U U BB OB RII<SUIRE L2 NI L LA LN 25729,

2. BHIRFEIEENT (early salvage ND) ~DEE

%< OHECPNDHBFHIEICE ST 50, AHFTREARETL2AL MR T 2%
R TV, F72RTOGD 3 »OEKRRERIZL 2R TIE, NDACRT# OB TEE L
EUDEERBEHMEEOY A/EFThHhDH I LbRaNd), TD &5 ERNHLPNDIZLF

AT ) & T, REEF ERY VA EOECRE) 2 RBOLRETHDHLEEZD
b & ooz,

THIFIAWEBRTIE PND (PND ofERI{k) L&A 205, FRFICHT 28 Fifo—o
THY, FHERY LWV ABEKRECA LN hoTs, BALNRIERE - BRI LT
1T 5 ¥EFI (salvage) & XBIL T, “BHRE (early salvage) "t RIEINDHZ LMD
5o (KRIZ2 Uiz salvage ERBH L THWAHHBELELROND,)

FIEOGETTECOHE T, EALE W) EREWVTINZTailored ND & RH L T

59 (F7-RUEHIZ L DKL ORE CTHRAEEOPNDIZFE Y 3 54 A% systematic ND
ERELTNWDH, ThHORBEIR— SN TELTRELEZEZ LTV LEIRTHS,)

3. FATEHERENT (up-front ND)

R EREEN B 2 2bh T\ 2 AP LEEES ORI O BRI TIThbIL TV IRE
ThHDH, BISIHEREERDEAGIBRE CHETEZ I REFD S B, U o EEEB O ﬁﬁllfji
WEETHD 2 ENTFRISNSERF, 2% Y small T, bulky N OEFIN Z IZEEST 5,

L UDEHFIREHAAALTND LW R CPND O—fE L H 12 5,

A& LT, 1) CRTICER T 2 FFOWEEE. AIERE b '7‘7“/1/@ DEIAY RV, 2)

U U EIORIESEATAIRETH D (SRS EICREE 2 ET 25877 L), 3) U
BB U A7 HF (BMNEEOFE) OF@EAFTRETHY . £hl Jr: U 7= U e Et
ERFARETHD., ZEBFETFLND, —H, KA, 1) IRREMMEEZR LSS, B
FIBEOBRIEIBLET 2V A7 &S 2) IRWVENEHHE. MRS TIEmEAlE & ND 28
B (CRT # 0 ND THIEFEEIOA ND 3—i%i9) THdH. 3) FEENFEHEE o785
BB RN LY —BTRRNC D, ZERFETLND,
ZOREEFLUFINLH VD, EREETITORL TWEETH H A, &I, up-front ND &
FTo T ODOHRENEN TN 58910, CRTOE KITHEEITER T - T HFEMEAYIC
JEERBFIREMTON TV DRI T, U U/ BIDNA U A7 (G2 REFRYICHER U
ENMERETE DA, ET-NDINEETHIC T 5MHREZR LD Z &N TEFHEOBR
NERETHDHEV) AIHFLVWEELZRHLELO LB b, BBFEEZE T HHEMN
EETH L TAETRORBICLHF LV, A—&ETHOER~F—U A b
D BT T TV,
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4. N3BEICHT DHRIE

CRT# ONDIZE T DNSHE~DOXKIRIL Y VB O RIS b LRI _& &)
ERE, RV CRANCH L CILBRBELZITI N6 LE WIS BENH D, REBRO
THY 1, BRHORESKELSIND,

N3HE CCRTHIINDZ LTI b DOFRFENRRIGF THoILEWNIT—FWIEHY | &
ﬁKﬁTéoit%ﬁ@ﬁiﬁT%ﬁMWW:ﬁbﬂﬂ%%ﬁbt%ﬁﬁ*?ﬁ%%ﬁb

TRIERE & OB CHPRETE CETETEMEN TV LV I RBREITREN TV D W, —

‘:@ﬁ%@mw%ﬁﬁ@i%@%NDwﬁbher%Eﬁ%%@&%iﬁah@#o

7= L S TR D EBREN,

[CRT % DO%EER U >/ FiEsFE 2T ]

