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Abstract: The study of risk factors for recurrence of carcinoma of cervix after radical
hysterectomy and pelvic lymphadenectomy for stage I and IIA was carried out among
patients operated upon at Srinagarind Hospital from 1976 to June 30, 1988. There was
no recurrence among patients with stage IA. The recurrent rates were 8.40 and 19.40%
for stage IB and IIA respectively. The recurrent rates among patients with pelvic nodes
involvement and without nodes involvement were 15.20 and 8.10% respectively. Again,
with endometrial involvement the recurrent rate among these patients was 40.40% while
only 7.70% recurrent rate encountered in those without endometrial involvement. The
dilference was significant statistically .The age of the patients and extent of lesions were
the important risk factors. Microscopic findings, type of lesions, surgeons and surgical
techniques played no important role in recurrence of the cancer. (Thai J Obstet Gynae-

col 1989;1:47-55)
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Recurrence of cancer is defined as
a tumor found after 3 to 6 months fol-
lowing therapy, while disease found
within that time period is often termed
persistent disease." It also includes those
that later become evident after a period
of complete clinical remission. Disease
discovered after primary surgical
approach should be termed persistent if
margins or nodes were involved. Some
authors define recurrence wthin any time
period as tumor regrowth in cases in
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which no tumor was knowingly left
behind.”® Recurrences after radical
hysterectomy with pelvic lymphaden-
ectomy for stage IB and IIA vary from
10% to 20% in most institutes, for
patients with negative nodes at the time
of radical hysterectomy, about 10%
recurrent rate.’?) Despite postoperative
whole pelvis radiation therapy for 88%
of all patients, 34.2% developed recur-
rence in Burke's series.®’ Also Burke and
coworkers® reviewed 31 cases with FIGO
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stage IB cervical carcinoma who devel-
oped recurrent disease after radical
hysterectomy and pelvic lymphadenec-
tomy. The over all incidence of recur-
rence was 11.3%. Sites of recurrence
were central pelvis in 35%, pelvic side
wall, 39%, and distant 26%. Patients
treated with postoperative pelvic radio-
therapy for positive pelvic nodes or
surgical margin involvement were more
likely to develop distant recurrence.
High-risk factors are apparent in these
patients. If tumor is present in vascular
spaces, the endometrial cavity, the deep
endocervical stroma or the paracervical
(cardinal ligament) tissue are invaded, or
if a tumor is undifferentiated or 3 cm or
larger in size, one may predict a high
recurrent rate.®) The disease-free interval
depends on different factors including
the adequacy of initial treatment, host
resistance, the original stage, volume of
tumor and adequacy of follow-up.”
This study was to review risk
factors for recurrence after radical hys-
terectomy and pelvic lymphadenectomy
at Srinagarind Hospital during 12 year
period and to explore suitable treatment
for the future and selection of patients.

Materials and Methods

During 1976 to June 30, 1988, 218
cases of cervical cancer stage 1A, IB and
IIA were operated on. The data from
1976 to 1983 were retrospectively
collected from records of the operative
room, the Department of Pathology and
the medical record unit. Since 1984, all
records were collected prospectively and
kept by the Division of Gynaecologic

Oncology, Department of Obstetrics and
Gynaecology. The follow-up data were
obtained from the Gynaecologic Oncol-
ogy tumor clinic and the hospital-based
cancer registration of the cancer unit,
Faculty of Medicine. The operative tech-
nique performed in this hospital was
class III extended hysterectomy due to
Piver's classification® and the modified
Okabayashi technique as mentioned by
Sekiba.® Postoperative care was closely
observed for any complications and
prophylactic antibiotics were routinely
given.

Follow-up for patients began at the
tumor clinic with the first examination 4
weeks postoperatively, then every 3
months for the first year and every 6
months for the rest of their lives. Com-
plete physical and pelvic examinations
with Pap smear were done every time.

All recurrence cases were given
radiotherapy with or without chemother-
apy. Questionnaires would be sent to
those who did not attend the tumor
follow-up clinic.

The analysis of data was performed
using descriptive statistics and contin-
gency tables with chi-square test, and
analysis of disease-free interval, using
Cutler-Ederer life table analysis with
log-rank tests. The censor date was June
30, 1988. Those who missed two
appointments were labelled as lost in the
analysis.

