


cvidence that indidence of cervical carcinoma is
mereasing. particularly in young women (Draper & Cook
1983, Hunter 1995, Munoz 1989). In astudy of 153 cases.
Artman et al (1987). have reported increasing incidence
of more aggressive form of cervical carcinoma. In a
recent study at Mahauna Gandhi Institute of Medical
Sciences, Sevagram, India. the incidence of cervical
carcinoma was found to be 3.4¢¢ of all gynaecological
admissions while 9.5 of patients with invasive discase
were less than 35 years, the youngest was 24 years and
oldest 78 vears. (Chhabra et al 1995). Two decades ago.
in the United Kingdom, invasive carcinoma of the cervix
was a disease that was uncommon betore 40 and had a
pe incidence between 50 & 60 years. In the last decade.
although the overall incidence has not changed
significantly, it has become increasingly common in
women between 25 1o 40 vears of age and the old peak
has been replaced by a platean of incidence between 35
O3S (Hunter 1995y, Kaufman ct al (1970) found 23/

1000 cases of significant atypia in women under 20.

It has been revealed by studies in North America,
particularly in British Columbia, Canada. that majority
of cases ol evtological dysplasia do not progress to more

aress (Miller 1992,

severe abnormalities & might re
reening / Early Detection

Much has been written about the accuracy, sensitivity
and specificity of the cervical Papanicolaou smear since
its introduction in 1943 (Gay 1985). Actually the cell
changes associated with premalignant disease of the
cervin were originally desceribed by a Romanian
pathologist Aureli Babes at least two years prior to the
observations of George Papanicolaou. a Greek working
in the USAL in 1928 (Koss 1989), but no notice was
tahen untl 1943, when Papanicolaou published a
monograph. The first large scale population screening
was done by Boyes et al (1962) in British Columbia in
1947,

A screening programme directed to a precursor fesion
such as premvasive cervical neoplasia can be expected
to reduce the incidence of the fully developed clinical

leston and morbidity and mortality from the disease

(Miller 1992). In the Nordic countries, Denmark, Iceland,
Sweden and Finland, following the introduction of
screening in the mid 1960s the incidence did fall (WHO
1986). However systematic application of screening in
[ecland and Finland sharply reduced the cervical cancer,
in contrast there was slow but stcady increase over 20
vears. in Norway where screening was not apphied
systematically until 1980 and a lesser decline in Denmark
& Sweden where screening programmes were introduced
gradually (WHO 1995). As such due to 4 decades of
exfoliative cytology. cancer cervix is in 6th place of
cancer morbidity in developed countries (Greenberg et
al 1995).

For detection of pre-cancerous lesions among aceeplons
and nonacceptors of vartous tamily welfare methods. «
scheme of PAP's Smear test has been approved by the
Government of India, in a phased manner, in number of
insttitutions, However underutilisation of the facility by
health providers and consumers is evident from the fact
that the number of instittutions which reported results
was 25 i 1988-89, 27 in 1989-90. & 40 in 1990-92
(Family Welfare Program 1989-90. 1991-92).

factlities for cytology are sull mostly restricted to the

Further

large urban centres. So only limited information has been

cencrated (o assess the impact.

Though cervical screening has evolved into the most cost
effective cancer screening allowing millions of women
to have potentially precancerous cervical lesions
discovered for timely interventions, there have been
renewed apprehensions. Inaddition cytology is intended
to have reduction in mortality and morbidity due to cancer
cervix, so no mortality and minimum morbidities due to
therapies for prevention. is imperative. But whether
cytology reduces surgeries performed and so morbidities.,
needs to be checked.