BEF R TR D — 723N CRT BICEHR 2B 21TV ERE S uihuid early salvage
ND #4792 L THHEEZLND, 5%&%$W%ﬁ5f@li&ﬂ%@m%%m\0
FVIRFERAEOERRBENEE L 25, BBOBZENICE—KIZ CT H5 W E PET-CT 28
FHESRATWD,

1. CTiZ L 2820

FEER Y B OEBBZINC OV TIHEE S OREDH L0, BIEREERFET 2T
v, A X IR, EBEHRR EE S Y TRBEOFEAREIITHIET 5,

o FFT/KIE (focal defect), FLMESE (central necrosis) 73FR HIAVULER G,
o WEBNBEDRNY UAEIIOWTIZY VNEIDOKE S THIBT 5,

CRT# OEEZENICE LT Yeung 5 1XCTIZ L 2CREEE 1.5cmbh LD U » REiEE
L7gWnWZ & £ BRERE (focal defect’e &) DTFEL W & & L, EWIERZE (NPV 95%
(FoWrESHA 3-4 0AK)) ZWME LY, Ongb ORETITEELZERZ 1l U U Bk L
FRRICEWIERE (NPV 94% (BHresdd 12 @Ri%)) 2R L7216,

—fRIZ Y L RENREITE N BB TERRE Y L REI R L D AFTR TH DO, FiF.
HRHIERICEDIBREERAMbL &, ZTRNODOFROFMAEEE 02 2 &i38->T
BLR&ETHD (0FVHTITRBRD),

PHOBEH CTHHN, —IRICCRT R T#H 6 BLUBMPEE L E X TnD, NCON 41
F?%V?MHH%%W&W%%®%M T L7-FEIE CRT R T# 6-12 8% L shTw
DN, REEROFREENRH DEEILCRT R TH 48 B THL L INTNA,

2. PET-CT Iz & »#5%3

PET-CT OF ftE - B LTI 0RERH D, Uo7 Eod A ATtz
BHYRBENFTRES NS TH BN, Z DT ”icmT%mﬁrmﬁﬁ%ﬁoﬁgmhé
LV ERERHEOTDICIE, BEEEZET D, 20 HoRBESHORICEER
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I MENRD D,

PET-CT T 12 B3 K& L 723580 BBENBL L, ERENEL 2D ENRSH
T 5, Isles HIFPETICET A A X 7T ) AT I0BUBTEZRNMET A 2R
7217, Ong 513 84 AIOCRTHEDONDDREFTOFE RN G, 12 BLIE CRE, FEEL bW L
FTHIEERLIZG,

FDG-PET/CT {Z L 23877 U VBB OELZE (BB 16) L0k

Neck disease Sensitivity  Specificity PPV NPV Accuracy
Lymph node = lcm 80% 74% 40% 94% 75%
Scans > 12wk 100% 94% 67% 100% 95%

3. CRTHOHEEHEEZENIET DRI &5 (feasibility study) 19

Fex DE o - Lk ERIA X T, SHBRHEELY 1) ER1alllol v
sXHi, 2) focal defect (central necrosis), & HffiZedbDIZL7=HE&, CRT & T1#% 4-8 8
BB D EZRIIDTNIC 60%, BIEETRIT T7% Tho7z, EREORESHEZMNA

A EFEZRIT83%. BT RIT902% 7o, PET-CTIZ L5 CRT#T# 812 @%Z®
IERIT 93%. EHEEPRIT 2% Th o712,
SBITBERZH AR ANT-2 7 ha— LOEBEALRETHRTH S,

[FiffoFEH : early salvage]

