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_Despite optimal local therapy such as surgery and/or radiotherapy, the long term outcome
is poor for patients with advanced squamous cell carcinomma of head and neck, due to frequent
loco-regional recurrence and distant metastases. We studied to determine whether the combina-
tion chemotherapy, especially as an adjuvant chemotherapy, would improve the survival of
these patients.

Between January, 1986 and December, 1992, 57 patients with previously untreated, locally
advanced squamous cell arcinoma of head and neck were assigned to receive 2—3 cycles
of induction chemotherapy consisting of 5-fluorouracil(F) and cisplatin(P) every 3 weeks and
standard local therapy such as surgery and/or radiotherapy followed by adjuvant chemotherapy
with the same FP regimens. Of the 57 enroled patients, 45 patients were evaluable. The obtained
results were as following :

1) Among 45 evaluable patients, 18 patients finished all treatment protocol including adjuvant
chemotherapy and 27 patients had no adjuvant chemotherapy. The difference of age, sex, perfor-
mance status, disease stage, and tumor differentiation was not significant statistically between
adjuvant chemotherapy group and no-adjuvant chemotherapy group.

2) After induction chemotherapy, 7/45(154%), 30/45(67%) achieved complete remission
and partial remission respectively with 82.4% overall response rates in entire patients.

3) The 4year progression free survival was 433% in adjuvant chemotherapy group and
241% in no-adjuvant chemotherapy group(p>>005). The 4year overall survival was 56.9%
and 255% respectively(p>>0.05). There was no significant different in the patterns of local
recurrence and distant metastasis between the two groups.

4) Adverse reactions from combination chemotherapy included nausea, vomiting, mucositis,.
diarrhea and hematologic bone marrow depression. These were mild and tolerated by patients,
and these was no episode of any life threatening toxicities.

In conclusion, adjuvant chemotherapy after induction chemotherapy and local therapy did
not show statistically significant survival improvement, but there was trend of prolongation
of survival when compared to no adjuvant chemotherapy. Thus, large scale phase III randomi-
zed controlled studies are strongly recommended.

KEY WORDS : Head and neck cancer * Inducation chemotherapy - Adjuvant chemotherapy.
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U gat 22o] A7} 5o, FYAH L 27t
544 (29~644), 5741(25~774)o]T Yurre
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BEAS 149 (77.8%)

ol

T A 44(22.9%),
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Table 1. Pretreatment patient’s characteristics accor-
ding to treatment arms

Adjuvant No Adjuvant
Therapy
Group Group
(ta,n=18) (U4, n=27)

Sex

male 18 22
female 0 5
Age(year)

median 54 57
range 29—64 25—1717
Performance status®

0 7 11

1 11 10

2 0 6
Primary site

nasopharynx 15 10
oral cavity 2 8
larynx & hypopharynx 1 4
paranasal sinus 0 3
oropharynx 0 2
Tumor differentiation

differentiated 9 16
undifferentiated 9 11
Tumor stage

i 0 5
v 18 22
T stage

T1 3

T2 6 9
T3 2 10
T4 7 8
N stage

NO 1 5
N1 1 4
N2 8 14
N3 8 4

*Eastern Cooperative Oncology Group



AW 790(25.9%), AYEA 19)(87%)QYL =
22 HF AR 1691 (59.3%), 22 B3] 8] (29.
6%), AFWH R APYA 27 20)(7.4%) 2
14 (3.7% )0t} A AANN F=FE2a
HE A 79 (15.4%), 223 309 (67%) 2
82.4%9 # &L BPon, FAaW3 gARS
2990 (64.4%), FEH3] 134(29%)2 27814
(Table 2, 3).

