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K CBEJEHHIO ABTOPOB!
[Tpu HampaBiIeHUH CTaThU B PEJAKIMIO HEOOXOAMMO COOIONATh CIIEAYIOIIUE MTPaBUIIa;

1. CraTbs 1omKkHa OBITH IPEJCTABICHA B IBYX SK3EMIUIPAX, HA PYCCKOM MJIM AHIIMHCKOM SI3bI-
Kax, HareyaTaHHas Yepe3 MoJITOpa HHTEPBasia Ha 0HOI CTOPOHE CTAHAAPTHOIO JIMCTA ¢ IMPUHOM
JIEBOTO MOJIsI B TP caHTHMeTpa. Mcrmonp3yemblil KOMITBIOTEPHBIH WPUQT I TEKCTa Ha PYCCKOM U
aHTmiickoM si3pikax - Times New Roman (Kupuiiauma), s TeKCTa Ha TPY3WHCKOM SI3BIKE CIIEAYET
ucrons3oBath AcadNusx. Pazmep mpudra - 12. K pykonucu, HarieyaraHHON Ha KOMIIBIOTEPE, TOJDKEH
ob1Th ipuitosker CD co craTbeit.

2. Pa3mep craTbu 107KEH OBITH HE MEHEE IeCATH U He OoJiee 1BaALATH CTPAHUI] MALIMHOIINCH,
BKJIIOYAs yKa3aTelb JINTepaTyphl H pe3ioMe Ha aHTIIMICKOM, PyCCKOM U TPY3MHCKOM SI3bIKaX.

3. B crarbe 10omKHBI OBITH OCBELICHBI aKTYaJIbHOCTh IAHHOTO MaTepraa, METOAbI U PE3YJIbTaThl
UCCIIEIOBAHUS U UX 00CYyKACHHE.

IIpu nmpencTaBneHny B re4aTh HAYIHBIX IKCIIEPUMEHTATLHBIX pab0T aBTOPHI IOJIKHBI YKa3bIBaTh
BUJ U KOJIUYECTBO SKCIIEPUMEHTAIBHBIX KUBOTHBIX, IPUMEHSIBIIMECS METOABI 00€30011BaHUs H
YCBIJICHHUS (B XOJ€ OCTPBIX OIIBITOB).

4. K crarpe IOMKHBI OBITH MPHIIOKEHBI KPATKOE (HA MOJICTPAHMUIIBI) PE3IOME Ha aHTIINHCKOM,
PYCCKOM U Ipy3UHCKOM $I3bIKaX (BKJIIOUAIOIIEe CIEAYIONINE Pa3ieibl: IeJb UCCIEIOBAHNS, MaTepral u
METOJIbI, PE3yJIBTAThl M 3aKIIFOYCHUE) U CITUCOK KITFoUeBbIX ciioB (key words).

5. Tabnmuip! HEOOXOIUMO MIPEACTABISTE B ITe4aTHOH popme. DoTokonnu He TpuHUMaroTcs. Bee
nu(ppoBbIe, UTOTOBbIE U MPOLEHTHBIE JAHHbIE B TA0JHIAX J0JKHBI COOTBETCTBOBATh TAKOBBIM B
TeKcTe cTaThbu. Tabnuibl U rpad)uKu TOJKHBI OBITH 03araBeHbI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (DOTOKOIMHU C PEHTTEHOTPAMM - B HO3UTUBHOM
n300pakeHUH. PUCYHKH, 9epPTEXH 1 AUAarpaMMBbI CIIEAyeT 03aIIaBUTh, IPOHYMEPOBATh M BCTABUTH B
COOTBeTCTBYMOIIEE MecTo TekcTa B tiff hopmare.

B noanucsx k MukpodoTtorpadusM ciienyeT yKasblBaTh CTEIICHb YBEIMUYESHUS YePEe3 OKYIISP HIIH
00BEKTHB U METOJI OKPACKH MIJIM UMIIPETHAIINN CPE30B.