PAANZ T planned ND Oi#E#4° CRT #£ T 6 @Al (4-1238) Lah T, Jhid
B EHRIRRIC L D RENTERT 2B TH D LI, A%@fo&ﬁ%@%ﬁd’ﬁt@ﬁ;fﬁﬂ:ﬁ@
THEIOBEEE NS TH D, L L early salvage ND (2B THE, EEZENIC X 5 B4
ERAOSEDL O, +oRBEER AR T OILERDD, DFVERPELOR NG
G CRT R T# 12BLBETHD L WHIFEITRD,

INIEFRIRORERE LEEBZWOESZR L VWHOHKTIMEERB A TS, 7 LER

Tk 12 LR T BRI ORE RSB CIAFECEE 2N I T 5 2 L7l
NDDBHEATAIRE T H 519, FMTEIHEICEMR T 2 ZRIZFIN ORI LV b FIFOFHEE GE
i) THOHZENSTbhTWV5,

[ 5574 : early salvage (salvage)]

BETHOTHEERETH-TH, BIUSEREOEVCRTOR TIHIERDOEHIER
IEIIRE T, selective NDAZHETHD LD @ﬂ‘fﬁﬁ@f{m Chr 52020, FRERYENE OXf
LD LD BRMNERIT, TTICCRTOM THRATHERIZESTVNDH EEZ LTS,
(F7274 ONO FFEIZKT LT, F#ROHE B Telective ND (?% HEJTOERE) IR EL
EZEZLNTN5H2 )
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selective NDIFASRAY2EH TIZTAAO-HNS/AHNSDO 3T 1 L-ULLL LD SIEHIFE %2

L TWANDOZ L A#BRT L, BH. 3 2OV EFALENDEIELRLTWA D
LR, FREVNEE (2 LRARNDUIE 1 LUL) OB BRI EE RS
(superselective ND) 29 & Fr X v, RIE—REVR S O TIEARWD, FED Z D229 &
WEEDTF—Z M bidd7e< & & RIEEREICE L CIIERTREENH L LEZ LND,

BLEX M Tl selective ND (2B 2 #EBFNERFH & L CIIFRTFY v HiogEDbh HEIO L
~ULI-IVOERE IND@] & LTns, L_AVINDPIBLWERIZLL T INDEO)]
OFEIFMBEICSCCEMT S L L7 b, FERICHT 2KEFH CIX CRT % oOikiE
b« WEALIC LV ENERAZ M/ S 2 2B R WAREMR H D, L L TEELRFNPHE
FETLIBEELHY . PP ERSELERICHDZ 2SRRI ILEND D,

) ‘...,;,8};_. -
j 5%  |J31/28
, 36%
|

10con J[11-cort] l
URTOERBOSMAGER  PIEETIRIZEA LN I, J2ICEF LT,

[#2 : ND oRiEicoW\T]

CRT# TI3&FH 2 #E/N L7-selective NDIZIHW T & | HishiEiE e E OB TIEY oA
FABUBRLATIERLARVEE LD D, 20X IITEHILT HNDOHFRICWHEL &t
It L7=R5eENINDSG (Japan neck dissection study group) OB TH 520, FerlitoH
EEGE, FaBEEREL TV A0, ZHZINDSGOSEEZREL LTS, T
AARGENBFITOMEL Y LR ENDOERTHL L EZEHB LT E—A LTV LERN
»H5,
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B AEEBDETE

& 8R4 E[3I DTS B A
ARG/ BRE BEHEL2Em M
FEHAT-ETU/E S (81-2) RIS \Y%
1. ARHATUNE St b N
2. ETULRE s2 EEBE vn
RERFARY /38 J (J1-3) SRME B sn
2. PRBEEIRUNE U2 W & sk
3. FREERIRU> /(8 J3 %gﬁﬁ dm

HE=HY P(1-2)
1. Bl \H pP1/pP2"
2B EEILNE P2

OO

FEY/ATIESRE (B

BLERIR S EERRE c1(c2"Y

HEBaEE
UHEEE T MIAY ] rp
EFgY A\ pe
BB sc
L HEER) L/ NER sm
*PILPATHABEEHOPHMBTHITS
#2CAIREBH IV ERBEORAMESE

[&0HE - BEE]

