (0.54-0.90) 0.006
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Plvota] Tzials in Post Opem’uve Sewng

LFR(%) DFS(%) 0OS(%)
EORTC223831 RT 31 36 40
(5-year rate) CDDPIRT 18 47 53
Hazard ratio 0.546 0.750 0.703
Pvalue 0.007 0.02 0.04
RTOG 95-01 RT 33 36 47
(3-year rate) CDDPIRT 22 47 56
Hazard ratio 0.610 0.777 0.838
P value 0.01 0.04 0.08

LFR: LocoreglcnalFaxlure Rate, DFS: Disease Free Survival OS: Overall Survival

/"\

Bernier, Cooper etal. HEAD AND NECK 2005
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Pooled analysis from 4 RCTS for Adjuvant CRT

Author " Sublect Chemoiherapy LRFR || DFS  SunivalRate "

Bachaud  High Risk 23% 45% 36%
5 year 41% 23% 13%
p=0.08 P<0.02 P<0.01
Smid Stage WV~ MMC, BLM 14% 76% 74%
2year None 31% 60% 84%
P=0.037 , P=0.036
Bernier High Risk 3W-CDDP 18% 47% 53%
Syear None 31% 36% 40%
P=0.007 P=0.04 | P=0.02
Cooper HighRisk  3W-CDDP 19% 40% 50%
3.8 year None 30% 30% 41%
P=0.01 P=0.04 P=0.18

> Relative Reduction in the Risk of locoregional recurrence: 0.69 (0.47-0.75)
> Relative Reduction in the Risk of death: 0.80 {0.71-0.90)

Winquist et al. HEAD AND NECK 2007
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Trial © " ' Phase N ' objective treatment  PE  Sfafus

RTOGD234  RPIl | 230 HighRisk Cet+wCistRTvs.  DFS Complete
Cet+Doc+RT Accrual

RTOG0819 RPIl 170 HighRisk Van+w-Cis+RTvs. DFS Complete
HD-Cis+RT Accrual

RTOG0920 RPIl 700 Int. Risk  IMRT vs. 0OS  Recruiting
Cet+IMRT

EORTC22071 RPlI 800 HighRisk Pani+HD-Cis+RTvs. DFS Holding
HD-Cis+RT

IHNO1 RPIl 710 HighRisk Nimo+HD-Cis+RTvs. DFS Recruiting
HD-Cis+RT

GSK trial RPIl 680 HighRisk Lap+HD-Cis+RTvs. DFS Recruiting
HD-Cis+RT

Cet: Cetuximab, Van: Vandetanib, Pani: Panitumumab, Nimo: Nimotuzumab,
Lap: Lapatinib
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a KEMAOHLEDEECRSTER XERARE
a Bevacizumab: NSABP C08, AVANT
Cetuximab: N0147 > E{LTErEE?

*JCOG 1008: Schema
i P;)st-o;;erat.i\;e High-risk HNSCC
: 1.ICR

2. ECE positive
3. Multiple LN}

N

Primary endpoint: 0S8
§econdary endpoints: RFS,
LRFS, AEs
To test non-inferiority
Target accrual: 260 patients

In phase Il poriion,
we will verify the feasibility
of both treatment arms. I

i Randomization ;

-Weekly CODPIRT | Arm B: Weekly CDDPIRT

Multi-center trial: 18 institutions in
Principle Investigator: Makoto Tahara
Medical Oncology Chair: Naomi Kiyota
Radiation Oncology Chair: Takeshi Kodaira
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T2 T3 T4 Total
No. of patients 5 12(1) 26(8) 43(9)
Treatment procedures .
Sx-RT 4 9(1) 20(7) 33(8)
Sx-RT-Sx 1 2 3
Sx-RT-8x ~-RT 1 1
RT-Sx~RT . §(1) 6(1)
Residual turmor volume and total dose of radiotherapy administered
Group ANA(GRTV<10 cm®} § 8(1) 13(3) 26 (4)
50 Gy 2 2(1) 2 6(1)
60 Gy 3 6 11(3) 20(3)
Group B {1040 cnv) 0 3 6(2) 9(2)
50 Gy 2(1) 2(1)
60 Gy 2 4(1) §(1)
72Gy 1 1
Group C {240 cm?) 0 1 7(3) 8(3)
60 Gy 1 5(2)° 6(2)
70 Gy 11 1(1)
720Gy g 1 1

tal. Jpn. J. Clin. Oncol.
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HROEEREORLLEESE

&
. ¥ -
K i b m e e e b GrgaARA
2 i, &
€ H . G g
I e i
£ H
1 ,
i s H
z H
= L R 1]
20
¥ + v 0
12 23 36 L1l

Sonthe

Kawashima M et al. Jpn. J. Clin, Ongel. 2001;31:196-202

R



o (EERFRRS3m?) 60GyEA #3554

Kawashima M et al. Jpn. J. Cfin. Oncel. 2001;31:195-202
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2. SREEHDY
BAMHERAETS
4RSI L= B /SIS L T [E superselective neck
dissection CEFEIZEFBDL M o2 (Robbins, et al. 2005)
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Boyd TS et al 1998 RTalone level IV

-l

Robins KTetal 1999 ia+RT oral cavity level Il
4ilevel IV selective ND
{3 levels)

Doweck | et al 2003 HFRT level LIV’

Stenson KM etal 2006 CRT selective
Robins KT etal 2007 ia+RT il super {supra)
super (supra) selective || selective ND
2levels {< 2lavels)

Sandau Aetal 2009

CRT

Wk



FHTE RS

R

s

DEBEMICIRTE TS A0, IEFHROTSE
BEBICFRCH =,

HEFHOPRFREF

O DEBRstagelV, FRB B IVESERE LT ER
#*FFIZE8H S (Tanet al, 2010)

@ #HEAEEING (Luke et al. 2007)

[©) WW%%B&EH&U%%E% (Esteller et al. 2010)




| BASERERE CABRIREESR Y URIA

BESAAICHTS

BEREROES & B2

| B3 7L

avka-ik
P-A

RAEIRE vs 29

HERP—LA

BB dlonogen doubl EEBEORE

26854

BfEHED HBEF—A
11k (%)

DIALT

EORTC
22791

RTOG
90-03

RTOG

70Gy@26y
@78

70Gy@2Gy
@78

706y@2Gy
@7

T0Gy@2Gy
@78

1.15Gy bid:
80Gy@7:@

1.8/1.5Gy bid:

726y@79

1.2Gy bid:
79Gy@7:8

2@y qd:
70Gy@6;8

19 @58l

8.5 hoRERS

BAHE

IOERERS

_54_




BENE vs. ZHIRE
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Bourhis et'al Lancet 2006:.36S: 843-54
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IMPACT OF AVERAGE WEEKLY. DOSE OF RADIATION
DURING RADIOTHERAPY ALONE OR
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