7. ®aMUIIUU OTEYECTBEHHBIX aBTOPOB MIPUBOMAATCS B OPUTHHAIBHON TPAHCKPUIILINH.

8. I[Ipu opopmnennn u HarpaBneHnn crareid B xypHanm MHI mpocum aBTOpOB cobmronars
HpaBUIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSIX K PYKONHUCSM, IPEACTABISIEMBIM B OMOMEIUIIMHCKHUE
JKypHAJIbD», TPUHATHIX MeXKIyHapOAHBIM KOMUTETOM PEIAKTOPOB MEAMIMHCKUX JKYpHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B xoHIIe Ka)X10l OpUTMHAIBHON CTaThy NpUBOAUTCS Onbimnorpaduueckuii cnucok. B cnimcok naurepa-
TYpPBI BKJIIFOUAIOTCSl BCE MaTepHalibl, HA KOTOPbIE UMEIOTCS CChUIKM B TeKcTe. CIHCOK COCTaBIIsIeTCs B
andaBuTHOM MOpsAAKe U HymMepyeTcs. JlutepaTypHblii HCTOYHMK NPUBOAUTCS Ha sI3bIKE OpUruMHana. B
CIMCKE JINTEPATyPhl CHavYajIa IPUBOISTCS PaOOThI, HAIIMCAHHBIE 3HAKAMU TPY3MHCKOTO andaBuTa, 3aTeM
Kupuuien u naruauneil. CChUIKM Ha IUTUPYEMble pabOThl B TEKCTE CTATbH JAIOTCS B KBaIAPaTHBIX
CKOOKax B BU/IC HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOW padoThI B CITUCKE TUTEpaTypbl. bospmmn-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 32 MOCTCAHNUE S5-7 JIET.

9. ns momydeHHs MpaBa Ha MyONHMKALMIO CTaThs OJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEKJICHUS BU3Y U COIPOBOIUTEIBHOE OTHOILICHHUE, HAIMCAHHBIC WJIM HAalledaTaHHbIC Ha OJIaHKe
Y 3aBEPEHHBIE MOJIHCHIO U NIEYaThIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBIO MPUBEACHBI UX
(amuIMM, UIMEHAa U OTYECTBA, YKa3aHbl CIIyKeOHBIN M JOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble KoopAuHaThl. KonmuuecTBo aBTOPOB (COABTOPOB) HE TOJHKHO MPEBBILIATH IISITH YEJIOBEK.

11. Penakuus ocraBisieT 3a cOO0 MpaBo COKpallaTh U UCIPaBIsTh cTarbi. Koppekrypa aBropam
HE BBICBUIAETCS, BCS paboTa U CBEpKa IPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HemomycTMO HampaBlieHHE B PEJAKIINIO paldOoT, MPEACTABICHHBIX K TeYaTH B WHBIX
M3aTeNbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX M3AHUSX.

Hpﬂ HApymI€HUH YKa3aHHbIX IMPaBUJI CTATbU HE PaCCMaTPUBAIOTCH.




REQUIREMENTS

Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or compu-
ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width, and 1.5 spacing
between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to Georgian and Russian
materials). With computer-printed texts please enclose a CD carrying the same file titled with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink (or
black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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CERVICAL TRANSFORMATION IN ALCOHOL ABUSE PATIENTS

"Lytvynenko M., 2Bocharova T., *Zhelezniakova N., Narbutova T., 2Gargin V.

'Odessa National Medical University, Odessa, *Kharkiv National Medical University, Kharkiv, Ukraine

Alcohol has been the most common substance of use
and abuse in human history and affects many organs [21].
Both acute and chronic alcohol abuse can induce significant
defects in the body’s defense against microorganisms (i.e.,
pathogens) by interfering with multiple aspects of the im-
mune response [8] but especially chronic heavy drinking,
affects all components of the adaptive immune system [15].
Alcohol use disorder is a risk factor for the development of
several types of cancer mainly upper gastrointestinal can-
cers, liver and pancreatic cancers, larynx and lung cancers,
and cervical cancer [22]. Cervical cancer is one of most
common cancer in women worldwide and causal relation-
ship between cervical cancer and infection, which harbors
HPV in up to 99.7% of cases [7,10,19,26], so connection
of cervical neoplasia development and immune status is
reasonably logical.

