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Obijectives: To determine the survival rate of recurrent cervical cancer patients and factors influencing survival
Material and Method: The subjects were identified from the Gynecologic Oncology Unit tumor registry
record. The pathological, clinical data including the follow-up information of recurrent cervical cancer
patients who were treated in the Gynecologic Oncology Unit, Bangkok Metropolitan Administration Medical
College and Vajira Hospital between 1992 and 2003 were retrospective reviewed.

Results: During the study period, 144 recurrent cervical cancer patients were identified. Mean age of the
patients was 52 years. The median time from complete primary treatment to disease recurrence was 14.8
months. Seventy-two patients (50%) had previous stage 111 disease. The most common histopalogy was squa-
mous cell carcinoma (72.9%). Approximately half of the recurrences were local (73 patients or 50.7%) and
distal recurrences were encountered in 71 patients or 49.3%. Overall 109 patients received treatment for their
recurrences, i.e. radiation alone (55 patients, 38.2%), chemotherapy (31 patients, 21.5%), chemotherapy and
radiation (18 patients, 12.5%), surgery (5 patients, 3.5%), and 35 patients (24.3%) received only supportive
treatment. Two-year survival rate of the group was 18.5%. Median survival was 8 months (95%Cl, 7-10
months). The patients with only local recurrence had a 2-year survival rate of 22.2% compared to 14.6% in
those with distant recurrence. (p = 0.245). Two-year survival rate of those who received any kind of treatment
was 22.4% compared to 4.0% in those who received only supportive treatment (p = 0.014 and 0.017 in
univariable and multivariable analysis respectively).

Conclusion: Survival rate of recurrent cervical cancer was low, especially in those who received only support-
ive treatment.
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Cervical cancer is the most common gyneco-
logic cancer in Thailand. The reported incidence of
cervical cancer in 1998 was 23.4/100,000 populations®,
which is relatively high in comparison with other
developing countries in Southeast Asia®.

Varieties of treatments have been employed
for invasive cervical cancer patients such as surgery,
radiation therapy, chemotherapy, or any combination
of those. Despite these various available treatments,
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many patients experience recurrences after primary
treatment. The prognosis of recurrent cervical cancer
patients are generally poor, with the median survival
ranging from 7-12 months®®. Many factors have a
prognostic significance in the recurrent setting, thus
affect survival time. These factors are for example
disease-free interval (DFI), size of recurrent tumors,
site of recurrence, performance status of the patients,
and treatment modality 9.

Most reports on the clinical course of disease
and survival of cervical cancer patients come from the
countries where cervical cancer is not as common as
in Thailand. The authors do not know whether the
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figures from those reports could theoretically refer
to the presented patients. Some factors might play a
certain role such as the stage distribution of disease or
the modality or technique of treatment used in each
institution.

The Bangkok Metropolitan Administration
Medical College and Vajira Hospital serves as a referral
center for gynecologic cancer treatment among the
hospitals in the Bangkok Metropolitan Administration
Ministry. The number of new cervical cancer patients
is approximately 100-140 patients per year®, Although
the standard treatments are available in our institution,
many patients, especially those who are in advanced
stage, experience recurrences.

The aim of the present study was to evaluate
the survival rate of recurrent cervical cancer patients
who were treated in our institution. Factor associated
with their survival were also studied.

Material and Method

The present study was conducted after the
approval of the Ethics Committee of our institution.
Recurrent cervical cancer patients who were treated in
the gynecologic oncology unit, Bangkok Metropolitan
Administration Medical College and Vajira Hospital
were included in the present study. The eligibility
criteria were patients who had cervical cancer and
developed recurrence between January 1992 and
December 2003.