Results

Incidence of Recurrence and FIGO Stages
From 1976 to June 30, 1988, 218
cases of cervical cancer stage IA, IB and
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IIA were operated upon at Srinagarind
Hospital. Twenty recurrences(9.10%)
were diagnosed, 16 cases of stage IB
(8.40%), 4 cases of 11A(19.40%) and
there were no cases of stage IA which
recurred at the time of censoring with no
statistical ~significant. Fig.1 shows the
disease-free curve in different stages
with statistical significance.
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Fig. 1 Disease - free curve after radical hyster-
ectomy at Srinagarind Hospital 1976-

1988

PERCENT RECURRENCE.
100

90
80
70
60
50
40
30
20

10

0
0.0-1.0 1.1-2.0 2.1-3.0

LESION DIAMETERS (CM.)

Fig. 3 Radical hysterectomy and pelvic lymphad-
enectomy at Srinagarind Hospital : Strati -
fied by lesion sizes

3.1-4.0 '4.1-5.0 >5.

0

Nodal Status

Fifteen out of 185 cases of those
who had negative lymph nodes had
recurrence, while five out of 33 cases of
positive lymph nodes recurred without
statistical significance(Table 1). The dis-
ease-free curve is shown in Fig.2 and no
statistical significance is observed.
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Fig. 2 Disease - free curve after radical hysterec-
tomy at Srinagarind Hospital 1976-1988

PERCENT DISEASE-FREE

90
80

70

60

50

40 Generalized wilcoxon,p = 0.0125

30 O = 2 cm. or less
20 O =2 to 3 cm.

10 A = 3 cm. or more

1 2 3 4 5 6 7 8 9 10 11 12 13

DISEASE-FREE INTERVAL (YEARS)

Fig. 4 Disease free - curve after radical hysterec-
tomy at Srinagarind Hospital 1976-1988 :
Lesion diameters
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Lesion Sizes

Table 1 and Fig.3 show the in-
creased percentage of recurrence with the
increase in size of tumors with statistical
significance. The percentage increased
mostly after the tumor diameter became
greater than 4 cm. Fig.4 shows the dis-
ease-free curve of those who had 2 cm
or less, 2 to 3 cm and 3 cm or more.
The curve significantly changed when
size became greater than 2 cm.
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Fig. 5 Disease free curve after radical hysterec-

tomy at Srinagarind Hospital 1976-1988
: Cell types

Table 1 Risk factors for recurrence of cervical cancer after radical hysterectomy and pelvic lymphadenec-

tomy at Srinagarind Hospital

FIGO Stages Total cases Recurrence
1A 6 0
IB 191 16
ITA 21 4

Nodal Status
Negative nodes 185 15
Positive nodes 33 5

Lesion Diameters (cm)
0.0-1.0 93 4
1.1-2.0 64 6
2.1-3.0 33 %)
3.1-4.0 19 3
4.1-5.0 i 1
5.1 or more 2 1

Histology
Squamous cell 180 15
Adenocarcinoma 36 S
Adenosquamous 2 0

Lesion Types
No lesion* 18 1
Ulcerative 75 5
Polypoid 33 I
Cauliflower 7 1l
Infiltrative 12 2

* Including postconization and occult IB.

Percent
0.00
8.40

19.40

8.10
15.20

4.30
9.40
15.20
15.80
14.30
50.00

9.09
16.13
0.00

5.56
6.70
2.90
14.10
16.17

p-value

0.201

0.3351

0.0035

0.072

0.3264
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Histology

No statistical significance was ob-
served by histology in recurrent paterns
in Table 1 and Fig.5.

Lesion Types
There was no different recurrent
rates by lesion types (Table 1).

Surgical Factors

There was no relationship between
surgeons, surgical techniques and recur-
rence (Table 2).

