WRZFENA A0 H235 1999
Vol. 10, No. 2, June., 1999

A27A%G 59 2 AGUATIad BB
Beagossaye Aeas

FAUGE S HFAR G, AFRGT 4 AR AT LA’
Tl - 24 - AEE - ®71FT - ol AE - o EH - FAH -
2844 oA - & 3 - R

=Abstract=

Neoadjuvant Chemotherapy for the Bulky-endophytic
or Barrel-shaped Cervix

Mee Sook Kong, M.D., Sam Hyun Cho, M.D., Seung Ryong Kim, M.D.,
Ki Young Ryu, MD'., Jung Han Lee, MD., Mun Hwi Lee, M.D.,
Jung Hye Hwang, M.D., Soo Hyun Cho, M.D., Kyung Tai Kim, M.D.,
Jai Auk Lee, M.D., Hyung Moon, M.D., Youn Yeung Hwang, M.D.

Department of Obstetrics and Gynecology School of Medicine, Hanyang University, Seoul, Korea
Department of Obstetrics and Gynecology School of Medicine, Kwandong University, kangnung, Korea'

Objectives:  This retrospective study was conducted to analyze the hypothesis that with
neoadjuvant chemotherapy of vinblastine, bleomycin, and cisplatin followed by radical hysterectomy
or radiation therapy and concurrent chemoradiation with cisplatin based regimen would improve
survival in patients with barrel-shaped or bulky-endophytic (Diameter > 4cm) cervical carcinomas
than those of radiation alone or combined radiation and surgery.

Study design:  Eighty-eight patients with barrel-shaped or bulky-endophytic cervical
carcinomas, treated at the Hanyang University Hospital from 1983 to 1997, were the subjects of
this investigation. Fifty-six of these patients were treated by neoadjuvant chemotherapy followed by
radical hysterectomy with bilateral pelvic lymphadenectomy ( Stage b2, 8; ITa, 15; IIb, 20; TI-
IV, 13), twelve patients were treated by neoadjuvant chemotherapy followed by radiation therapy (
Stage IIb, 4; M-IV, 8), and twenty patients were treated by concurrent chemo-radiotherapy ( Stage
b, 2; M-IV, 18).

Results: The incidence of parametrial extension and pelvic lymphnode metastases was higher
in patients with barrel-shaped or bulky-endophytic cervical carcinomas than non-barrel-shaped cervix
(p=.025 : .001).

S-years disease free survival rate was determined for patients treated by neoadjuvant
chemotherapy followed by radical hysterectomy with bilateral pelvic lymphadenectomy was 73.3 %.
For patients treated by neoadjuvant chemotherapy followed by radiation therapy it was 45.7%. For
patients treated by concurrent chemo-radiotherapy it was 46.1%.

Conclusion: These data support an improvement in survival of patients with barrel-shaped or
bulky-endophytic cervical carcinomas treated by neoadjuvant chemotherapy followed by radical
hysterectomy or radiation therapy and concurrent chemo-radiotherapy.

Key words : Barrel-shaped cervix, Bulky-endophytic cervical carcinoma, Neoadjuvant chemo-
therapy, Concurrent chemo-radiotherapy
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Table 1. Clinical characteristics of patients studied

Nonbarrel Barrel
NACT CCRT NACT CCRT
n=278) (m=91) (n=68) (n=20)
Age 25-63 3469 3065 3471
(median) 44) 49) 43) (55)
Stage
Ib 40 4 8 0
Ha 86 11 15 0
ob 106 13 24 2
m-v 46 63 21 18
Tumor Histology
LNK 211 73 56 14
LK 35 13 7 4
Adenocarcinoma 7 5 1 1
Adenosquamous 5 0 4 1
Clinical Response
CR 112 50 23 5
PR 166 29 41 5
SD 0 1 4 1
PD 0 1 0 0
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#HPURReYF FEol M3 EAE
o 53 FHEL, 4% ¥4 T 733%, HdE
Y Y ¥ 858%F 9FY WA ToA AL
Z RFY3A o ESith(p=042) (Fig. 1)
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Table 2. Surgical findings in the bulky-endophytic or
barrel~shaped cervix treated by neoadjuvant
chemotherapy ( 56 cases)

b2 a b -

Stage (n=8) (n-HlS) (nI-IZO) (El-l“sl)
Grade IHIV*  4(50) (13 s@s) 205
Parametrium

extension 43 300 630) 431
Pelvic LN

metstases  205)  7(47) 840)  5(8)
Paragorttic LN

metastases  0{0) 00) 1(5) 18)
(e %

* Grade III; microscopic remnant in cervix
IV, no remnant of invasive lesion

Table 3. Comparison of the surgical findings between
the bulky-endophytic or barrel-shaped cervix
and Non-barrel lesion treated by the
neoadjuvant chemotherapy (56/215 cases)