The patients were identified from the tumor
registry record of the Gynecologic Oncology Unit.
Patient’s clinical and pathological data were collected
from the in-patient and out-patient charts. Data were
collected on age, International Federation of Gyneco-
logy and Obstetrics (FIGO) stage, tumor histologic cell
type and grade, date of primary diagnosis, the type of
primary treatment and date of treatment completion,
date and sites of recurrences, treatment for recurrence,
death date and date of last follow-up visit. Those
patients, who were lost to follow-up, were contacted
by telephone or by mail. The death status and date of
death were also searched from the computerized data
at the National Registry Information with permission
of the district registrar.

Recurrent cervical cancer was defined as
any new lesion evidenced after primary treatment by
physical examination or any laboratory findings of the
followings: cervical or vaginal stump Pap smear, fine
needle aspiration cytology or tissue biopsy from any
recurrent sites, or the unequivocal gross tumor masses
from the radiologic imaging studies. Disease-free inter-
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val (DFI) was calculated from the date of completion of
primary treatment to the date of recurrences. Overall
survival after recurrence was defined as interval from
the date of recurrence to the date of death or last
follow-up visit. For patients who were alive at the end
of the present study, overall survival data were right-
censored at the time of the last evaluation or contact.

Data were analyzed using SPSS statistical
software version 11.5 (SPSS, Chicago, IL). Descriptive
statistics were used for demographic data and summa-
rized as mean with standard deviation or frequency
with percentage. The survival rate was analyzed with
the Kaplan-Meier method. Survival data between
groups were compared with the Log-rank test for
univariable analysis and Cox regression analysis for
multivariable analysis. The outcomes were significant
only if p<0.05.

Results

During the study period, 150 cervical cancer
patients developed disease recurrences after primary
treatment. Six patients had incomplete data at primary
diagnosis such as primary stage, primary treatment
modality or loss to follow, after primary treatment. One
hundred and forty four patients met the eligible criteria
and were included in the present study.

Mean age of the patients at primary diagnosis
was 50.2 + 11.1 years. Most patients who developed
recurrences had primary stage at presentation as stage
Il or stage 111 diseases, 37.1% and 50.3% respectively.
The most common histopathology was squamous cell
carcinoma, which was found in 74.5%. The clinical
features of the patients at their primary diagnosis
and histopathologic characteristic of the tumors are
shown in Table 1.

Mean age of the patients at the time of
recurrences was 52.5 + 11.0 years. Median DFI was
14.8 months (range, 3-143 months). Those who were
primarily treated with surgery had the median disease
free interval of 18.0 months compared to 14.5 months in
those primarily treated by radiotherapy and/or chemo-
therapy.

Diagnosis of recurrence was made by means
of pathological tissue biopsy in 56 patients (38.9%)
and imaging studies in 63 patients (43.7%). Only 25
patients of recurrences (17.4%) were evidenced by the
obvious clinical findings such as gross tumor masses.
Regarding the sites of recurrences, approximately
half of the recurrences were localized in the pelvis (73
patients or 50.7%). Isolated distant recurrences were
encountered in 60 patients (41.7%). The remaining 11
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Table 1. Basic characteristics of recurrent cervical cancer
patients at primary diagnosis (n = 144)

Table 2. Characteristics of recurrent cervical cancer patients
at recurrence diagnosis (n = 144)

Characteristic features n (percent)

Characteristic features n (percent)

Age at primary diagnosis (years) (n = 144)

Age at recurrence (years)