CRT#ONDIZE LT HEx OAHENREINTHWEN, Th bIZEHEEEENThh
TV BB ITEE R E D - 7229, selective NDZ EiE & L7z BEIRKEFHCBWCHEE
BELATONDRETHHN, BFE L HBRTIZEMHECHEEITIBL L TnD19, 2V F
it « ERIEEBHORE/ ML EPHEDBEB L WO EEREMN L H D,

UFEDT — 4 TiX CRT % ND 42 FEFF 0 8 FEH (19%) ITIFREMHEEZRDZ, K
BRITMEEEIRIE 4 ] (REVIBZE L= L0202 H 346D, U YR 2 6, SHERER
FJUMETREE 1 61, ARG 1 B CTh -7z, 8EFIF 6 FlITRTEMEEN I L) EHETH-
7= (6 /25 i, 24.0%) DZxt L. selective ND EF Cix 2 EF] (MESEEIE. AIERRYL)
DOEEZFRDO DDA (2 F1/23 10, 8.6%) Th-oTz,

CRT # OXFEFMOERICB W CUIIRBREHEDERE, MR %BEDELRE. KOG
1B FTRE/R R 0 BIE Lo CxbIS T2 RERH B,

EfFEosR e LT
o KEYIBOELRE - #7t: OMEER « WHEEO FREMEIEAR 28800 5 <<, WEFIROSH (A -

BE#FIRROSTL) 2ERL CTRFETS
o BEIRE A2 DERRE : = SfEH % BT 5 %12 hockey stick incision 7¢ £ @ single incision

EEETD
° 75-03E‘H’§§7L‘9§7T LOEOEEARORE : MWEILEMHILFRERRVIBETFT S

[NCCN A FF A ]
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Persistent
disease or
Suspected
progression

CT and/or MRI with
contrast (4-8 weeks)
Consider PET scan

If diagnosis confirmed
or progression

hnd bd Neck di ion

Nolymph nodeornode<tem; Observe

PET negative®
. . Individual decision:
After 4-8 wks clinical Lymphnode<tcem; _____, lonserve or Neck dissection
chemo/RT|—»|assessment as PET-CT?(suggest PET positive Consider ultrasound FNA
orRY appropriate full dose CT + 1V Observe or Neck dissection:
contrast) at :
minimum 12 weeks Lymph node >1cm; f:gnﬁide[ u!:.;zsoonu;‘u:;gﬁn
. 3 L
PET negative » Consider amount of nodal
regression
if response ~——» Lymph node > 1cm; . "
or PET positived Neck on
CT and/or MRI with 1 ing negative Observe
contrast at 6-12
weeks (if PET . . - .
unavailable) positive Neck on

(NCCN Guidelines™ Version 2.2011)

[FHITHT HRFFEN (salvage surgery : late salvage) (22U T]

early salvage MThON A ERITITERENHAL MR THEOREFRIFOMENR TR,
D ORFEATREEIAMMEN T N BT b, CRT #EH & ik UE IS L, BRI E
BECHET L, fRIC7 — A NS & 1T o 7o 8 CIERgs a0 E O R EC L BED R ATRE 2R
TCEET D2 LMD,

BECHEROT —F BT, TUHEERERARIERE O CR H 77 Flo 5 % 29 FINEHRZ
FL. MEFIRNTRETH o120 1761 (58.6%) Th-o7ehd, 2566 (35.5%) TiX
Bx#EER L (3 FEERARTRIT 57.5%), TR O HIREZD CRAI 826D 5 H
21 I EHE R L REFERNFRETH - =1L 1541 (71.4%) TH B2, 5 5 845 (53.3%)
TIHEA %2R U (5 EEFREFRIT 29.3%),

[FifFEi (BEFRK  NDOIEFM ]