Cervical cancer progresses slowly from pre-invasive
cervical intraepithelial neoplasia (CIN) to invasive cancer.
Screening asymptomatic women with regular Papanicolau
(PAP) smears allows diagnosis of treatable pre-invasive le-
sions [20]. However, in developed countries, most cases of
cervical cancer occur in women who have not had regular
PAP smear screening as in alcohol abuse. As result devel-
opment of cervical cancer could be more aggressive due
to immune peculiarity and no controlled with detection on
developed stage.

Prognostic signs of different localization carcinoma
are investigated intensively with estimation of features for
different condition and localization [9,17,24]. Compari-
son of different neoplasia such as breast, thyroid, colon,
testis and other [9,16,17,24], the current clinical manage-
ment of genitals malignancies is important for adequate
managements of such patients or even those in need of a
more aggressive treatment [12]. One effective means to
decrease cervical cancer incidence and death is an early
detection of cancer, its precancerous lesions or CIN [5]
with detection of cellular dysregulation, that could be evi-
denced clinically by immunohistochemical study of some
proteins, such as, p16 and Ki67 [13,25]. Named biomark-
ers are important for detection, prognosis, and targeted
therapeutics of cervical neoplastic transformation and
evaluation [1,2].

In connection with the above, the purpose of our work
was detection of cervical neoplastic transformation in
women with alcohol abuse.

Material and methods. We selected 13 cases of
cervical neoplastic transformation (5 cases of invasive
carcinoma and 8 case of CIN) which where detected
occasionally during autopsy of alcohol abuse women
died of chronic alcoholism (alcoholic hepar cirrhosis
mainly). Age of women ranged from 24 to 46 years and
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averaged 32.7 years. Comparison group was formed of
10 women of the same age with cervical cancer occa-
sionally detected during autopsy (course of death was
not connected with alcohol use). Tobacco smoking,
contraceptives (oral contraceptive pills), age of first
sexual intercourse, somatic pathology related (no re-
lated) to alcohol consumption, numbers of pregnancies
were not taken into account.

The material was fixed in 10% neutral buffered for-
malin and Bouin’s fluid for 10-12 hours and embedded in
paraffin. From the prepared blocks made serial sections
thick 5x10¢ m. Slides were stained with hematoxylin and
cosin (H&E). Each block provided from 10 to 40 slides;
only samples showing the original lesion were used. A
total of two blocks were constructed, one with cervical
transformation biopsies and the other with controls in
which the absence of CIN was confirmed by review of the
H&E stained slide. Immunohistochemical examination
(IHC) was performed indirect immunoperoxidase reaction
[3] with monoclonal antibodies (mAb) to Ki-67, p16; all
used mAbs are manufactured by Thermo scientific, USA.
The reaction was visualized using a set of UltraVision LP
Detection System HRP Polymer & DAB Plus Chromogen
(Thermo scientific, USA).

Microscopic study was performed with microscope
«Olympus BX41» followed by morphometric study using
“Olympus DP-soft 3.12” program. Staining was scored in-
dependently by two observers and a high level of concor-
dance (90%) was achieved. All slides were independently
reviewed twice and intra-observer disagreements (< 10%)
were reviewed a third time followed by a conclusive judg-
ment. Evaluation of expression was performed using a
quantitative scale.

