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Interferon— @ 2a, 13-cis-retinoic Acid and Radiotherapy for Locally Advanced
Squamous Carcinoma of the Ulerine Cervix : Preliminary Study

Jung Pil Lee, M. D., Tchan Kyu Park, M. D.,, Soo Nyung Kim, M. D."
Department of Obstetrics and Gynecology, College of Medicine,
Yonséi University, Kunkook University,” Seoul, Koren

Locally advanced cancer of the uterine cervix is a major cause of death worldwide.
Standard treatment with radiotherapy for locally advanced cancer of the uterine cervix
has a response rate of less than H0%. Recently concurrent chemoradiotherpay has been
introduced but with some controversy.

Interferon and retinoic acid are inducible proteins which possess many hiologic
activities  such as antiproliferntive, immunomodulatory and  antineoplastic  properties.
Combination of interferon and retineic acid has produced high response rates especially
for patients with squamous cell carcinoma., And they may potentiste the radiation
cytotoxicity as radiosensitizer.

This study was undertaken to assess the clinical efficacy of combination regimen
with interferon~ @ g, 13-cis~retinoic acid and radiotherapy from Dec. 1988 to Dec. 1894 at
Severance hospital Yonsei university, Twenty seven patients of locally advanced sguamous
cell carcinoma of the uterine cervix enrolled in this study are evaluated for response and
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toxicity.

The results were as follows :

o3¥ 9

1. Preliminary results of interferon- ez, 13-cis-retinoic acid and radiotherapy are 46.7
% of response rate(33.3% complete response) and those of concurrent chemoradiotherapy
are 41.7% of response rate(16.7% complete response).

2. Myjor toxicity of interferon— @z, 13-cis—retinoic acid and radiotherapy is fever
(60.0%6), and only one case of grade 2 anemia and one case of grade 1 AST/ALT
elevation was noted. There was no grade 3 or 4 toxicity.

Systemic interferon— diz,, 13-cis—retinoic acid and radiotherapy is highly active, well
tolerated therapy for locally advanced cervical cancer,
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Tsble 1. Age distribution

No.(%)
Age : Total
[FN, RA+RT CCRT
< 30 00 0.0 O 0.0) 00 0.0
30~39 1037 (1LY 4 148)
40-49 5(18.5) 4{14.8) 9( 33.3)
50-59 5(18.5) 3L B( 20.6)
E 4(14.8} 2 7.4) 6( 22.2)
Total 15(55.5) 12(44.55} 27(100.0)

IFN ! interferon- a

RA: 13~cis-retinoic acid

RT ! radiotherapy

CCRT : Concurrent chemoradiotherapy

2) W]

71 WEE 0717 21(77.7%), NAA7F 684(223

%) S tHTable 2.

Table 2. Stage

No. (%)
Stage Total
IFN, RA+RT CCRT
11} 11(40.7) 10(37.0) 240711
\% 4(14.8 20 75) 6( 22.3)
Total 15(56.5) 12(445)  21{100.0)

3) MEYe

ZAGRH AZYee Fu|AEgte]l 224(81.5%)
B 7 wkm, o el AMxEge] 49(14.8%),
H A Qo] 161(3.796) R TH(Tuble 3).
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Table 3. Cell type

No.(%)
Cell type Total
IFN, RA+RT COCCRT
LCNK 12(44.4) 728.0)  18( 704
LCK 20 74) 137 311D
Clear 103D o 0.0) 10 37
Srall 0( 0.0) 4(14.8) 4( 14.8)
Total 15(55.5) 12(445)  27(100.0)

LCNK @ Large Cell Nonkeratinizing
LCK ! Large Cell Keratinizing
Adeno  Adenocaracinoma

Clear @ Clear cell carcinomi

Small ¢ Small cell carcinoma
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Table 4. Response criteria

Complete response(CR) : Complete disappearance of all
medsurable :diseuse for at least 1 month

Partial response(PR) : More than 50% reduction in
diameter of the lesion with no demonstrable
disease progression elsewhere

Stable disease(SD) : Less than 50% decrease or 25%
increase i diameter of the lesion without  the
appearance of the new lesion

Progressive disease(PD) : More than 25% increase in
diameter of the legion and/or the appearance of
new lesion
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1. Interferon- a ., 13-cis~retincic acidel FAM R
Hel (2 F

Interferon- @z, 13-cis-retincic acid¢} WA Q.
W& AAF (6o o], ehalata 54(33.3%), ¥
sl 260(184%), 134 48 5e(33.3%), Y
A AR 39(20.0%) 2 FuEE-S 46.7%BHTable
5. FANYEEE WALMAHS AE 12909 ¢
of, skAE 2o0(16.7%), PR30 34(25.0%), @
A4 28 59(416%), AR 4§ 290167%) %
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Table 5. Response rates of IFN, RA plus RTx and
CCRTx

frequency (%)
CR PR SD PD

No.

IFN, RA+RTx 15 5(333) 2(134) 5(333) 3(20.0)
CCRTx 12 267 3(25.0) 5(4L6) 20167

Interferon— @, 13-cis~retinoic acid®} WA &
W& ARG 1500l M, F4L grade 1 F& 29
agol 9o(G0.0%)el A el MR e WEE
R e oAl ok AABER 6-12412
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Table 6. Toxic effects of IFN,RA plus RTx

frequency (%)

grade | grade 2 grade 3 grade 4

fever 746.7)  2(133)  0L0.0) 000
chilling 2(13.3) 00000 0(0.0) OO0
back pain 32000 (00 0100 O{0.0)
abdominal pain 59 000 000 000
dizziness 1059 00000 000 06(0.00
vomiting 1059 0000 000 000
general malaise 1059 00000 0000 oD
diarrhea B9 0000 000 00O
dyspepsia 59 0000 000 000
anemia 1069 0 000 0(0.0)  0(0.D)

AST/ALT elevation  0( 0.0)  1( 59 000.0)  0(0.0)
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Table 7. Toxic effects of CCRTx

frequency (%)
Grade 3 Grade 4

Grade 1 Grade 2

Hematologic

Hb K750 AL o0 0.0

WBC 4333y 2167 0000) 000

granulocyte 4333) 2187 00D (00

platelet 201670 350 000 0.0

Renal

Cer B0 0000 oM 0i0.0}

Cr 14 83 0000 Q{00 01001

Hepatic

AST/ALT 20870 183 000 0{0.0)

Ca 1IR3 o0 oo 0(0.0)

My B3 0000 oom 0(0.0)
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