It is advocated that all women who arc or who have been
sexually active or have reached 18 years. should have an
annual Pap’s test and pelvic examination. Aftera woman
has had three or more consecutive satisfactory normal
annual examinations, the Pap’s test may be done at the
discretion of physician (Disata et al 1989}, However one

could debate on this statement if we analyse the current
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knowledge of status of cervical cancer progression. One
must remember there is a considerable risk of overtreating
if screening programmes concentrate on younger women.
as the incidence of dysplasia is high at 20-29 yrs of age,
while the risk of progression ro invasive cancer at these
ages is very low. To adopt a policy of screening younger
women may therefore waste valuable resources on
treatment for a condition., that will probably regress. The
cffectof sereening policies 1s to emphasize the importance
of sereening at older ages, at a sufficient frequency to
ensure 1 the majority of cases of preinvasive cervical
cancer are detected. but infrequently enough to avoid too
many nonprogressive cases being detected and therefore
treated (Miller 1992),

There is not much of a difference in the reduction in the
cummulative cervical cancer between 35-64 years with
differnt freguencies of screening within 3 ycars.
Quantitatn e studies have shown that after one negative
cyvtological smear for cervical cancer, screening once
cvery 3years accomplished about the same effects among
women of 35-64 years of age as screening every year.
(Percentiage reduction im the cumulative rates in 1 year -
93 30 2vears-93.3% 3 vears - 9140 & 10 years 64.2%)
(WHO 19806).

v India, 1o Kerala. the stage of disease at the ume of

diagnosis has changed over the past 10 years following
the mroduction of a down staging programme in which
women are informed about the symptoms of the disease
and also requested to report to health workers for
screening /examination even if asymptomatic. Thus the
proporticn of cases diagnosed at stages [ and I (when
reatment is usually successuly has risen from 15 to 45%
while the proportion of those diagnosed at stages T &
IV (ahere treatment is usually ineffective) has tallen from
NS SAC (Miller 1992), Programmees of visual inspection
et the cervin by specialiy tamed health workers using a
spectlum are bemyg evaluated i India and some other
Pty or Asta & Alricas Tt s important Lo recogntse that
dstad mspection has always béen a part ol cervical
cvtology sereening although 1t's contribution to carly
detection of cervicdl cancer i successful programmes
has not been determined (WHO 1995). Suspicion will

otten be aroused by abnormat symptoms and clinical

examination may indicate the presence of a suspicious
growth. However this may be too late. Further
symptomatology and look of cervix may be deceptive in
premalignant conditions. In a community based study
of CIN screening no relation was found between clinical
abnormalities and Pap’s test reports. Women with clinical
abnormalities had 96.20% abnormal smears and chnically
With

clinically normal cervix 3.65% women had dysplasia

normal cervix had 90.37% abnormal smears.
while with abnormal looking cervix; 4.55% had dy splasia
out of 28 women with dysplasia, 79% had normal looking
cervix (Chhabra et al 1991 a). A woman who presented
with vaginal discharge, had a cervical leston which
chinically looked like cervical erosion. on ¢ytology was
CINI, on histopathology was carcinoma in situ, and finaliy
turned out to be invasive carcinoma with sccondaries all
over the abdomen (Chhabra ¢t al 1991 by, Cytological
false negative rates in cervical malignancy vary wideh
(Morell et al 1982) and a number of studies have shown
rates varying froem 153% to 35% in the prescoce of imvasine
cervical cancer (Berkowitz 1979, Coppleson 1074,
Tuncer 1967). and 6% to 45% in the presence of
squamaous e carcmoma i situ (Richart 1963, Creasman
1972, Coppleson et al 1974, Sedlis 1974). By removing
only sampling crrors, false negative rates i cervicyd!
malignancy could be reduced from 207 to approsmmatels
12% (Gay 1985). Automation of screenimg systems for
Pap’s smear has been attempted (Koss et al 1994y The
most reliable sample is a combination of an endocervical
aspiration (or ceils obtained with a nonabsorbent cotton
upped applicator {rom the endocerving and a
circumferential scrape of the transformation zone around
the squamocolumnar junction. Both samples may be put
on a single slide without affecting the sensitiviny of the
test, (WHO 1986).