Stage 162 Na ob m-v p value
GradellI-IV(%)  50/44 13/42 25/42 15/33 097
Parametrium

extension(%) 1313 20/13 o17 31/44 025
Pelvic LN
metastases(%)  25/13 4713 40/19 38/44 001
Paraaortic LN
metastases(%)  O/S o1 5/5 8/11 .836
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Fig. 1. Kaplan-Meier disease free survival curve for
patients treated by neocadjuvant chemotherapy
and operation.
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Fig. 2. Kaplan-Meier disease free survival curve for
patients treated by neoadjuvant chemotherapy
and radiation
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Fig. 3. Kaplan-Meier disease free survival curve for
patients treated by concurrenichemoradiotherapy
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Table 4. Survival in patients treated by combined
therapy (Extrafascial hysterectomy after

radiation).
Patients with no evidence of disease

Author No of patients No. %

Durrance et al. 39 29 74
(1969)

Nelson et al.” 50 37 74
(1975)

Gallion et al. 43 36 84
(1985)

Russel et al. 25 14 56
(1987)

Tinga et al. 20 16 80
(1988)

Coleman et al. 34 20 59
(1992)
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Table 5. Neoadjuvant chemotherapy and surgical therapy.

Fuls 9

Study Year Patients(N) Stage Agents Conclusions

Giaroli, et al*” 1990 169 b- VBP | LN metastases

Sardi, et al” 1990 151 1071b VBP Critical treatment volume

441 84cm’; for larger tumors,
surgery better than RT

Deppe, et al™ 1991 17 Ib-Tb Mit C 76.5% initial response;

Dia>Sem Platinol 2 complete, 8 partial
path. response
Dottino, et al*” 1991 28 Loc. adv. VBP 35% CR; 65% PR; 4 compl-
Ib-IVa Mit C ete path. response
Panici, et al™ 1991 75 Loc. adv. PBM 15% CR; 68% PR; respon-
Ib-n ders T 3-year survival
Parham, et al®® 1993 15 Loc. adv Platinol Concur. chemo. radiation
Ib-Mb before surgery; 67% CR,
high complete path.
response(90%)

Sardi, et al” 1993 151 Ib bulky VBP Improved operability;decre-
ase in histopathologic ri-
sk factors, NS improve-
ment in survival (short
follow-up)

Jones™® 1993 Ib bulky 71.2% operability, 16.5 CR

Loc. adv

Mit C, mitomycin C; VBP, vincristine, bleomycin, platinol; PBM, platinol, bleomycin,
methotrexate; CR, complete response; PR, partial response; LN, lymph node; RT,

radiation therapy; Loc. adv., locally advanced (tumor).

vad B

1983 58] 1997717 B4 ARAdA X8
W AT Y #A4F 458 £ A Ay 3
22 I 8809 ANAH nAAS gy gL
AEL 4o
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7] 84(9%), a7l 1541(17%), Ob7] 264)(30%),
M-IV7] 39¢)@44%)o) At}

. 88e]9] ZAHH BE¥E HPHTYo| 814
(93%), A ¢tol 26)(2%), N HB M EFo] 594(6%)
ol t.

- ARHYES BNYYRUF FEXETe
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< 129(14%), AL HFALAX & 7L 209
(23%) oAt AL EG LY 842 vin-
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Table 6. Neoadjuvant chemotherapy and radiation therapy

Study Year Patients(N) Stage Agents Conclusions

Before Radiation Therapy

Symonds, et al™ 1989 55 m-Va VBP All 27 responders also CR
to radiotherapy; T 2-year
survival

Soeters, et al’™” 1989 9 Adv. VBP No CR, 11% PR

Park, et al™” 1991 13 m,v SCC:Pla- Effective preradiation adj-

tinol,5-FU; unct; toxicity requires
adenocar- altering doses 61%
cinoma: CAP

Pation, et al’” 191 44 b, Va Intraarterial  24% CR, 52% PR

PBM+vincristine

Souhami, et al™® 1991 52 b BOMP Severe toxicity, no survival
advantage

Concomitant with Radiation Therapy

Haie, et ai* 1988 36 m-v Platinol, Feasibility study—35%

cycloph- 4-year survival;
osphamide Low complications

Roberts, et al’” 1989 23 Adv. Platinol, 87% CR, 9% PR; responses

S-FU often not sustained

Heaton, et a™ 1990 29 Bulky, Cisplatin 66% CR, 65% S-year survi-

>8cm val rate

Thomas, et al”” 1990 200 Loc.adv Phase [l Acceptable toxicity-

5-FU, Mit C phase [l study of 5-FU
planned

Malfetano, et al’” 1991 13 PAN Platinol &  Encouraging results; acce-

mets extfield RT ptable toxicity
(phase 1 ,1I)

Chang, et al® 1992 20 Ib-Va VBP 65% CR, 25% PR; enhances
local control; toxicity
tolerable

Park, et al'” 1993 37 1-0 Cisplatin, 100% 30-month survival

5-FU rate; manageable toxicity;

superior to radiation alone

Mit C, mitomycin C; BOMP, VBP, Mit C; VBP, vincristine, bleomycin, platinol; PBM, platinol, bleomycin, methotrexate; CR, complete response;

PR, partial response; SCC, squamous cell carcinoma; RT, radiation therapy, Loc. adv., locally advanced (tumor).
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