BENEN A Y X —TiTo TV A EREDFHFH29

A ADERE

o AADEELE 1 AANV FAOBEERELL 2B L1,

o FDEINLFE : ROOLMDR—EDA Ra—2  FILOZ A0,

o DI : o &, B, FHLMHWY vTF T,

TED A A « FED A A
o XATHE LT ALEEMREOLZ AXATHREEL, #RE2E2D 2L ELIER
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T& A,
o EFOHTLE—R ST g BN, HEOART, Fo LB, BT LI
FAND LEWERIREER B S Z K BEIRS,

SESEENMEL O R —F OFRAT2 2. 3D RIZDNT
o FMXBANEMICIZEXD 1) A zr/AOLH7%, 2) RAE~OT 7 ra—F,
o MEOYIBEIL A A& RAWTHRIIIT Y,
o RUWFEF & counter traction : FIIECAERE DIFEWNE AT LT,
SYPEE 2R T D 72010, OB ER R,
SHFEL, FOLRFET, FOBREMX 200, #R2RIER L2,

ARV AL R

oa UME A A (FEYIE 90~110°C, Zhbist 300°C, BELZRWVI & b)
N—=F=vw 7 FOCUS (Min2, Max'5)

wET I (RAXUT vT)

RS
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Oncol 26: 3582-9, 2008
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DFRIZRE LTINS,
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20%FREE T, BORTHETER Y @iy #vid
“Wait and See” XD ST, T LA TR
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Abstract

Background Recently, the role of chemoradiotherapy
(CRT) for preserving organs in the treatment of head and
neck cancer has been increasing. However, the indication
for post-CRT neck dissection (ND) and its surgical extent
is still controversial. The purpose of this study was to
discuss the indications for post-CRT ND and the proper
extent of the surgical procedure.

Methods We performed a retrospective analysis on N2-3
oropharyngeal and hypopharyngeal squamous cell carci-
noma (OHSCC) patients treated with CRT in our institute
from 1995 to 2008, and determined the prognostic impact of
post-CRT ND and the distribution of cervical lymph node
(CLN) metastasis based on the pathological results of ND.
Results The patients without pathological CLN metasta-
ses had good prognoses, whereas patients with pathological
CLN metastases exhibited a significantly high recurrence
rate (P = 0.033). Based on the pathological results of ND,
performing selective ND at levels II-1V can contain 88 and
85 % of CLN metastasis of the oropharynx and hypo-
pharynx, respectively. In all cases, when pathological CLN
metastases were found at level V in ND following CRT,
distant metastases developed.
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Conclusions The presence of pathological CLN metas-
tasis affects prognosis, but also a diffuse distribution of
CLN metastasis worsens prognosis; that is, the presence of
CLN metastasis at level V after CRT appears to be an
indicator of distant metastasis. Post-CRT ND may not
make sense as a salvage intervention for improving the
prognosis in such situations. We concluded that the proper
extent of post-CRT ND of OHSCC is selective ND
including levels II-1V.

Keywords Chemoradiotherapy - Neck dissection -
Squamous cell carcinoma - Cervical lymph node metastasis

Introduction

Recently, the role of chemoradiotherapy (CRT) in organ
preservation treatment for advanced oropharyngeal and
hypopharyngeal squamous cell carcinoma (OHSCC) has
been increasing [1]. Cervical lymph node (CLN) metastasis
is an important factor affecting the prognoses of head and
neck cancer patients {2], and neck control greatly con-
tributes to improving head and neck cancer treatment
outcomes. Therefore, neck dissection (ND) is a principal
treatment for CLN metastasis. However, one cannot over-
look the problems associated with treatment complications
occurring after CRT. For example, incomplete wound
healing after ND following CRT may cause fatal compli-
cations [3], and the addition of ND after CRT can be a risk
factor for dysphagia [4].

The concept of planned ND [5, 6], once recommended
for all patients with N2-3 squamous cell carcinoma (SCC),
after radiotherapy (RT) or CRT is no longer in favor [7],
and cases should be carefully selected when determining
the necessity of the procedure [8]. This is one of the
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salvage operations used only for cases of persistent disease
as judged by a post-treatment scan, so the procedure is no
longer referred to as “planned” but as “early salvage” to
distinguish it from “salvage” surgery to be performed for
an evident recurrence or manifest residual disease.