<39 27 (18.7) <39 14 (9.7)
>39-49 42 (29.2) 40-49 44 (30.6)
>49-59 45 (31.2) >49-59 49 (34.0)
>59-69 22 (15.3) >59-69 24 (16.7)
>69 8(5.6) >69 13 (9.0)
Histopathologic (n = 141)* Disease free interval (years)
Squamous cell carcinoma 105 (74.5) <1 58 (40.3)
Adenocarcinoma 34 (24.1) >1-2 41 (28.5)
Adenosquamous 2(1.4) >2-3 22 (15.3)
>3-5 8(5.5)
Tumor grade (n = 126)* >5 15 (10.4)
1 29 (23.0)
2 75 (59.5) Site of recurrence
3 22 (17.5) Local 73 (50.7)
Distant 60 (41.7)
Primary Stage (n = 143)* Local and Distant 11 (7.6)
| 14 (9.8)
1l 53 (37.1) Treatment after recurrence
1 72 (50.3) Radiation 55 (38.2)
v 4 (2.8) Chemotherapy 31 (21.5)
Radiation and combined Chemotherapy 18 (12.5)
Primary Treatment (n = 144) Surgery 5(3.5)
Radiation 105 (72.9) Supportive 35(24.3)
Radiation and Chemotherapy 24 (16.7)
Surgery 15 (10.4)

* Only patients with available data

patients (7.6%) had both loco-regional and distant
metastases. The median interval from the end of pri-
mary treatment to recurrence in patients with localized
diseases was shorter than those with distant diseases,
13.7 versus 17.8 months (p = 0.178).

From 144 patients, 109 patients received the
following treatments for their recurrent diseases:
radiation therapy (55 patients or 38.2%), chemotherapy
(31 patients or 21.5%), combination of chemotherapy
and radiation therapy (18 patients or 12.5%), surgery (5
patients or 3.5%). Thirty-five patients (24.3%) who had
either poor performance status or denied further
definite treatment hence received only palliative and
supportive care. The clinical characteristics of the
patients at the time of recurrences and their treatments
are shown in Table 2.

At the time of analysis, 115 patients (79.9%)
had died, with the median time from recurrence to death
of 6.7 months (1-60 months). Twenty-nine patients
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(21.1%) were alive with median follow up time of 18.3
months (1-83 months). The median survival after
recurrence for all patients was 8 months (95%Cl, 7-10
months). The 2-year survival rate was 18.5% (95%
confidence interval [Cl], 11.7%-25.3%), while 1-year,
3-year and 5-year survival rate were 38.1% (95%Cl,
29.8%-46.4%), 14.9% (95%Cl, 8.6%-21.2%), and 9.0%
(95%Cl, 3.10%-15.0%) respectively.

The authors studied some clinical and patho-
logical factors that might associate with the survival of
the recurrent cervical cancer patients (Table 3). Only
“the treatment” or “no treatment” had significant
impact on survival of these recurrent patients in both
univariable and multivariable analysis. As expected,
the patients who had treatment for their recurrent
diseases had significantly higher 2-year survival rate
than those who received only supportive treatment,
22.4% versus 4.0% (p = 0.014) (Fig. 1a). The other
favorable factors that tended to prolong survival
outcome but did not reach statistical significance were
early stage at primary diagnoses, squamous cell type,
longer DFI, and site of recurrence (Fig. 1b-1e).
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Table 3. Association between clinicopathologic factors and survival after recurrence

Two-year survival Median survival p value
[% (95%CI)] [months (95%CI)]

Age (years)

<50 (n=64) 14.7 (5.4-24.1) 8 (5-11) 0.2772

>50 (n = 80) 21.3 (11.7-31.0) 9 (6-12) 0.374°
Histopathology

Squamous cell carcinoma (n = 105) 23.3 (14.6-32.0) 8 (6-11) 0.1292

Non squamous cell carcinoma(n = 36) 3.4 (0-9.8) 9 (7-11) 0.451°
Tumor grade ( p value compared between grade 1 vs grade 2-3)

1(n=29) 7.5 (0-17.5) 6 (0-17) 0.286*

2(n=75) 19.4 (9.7-29.1) 8 (5-10)

3(n=22) 22.3 (5.4-39.1) 10 (7-12) 0.823°
Primary Stage

I-11 (n = 67) 21.6 (11.2-32.1) 10 (7-13) 0.1772

II-1V (n =76) 15.8 (6.9-24.8) 7 (5-10) 0.503°
Primary Treatment (p value compared between surgery vs non-surgery group)