3. AKX MER(Progression free survival)

AAGAANN APAFA &L FHAE 2490
golen 49 AYPAX) YEEL 34.5%0|YTh
(Fig. 1). 72X 4d APAR] YELL 434%,
YT 41%2 7HedAM e 33S gy
FTdd FAHE oode 2ole AATH(Fig.
2). FToAM QLR AEH, T L NHYo) e
APPA HEEY 99Ae Aole ey &
TFEQ Y SABAE BGD S} A B
€ HolA ¥R A Aol HPHA) Y2 Lo
qosde Aole HUAHTable 4, 5).

4. M| MZ=K(Overall survival)

gL DA AEEY A= 35700l
on 43 AHA AELL 39.4% oY H(Fig 1). 7}
TN 43 AEELS 56.9%, VT 255% 2 I
A o EAHo R oodE ol gt
(Fig. 3). YT AR NEFH T L N9
GE HAA AELY g9ggle Aole e
FEGEL Y 4ABNE BP9 Ao} A D

Table 2. Response to induction chemotherapy

Response e e Toeal
No.(%) No.(%) No.(%)
CR 4(222%)  3(111%) 7(154%)
PR 14(778%) 16(59.3%) 30(67.0%)
SD - 7(25.9%) 7(15.4%)
PD -~ 1037%) 1(22%)

CR ! complete remission, PR : partial remission
SD ! stable diease, PD : progressive disease

Table 3. Response after all treatment protocol

Response 7V U Total
No.(%) No.(%) No.(%)
CR 18(72.2%) 16(59.3%) 29(64.4%)
PR 5(27.8%) 8(29.6%) 13(29.0%)
SD - 2074%) 2(44%)
PD - 1087%)  1(22%)

CR ! complete remission, PR ! partial remission
SD : stable diease, PD . progressive disease

AE Holx] JUAD FArlole] AX HEE
gl Aole URTHTable 4, 5).

6. X|Z ATl

A R AP EE BE A GApol A A A
2 Yol 159, AAANT} 1A THEAA
ThA o] 5o, AAH] se(H 124, F 29,
ZEi 1D AR A ME ZH 109 R 24(F 1)
o, d l1dDGRor FTAtel Ao oe
R Zol= YAt (Table 6).

100 ~
-
80 —‘_\L[H_‘ e — Progression free survival(n=42)
~” Overall survival(n=45)
S
g
g 4
20
0
0 12 24 36 48
months

Fig. 1. Progerssion free survival and overall survival in entire patients.
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survival(%)

Table 4. Analysis of prognostic factor in adjuvant
therapy group

100

80

60

Adjuwant Tx group(n=18)

40 b .,
- "1 No adjwant Tx group(N=24)
o
0
0 12 24 36 48
months

Fig. 2. Progerssion free survival according to treatment group(P>>0.05).

Table 5. Analysis of prognostic factor in adjuvant
therapy group

PFS(%) p value* OS(%) p value*

PFS(%) p value* OS(%) p value*

Tumor site NS NS Tumor site NS NS
nasopharynx 73.6 78.7 nasopharynx 622 76.2
oral cavity 34.4 10.6 ;’ral c 197 243
Tumor anym 80.0 800
, - NS NS hypopharynx
differentiation paranasal sinus 0 34.0
differentiated 67.8 71.7 oropharynx 0 0
differenti 2.1 .
undifferendated 6 70.8 Tl.xmor N NS NS
T stage NS NS differentiation
Tl 100 100 differentiated 42.9 52.5
To 62.5 80 undifferentiated ~ 40.0 60
' T stage NS NS
1
s 100 00 T2 40.0 53
T4 32.2 37.5 T3 37.5 592
N stage NS NS T4 56.2 68.1
NI 0 0 N stage NS* NS
N2 56.2 67.1 N1 29.6 40.1
N3 75.0 75.0 N2 50.5 57.1
Response (o N3 19.7 457
. . Response to
induction NS NS induction
' NS NS
freatment treatment
CR responder 100 100 CR responder 37.5 42.5
non-CR -
60 66.7 non-CR 42.7 56.9
responder responder

