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LEVONORGESTREL INTRAUTERINE SYSTEM AND CERVICAL CANCER.
CLINICAL DIFFICULTIES

Introduction. In recent years, intrauterine systems releasing levonorgestrel became popular. They are a reliable and safe
means of contraception. However, the hormonal effects of such systems sometimes mask the clinical manifestations of intercurrent
diseases, including those manifested by irregular uterine bleeding.

Case Description: The emergence of diagnostic difficulties in the occurrence of cervical cancer in two women who used

intrauterine systems releasing levonorgestrel.

Conclusion. Proper evaluation of irregular vaginal bleeding, including cervical cytology, is a prerequisite for all women who

are carriers of intrauterine systems releasing levonorgestrel.
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NEBOHOPIECTPE/N-BHYTPILUHbOMATKOBA CUCTEMA | PAK LUMIAKA MATKW. KMIHIYHI TPYAHOLLY

BcTtyn. B ocTaHHi poku Haby/im nonynspHOCTi BHYTPILLHLOMATKOBI CUCTEMU, LLO BUBISIbHAIOTL JIeBOHOPrecTpes. BoHu € Ha-
AiiHUM Ta 6e3neyHnm 3acob6oM KoHTpauenuii. OgHak ropMoHasibHi ePEKTV NOAIGHNX CUCTEM iHOAI MacCKytTb KAiHIYHI NposiBK
IHTEPKYPEHTHIX 3aXBOPIOBaHb, B TOMY HYUC/Ii TWX, LLIO NPOSAB/ATLCA HEPETY/IAPHOI0 MATKOBOK KPOBOTEYE!D.

onuc BUNagKy: TPYAHOLLi AiarHOCTVKW NPY BUHUKHEHHI paky LLUNAKA MaTKW Y ABOX XIHOK, SIKi BUKOPUCTOBYBa/IM BHYTPILLHbLO-

MaTKOBI cuctemu, o BUBI/IbHAOTb JIeBOHOprecTpern.

BurcHOBOK. HasniexxHa oLjiHKa HeperynspHoi BariHa/ibHOT KpOBOTEU, BK/TOYatoumM LUTO/OTIH WK MaTK1 — 060'BA3KOBa yMoBa
0N YCIX XIHOK, SIKi € HOCIIMU BHYTPILLHbOMATKOBUX CUCTEM, LLO BMBISIbHAOTL JIEBOHOPrecTpert.

KntouoBi cnoBa: BHYTPILLHLOMATKOBI CUCTEMM, LLIO BUBI/IbHSIOTL JIEBOHOPrecTpesi; KOHTpAaLENLis; HeperynsipHi KpoBoTeui;

pak WK1 MaTKu.

NEBOHOPIECTPE/-BHYTPUMATOUYHASA CUCTEMA U PAK LUEAKN MATKWU. KMTMHUYECKUE TPYAHOCTN

BBegeHue. B nocneaHue rofbl CTaam nonynsipHsIMU BHYTPUMAaTOUYHbIE CUCTEMBI, BbICBOGOXAAOLLME NIeBOHOprecTpen. OHK
ABNSIOTCS HAZEXHLIM 1 6e30MacHbIM CPeCTBOM KOHTpaLenuuu. OfHAKo ropMOHasibHble 3D(EKTbI NOAOGHLIX CUCTEM MHOTAA
MaCKMpYIOT K/IMHUYECKME NPOSIBIEHNSI UHTEPKYPPEHTHBIX 3a60/1€BaHNIA, B TOM YMC/e MPOSIBAISIOLLMXCA HEPETrYSPHLIM MATOUHbIM

KpOBOTEYEHNEM.

OnucaHue criyydas: C/I0KHOCTU ANArHOCTUKX MPU BO3HUKHOBEHUW paka LEVKN MaTKK Y ABYX XEHLWWH, Ncnosnb3oBaBLnX

BHYTPVMATO4YHbIE CUCTEMbI, BbICBOGOXAAOLME SIEBOHOPIECTpes.

BbiBof,. Hagnexallas oueHka HeperysispHoro BarmHasibHOro KpoBOTEYEHSA, BKoYas LMTOMOMMI0 LIeliKn MaTkn — 0bsi3aTesb-
HOe ycrioBue A1 BCEX XEHLMH, KOTOPble ABTAKTCA HOCUTE/TAMU BHYTPUMATOYHbLIX CUCTEM, BbICBO60)K,lJ|a}OLLI|VIX JIeBOHOprecTpern.

KnioueBble c/ioBa: BHYTPYMATOUHbIE CUCTEMbI, BLICBOOOXAAIOLLME IEBOHOPTECTPES; KOHTPALLENLMS; HEPErynspHble KPoBO-

TevyeHus; pak LLIEKN MaTKu.

INTRODUCTION. The frequency of unplanned
pregnancies remains quite high worldwide. About 35-50 %
of all pregnancies are unintended, with a higher proportion
among adolescents and young women belonging to certain
racial and ethnic minorities or with a low level of education
and income. Intrauterine hormone-releasing systems (IHRS)
are more effective than other IUDs of the first and second
generation. Levonorgestrel (LNG) releasing intrauterine
systems remain the most effective and promising IHRS,
used worldwide [1-7].

