Mgoistn lstoist Wakstaa, ) QA ? ol u] el Fetm A
71

2230 . HgAb . ojzel) . ol . AW . ogFl -

"
HAY Rz 2 57?  4HEY - oY - 2R - A

b
p
i

= Abstract =

The Therapeutic Effect of Neoadjuvant Chemotherapy in
Locally Advanced Oral Cavity Cancer

Yo-Han Joh, M.D.,” In-Sil Choi, M.D.,"” Keun-Wook Lee, M.D.,"
Do-Youn Oh, M.D.,” Byung Su Kim, M.D.,” Dae Ho Lee, M.D.,”
Tae-You Kim, M.D.,” Dae Seog Heo, M.D.,"” Yung-Jue Bang, M.D.,"
Hong-Gyun Wu, M.D.,” Myung-Whun Sung, M.D.,” Chul-Hee Lee, M.D.,”
Kwang Hyun Kim, M.D.,” Noe Kyeong Kim M.D."
Department of Internal Medicine,” Therapeutic Radiology,z) Otorhinolaryngology™ Seoul National University,
College of Medicine, Seoul, Korea

Objective : The role of chemotherapy in locally advanced head and neck cancer has been established in
nasopharynx and larynx as definitive therapy and organ preserving therapy, respectively. Oral cavity cancers
are relatively uncommon and local recurrence is the main cause of treatment failure. We planned this retros-
pective study to evaluate the role of neoadjuvant chemotherapy in locally advanced oral cavity cancer patients.

Materials and Methods : From 1988 March to 2001 February, locally advanced, previously untreated oral
cavity cancer patients who received neoadjuvant chemotherapy were examined. Chemotherapy had been done
in the following patients : Histologically proven squamous cell or poorly differentiated carcinoma, stage 3 or
4, and performance state 0—2 patients. Chemotherapy regimen consisted of cisplatin and infusional 5-fluo-
rouracil. Response was evaluated after 2 cycles and in case of no response, definitive local therapy was done ;
otherwise 3 cycles was done before local treatment.

Results : 48 patients were treated and 47 patients were evaluable for responses. Complete response rate
was 6.4% (3/47) and partial response 80.0% (38/47), scoring overall response rate of 87.2%. Median time to
progression was 27.0 months (95% CI : 0—58months) and overall 5 year survival was 54.8%. 5-year disease-
free survival in the patients in remission after local treatment was 51.9%. In multivariate analysis, contributing
factor to the survival were response to neoadjuvant chemotherapy and local treatment modalities. Extensive
surgery was done in 10 patients and 25 patents (52.1%) was followed up with preserved function. With
median follow-up of 57.0 months, 19 recurrences were detected, most of which were local or regional type.

Conclusion : Neoadjuvant chemotherapy followed by local treatment in oral cavity cancer showed high
response rate and was thought to be effective therapeutic approach especially in view of organ preservation.

KEY WORDS : Oral cavity - Neoadjuvant chemotherapy - Organ preservation.
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Table 1. Patient characteristics (n=48)

3t

all 384 e

Age 57.7(26-77)
Sex
M 39 81.3%
F 9 18.8%
Stage
m 3 6.3%
v 45 93.8%
TANO-1 1 24.4%
TxN2-3 34 75.6%
Histology
SqCC 48 100%
Site
Tongue 23 47.9%
Orat cavity 14 29.2%
Mouth floor 4 8.3%
Gingiva 4 8.3%
Mandible 3 6.3%

Table 2. Response fo chemotherapy followed by locdl freat-

ment
After initial After local
chemotherapy freatment
Evaluable patients 47 35
Complete remission 3( 6.4%) 26(74.3%)
Partial remission 38(80.8%) 6(17.1%)
No response 6(13.5%) 3( 8.6%)
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Fig. 1. Treatment flow.
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Fig. 3. Overall survival of oral cavity cancer Overall 5 year sur-
vival was 54.8%. In multivariate analysis, contributing
factor to the survival were response to neoadjuvant ch-
emotherapy and local freatment modadalities.
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Fig. 2. Time to progression in all patients (A) and duration of remission in CR-patients affer neoadjuvant chemotherapy followed by

local freatment (B). Median time to progression was 27.0 months(95% Cl :

0-58months) and median duration of remission

in CR-patients was not reached and 5 year disease-free survival was 57.9%.
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Table 3. Patterns of failure (n=18)