Women with significantly abnormal corvica! - mcars
should have a colposcopie assessnont o the ceron
Colposcopy introduced i 1925 b tra s thasc by
(Disata et al 1989 allows full microse e v < oweni
of bath exo and endoeervis nnd fivecicd viop 10 e
tahen. Naked eve testis being believed to e g promisine

cood screening test tor CIN (I ondhe et al 'ovw

Fawa et al £ 1988) observed that cervicooraphy « non
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sensitive in detecting abnormalities than Pap’s smear.
Cervicography is being used as an alternative screening
method and there have been some promising results. In
cervicography, developed by Adolph Staff (Staff 1981),
after staining the cervix twice with acetic acid, two
photographs (Cervicograms) are taken. Cervicograms
are graded into one of four categories, negative, atypical,
positive, and technically defective, Cevicography may
detect lesions that are not identified by cytology.
However cervicography is not designed to be used as an
and

cervicography together detect twice the number of cases

unaccompanicd screening test.  Cytology
as compared to only cytology (Reid 1991). August (1991)
reported 386 women, who underwent repeat pap’s testing.
cervicography and colposcopic examination for prsistent
at . Of the 43 patients with LSIR both cervicography
and colposcopy were equally effective in identifying these
iesions. Although the sensitivity of colposcopy and
cervicography are similar. the specificity of cervicography

v much grater than that for colposcopy (Jones 1987).

Video colpography. has a number of advantages over
cervicography. (Etheringtion 1997). Itallows inspection
of the enure cervix, vaginal fornices and endocervical
¢ 1 where necessary. Research is presently being
carried out using flow cytometry and looks promising.

arch is going on for biochemical or microbiological

markers in potentially malignant cases.

FEven after ten decades, Cervical biopsy continues to be
the vold standard. Biopsy is indicated even in a woman
with a negative smear where symptoms and / or signs
suggestive of cervical cancer or pre cancer arc
present{ Coleman 1989). We tfound around 21% of cases
bemy diagnosed only ofter biopsy (Chhabra 1995).
Elovamo et al (1997) have also reported 20% false

negative rale with cytology.
Future Prospectives

[t has been estimated that even with a 12 times increasc
in technicians, Pap’s smear screening will be possible
only tor 25% of the women by the year 2000 A.D. (WHO
19861, Also poor correlation between mild atypia and

histology warns against reliability, Presently there are

no available methods to differentiate CIN lesions that
will progress from those that will not progress though
attempts are being made to identifly factors which can
help in prediction. The progression to CIN I was 42.6% .
significantly higher than the 15.8% progression rate noted
in controls with similar cytologic abnormalities but
unassociated with chlamydia (Harnekar et al 1985).
Anderson et al (1991) have also reported that women
with CIN have a higher incidence of chlumydia assoctated
changes. But authors themselves feel that the association
may be due to nothing more than the fact that both
diseases are the consequences of sexual activity. Scveral
case control studies have shown relationship between
HPV infection and preinvasive or invasive cervical
malignancy. Koutsky etal (1992). studied prospectively
a cohort of 241 women who presented for evaluation of
sexually transmitted diseases and had cither positive or
negative cervical cytologic tests. After two years, cervical
intragpithelial ncoplasia was 28% among women with a
positive test for HPV and 3% among those without
detectable HPV - DNA. The risk was highest among
those with HPV type 16 or 18 viz an 11 fold mcreased
risk of subsequent detection or development of CIN 11 &
III. Ritter et al (1988) observed that women who were
either HPV positive or exfoliative cytology positive had
12 times more carcinoma than those neither of the two
positive. ICMR’S (1995-96) annual report reveals that
more than 98% of cervical cancers have oncogenic HPV
DNA. about 50% of which are HPV 16. However,
cervical carcinogenesis can not be explained by HPV
along and additional molecular events appear to play an
importantrole. Analysis of mutation of Tumor suppressor
gene P in a sizeable number of HPV negative & HPV
positive cervical carcinomas was carricd out by a single
strand conformation polymorphism (PCR-SSCP) and
cycle sequencing of PCR products. The results revealed
rare occurcnce of P mutation in HPV ncgative
carcinomas. Studies carried out on regulation of HPV
oncogenes expression indicate that a specific cellular
protein, the product of a cellular gene. fra-1 located on
chromosome 11q13 region might be playing an important
role in negative growth regulation during cervical
carcinogenesis (Annual Report of ICMR 1993 - 96)
Integration of HPV DNA may occur ncar cellular

oncogenes. such as c-myc and N-myc. which would result
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in activation of these oncogencs and subsequently
promote tumor progression.  Over expression of the
epidermal growth factor receptor and 2/ncu gene have
been associated with poor survival (Lee 1997). HPV 18
may be more virutent than HPV 16 and may be a
prognostic factor, Current evidence suggests that virus is
necessary but not sufficient cause of the disease (WHO

1997), blocking the way for prevention strategies.