In addition, reducing the surgical extent of ND should
be considered in order to avoid complications [9, 10].
However, the indications for post-CRT ND and its extent
remain controversial. Therefore, the therapeutic validity,
indications and extent of ND must be clarified.

In the present study, we compared the addition of ND to
the neck response observed after CRT using imaging
examinations of OHSCC patients treated with CRT from
1995 to 2008 at Aichi Cancer Center and evaluated the
prognoses of these patients. We also determined the pres-
ence and location of CLN metastasis in cases when ND
was performed and examined the association between CLN
metastasis and prognosis.

Materials and methods

We retrospectively evaluated the clinical outcomes of 102
OHSCC patients with N2-3 disease treated with CRT
including induction chemotherapy (ICT) [11] between 1995
and 2008 at Aichi Cancer Center Hospital. We conducted
this retrospective investigation among patients who had
achieved a complete response (CR) in the primary lesion
after receiving CRT with platinum-based agents. Regarding
CLN metastasis, we reviewed the pathological results based
on 42 patients who underwent ND after receiving CRT.

Chemo-selection [12-14]

In order to ensure organ preservation, we conducted two
courses of ICT in the advanced OHSCC patients and
applied concurrent CRT or RT in the responding patients
(those showing >50 % response at the primary tumor).

Induction chemotherapy

All patients were treated with a platinum-based CRT reg-
imen that included ICT and RT or concurrent CRT. The
ICT regimen consisted of 24-h continuous infusion of 5-FU
at 800 mg/m*/day on days 1-5 and cisplatin at 80 mg/m%/
day on day 6. This was repeated every 3-4 weeks and two
courses were administered.

Radiotherapy and chemoradiotherapy
Definitive RT was administered to all patients with a

conventional fraction (2 Gy/fraction once a day and five
times a week). Treatment with 60-70 Gy was delivered as
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a curative dose to primary lesions and metastasis-positive
lymph nodes detected on imaging. At least 40-50 Gy were
delivered as a prophylactic dose to the neck region. Con-
current chemoradiation (CCRT) therapy consisting of cis-
platin at 25-30 mg/m*/week was administered in 13
patients. This was repeated every week, and a total of one
to six courses were administered.

Diagnostic imaging

To evaluate the clinical effects of CRT in the neck, we
conducted imaging examinations with one of the follow-
ing: CT, MRI or PET-CT. The criteria for a CR in the neck
included the absence of any contrast effects and no CLN
enlargement: the length of the CLN long axis should be
<1.5 c¢m for levels T and IT and <1 cm for other levels [15].
Imaging examinations with CT or MRI were performed
approximately 4 weceks after the completion of CRT, while
examinations with PET-CT were performed approximately
6-8 weeks after completion.

Neck dissection and discase status

We performed ND for early salvage intervention approxi-
mately 2-4 weeks after performing the imaging examina-
tions. The indications for ND included the cases of
persistent CLN discase that were suspected based on the
findings of imaging examinations. If the CLN was judged
to be a CR based on imaging examinations, we omitted
ND. However, in the early subset of patients in this study,
we performed ND even if there was a CR in the neck by
imaging examination, based on a former policy of planned
ND.

We examined the patients for the presence of metastasis
according to the pathological diagnosis in those who
underwent ND and followed the development of regional
recurrence. In the patients who did not undergo ND, the
course was observed, and if recurrence or progression were
noted, salvage surgery was performed when possible.
Survival and disease status were confirmed by checking the
patient’s medical records on the date of the last follow-up
visit.

Statistical analysis

The duration of regional control and overall survival were
defined as the interval between the beginning of treatment
and the date of death, relapse or last follow-up. The
associations between neck response (with or without ND)
and regional control or overall survival were assessed
using Kaplan—Meier survival curves. P values <0.05 were
considered statistically significant according to the log-
rank test. Comparisons between the hypopharynx and
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