PFS ! progression free survial at 2 years
OS : overall survival at 2 years

NS . not significant *log rank test

PFS : progression free survial at 2 years
OS ! overall survival at- 2 years
NS ! not significant *log rank test
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3 B S
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s 4 IO
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0
0 12 24 36 48
months
Fig. 3. Overall survival according to treatment group(P>0.05).
Table 6. Patterns of treatment failure Table 7. Toxicities to induction chemotherapy
7h vt Total WHO grade
failure Toxici ——————— Towl(%
“ No.(%)  No{%)  No.(%) oxicty L2 3 g rod®
Locoregional 5(27.7%) 10(87.0%) 15(333%) GI tract
Systemic 5(27.7%)  2( 74%)  7(156%) nausea/vomiting 8 16 8 0 32(71.6%)
Lung 2 - 2 mucositis 0 11(244%)
Bone 2 1 3 diarrhea 0 4(89%)
Liver 1 - 1 Hematology
Brain - 1 1 anemia 1 31 0 5(11.1%)
leukopeina 1 4 2 0 7(15.5%)
6. £&&8 thrombocytopenia 2 2 0 0 4( 8.9%)
FrEFEaYY FA82 o4, FE(T1.6%)7}
71 2otow 19 FAAE A (24.4%), AA(8.9 Table 8. Toxicities to adjuvant chemotherapy
%50 ARCH BARE LALOZ MBULL  poy _WHO grade
%), WET FLF(55%), 2B F2F(3.9%) Lz
1
5ol L}E}“;{‘C}'(Table n. N tra:/t it 3 7 5 0 15(83.3%)
nause: vomltmg D /o
BZOERE QW AT 74 PAFS]
) FEAYAME 24, TE(833%), :';" = mucositis 35 3 2 0  8(444%)
u X S 3
§(444%); é}\}'(56%) H]Q(QQZ%), Hﬂg? diarrhea 1 0 0 0 1( 56%)
W2F(383%), BLE REF@229)FARHE  Hemaology
o] UEtsttH(Table 8). 13} veld HzHg9 anemia 2 11 0  4(222%)
) F-2 0] WHO grade 1~291, B =0 whe} kA leukopeina 3 21 0 6(383%)
Tojge }_@fs}f&ctﬂ ?3°J7‘<]§E— Q3AY 27 thrombocytopenia 2 2 0 0 4(22.2%)

go Q3 AE8FY e AP guch
W ALA ;-qg;\] 273 ﬁ z2z 9 paAnte o] 744 A8 o] HFEXZoIY B9 70%0]4de]
Ke N

o

AL FERUS AAY ooF rejelx 5 9 FTIIL IV 8 ARY B dejges
2% Ay W Jﬂ Zo] Wutste] At} ARG F2 o Betal 2 waAEE 2
FAH)RZ 1 o F7t vud BFF Aew B

il o} 2E T QT
AA 109 o8 @ ool fFrobE
TR AUAEGL £& 2 AR 0 8 R e BERGESYE ¥Ese thiuA
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£ 8 % (multimodality treatment) & &3} =4x)
gl dAHE WEL AEES FEATNLR
e B2 :¥o] o]Fojx gt} o]#F thid
Az 8 A AZEA WFeE A=l e
AR, FLefA MAGEAH(EE FEFE
89) & A8t HEAERE WHY AVE F4
ANA Fhegel 93 FaAZAEARE FIAIH
Al 92ZA0] YA (occult micrometastasis) & &
7)ol X Z3te] YAAHE S HAATA Fe
Rolth719) x|, AHPFE QY AP i B
glo] FAQWT BWrE AW AlYsly F4g
HEo] Foll g ¢ 3= Pl ARHA: 2 94
HolHAE AASTA s FHolt9. AR,
A FE-HAIA S APt STAXE A9
Kol He= WA AL FESIL F Mg
2719 Xgstnzt s slelhe,