Positive Ki67 expression was diagnosed with nuclear
stain in the intermediate and superficial cells. Ki67 staining
in basal or parabasal cell was considered as negative. Posi-
tive p16 expression was interpreted according to presence
(positive or negative), cellular location (nuclear and cyto-
plasmic), staining intensity (weak, moderate and strong)
and dispersion pattern (diffuse or focal). Unstained, focal
or sporadic epithelial staining was considered as negative.
Negative control was performed in the same tissue without
primary antibodies [1,5]. The distribution of p16 positive
cells was evaluated according to the following scale: nega-
tive type of reaction (NT) - up to 5% positively stained
cells, focal (FT) — from 5 till 80% of positive cells, diffuse
(DT) - more than 80% (Fig.).

Counting of number of investigated structures was
performed per 1 x10° m? area of the tissue with coincident
points x100/number total of points on the grid. All values
are expressed as means, standard deviation (SD) and stan-
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dard error of the mean (SEM) for statistical analysis [11].
The accepted level of significance was p<0.05.

The procedure was done strictly in compliance with
the Helsinki Declaration after approval from the Regional
Ethical Review Board at Odessa National Medical Univer-
sity, protocol 3, 17" October 2011.

Results and their discussion. The 13 cases of cervi-
cal transformation in alcohol consumption women were
histopathologically diagnosed as follows: CIN I (3 cases),
CINII (2 cases), CIN III (3 cases), well-differentiated squa-
mous cell carcinoma (3 cases), moderately differentiated
squamous cell carcinoma (2 cases). As a result of IHC it
has been detected that positive Ki-67 reaction is presented
only in isolate nuclei of the basal and parabasal layer cells
with low or moderate reaction intensity in the non injured
squamous epithelium of cervix. On cases of CIN I, cells
with a positive staining have been located predominantly in
the parabasal layer. In some cases, there are single cells with
more weakly colored nuclei in the middle and superficial
layers of the epithelium. CIN II has been characterized by
cells with a positive nuclear reaction to Ki-67 from 1/3 to
2/3 of the thickness of the epithelial cervix layer. For that
degree of CIN, increased number of Ki-67 positive nuclei
is observed in different epithelial layers with the majority
of cells containing the IGH tag localized in the central
parts of epithelium. High intensity of the Ki-67 reaction
has been observed in majority cases despite of comparison
group where intensity has been detected moderate mainly
in that degree of CIN.

Dysplastic cells with nuclei that react positively to Ki-
67 have been detected in all, mainly external, layers of the
epithelium with high intensity of expression in CIN III. In
some cases, the cells of the basal layer are Ki-67-negative
in comparison group. There are no cases with low intensity
of reaction in investigated group. Evaluation of expres-
sion for immunohistochemical staining to Ki-67 in CIN is
presented in Table.

Squamous cell carcinoma has been characterized Ki-
67 nuclear staining and present in 79.4% of cells (compar-
ison group 69.3% of the cells, p<0.05) of well-differenti-
ated squamous carcinoma (Table). Simultaneously, there
is a significant difference in the distribution pattern of Ki-

67 in the cervical cancer versus normal cervical epitheli-
um. So, the Ki-67 positive cells were confined to the basal
epithelial layer in the normal cervical tissue whereas, in
the cervical cancer specimens, Ki-67 expression was dif-
fuse and present in the majority of cancer cells (Fig.) from
the basal aspect to the surface of the malignant tumor that
accord to literature data [1].

The p16-positive immunostain was diffuse and strong
at nuclear and cytoplasmic localization, without differences
regarding the intensity of reaction in different level of dif-
ferentiated squamous cell carcinoma degree for first point
of view. Simultaneously we observed weak intensity stain
in the cytoplasm and nucleus of non-epithelial cells, such
as fibroblasts, inflammatory cells, vascular endothelial
cells. It has been found that in all cases with unchanged
epithelium, there is no positive reaction with this antibody.
Two variants of the reaction (NT and FT) have been identi-
fied in CIN I. Most often NT is occurred, in which nega-
tive staining has been observed along with observations
with a weak reaction of less than 5% of basal cell cells. In
cases with FT staining, a reaction has been observed more
often of a weak intensity, mainly in the cells of the basal
and parabasal layers of epithelium, along with a moderate
intensity and positive reaction of the cells in the middle
and superficial layers.