LNG as a component of HCV was chosen because it
is one of the most potent progestins, has a pronounced
affinity for progesterone receptors, and exhibits 100 %
biological activity. It is a synthetic gestagene from the group of
19-norsteroids, the most active of the known gestagens. LNG
has strong antiestrogenic and antigonadotropic effects and
weak androgenic properties. LNG is not metabolized in the
endometrium as fast as progesterone [1, 4]. Its contraceptive
mechanism is based on:

— changes in the viscosity and chemical properties of
cervical mucus (prevention of sperm penetration, as well
as pathogens);

— impaired sperm function, including their motility
(significant suppression of endometrial function can also
contribute to impaired sperm migration into the fallopian
tubes);

— changes in the structure of the endometrium
(inhibition of proliferative processes; suppression of
the mitotic activity of endometrial and myometrial cells;
decidual-like stroma reaction; thickening and fibrosis of
the vessel walls; thrombosis in capillaries; decreased
vascularization; development of atrophic processes and
amenorrhea);

— suppression of antiperistaltic activity of the fallopian
tubes;

— suppression of the hypothalamic-pituitary function
(mild inhibition of LH secretion, changes in the ovulation
process and corpus luteum function).
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The most common adverse effects of LNG include
changes in blood loss, spotting, oligomenorrhea, amenorrhea,
vulvovaginitis, genital tract infections, pelvic infections,
ovarian cysts, dysmenorrhea, breast pain, expulsion IUD
(full or partial), headache, abdominal pain, pelvic pain,
migraine, back pain, blue mood, depression, nausea, acne,
hirsutism [4].

LMG-IUS could be an alternative to hysterectomy and
endometrial ablation for menorrhagia especially among
perimenopausal women [3, 5]. However, since irregular
bleeding is quite common amongst the users of LNG IUS
in the first months after its introducing, this symptom could
mask underlying cervical pathology, e.g. cervical cancer. We
faced two such cases in our practice:

Case 1. Ukrainian female, S., 41 year-old, had
irregular uterine bleeding irresponsible for combined oral
contraceptives during last 18 months. PAP test was negative.
No abnormalities were found during inspection of the cervix.
Patient had intramural fibroid in the fundus with the size 4.3
x 4,9 cm. LNG IUS was introduced for menorrhagia control.
However in two weeks patient came back to a clinic with the
complains to abdominal pain. Pelvic inflammatory disease
was diagnosed, atibiotics non-steroid anti-inflammatory drugs
were recommended. In two months later patient suffered from
irregular uterine bleeding again. Because such manifestation
could occur during 2—-3 months after LNG-IUS introduction
she got instructions to make a new appointment if continuous
bleeding. Advanced medical examination was performed.
PAP-test demonstrated suspicious lesions for neoplasia
with abnormal vessels. The diagnosis of cervical cancer in
stage IIA was approved histologically. The first PAP smear
was false-negative due to blood staining but perhaps this
lady had cervical cancer even before LNG-IUS inserting. A
radical extended hysterectomy was performed in this case.

Case 2. A 32-year-old woman requested insertion of
LNG-IUS due to family issues. She did not report any medical
problems, PAP smear was performed and was negative at
the moment of admission. In a half of year LNG-IUS was
removed due to continuous uterine bleeding. Patient was
recommended to use oral contraceptives. The irregular
bleeding was attributed to LNG-IUS, no PAP-test was
performed. Only in three months after second appointment
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the patient was examined again. We found tenderness during
bimanual palpation and cervical ulceration suspected for
neoplasia. Cervical cytology showed moderate dysplasia
and micro-invasive adenosquamous carcinoma of the cervix
(stage 1IB) was detected after biopsy. Combined treatment
(radical hysterectomy with pelvic node dissection plus
radiotherapy) was performed.

DISCUSSION. Regularily the use of an intrauterine
system can halve the risk of cervical cancer. There is good
reason to believe that the use of an intrauterine system
containing levonorgestrel can reduce the growth of human
papillomavirus into cervical cancer. However, in some
cases vaginal bleeding in carriers of LNG-IUS could be by
mistake accepted as an adverse effect of LNG. Relatively
low sensitivity of PAP smear (50-80 %) could produce
false-negative results, However, repeating PAP test could
significantly improve its diagnostic value.

The advantage of Papanicolaou staining is that the
method allows to evaluate the degree of maturity of the
cytoplasm, while revealing well the nuclei of atypical cells.
The technique allows to diagnose pathology in the early
stages, when almost 100 % cure is possible. In traditional
cytology, a smear is prepared manually. Such a smear
contains not only mucous cells, but also blood elements,
mucus, pathogens (if any), which can complicate the study
and lead to an incorrect assessment of the results. Atypical
cells can be masked by layered cell elements. All these
shortcomings cause not very high information content of
the traditional test. To eliminate errors in the preparation of
smears and their test study, modern medical equipment for
conducting liquid cytology could be used.

The main advantage of liquid cytology is an advanced
automated smear preparation technique. The material is
taken by a special design cyto-brush, which allows to get
material from all areas of the cervix. All material is placed
in a special vial with a stabilizer, in which it is stored for a
sufficiently long time, and can be re-examined if necessary.

CONCLUSIONS.

1. Irregular bleeding requires advanced examination
including repeated PAP-test.

2. Liquid citology method could be a good alternative to
a regular PAP smear.
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