FARE FAAEGANA ALSHE FAFELH
Aol = cisplatin, bleomycin, methotrexate, 5-FUS-¢]
Jon TE ALGA AA FAEL 15~30% 2
Hig s Qup® 2@ dsplaing T3 2
Aolde HEFEQH et A=yt BE3] o
Folzl ol AW T PFH oY A-F 30~60
%9 AT &0 BuHD o A g
go] gle T4 AP A5 AA A&l 40~
70%, $A T3 &0) 20~25% 2 LERI L LTI,
O% 53 §3F AAAZgAA ERFQ0 GE
qog 7pA 2ol BiEE Aol dsplatind 5-FU
HeokE gWoa 1982d KishB2o 23] 88.5%
o] AA #slgo]l Hud o] dsplain B 5FU
HaokZ oo A WeaverS, Amrein52,
Greenberg%S), KishS%, VokeE 100 o]3] H ¥
Rer 1 AA BHEL 70~100% L ¢4A F
A& 20~70%F ot EF FEQHA I
Aoz AAAE HAFANAN 5% AAE 23
st oz XA AHE HAv HuHI 3l
o o] MYPFE ol e wgo Fxe
A% FAQWA] WA AR g g 7
HAQ BAV Aok S A QPO U)o A
=590 F4RY FAR FHAEYL 404
o2 dsplatin € 5-FU FEE 23] APF
A F2QHE AP, FEFEAHFT 925
%ol B (AFS 20%) L FheY FIE

97.1% (AAB/s 657%)0 BaL&L BIuF vt
el B AFNME dsplain @ 5FU W& H¥
k2 9 W By} 715 E A 450)F A B 74
(15.4%), F-5-33) 3000(67 %) = B T3)-&o] 82.
4%0)oH 44 2 EE AR FY F28
w5 A HI 294](64.4%), FRAS 13)(29%)
2 AX BILo] 95.4% 2 Ve

aeu APFEeyo] oy & BHEES
EO:]%‘—7]“€: &9 o1} randomized controlled study
68 o A MPtE o] o HEL gl
YEHAE Eatqdok oo dPFEa o I
AgF RREeNe st YE2&& ol
Z} 8t A7} o]lFA stk & HPFE QY
uhS-3k FAbo] hEte] FAXEF REFELWUE
ANG AT, BzgEQYel AF&S AL
thE BN gl B3 Johnson%-SO)% =
A EF 5-FUS methotrexate] & BEFEZ WS
AT A 2 d T AEEO] 66%°1F BE¥
BEoye A ¥ T 38%YS B
o ErnvinE!7& randomized sdyol A At
Lo BEAS o4& HQ FAlA BERGE
e AYPL 1 33 7Y WSl 88% o
BzIEQYE AYWERA & FAXE 55% A+
& RaEgrh

72937t o] FojxA] fpou, FFHoE
Agsie] AgE B A7 APFESY 2
FAQWNE H2GEQHS AT DA 43
AP ANEE L AA) YELL 47 434% 2
56.9% 24 HZFE QWS AYP3HA] & 79 24.
1% 2 255%50 &/ veigtoy $A3A A
ol& 21AvH(Fig. 2, 3). B2 <GB WF AE779
Fo8 2ol & AT £ JARAA L2 FEASFT
A, AN HE B2 Qo) 7hako] By 3
7Aool glglon, EvinE Vo] ZAAEF 74
Al gAY B2 FEaHS APT Ade
g B d7A g AYPFE ey wkgo] 1}
B BE AN B2FEQHS AYsie, B
ZoEQHE AP3 184F 5 FALYF
REgse] Aejor HZQHS Aldde}l ANA
EL 9] Aol 8 By o fd AR Ata )

T4 QY FAFEANA g Fe WAE 24T
AR TH, NYY 2 2HF5o] Jon o9



A g g uhg-So] AAFHZ Yo
29), &3 JaCObS%‘SI)—?: A 4628 & ez &
Head and Neck Contracts Program% HZ4EQ
Holl A% HE71e] vn AT 3%, T1 &
T2W7], N1 3 N2¥7|] Ao BxFEQYF
AELS o] S-S Badtgot, B A7
Me 9ERy, B33 TE N7, A28
e AR AR HEG Abolol & o 57t o}
AR 4L g F UAh(Table 4, 5).