In the CIN II group, we found all three possible stains
-NT, FT and DT. The reaction has been detected mainly in
the lower % or Y2 of epithelium in observations with DT and
FT staining (Fig.), the staining intensity is mostly moderate,
although a reaction of both weak and high intensity has
been observed also. In cases with NT staining, the basal
layer cells are poorly stained.

DT reaction has been predominated in cases of CIN
III, FT has been observed also. In absolutely majority of
cases, DT has been dominated by an intensive reaction in
the cells of the whole epithelium sequence, and a moderate
and high intensity reaction has been observed in the lower
half of the epithelial layer. In some cases, we observe the
absence of staining in the areas of the superficial layer along
with the intensive reaction of most cells. The intensity of
the reaction is predominantly moderate and pronounced in
cases with FT staining.

Table. Evaluation of expression for immunohistochemical staining (% of positive cells)

Ki-67 p16
Histological types Comparison Alcohol Comparison Alcohol
group group group group
CINI 13.742.1 29.144.6* 16.1+2.7 26.2+5.8%
CINII 29.543.6 49.3+3.9%* 60.3£3.1 82.4+4.2%
CIN 1II 54.2+4.1 68.5+5.2 82.3+4.0 89.3+5.0
Well-differentiated squamous cell carcinoma 69.3+2.9 79.4%=+3.1%* 91.244.6 92.1+4.7
Moderately differentiated squamous cell carcinoma 75.7+¢4.1 89.7+4.3* 93.745.1 94.8+5.9

* - p<0.05 significant between groups with and without alcohol abuse
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in well-differentiated squamous cell carcinoma, immunohistochemical study of p16, magnification x100 (a),
moderate proliferative activity in CIN III, immunohistochemical study of Ki-67, magnification x200 (b); localization
of p16 positive cells in CIN III, immunohistochemical study of p16, magnification x100, (c),; high proliferation
of well-differentiated squamous cell carcinoma, immunohistochemical study of Ki-67, magnification x200, (d)

DT staining has been encountered in all cases of
cervical carcinoma with an intensive reaction in the
cells of the entire epithelium. There is an increase in the
intensity of the cytoplasmic reaction and an increase in
the number of positively stained cells in zones with a
tendency or suspected invasion. Different patterns of
pl6 signal were observed based on cellular location
(nuclear and cytoplasmatic), staining intensity (weak,
moderate and strong) and dispersion pattern (diffuse
or focal). Percentage of cell with positive p16 stain-
ing was uneven in investigated groups as and Ki-67
expression (Table).

Significantly elevated incidence rate was found
for cervical cancer due to compare the cancer mor-
bidity in a large cohort of patients with alcohol use
disorders [22]. However, such studies are difficult to
interpret, because several factors affect antitumor im-
munity in human alcoholics, including malnutrition,
vitamin deficiencies, and liver cirrhosis [15]. Women
with alcohol abuse could be characterized increased
risk of developing certain malignancies as result of their
immune disorders development. Alcohol can modulate
the activities of all of these cell populations by affecting
the frequency, survival, and function of most of these
cells, thereby interfering with pivotal immune responses.
Emerging evidence also suggests that alcohol may affect
immune functions by altering the balance and interac-
tions between the host immune system and the entirety
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of microorganisms found in the host [21] that could be
resulted in malignancies development.

