J. Korean Soc Ther Radiol Oncol:Vol. 16, No. 3, September, 1998 3N

LR - 2" - AT - USE HYS”
f
Age’ - Ade’ . 4xyT - 252" . 0128
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Purpose : Prospective, single arm, Phase |/Il clinical trial was performed to
assess the efficacy and toxicity of the concurrent chemotherapy and defi-
nitive radiotherapy (RT) in patients with previously untreated locally
advanced carcinoma of the uterine cervix.

Methods and Materials : From May 1992 to January 1997, a total of 73
patients with advanced cervical carcinoma were entered on the protocol but
5 patients were excluded in analysis because of patients’ refusal of
treatment. Their ages ranged from 31 to 77 years, median 58 years. The
International Federation of Gynecology and Obstetrics (FIGO) stage dis-
tribution was as follows: [IB 46, I{IA 2, IlIB 15 and IVA 5. RT consisted of
external beam irradiation to 4,140-5,040 cGy/23-28 fractions plus high
dose rate intracavitary treatments to deliver a dose of 30-35 Gy to point A
in 6-7 fractions. During the intracavitary treatments parametrial boost was
delivered for point B dose of 60 Gy in stage IIB and 65 Gy in stage IIIB.
Two cycles of concurrent 5-fluorouracil and cisplatin (FP) chemotherapy
(5-fluorouracil 1,000 mg/m?/day continuous infusion for 4 days, day 1-4,
29-32 and cisplatin 20 mg/m?/day intravenous bolus for 3 days, day 1-3,
29-31) administered starting on day 1 of RT.

Results : The median follow-up was 24 months (range 4-68+). Sixty-four
patients were evaluable for survival rate in this protocol; The 5-year actu-
arial and disease-free survival rate were 52% and 64%, respectively. The
5-year actuarial survival for stage |IB and Il[+IVA patients were 58% and
36%, respectively. The 5-year disease-free survival rate for stage IIB and
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HI+IVA patients were 71% and 46%, respectively. Of the 68 patients evalua-

ted for patterns of failure, overall recurrence rate was 27.9% (19/68):
distant metastasis in 10.8% (7/68) and both in

failure in 5.9% (4/68),

local

11.8% (8/68). Of the 64 patients evaluated for response at one month after
the completion of treatment, the complete response rate was 78% (50/64).
Concurrent chemoradiation appear to be a well-tolerated regimen but there

were two treatment-related deaths.

Conclusion : Concurrent chemotherapy of FP with high-dose definitive RT in
locally advanced carcinoma of the uterine cervix is feasible and effective
with acceptable toxicities. This chemoradiation regimen . may- offer a modest
survival benefit for advanced stage. Further follow-up of these patients will
evaluate the impact of this regimen on the long-term local control and their

survival.
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Table 1. Patients Characteristics

Variables (%)No. of Patients (n=68)
Age (years) :
Median 58
Range 31-77
< 60 38 ( 55.9)
> 60 30 (44.9)
Karnofsky index :
60 - 70 3 (44
80 -100 65 { 95.6)
FIGO stage :
B 46 ( 67.6)
A 2 (29
e 15 ( 22.1)
IVA 5(74
Pathology :
Squamous 62 (91.2)
Adenosquamous 2(29
Adenocarcinoma 4 (59
Lymph nodal status :
Pelvic 23 ( 338)
Paraaortic 8 (11.8)
Hb during RT (mg/dL) :
=1 30 (44.1)
> 11 38 ( 55.9)
Tumor size (cm) :
=5 51 { 75.0)
> 5 17 ( 25.0)
Elapse days :
Median 57
Range 39 - A
< 65 52 ( 76.5)
> 65 16 ( 23.5)
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Fig. 1. Treatment scheme. 5FU, 5-fluorouracii; CDDP,
cisplatin; RT, radiotherapy: ICRT, intracavitary
radiotherapy; Boost, parametrial boost
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1. MEE3 SZH 0=