Cisplatin® bleomycin & 2H 02 46248 of
40 2 "3l AF3 Head and Neck Contracts Prog-
ramel e fFAGEIY(EE RFEIYE
N T fFHEo] 9.0% 2N T2
Ee AYPGEaYT AP £ 19%1 93
Holgo] QA Hastn AMA YA H)7A
9] 7]7H(time to first distant relapse)o] AR EHES
B 31349 © 132 Head and Neck Intergroup Study?®
NME cisplatin 2 5FU HLF2QHA 4AA
ol &0l 15% 2 WA BEAET 23% KT} o
A e Zart veEbg S Baggn & dFdM =
BEGZaUTNAN F2AL 54(27.7%), 97
Aol 541(27.7%), BE2GERWE AlYshA ¢
ZANE 27 109(37%) R 29 (74%)2A ¥
TAkelo AdeFdel eJofgle zbol7t Yol =
GFELY H TLHF RXAFEQ Y Fo8E
Aol, vlAl AFANYALE A YHAHNE
WA Ayt 498 MM FAE X3}
it

FAFGAA FEQH AHEA AT F/A
He Aol A7l BE(organd preservation) 9] 71'd
o2, & Karp$®, Plisterg3o] FEqtol] lojA
FF9 933 dAglol #=FEaY 2 AR
AAgwo g2 r Q&7 zpolQle] $4E REZ
F Q&S Buslgor, 33208 hAF L2 ran-
domized sudy?®oAE FEFEQYH L HAA
g7 23 HEE0] 68% 2N FE D WA
A8TY 68% S &ol7h e, T2 of
EoTNA o, 4A ] E ojx} YR
et (second primary cancer)& FE QYA 9
AUA o}, FA AAQlol FEE R AR
A5Te R S RE}EA Y ARE T
F URE A 2 B dFNE FFY

7t Hoj olo i BAL HAYRoH FF
olo] 3k vl A7t o A&Hojor & A=
Abg gt

B ATy AgEHE 24, 7E 2 J9d
So] b3 Eaton A Raggod WYY
AaZ, 2% 22350l Yoy grE 4
Y 4% U A=A A R FEE dsp-
laing E¥ae FEQYPA 7MY EIn A4S
2oy, HAF AEA 53] JT YBFHeR
wo] AH2-5 = serotonin Z A2l ondansetrons ©|
ARG Ao AF RE O 2 X857} 7he
3a§3637) grotorm o WA AYE 2FE FHI
Eosled 2 982 ¢ 5 US Ao AlRdErh

Aoy FAAY FAF FUYAEYY] A%
of Qo fFEokEey € FTLeWF BEYE
QS Frbele Aol BERFZAYE AYIHA
FE A v vy B2 AELY] S B
gout BAH foAe FAT & dAdth FF
2o g 48 yAoE st v A7t 98
o, 53 FRRYY YEES FAAIYI
s A2 g NFHIL e TA T2 ) &
HEAbA @ 19200 g3k Bl AT gasAlch

2 =

o Ay FAR FYHESG Aol A dsplatin
2 5FU HEFEgHes, FEAESY ¥ T4
AgF RxIEQWS Ads #F RzaWS
A& slA) g F& Hl A A tdEA} 57
A% 459X B7 b stg o, 1804 Bz
FEAHS AAEH T, 27dE TLART FA
BRI REIEQPTH HHZGE QUL
Atololl ¥, A, e, B, AEFS 9
ode el AATH

D AA oA frmokE ey ¢ B 154
%, HE B3 67% 2 82.4% 9 BIRES HPoH,
TAANES A B 64.4%, B B3I 29% 2
93.4% 9] WA AN &S YEHATH

2) 434 APAR 2 AA FEEL RFoE
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