Pattern n %
Local 12 66.7%
Locoregional 4 22.2%
Regional 1 5.6%
Systemic 1 5.6%

ok 1eflelxut Al Rolar vyriA] 174
AQ Zlo)tk. Apde] FE

LRSS

HRE Qe 24 AR

R A2 ol Ago] © B9} T A= of
Fo) 9 Bl gk
5. 1 22
e W AR e BAE 19 3 1098

T RS ZA= gt 7%
t} 1 0]9]9) A
Aatol|A] 0]20)7 hemiglossectomyd] -9 thi-& 27
2 (reconstruction) o) 93} 7% BEo) 758 Ao v
3L W= Aot B sfet Z*xﬂ%-& 7154 Wt & A
o7 Hgth 7|% RE Ade #HE Ak FAFE
gk Aol Uit

g oo P FHIEY HF Al

),\jfsg ek el oigh A 909 AR Fxd) wg2
zlolE Bolet A 799 wie-Eo] £ YEART ¥
SFI1(87.2% vs 62.8%) 1 Xpol= EAA R F38iT}
(p<0.02).

A g7t ghokar 37k 3l

I

)
e

zg_okq]/\-]_q] }dz‘sg 8]-0]— 33}6‘1- m:gg] }\]T:,‘:. 7]%9,]
o W] A4 A8 GHE Foju o|E A%
A HE Y oyt A WA E Fo AFFEY A4S
ERT 3= R4, dAECR Kok o 19703 FHt
Randolph ¢ 8J& cisplatin® infusional bleomycin
ool 20%2] ¢+ FAsel A 70%2) HFES RYC
2 T YA 7P HADY, 1% 19809
el S0 cisplatin® infusional 5—FU B 24o] o3&

HHEE QAN H 77%2) RS 34%2 &4 #
A& Hol XF A8 ARA HJAP .

UM T FAR kX9 cisplatin® infusional 5—

FU®, carboplatin® 5—FU”, 28X bleomycin, vincris-
tine, mitomycin—C, cisplatin 23 3}8+ @H0¢] 22 A
AL 4d FHE 0~10%, T2 TalE 70~80%9 ¥
24708 A2 AEVIZEOE B3 v} Qlrk

olF IA ANE Ag At 38 oW F T4 ARE v
F3 3 ATFEC] oJFoF e AEEY e FHE

Hi

01r B
ﬁt{
b

)

|

Feol I 7158 7t JANT

ATE gglon, 1 Bk o]FolR B ATEol 4 F
7} AAY, vlud a7} okt regimens AREEAY, o
) 9 Bolrl Ao 9l o) EAlde 23 J%th
T A% A9 °]"‘I‘ oz y Foko] EXo] x
T—:L’Z] ey X sHbe] 234 e WY HZ]”
o], A3t 5 7154 SHX ] a#e X7 Ago] da
th 28U, AR AR TIlA 9} iRVIRAR e
A AEE 7)ol et s, Halshe Ao] &
e
73etel] glojA] A3l et e AFE Aw B,
2 475 Aol Wz %o} Mazeron sl 2Jshd 1313
9] 7] 2, 3, 47] TAFY/ T4 #AE oz A3
ot gk oS 3 99 T4 XE% § A4S vlust
A9S w AEE e A e ¥ig 5 o e AF
& Ho|x] i Aow Ryt vl Al 2 7] S £
gejo] 9l= A3} kA7) bleomycin cisplating FF°.
2 3193 &9 @ WeEo] AR HWtd A
BAAcE AR T 9}:}1”. TEE A7 A
o} ﬂa oMo AELS) ZrP} ZHERE QgroL} &
= 2 39k YR t#@ A7 st AdE
991‘:}.
B A7E 3 109997 7ol o] A gt 313t
Yo XFE A 48 Aesh 74_5}\1 °q =
A WHSFo) 82.7%2 Eo duEow & A
wortt, o)A Al datd Ay P ke 29 o)
& o PRt Hol &4 Bt Tt Tod Aos
o] gl B Ao W b Bl vis) vluH
F5at A7) AEES Buska gtk o) ¢4 &3] ¢
2 gz FdAel gt Wk FrtelA] di Fgot P
Boly A#3l So7 ol glo] 2 #A)E F}
H9E 7FsAo] A EAE 2 cycle o]FY] W &4H B
glgo] 3 cycle o1FelE B A53I9E 7o) At
£ 0E d7EIME 2ada oy
AEGo] FFES 7IXE AAF EANA FdAle] g vt
$3} 37 F4 A FH7F A AR f5l Sl
M5 2 g9 57 ue Fo)3 Aolg BYla A
F57F AE) X E 4T 9A TG A5 AL V)
7o) Aol Ao ol ot Aog B QU &
39 R X8 Alolol] it 4] 3t A g
3k ool thd W9 xpolrt glo] w4 AR WReR
= o] WA FHHT YA AEE
o¥lo® F Ao mad F kil 2}
AR} Feste)z A=k
E ATA AA 3z F 109%0] 9] EAeS ¢
obx HlwZ AT F /W BEY JAE Bl ol A