@A 68EE AFAFGoI Uz AN
3 49S Az, 649Wo] ws] AEX (actuarial
survivalell 88 5 dAEE-E 51.7%01Un WIE=
= 1B, +IVAdA zZtZ}t 57.7%, 36.0%°]13th (Fig.
2. 5YFHAELEL 636%0IAT WIIEEE B,
WHIVASIA Z42F 71.0%, 46.3%°14th (Fig. 3). A
22835 3 2o Xa@F HF FYrt s
64WF AT 509 (78.1%)01en 5dYES
7 BHAEge 7bz; 635%, 70.5%01l1, FEH
e 149 21.9%)0)n 5IAEST FAEES
7z} 26.8 %, 41.7%°]3)} (Table 2, Fig. 4).
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Fig. 2. Actuarial survival by FIGO stage.
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100
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S 40 NH+IVA (46.3%)
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20 L
10 1 (p=.0695)
0 .
0 12 24 36 48 60
Months on study
No. at Risk No. Dead/Total
118 45 41 19 13 10 3 1745
IMHVA 19 12 6 3 1 0 8/19
Fig. 3. Disease-free survival by FIGO stage.
100 «
a0
80
§ 70 CR (63.5%)
g L o=
g 60 Overall (51.7%)
E 50 r a
g 40 e
30 | PR (26.8%)
20 -
10 + (p=.0068)
0 - 1 1 1 1
0 12 24 48 60
Months on study
No. at Risk No. Dead/Total
43 45 24 8 2 10748
PR 14 1 6 3 1 9/14

Fig 4. Actuarial survival by response rate at 1 month follow-up.

Table 2. Response Rate by FIGO Stage

1B (%) I-+IVA (%) ;}33'

Completion of

Treatment : 68
CR 20 465) 11 (5000 31 (45.6)
PR 26 (635) 11 (50.0) 37 (54.4)

1 mo. FU: 64
CR 37 (804) 13 (722) 50 (78.1)
PR 9 (196) 5 (27.8) 14 (21.9)

3 mo. FIU: 61
CR 41 (953) 14 (77.8) 55 (90.2)
PR 2(47) 3(167) 5(82)
1 ( 55) 1(1.6)

Progression —

57.1% (8/14)9k 42.9% (6/14)°1%A3L p=0.0057% p=
0.0367= veh}, FLds) 2xpe] FA AdeEd =
aAEEo] FAANE B BA vlste] FAHL
2 mgA =4 JERT (Table 3). &4 ¢da
T9 AB7IZEE 39-91% (FYE 570y, #
#FaHTE 51-89% (FF#% 62Y)= onl Y& Ao
23k (p=0.0328).
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Table 4. Prognostic Factors, Univariate Analy-

sis
o), F4ke] F7), NEF 8L FE, Hdag, A cluarial 5
o = - S . ctuarial -year
AA8775E SR FF¢S HAE A4FAA zﬁg'ag'fes fentsy 5YSR p-valle DFS  p-value
24 EASHQ ojolx gUrh ¥N FTHAELAE - orpa (%) (%)
N2FEaF dd AN Wgo] Al 487 1B (45) 577 71.0
(75%)o1 A 53 FHAEE] 70.5%, FE&&L 14 H+IVA (19) 360 00452° 463 0.0695
w , o, = Age
3 @5%)INE M.7%2 BATH elg vehle L0 9 626 682
5 (p=0.0055), HENFY FZHAH] {5 wabA >60 (26) 328 01871 563 0.3574
T 53EHAEg sBxoa oo QQE o= Response at
SuRgTEd EANALT 9 g A eSO 705
yehdith (p=0.0044) (Table 4). CR (48) 635 M7
PR (14) 268  0.0068" 0.0055"
Table 3. Patterns of Failure by FIGO Stage SEe
<5 (48) 462 60.7
and Response Rate at 1 Month >5 (16) 67 670 09333 688 09067
oy LR+DM DM only Total Ho during RT
LR "oy e <11 (28) 396 552
>11 (36) 592 00767 692 0.1947
Stage (No.) Pelvic LN
1B (46) 3(65 6(130) 2 (4 ) 11 (23.9) — 42 62.1 , N4
H+IVA (22) 1(45) 2(91) 527 8363 + (@22 31.0 00418" 474 0.129
Total (68) 4 (59 8 (118 7 (0. 3) 19 (279 Para—aortic
Response rate (No.) - (57 59.1 . 70'9+ .
CR (50) 1(20) 4(80 5 (100) 10 (20.0) + (7 257  0.0051 00" 0.0044
PR (14) 3214 3214 2(143) 8 (57.1) P _
Total (64) 4 (63 7 (109 7 (109 18 281) Statistically significant (0<0.05)
Relapse within 34 months. Stage
100 9
90
. 80
3
£ 70 ) node (62.7%)
E 60 Overall (51.7%)
g 50
2 40 |
@ (+) node (31.0%)
30 r
20
(p=.0418)
10
0 . . .
0 12 24 36 48 60
Months on study
No. at Risk No. Dead/Total
{~) Node 42 37 20 14 11 4 10/ 42
(#)Node 22 19 10 4 1 0 10/22