Extent of Tumor
Table 3 shows the correlation of
tumor extent and involved different

Table 2 Risk factors for recurrence of cervical cancer after radical hysterectomy and pelvic lymphad-
enecomy at Srinagarind Hospital : Surgical factors

Surgeons Total cases Recurrence Percent p-value
Surgeon 1 135 12 8.89

Surgeon 2 33 6 18.20

Surgeon 3 23 1 4.30

Surgeon 4 21 0 0.00

Surgeon 5 6 1 16.70 0.2614
Surgical techniques

Wertheim-Meigs 113 12 10.60

Okabayashi 105 8 7.60 0.5947

Table 3 Risk factors for recurrence of cervical cancer after radical hysterectomy and pelvic lymphadenec-

tomy at Srinagarind Hospital : Tumor extent

Tumor extents Total cases Recurrence Percent p-value
Vagina

Involved 9 2 22.20

Not involved 209 18 8.60 0.426
Left cardinal ligament

Involved i 1 14.30

Not involved 211 19 9.00 1.0000
Right cardinal ligament

Involved 7/ 1 14.30

Not involved 211 19 9.00 1.0000
Endometrium

Involved 9 4 44.40

Not involved 209 16 7.70 0.0016
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structures with the rate of recurrence.
Only endometrial involvement is ob-
served to be a great risk factor for recur-
rence in this study.

Age

Table 4 shows the percentage of
recurrence for different age intervals.
When ages were grouped into 35 years
or less and above 35, there was statistical

significance in recurrent rates. Fig.6
shows the disease-free curve for those
aged below and above 35 years with sta-
tistical significance.

Discussion
Radical hysterectomy and pelvic

lymphadenectomy is considered to be the
treatment of choice for cervical cancer

Table 4 Risk factors for recurrence of cervical cancer after radical hysterectomy and pelvic lympha-
denectomy at Srinagarind Hospital : Age factor

Age Total cases Recurrence Percent p-value
30 or less 12 3 25.00
31-35 30 d 16.70
36-40 45 4 8.90
41-45 46 3 6.50
46-50 36 2 5.60
51-55 28 1 3.60
56-60 16 2 12.50
60 or more 5 0 0.00
Cutpoint at age 35
35 or less 42 8 19.00
Above 35 176 12 6.80 0.0300
stage IB and IIA in this hospital. Failure
rate of treatment of cervical cancer stage
PERCENT DISEASE-FREE . g
e IB and IIA has varied from 10 to 20% in
90 . . .
" most series with primary surgery or
70 radiation therapy.’? At Srinagarind Hos-
- pital, the recurrence of stage IA,IB and IIA
50 Generalized Wilcoxon,p = 0.0004 .
o ——— altogether is 9.10%, 8.40% for stage IB
50 O = ate 35 or Less and 19.40% for stage IIA, which are in
o A = age above 38 the acceptable range. FIGO stage was
" T found to be one of significant risk factor

1 2 3 4 5 6 7 8 9 10 11 12 13

DISEASE-FREE INTERVAL (YEARS)

Fig. 6 Disease-free curve after radical hysterec-
tomy at Srinagarind Hospital 1976-1988
: By ages 35 and cutpoint

for recurrence. From this study, the
significance was found from the disease
-free curve. With increasing stages, the
rate of nodal involvement increased,
15.5% for stage 1B and 50.0% for stage
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IIA in O'Brien's report.”’ Increase in rate
of lymphatic involvement should in-
crease the rate of recurrence.?*31? In
this study, the recurrent rate for negative
nodes group was 8.10% and for positive
nodes group 15.20%, without statistical
significance. This is because of the ad-
ministration of radiotherapy to all cases
of positive nodes, vaginal cuffs and par-
ametrium but not endometrial involve-
ment.

It is clearly seen from Table 1,
Fig.3 and Fig.4 that lesion size is the
important risk factor for recurrence with
statistical significance, which corre-
sponds to previous reports.®*7:%:12.18)
Many authors>+!8-20 have mentioned
about histology as risk factor for recur-
rence. Patients with adenocarcinoma or
adenosquamous carcinoma had higher
risk of recurrence than those who had
squamous cell carcinoma. From this
study, patients with adenocarcinoma had
higher rate of recurrence than patients
with squamous cell carcinoma but with-
out statistical significance. Lesion types
had no significant relationship to recur-
rent rate in this study, but in advanced
stages, the endocervical infiltrative types
had higher recurrent rate than other
types.®) It was also seen from Table 2
that surgeons and surgical techniques
had no influence on recurrence as far as
the standard procedure practiced.

Parametrial extension and vaginal
involvement was mentioned to be a risk
factor for recurrence.’***?® Due to radio-
therapy given to all of those patients
with parametrial and vaginal edge in-
volvement, there was no difference in
recurrent rate. It was clearly seen from

this study that endometial involvement
was a significant risk factor for recur-
rence. This finding does agree with
previous reports.**?* Those with en-
dometrial invasion should administer
adjuvant chemotherapy incombination
with routine radiotherapy.