_C(L

05

EN

Tl
—1—1__

2

) o]

- 182 —



W Pk ket UL BU 0)5 BEY S TR oK)
FE A HEA EEle] A Mer) HolA 1 Q=
FAolc}, 179k 7990 & 300WE ko 3 A+
Aol GA] AE gt sk @ 5-FUS carboplatin
F T2 ASE T4 AR5 EEA vasdEy 2509 F
Ao mAa AEEo] 35%8F 25% (p=0.04) 2 3t o
To] Wokort AEFeE Aolrl Ak I} BEA X
27} 789 vlgo] Z42 57%3) 24%= o) ZAH o
E Fsi8ith (p=0.001) A8Hog, A3 ot oS &
al &g F7hs Qgloy Fas A7EAY F9ge
2ZX 7139 7)15E AT F UAUSE Basta gk,
olFt My ot et 2yl s £ A g s

z
REA

NS T glom $F 1 AnE FAZ et o 4
2k

2 AT G Azel v AL 99 wrgo] v
Ym e Wgo] UGH AuE B 5 i), wol gl
A% Yol Yt N2MORA Dagum 5 4899 T
AR BN Fol-AA AR F A DG
PegoR B Ymael yulo] Y 49 134 % 4
$uth 57k SR woln B B & A
Hog Ao WHlo] g 3% A% BHo] Bage A

Sk, A dge] B X dfst 53

oo Py 1
s 2
O of
1 ol
[&
Ty
1o
T,

o
% ]
ol

OSL

A B9 3kt st Eo] 2o Bs
of= Ft—tAbd B4 (concomltant) X] S| Z‘i‘%ﬂﬂﬂi
49 Sk 3 frele e
2578 AFA ATE A
A Fa A5l F 35t ‘?3 = 27}01** o] 4
7tk @ TR FUHE 7R em 53] FA] Foji]
A &7t it}l AT,

Fﬁ'.

I, Gilles 52 22292 T 345 thato g il
A AR 5 FE-IA B AEE vad 38 97

AM Folst 4EE] F71E Rl 5
A A Foli= wdol 3t Aot tml TA| A
TollA BT A= feeding tube?} 33%o)A4 Had
o] At Akl 5 Rt BA 9 Frt B E Y,

Taylor 52 215789] 384 FAHL Exjollr ot-
YA BA] 2159 A (sequential) X BE B wElgls
o FA REA F2Agh A4 A ZaE mlon
AEEL] F7HE BojAE B o= FHRY 99 thE
ARlel| o3t APgo] HkE A wFolul A FA| X8
ol Autd s ¥Ee E49 SR HEH 287t v 4
‘,J_?S]—%“}\E]-W).

r

ok o] Wet—AM $A) AEE B 49 AR
2 A7 guee 13E 54l fosh) Fises

WA gAke) Abeol we) A3 xzge) Aelo] Wasit

s
| E

2o QA Pl 2] Ad wet 3hek ool o] =
& ARE e WS B WA 27 Bl 5 7 A
& 57.9%% 5% A8 a5 Bk ol2d ol% A
Z 24%047 A9 AAleo] QFHo] 7|8 BES T
B Wt FF AL TS A9 BA IR
o 5 Boh 537 39t X159 Wl thEt A7) A
£ F sty Adac