Surgery (n = 15) 26.7 (4.3-49.1) 9 (2-16) 0.6032

Radiation (n = 105) 18.1 (10.0-26.1) 10 (7-12)

Chemo and Radiation (n = 24) 13.7 (0-28.2) 6 (3-9) 0.374°
Disease free interval

<2 years (n = 99) 16.5 (8.6-24.5) 8 (6-10) 0.143*

>2 years (n = 45) 22.6 (9.7-35.5) 11 (5-18) 0.422°
Site of recurrence

Without distant recurrence (n = 73) 22.2 (12.0-32.3) 10 (6-13) 0.245°

With distant recurrence (n = 71) 14.6 (5.6-23.5) 8 (5-10) 0.279°
Treatment after recurrence

No Treatment (n = 35) 4.0 (0-11.6) 5(2-9) 0.014*

Treatment (n = 109) 22.4 (14.1-30.6) 10 (7-12) 0.017°

2 p value from univariable analysis by log rank test

®p value from multivariable analysis by Cox regression analysis

Discussion

Cervical cancer is still one of the major health
problems in Thailand. Aside from being the most
common gynecologic cancer, it is an important cause
of gynecologic cancer death in Thai women. Most
patients present in the advanced stage of the disease.
These patients frequently have unsatisfactory outcomes
despite treatment. Treatment failure may present with
either persistent disease at the primary treatment or
as a recurrent disease afterward. The prognosis of
the persistent or recurrent cervical cancer is generally
poor.

Most studies of recurrent cervical cancer
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reported the treatment outcome in patients according
to the sites of relapse or the specific type of salvage
treatments. Afew reports have provided a general over-
view or a large-scale result of the recurrent cervical
cancer. The authors studied the clinical and some patho-
logical characteristics of recurrent cervical cancer
patients who were treated in our institution by any
type of treatments.

The DFI of recurrent cancer was 14.8 months
in this study while other studies reported it at 18
months®®), This difference may lie on the different
population group. More than half of the presented
recurrent patients were in advanced stage at primary
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Fig. 1a Comparison between treatment and no treatment
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Fig. 1b Comparison between early stage (I,11) and advanced

group (11,1v)

1.0 1.0
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Fig. 1c Comparison between squamous cell Carcinoma
(SCC) and non squamous cell carcinoma
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Fig. 1d Comparison between patients with disease free
interval < 2 years and > 2 years
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Fig. 1e Comparison between patients with and without distant recurrence

Fig. 1 Survival of recurrent cervical cancer patients factored according to treatment (Fig. 1a), stage group (Fig. 1b),
histopathology (Fig. 1c), disease-free interval (Fig. 1d), and site of recurrence (Fig. 1e)
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diagnosis, while other studies had fewer patients in
this stage group®12,

In the present study, approximately half of
recurrences localized in the pelvis while the other half
were found in association with distant lesions outside
the pelvis. These figures were similar to the findings of
Duyn et al®who found their recurrent diseases to be
local in 49% and distant in 51% and may lie in a similar
proportion of patients who were treated with radiation
therapy or surgery. Radiation treatment would
expectedly reduce the number of local recurrences; as
seen in the study of Hong et al®® who focused on the
recurrent cervical cancer after radiation, 39.5% had only
local recurrence while 60.5% had distant lesions. The
other reports of recurrent cervical cancer after radical
hysterectomy show the local recurrent diseases could
be as high as 52-74%419),

The survival outcomes of recurrent cervical
cancer patients in the present study were quite low
with the median survival of 8 months, the 2-year and
5-year survival rate of 18.5% and 9% respectively.
These figures were comparable with those from other
studies, which reported the median survival from 7-12
months®®), and the 5-year survival of approximately
10(y0(13,17-19)_