There have been some reports
about younger ages, especially those 35
years or less, having higher risk of recur-
rence than older people©®®3¢). Table 4 and
Fig.6, show total agreement with previ-
ous reports.

The above mentioned risk factors,
should be used as guidelines for select-
ing patients for the surgery in order to
decrease recurence and increase survival
rates in treatment of cervical cancer in
this hospital.

References

1. Shingleton HM, Orr JW.Cancer of the cer-
vix,diagnosis and treatment. Edinburgh-
London-Melbourne New York Churchill-
Livingstone, 1983: 145-192.

2. Krebs HB, Helmkamp BF,Sebin B,Po-
liakoff SR,Nadji M,Averette HE.Recurrent
cancer of the cervix following radical hys-
terectomy and pelvic nodes dissection.
Obstet Gynecol 1982;59:422-47.

3. Burke TW,Hoskins WI,Heller PB, Bibro
M,Weiser EW,Park RC. Prognostic factors
associated with radical hysterectomy fail-
ure. Gynecol Oncol 1987;26:153-9.

4. Burke TW,Hoskins WT,Heller PB,Shen
MC,Weiser HB,Park RC. Clinical patterns
of tumor recurrence after radical hysterec-
tomy in stage IB cervical carcinoma.Obstet
Gynecol 1987;69:382-5.

5. Piver MS,Rutledge F,Smith JP.Five classes
of extended hysterectomy for women with
cervical cancer.Obstet Gynecol 1974;44:
265-72.



Vol. 1 No. 1
Jan - June 1989

54

Risk factors for recurrences of cervical cancer

6.

10.

11.

12,

13

14.

15.

16.

L7

Sekiba K.Radical hysterectomy for cancer
of the uterine cervix.Seminars in Surgical
Oncology 1985;1:95-104.

. O'Brien DM,Carmichael JA.Presurgical

prognostic factors in carcinoma of the cer-
vix stage IB and IIA.Am J Obstet Gynecol
1988;158:250-4.

. Sall S,Pineda AA,Calanog A,Heller P,

Greenberg H.Surgical treatment of stage IB
and ITA invasive carcinoma of the cervix
by radical abdominal hysterectomy.Am J
Obstet Gynecol 1979;135:442-6.

. Piver MS,Chung WS.Prognostic signifi-

cance of lesion size and pelvic node metas-
tases in cervical carcinoma.Obstet Gynecol
1975;46:507-10.

Van Nagell JR,Rayburn W ,Donaldson ES,
et al. Therapeutic implications of patterns
of recurrence in cancer of the uterine
cervix.Cancer 1979;44:2354-61.

Webb MJ,Symmonds RE.Site of recurrence
of cervical cancer after radical hysterec-
tomy. Am J Obstet Gynecol 1980;138:813-
T

Figge DC,Tamimi HR.Pattern of recurrence
of carcinoma following radical hysterec-
tomy. Am J Obstet Gynecol 1981;140:213-
20.

Martimbeau PW,Kjorstad KE,Iversen
T.Stage IB carcinoma of the cervix,the
Norwegian Radium Hospital II. Results
when pelvic nodes are involved.Obstet
Gynecol 1982;60:215-8.

Bleker OP,Ketting BW,van Wayjen-Eecen
B,Kloosterman GJ. The significance of
microscopic involvement of the paramet-
rium and/or pelvic lymph nodes in cervical
cancer stage IB and IIA. Gynecol Oncol
1983;16:56-62.

To ACW,Gore H,Shingleton HM,Wilkerson
JA,Soong ST,Hatch KD.Lymph node
metastasis in cancer of the cervix:a prelimi-
nary report. Am J Obstet Gynecol 1986;
155:388-9.

Manetta A,Delgado G,Petrilli E,Hummel
S,Barnes W.The significance of paraaortic
node status in carcinoma of the cervix and
endometrium.Gynecol Oncol 1986;23:284-
90.

Blythe JG,Hodel KA,Wahl TP,Baglan RJ,

18.

19

20.

21

22.

23.

24.

25

26.

27

Lee FA,Zivnuska FR. Para-aortic node bi-
opsy in cervical and endometrial cancers:
does it affect survival? Am J Obstet Gyne-
col 1986;155:306-14.