References

1) Gray LC, Scott ML, George EL, Waun KH : Head and neck
" Robert CB, Donald WK, Raphael EP et al * Cancer
Medicine 5th Ed B.C. London -~ Decker Inc., 2000 - 1179-1180
2) Sarraf MA, LeBlanc M, Giri PG, et al :
versus radiotherapy in patients with advanced nasopharyngeal

cancer In
Chemoradiotherapy

cancer - phase Il randomized Intergroup study 0099 J Clin
Oncol. 1998 /16 - 1310-1317

3) VA Laryngeal Cancer Study Group : Induction chemotherapy
plus radiation compared with surgery plus radiation in patients
with advanced laryngeal cancer. The Department of Veterans
Affairs Laryngeal Cancer Study Group N Engl J Med. 1991 /
324 : 1685-1690

4) Schuller DE, Stein DW, Metch B : Analysis of treatment failure
patterns. A Southwest Oncology Group Study Arch Otolaryngol
Head Neck Surg. 1989 ;115 (7) . 834-836

5) Wittes R, Heller K, Randolph V, et al : cis-Dichlorodiammin-
eplatinum (I1)-based chemotherapy as initial treatment of adv-
anced head and neck cancer. Cancer Treat Rep. 1979 , 63 (9-
10) - 1533-1538

6) Rooney M, Kish J, Jacobs J, Kinzie J, et al : Improved complete
response rate and survival in advanced head and neck cancer
dfter three-course induction therapy with 120-hour 5-FU infus-
ion and cisplatin Cancer. 1985 ;55 (5)  1123-1128

7) Weaver A, Fleming S, Ensley J, et al : Superior clinical response
and survival rates with initial bolus of cisplatin and 120 hour
infusion of 5-fluorouracil before definitive therapy for locally
advanced head and neck cancer Am J Surg. 1984 ;148 (4)
525-529

8) Bang YJ, Yoon SS, Park KC, Lee JH, Kim ST : Neadjuvant
Chemotherapy with 5-Fluorouracil Infusion and Cisplatin Foll-
owed by Radiotherapy for Locally Advanced Head and Neck

— 183 -



Cancer J Korean Cancer Assoc. 1988 ;20 - 82-89
9) Cho EK, Lee WS, Jung CW, Lee KS, Kim WS : Combination

Chemotherapy with 5-Fluorouracil and Carboplatin for Adv-
anced Head and Neck Cancer J Korean Cancer Assoc. 1996 ;
28 1 94-103

10) Park KC, Heo DS, Choi DH, Lee SJ, Kim NK : Combination
of bleomycin, vincristine, mitomycin-C, and cisplatin (BOMP)
prior to radiotherapy for the treatment of advanced head and
neck cancer J Korean Med Assoc. 1985 ;28 ' 265-274

11) Gray LC, Scott ML, George EL, Waun KH : Head and neck
cancer In : Robert CB, Donald WK, Raphael EP, et al Cancer
Medicine 5th Ed B.C. London - Decker Inc., 2000 . 1184-88

12) Mazeron JJ, Martin M, Brun B, et al : Induction chemotherapy
in head and neck cancer - results of a phase Il trial. Head Neck.
1992 ;14 2) - 85-91

13) Depondt J, Gehanno P, Martin M, et al : Neoadjuvant chemo-
therapy with carboplatin/5-fluorouracil in head and neck. On-

cology. 50 Suppl 1993 ;2 . 23-27

14) Dagum P, Pinto HA, Newman JP, et al : Management of the cli-
nically positive neck in organ preservation for advanced head
and neck cancer. Am J Surg. 1998 ;176 (5) © 448-452

15) S El-Sayed and N : Nelson Adjuvant and adjunctive chemothe-
rapy in the management of squamous cell carcinoma of the head
and neck region ‘' A meta-analysis of prospective and rando-
mized trials. J Clin Oncol. 1996 ; 14 - 838-847

16) Gilles Calais, Marc Alfonsi, Etienne Bardet, Christian Sire,
et al : Randomized Trial of Radiation Therapy Versus Concomit-
ant Chemotherapy and Radiation Therapy for Advanced-Stage
Oropharynx Carcinoma J Natl Cancer Inst. 1999 ; 91 : 2081-2086

17) SG Taylor, AK Murthy, JM Vannetzel, et al : Randomized com-
parison of neoadjuvant cisplatin and fluorouracil infusion foll-
owed by radiation versus concomitant treatment in advanced
head and neck cancer J Clin Oncol. 1994 ; 12 . 385-395

- 184 —