These malignancies are commonly human papil-
lomavirus (HPV)-related reflecting the high rate [10].
Due to immunosuppressive effects of alcohol use these
women also have a high incidence of premalignant HPV-
related changes, such as high-grade squamous intraepi-
thelial lesions as diagnosed on Pap smears and cervical
intraepithelial neoplasia on cervical biopsy. Screening
recommendations for alcohol abuse women reflect the
need for vigilance in detecting and treating these lesions
early. In addition, recent interest has focused on the use
of cervical cancer screening, employing HPV-testing
techniques, and on HPV vaccination in younger
women to prevent initial infection and the subsequent
development of cervical and other HPV-related can-
cers. Risk factors for cervical cancer include sexual
intercourse at an early age, multiple sexual partners,
tobacco smoking, long-term oral contraceptive use,
low socioeconomic status, immunosuppressive ther-
apy, and micronutrient deficiency [6]. Alcohol con-
sumption, on the other hand, could not significantly
appear to be related to risk of cervical abnormality.
The notable exception was severe dysplasia, where a
significant linear trend was observed with increasing
frequency of consumption.

Proliferation of appeared malignant tumor is im-
portant characteristic for prognosis. Ki-67 is a nuclear
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protein associated with cell proliferation and ribosomal
RNA transcription. It is found in all active phases of
the cell cycle and increasing the fraction Ki-67 posi-
tive tumoral cells is associated with a worsening of
the prognosis for course of tumor [18]. Status of Ki-67
could be detected as an independent predictor disease
free survival and presence of numerous Ki-67 positive
stained cells is expected results for developed cervical
carcinoma in our slides [7].

Level of Ki-67 is progressively increased in both
investigated groups, but level of proliferation is sig-
nificantly higher in group with alcohol abuse. So, per-
centage of cell with positive staining Ki67 was ranged
from 29.1% to 89.7% in alcohol abuse group despite
ranged from 27.41% to 75.3% in comparison group. It
should be noted that dysplastic cells have been revealed
with positively responding nuclei to Ki-67 in all cases,
mostly outside, layers of the epithelium, the intensity
of the reaction was moderate and high in peritumoral
tissue. Simultaneously, positive staining p16 was ranged
from 26.2% to 94.8% in alcohol abuse group despite
ranged from 16.1% to 93.7% in comparison group with
some peculiarities of staining localization and spread-
ing. Mucosal organ “leakiness” resulting from chronic
alcohol exposure also contributes, through a variety of
mechanisms, to the cervical injury, a serious complica-
tion frequently associated with previous processes in
cervix. Alcohol abuse also affects the tight junctions
between the epithelial cells.

The rates of p16 and Ki67 expressions were di-
rectly associated with the severity of cervical lesions
but should be interpreted result with caution [5]. There-
fore, pl6 overexpression, identified by immunostain-
ing or enzyme-linked immunosorbent assay, can be
considered as a marker of HPV infection and of acti-
vated expression of viral oncogenes and virus-induced
cell cycle deregulation [14,23]. So, we observed sig-
nificant difference between histological subgroups for
Ki67 and p16. Such result must be evaluated carefully
as there are data that meta-analysis of pl16 overexpres-
sion could be associated with a favorable prognosis in
patients with cervical cancer. Assessment of pl6 ex-
pression could provide better prognostic information
for patients with cervical cancer. Large scale, multi-
centre and well-matched cohort studies are warranted
to clarify the prognostic effect of p16 expression on the
outcome of cervical cancer [4]. Simultancously such
hesitation of pl16 could be result of influence alcohol
abuse. Our results revealed that pl6 is overexpressed
in the cervical cancer and precancerous lesions due to
alcohol consumption.

Conclusion. There are some peculiarities in
development of cervical cancer in women with al-
cohol consumption. Level of cellular proliferation
is significantly higher with positive staining Ki67
ranged from 29.1% to 89.7% in alcohol abuse group
despite ranged from 27.41% to 75.3% in comparison
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group. Simultancously, positive staining pl6 was
ranged from 26.2% to 94.8% in alcohol abuse group
despite ranged from 16.1% to 93.7% in comparison
group. Diffuse staining with p16, specific gravity of
cells with positive IHC reaction with this protein and
high reaction intensity can be used as a specific and
sensitive method for detecting CIN III and invasive
carcinoma in alcohol abuse.
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SUMMARY

CERVICAL TRANSFORMATION IN ALCOHOL ABUSE PATIENTS

"Lytvynenko M., 2Bocharova T., *Zhelezniakova N., 'Narbutova T., 2Gargin V.