Many prognostic factors were found to be
associated with the survival of recurrent cervical
cancer patients. The favorable factors are the early
stage of the primary disease®?, long DFI®2°2D, small
tumor size"#2229) |ocalized disease in the pelvis®1820.24)
and histology of squamous cell carcinoma®?2¥, How-
ever, the significance of these prognostic factors was
not harmonious in all studies. For example, Duyn et
al® found that only DFI and treatment modalities were
the significant prognostic factors for survival after
recurrence while site of recurrence, tumor size and
histologic cell type were not. Their median disease-
free survival of 18 months (range, 3-50 months), which
was longer than that of 14.8 months in the present
study might contribute to the better median survival,
12 months (95%CI;10-14 months) in Duyn’s study
versus 8 months (95%ClI; 7-10 months) in the present
study.

The present study showed that treatment
modality for recurrence was significantly associated
with survival. Those who received any kind of treat-
ments had better survival than those who received only
palliative care. However, decision on “to treat” or “not
to treat” was influenced by many factors such as
clinical characteristics of the tumors, previous treat-
ment, and especially the performance status of the
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patients. Generally, the performance status had signifi-
cant association with survival in recurrent cancer
patients®?. The patients who would undergo treatment
such as chemotherapy or surgery or definite radiation
therapy should be in a favorable condition to tolerate
the treatment. It was therefore impossible to draw con-
clusions in this aspect either to treat or not, despite the
fact that statistically significant difference in survival
was found.

Although, the authors found that some factors
such as early stage at primary treatment, squamous
cell type, longer DFI, and tumor confined in the pelvis
tended to have a more favorable outcome, the authors
could not demonstrate any significant impact on
survival of the patients in this recurrent setting. The
small sample size in the present study might have
limited the statistical power to detect any significant
impact on survival of each factor.

In conclusion, the prognosis of the recurrent
cervical cancer is poor. Future studies with more
patients should be carried out to find the independent
prognostic factors in these recurrent cancer patients.

References

1. Vatanasapt V, Sriamporn S, Vatanasapt P. Cancer
control in Thailand. Jpn J Clin Oncol 2002; 32 Suppl:
S82-91.

2. Thomas GM, Rauth AM, Bush RS, Black BE,
Cummings BJ. A toxicity study of daily dose
metronidazole with pelvic irradiation. Cancer Clin
Trials 1980; 3: 223-30.

3. GebbiaV, Caruso M, TestaA, Mauceri G, Borsellino
N, Chiarenza M, et al. Vinorelbine and cisplatin
for the treatment of recurrent and/or metastatic
carcinoma of the uterine cervix. Oncology 2002;
63:31-7.

4. Paulsen T, Kaern J, Trope C. Carboplatin/5-fluo-
rouracil treatment of recurrent cervical carcinoma:
a phases Il study with long-term follow-up. Eur J
Gynaecol Oncol 1998; 19: 524-8.

5. DuynA, Van Eijkeren M, Kenter G, Zwinderman K,
Ansink A. Recurrent cervical cancer: detection and
prognosis. Acta Obstet Gynecol Scand 2002; 81:
759-63.

6. Zanetta G, Torri W, Boccinolone L, Lucchini V,
Mangioni C. Factors predicting response to
chemotheraty and survival in patients with meta-
static or recurrent squamous cell cervical carci-
noma: a multivariate analysis. Gynecol Oncol 1995;
58:58-63.

7. ItoH, Shigematsu N, Kawada T, Kubo A, Isobe K,

J Med Assoc Thai Vol. 89 No. 3 2006



10.

11

12.

13.

14.

15.