Fig. 5. Actuarial survival by pelvic LN status.
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Table 5. Prognostic Factors, Multivariate
Analysis
Relative risk
Variables (N=64)
0s DFS
Stage
B+ IVA 2.198 1.819
Age
<60/>60 1.124 1.079
Response ‘at 1 month
CR/PR 2.857" 27%"
Size
<5/>5 0.385 0.496
Hb during RT .
<11/>11 0.340° 0.490
Pelvic LN
(=)(-+) 1.677 1414
Para-aortic
(=)(+) 3.199" 3667
"p<0.05
0.05<p<0.1

Table 6. Acute Toxicity of Treatment

Toxicity (RTOG/ECOG grade)

No. of patients (%)

Hematologic (/mm?)

1 (3,000-4,000)
2 (2,000~3,000)
3 (1,000~2,000)
4 (< 1,000)

Gastrointestinal :
1
2
3
Weight loss :
< 5 O/O
5_10 °/o
> 10 %

n=68 (100.0)
24 (35.
25 (36.
(7.
(1.

bW

5
1
n=68 (100.0)
26 (38.
4 (5
6 (89)
n=68 (100.0)
45 (66.2)
16 (23.5)
7 (10.3)
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Table 7. Results of Concurrent Chemoradiotherapy for Advanced Cervical Cancer

Series (Reference) No. of Stage Chemotherapy Radiotherapy Results
patiensts
Perez et al. (29) 237 il —_ ext 40 Gy 5-YSR 45%
br 40-45 Gy/2fr LR 37%
Thomas et al. (33) 100 I-IVA F 1000 d1-4, 29-32 ext 46 Gy 3-YSR 42%
M6 dil, 35 br 40 Gy/1fr .PC 50%
Heaton et al. (34) 29 -V F 600 d1-4, 15-18, ext 46-58 Gy 5-YSR 38%
and rec  29-32, 43-46 br 22-34Gy - 5-DFS 34%
P 60 di1, 15, 29, 43
Resbeut et al. (36) 19 l-IVA F 400-600 di-4, 22-25 ext 55-60 Gy 2-YSR 77%
P 40-60 d1, 22 br 15 Gy/1fx PC 74%
John et al. (60) 30 -IVA F 1000 d8-11 ext 36 Gy 5-YSR 39%
M 75 d8 (FP at br) br 40 Gy/2fr LR 41%
Present study 19 -IVA F 1000 d1-4, 29-32 ext 41-50 Gy 5-YSR 36%
P 20 di1-3, 29-31 br 30-35 Gy/6-7fr 5-DFS 46%
LR 17.6%

Note. Abbreviations used: F,

5-fluouracil, M, mitomycin—C;

P, cisplatin; d, day; ext, external irradiaton; br,

brachytherapy; fr, fractionation; YSR, year survival rate; PC, pelvic control; DFS, disease-free survivali LR, local

recurrence rate
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FU/CDDPE Al83te] 52994 X8E o 4 9l
gz sk 2 23 FIGOHZ) ek IVAY a0}
50% (B0B)EA ZTAALEo] 41%0}x, 5AYES]

39%=, APd AFAEGNA FAANE SR
Azgo] 5% 10%AE F4d ACZ HAFHN
t}. Resbeut £°& 4099 APY AFARLY &
2 gi4ez2 5-FU$ CDDPE 21d 4oz 23
Algstged), 2339 ee 139 Zestd Algst
don, Fulrle 204e vHEE AR (09
Gyffraction, bid)E A3t ©]E F FIGOH7] Nl
7} 79, VA 129o2 A2F (5994 F742 5
&2 A7t AN HF o], FhAL0] 74%, 2AAEE
3 BHPEZe] 27 77%9 65%F HIISTh
Heaton ¥ =<ke] =77} 8om ool A} A
B AFARYG gxE ez 5-FUs CODPE o
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