In view of the developments, National Cancer Institute
(NCIy workshop held in Bathesda, Maryland 1989,
proposed the Bathesda system for cytologic reporting
wional Cancer Institute Workshop 1989). As atypical
squamous cells of undetermined significance (ASCUS),
ny arade squamous intra epithelial lesions (LSIL), within
this category are included those with cellutar changes
associated with HPV and those with mild dysptasia
(C 1y and high grade SIL includes those with cellular
changes suggestive of moderate or severe dysplasia, as
well as carcinoma m situ, (CIN 11 & III) (Hatch et al
1996,

Major constraints of screening for cancer control include
an unlavourable natural hisory of cancer. poor
organisation of screening programme, poor compliance
of those at risk (Miller 1986). Screening does not mean
taking smears from women who walk into the general
practitioner’s surgery or hospital clinies, it means taking
smears from the entire female population at risk. Though

2re are uncertainties about the natural history of the
disease, it the women are told not to disregard relevent
symptoms in the sereening interval, an interval of 3 years
scems appropriate (Forsmo et al 1996). The poor
correlation between mildly atypical. cervical cytology and
histology suggests that the practice of relying on cytology
and histology suggests that the practice of relying on
cyviology atone tor the surveillance of women who have
alrcady had a typical smear should be discouraged
(Wialker et al 1986). Quality control in labs 1s a must to
reduce sereening and sampling errors (Graaf et al 1987).
There should also be adequate follow up of individuals
with positive results, so that diagnosis can be quickly
conlirmed and appropriate therapy started. Even
screening once every 10 years, yields a reduction of

almost 272 in the incidence of invasive cervical cancer.
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This evidence Ted a WHO meeting to conclude that
countries with hmited resources should aim o screen
every woman once in her life time between 35-40 years
of age. When more resources are available. the frequency
of Screening should be increased to every 10, then every
5 years for women aged 35-55 yrs and ideally once every
3 years for women aged 25-60 yrs. Public awareness of
falacies tn the system and their reasons is a must (WHO
1995).
vaccine may help. since HPV has been proved to be ol
central importance (WHO 1997). All the links 1n the

chain must function from sampling, processing,

Increased use of condom and development of

screening. quality control and interpretation, to have
trivmphs in this tragedy (Koss 1989 for this system must
work with the dissemination of information, remembering
clintcal component and follow up 1o have satisfied

consumer as a4 Walkie Talkie.
References
1. Anderson M.C. Tidy J.A.. Symmers systemic

pathology 3rd edition Female reproductive system.

Churchill ivingstones. Edinburgh London. 6,73, 1991

2. Annual Report of the Director General, Printed at
ICMR offset Press, New Delhi. 74, 1995-96.

3. Artman L.E., Hoskin W.J., Bibro M.C., Heller P
Gynaccol. Oncol. 28, &, 1987

4. August N, I Reprod Med. 36: 89, 1991

5. Barlogie B, Eur. J. Cancer Clin Oncol. 20, 1123, 1984

6. Berkowitz R.S.. Ehrmiann R.L.. Lavizzo-Nourey R,
Knapp R.C. Gynaecol. Oncol. 8: 311, 1979

7. Boyes AL, Fidler MK, Lock D.R.. British, mcdical
Journal, 1:203, 1962,
8. The World Health Organization Bulltn 211 Geneva
Switzerland 64, 607. 1986.
. Coleman D.V., Evans DMD Biopsy Pathology &
Cytology of the cervix, Chapman and Hall Mcdical
London, 1-6. 1959,
10. Coppleson LW, Brown B: Am 1. Obstet. Gynaecol.
119,933, 1974,

I1. Creasman W.T.. Rutledge 1+ Obstet. Gynaccol. 39,
3731972,

12. Chhabra S.. Langdana F.. J. of applied Medicme. 17,
201, 1991w

13. ChhabraS., Shende A. The Indian Practioner 48, 32%-

Nel

o