Hara R, et al. Radiotherapy for centrally recurrent
cervical cancer of vaginal stump following hyster-
ectomy. Gynecol Oncol 1997; 67: 154-61.
Maneo A, Landoni F, Cormio G, Colombo A, Placa
F, Pellegrino A, et al. Concurrent carboplatin/5-
fluorouracil and radiotherapy for recurrent cervi-
cal carcinoma. Ann Oncol 1999; 10: 803-7.
Manusirivithaya S. Annual report of Gynecologic
Oncology Unit, Department of Obstetrics and
Gynecology. Bangkok: Bangkok Metropolitan
Administration Medical College and Vajira Hospi-
tal; 1998: 7

Manusirivithaya S. Annual report of Gynecologic
Oncology Unit, Department of Obstetrics and
Gynecology. Bangkok: Bangkok Metropolitan
Administration Medical College and Vajira Hospi-
tal; 1999: 7.

Manusirivithaya S. Annual report of Gynecologic
Oncology Unit, Department of Obstetrics and
Gynecology. Bangkok: Bangkok Metropolitan
Administration Medical College and Vajira Hospi-
tal; 2000: 20.

Shimizu 'Y, Akiyama F, Umezawa S, Ishiya T, Utsugi
K, Hasumi K. Combination of consecutive low-
dose cisplatin with bleomycin, vincristine, and
mitomycin for recurrent cervical carcinoma. J Clin
Oncol 1998; 16: 1869-78.

Hong JH, Tsai CS, Lai CH, Chang TC, Wang CC,
Chou HH, et al. Recurrent squamous cell carci-
noma of cervix after definitive radiotherapy. Int J
Radiat Oncol Biol Phys 2004; 60: 249-57.

Samlal RAK, Van Der \elden J, Van Eerden T,
Schilthuis MS, Gonzalez Gonzalez D, Lammes FB.
Recurrent cervical carcinoma after radical hyster-
ectomy: an analysis of clinical aspects and prog-
nosis. Int J Gynecol Cancer 1998; 8: 78-84.
Werner-Wasik M, Schmid CH, Bornstein L, Ball
HG, Smith DM, Madoc-Jones H. Prognostic
factors for local and distant recurrence in stage |
and Il cervical carcinoma. Int J Radiat Oncol Biol

J Med Assoc Thai Vol. 89 No. 3 2006

16.

17.

18.

19.

20.

21.

22.

23.

24.

Phys 1995; 32: 1309-17.

Manurisivithaya S, Isariyodom P, Chareoniam V,
Pantusart A. Risk for radical hysterectomy failure.
JMed Assoc Thai 2001; 84: 791-7.

Wang CJ, Lai CH, Huang HJ, Hong JH, Chou HH,
Huang KG, et al. Recurrent cervical carcinoma
after primary radical surgery. Am J Obstet Gynecol
1999; 181: 518-24.

Krebs HB, Helmkamp BF, Sevin BU, Poliakoff SR,
Nadji M, Averette HE. Recurrent cancer of the
cervix following radical hysterectomy and pelvic
node dissection. Obstet Gynecol 1982; 59: 422-7.
Nori D, Hilaris BS, Kim HS, Clark DG, Kim WS,
Jones WB, et al. Interstitial irradiation in recurrent
gynecological cancer. Int J Radiat Oncol Biol
Phys 1981; 7: 1513-7.

Kaern J, Trope C, Sundfoer K, Kristensen GB.
Cisplatin/5-fluorouracil treatment of recurrent
cervical carcinoma: a phase Il study with long-
term follow-up. Gynecol Oncol 1996; 60: 387-92.
Sakurai H, Mitsuhashi N, Takahashi M, Akimoto
T, Muramatsa H, Ishikawa H, et al. Analysis of
recurrence of squamous cell carcinoma of the
uterine cervix after definitive radiation therapy
alone: patterns of recurrence, latent periods, and
prognosis. Int J Radiat Oncol Biol Phys 2001;
50:1136-44.

Gerdin E, Cnattingus S, Jognson P, Perttersson B.
Prognostic factors and relapse patterns in early-
stage cervical carcinoma after brachytherapy and
radical hysterectomy. Gynecol Oncol 1994; 53:
314-9.