Van Nagell JR,Donaldson ES,Parker JC,
Van Dyke AH,Wood EG. The prognostic
significance of cell types and lesion size in
patients with cervical cancer treated by
radical surgery. Gynecol Oncol 1977;5:142-
Sillz

Pagnini CA.Palma PD,De Laurentis
A.Malignancy grading in squamous carci-
noma of uterine cervix treated by
surgery.Brit J Cancer 1980;41:415-21.
Beecham JB,Halvorsen T,Kolbenstvedt
A Histologicy classification,lymph node
metastases and patient survival in stage IB
cervical carcinoma.An analysis of 245 uni-
formly treated cases.Gynecol Oncol 1987;
6:95-105.

Pengsaa et al (J Med Assoc Thailand in
publication).

Hogan WM, Littman O,Griner L,Miller CL,
Mikuta JJ Results of radiation therapy given
after radical hysterectomy.Cancer 1982;49:
1278-85.

Inoue T,Okumura M.Prognostic signifi-
cance of parametial extension in patients
with cervical carcinoma stage IB,IIA and
IIB:a study of 628 cases treated by radical
hysterectomy and lymphadenectomy with
or without postoperative irradiation.Cancer
1984;54:1714-9.

Perez CA,Zionuska F,Askin F,Kumar B,
Camel HM.Prognostic significance of en-
dometrial extension from primary carci-
noma of the uterine cervix.Cancer 1975;35:
1493-1504.

Perez CA,Zionuska F Askin F,Camel HM,
Reagan D,Powers WE. Mechanisms of fail-
ure in patients with carcinoma of the uter-
ine cervix extending into the endometrium.
Int J Radiat Oncol Biol Phys 1977;2:651-9.
Perez CA,Camel HM,Askin F,Breaux
S.Endometrial extension of carcinoma of
the uterine cervix:a prognostic factor that
may modify staging.Cancer 1981;48:170-
80.

Spanos WIJr,Greer BE,Hamberger AD,Rut-
ledge FN.Prognosis of squamous cell carci-



Vol. 1 No. 1
Jan - June 1989

55

Risk factors for recurrences of cervical cancer

28.

29.

30.

31

noma of the cervix with endometrial
involvement.Gynecol Oncol 1981;11:230-4.
Prempree T,Patanaphan V,Viravathana T,
Sewchard W,Cho YK, Scott RM.Radiation
treatment of carcinoma of the cervix with
exfension into the endometrium:A reap-
praisal of its significance.Cancer 1982;49:
2015-20.

Noguchi H,Shiozawa I,Kitahara T,
Yamazaki T,Fukuta T.Uterine boby inva-
sion of carcinoma of the uterine cervix as
seen from surgical specimens.Gynecol
Oncol 1988;30:173-82.

Stuart GCE,Robertson DJ,Fedorkow DM,
Duggan MA Nation JG. Recurrent and per-
sistent squamous cell cervical carcinoma in
women under age 35.Gynecol Oncol 1988;
30:163-72.

Gunning I,Johnsson JE,Alan P,Trope C.Age
and prognosis in stage IB squamous cell
carcinoma of the uterine cervix.Gynecol
Oncol 1983;15:18-26.

32.

33,

34.

35;

36.

La Vecchia C,Franceschi S,Decarli A,
Gallus G,Parazzini F, Merlo E.Invasive cer-
vical cancer in young women.Brit J Obstet
Gynaecol 1984;91:1149-55.
Stanhope CR,Smith JP,Wharton JT,Rut-
ledge FN,Fletcher GH,Gallager HS. Carci-
noma of the cervix:the effect of age on
survival.Gynecol Oncol 1980;10:188-93.
Green GH.Rising cervical cancer mortality
in young New Zealand women. NZ Med J
1979;14:89-91.
Prempree T,Patanaphan V,Sewcharnd W,
Scott RR.The influence of patients's age
and tumor grade on the prognosis of carci-
noma of the cervix.Cancer 1983;51:1764-
71

Fedorkow DM,Robertson DI,Duggan
MA Nation IG,McGregor SE, Stuart GCE.
Invasive squamous cell carcinoma of the
cervix in women less than 35 years old:
recurrent versus nonrecurrent disease.Am J

Obstet Gynecol 1988;158:307-11.