Jobsen JJ, Leer JW, Cleton FJ, Hermans J. Treat-
ment of locoregional recurrence of carcinoma of
the cervix by radiotherapy after primary surgery.
Gynecol Oncol 1989; 33: 368-71.

Potter ME, Alvarez RD, Gay FL, Shingleton HM,
Soong SJ, Hatch KD. Optimal therapy for pelvic
recurrence after radical hysterectomy for early-
stage cervical cancer. Gynecol Oncol 1990; 37: 74-7.

281



@ﬁlﬁ")ﬂ’)ﬁ‘ﬁ‘@ﬂ‘lf?ﬁl‘]]ﬂ\?ﬂl”)ﬂﬂ mﬂ’mumanwnamﬁum

FUNHN WALNA, §TIA AWUENT, GUUNIRL NUFATINET, ATITTO FAIAATNNA, LD1IRE DIITING,
WITW AN, NNA ANTIAAE

Sngilszaen; AnsenanssendiauaztiasefiluanentsegsensesgLaenzianuagnidnimauaiu
JAAUALIBNIS: 1/1"7m?ﬁnmiﬂ»ﬂwJ@uw@”mwwmﬁ?wm NINAATN Lmzm?ﬁmmmn’zié’nmwmiﬂbﬂ
N FInuAgNINAUMTUT T 15 UM T MUaEN T INTIT IR BUNNEAIERT NN ILAT
uazadsnenung saunil w.A. 2536 G WA, 2547

uansfnm: Tusaananfidnsytaenzfenuagniinduilug ey 144 A Npﬂlﬂilﬁﬂ’lilmﬁlﬁl 52 i
mwmwm?mmam\mm?m:mmomnmusmwn\mmm@mﬂwﬂuﬂu 14.8 iou guasaaulugi
JJ;’LN?_/’mJJﬁmn?:EI;? I, 72 3¢ (if)mvv 50. O) mwwwmmwmmu?wmﬂu squamous ce// carcinoma
(70818 72.9) ﬂizmmm‘wuwmmmﬂuzﬂusﬂ’nﬂuuumwvzummmmnim (73 278 WipTaEas 50.7)
wm:mnmowwﬂuuuuwmwnamﬂuwLmummmim’zm‘wma 71 710 vde seuaz 49.3 m/qsl 109
718l Zmum?inmwmz/mmmﬂum umzﬂu 59@snm 55 18 (7aEi8 38. 2), wiinin 31 78 (7o8i8%
21.5), WLt sanriy S9din 18 me (seraz 12.5), HARINE 5 T8 (?m/m 8.5), wnuz mm 35 718
(?@m\vv 24.3) AiNen1sguanuLilscAuLlszaey sasn1ssandan 2 il mmﬂoamwymﬂu s08az 18.5
Zﬂﬂwmwm%mmmmm 8 1B (95%CI, 7-10 m@u) NﬂqymmmﬂmﬂummW’mmmmmmmmu
demsmaesendaai 2 i1 Lﬂm@am 22.2 WReuiienriy seeaz14.6 Tugthefidnsnduugwuunszas (p
= 0.245) $hnssendaad 2 1 veegraeidiafunissneuiusesas 22.4 Winuieuiusesas 4.0 lu
Ejij?ﬂﬁz;ﬁ"‘/i/ﬂ’l?ilﬂiff’lm_li_lﬂ?:,’ﬂvilﬂia‘:ﬂ@\? (b = 0.014 uaz 0.017 MIAATIUULAIULTAEIAIA LA ULT
FNATAL)

agl: @”m?’m’z?mm*?Sm%@dgpﬂ'm;um?qmnm@nﬁnﬁvi_uﬂwﬂ%’zuzuméﬁ fﬁ)ﬂéﬂW?i’zugpﬂlﬂﬁlﬁZ@?ﬂﬂﬁ5‘51‘)7:”“7./7./
UszAuLlszpnen

282 J Med Assoc Thai Vol. 89 No. 3 2006