'Odessa National Medical University, Odessa; *Kharkiv National Medical University, Kharkiv, Ukraine

Patients with alcohol consumption have unclear risk
of developing cervical cancer. The purpose of our work was
detection of cervical neoplastic transformation in women
with alcohol abuse.

We investigated 13 cases of cervical neoplastic trans-
formation (5 cases of invasive carcinoma and 8 case of
cervical intraepithelial neoplasia (CIN)) which where de-
tected occasionally during autopsy of alcohol abuse women.
Microscopic investigation with immunohistochemistry
(IHC) was performed indirect to Ki-67, p16.

There are some peculiarities in development of
cervical cancer in women with alcohol consumption.
Level of cellular proliferation is significantly higher

with positive staining Ki67 ranged from 29.1% to 89.7%
in alcohol abuse group despite ranged from 27.41% to
75.3% in comparison group depend of transformation
stage. Simultaneously, positive staining p16 was ranged
from 26.2% to 94.8 % in alcohol abuse group despite
ranged from 16.1% to 93.7% in comparison group.
Diffuse staining with p16, specific gravity of cells with
positive IHC reaction with this protein and high reac-
tion intensity can be used as a specific and sensitive
method for detecting CIN III and invasive carcinoma
in alcohol abuse.

Keywords: Cervical neoplasia, Cancer, human im-
munodeficiency virus, proliferation, Ki67, p16.

PE3IOME

TPAHC®OPMAIIUS EAKU MATKH Y BOJIbHBIX AJIKOT'OJIM3MOM

ITurBunenxko M.B.,’bouaposa T.B., 2Kene3usikosa H.M., 'HapoyroBa T.E., 2I'apruu B.B.

'O0eccruil HayuoHanbHbIT MEOUYUHCKULL YHUGEPCUMENI,
2XapvKosckuil HAYUOHATbHBIN MEOUYUHCKUL yHUGepcUumem, Ykpaurna

Puck pa3Butus paka MIEHKU MaTKu y JuL, 3JI0yIIO-
TPEOJISIIOLIMX aJIKOTOJIEM, IO Ceil JIeHb OCTAeTCs JMCKY-
TaOeIbHBIM.
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Ilenbro uccienoBaHus sIBUIOCHh U3yUYEHUE OIlyXOJle-
BOU TpaHC(hOpMaIMU WK MATKU Y >KSHIIMH, 3JI0yII0-
TPEOIAIONINX ATKOTOJIEM.
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UccnenoBano 13 ciyyaeB 1epBUKaIbHOW HeOIIa-
CcTHYCCKON TpaHcopmaruu (5 cilydacB WHBAa3HBHOM
KapLUUHOMBI U 8 - IEPBUKAJBbHONH HHTPA’MUTEIHATIBHOM
Heorutazuu - CIN), KoTopble CiTydaifHO BBISIBIEHBI BO Bpe-
Ms BCKPBITHS JKCHIIWH, 3JI0YHOTPEONSBIINX aJIKOTOJIEM.
[IpoBeneno Mmukpockonudeckoe uccienopanne Ki-67,
pl6 c ucnons3oBanueM uMMmyHoructoxumun (UI'X).

VY KEeHIIUH, 3JI0yHOTPeOIABIINX AJKOTOJIEM,
pa3BUTHE paka MIEHKH MATKH XapaKTepH3yeTcs 0Co-
OCHHOCTSAMH. YPOBCHb KJICTOUYHOH mponudepanuu
y HHUX 3HAYUTENBHO BBINIEC C MOJOXKUTEIbHBIM OKpa-
muBanveMm Ki-67 B nuanasone or 29,1% mno 89,7%,

B TIpyNIe CpaBHEHHUSA ATOT IOKa3aTeslb HaXOIUTCS
B npenenax 27,41%-75,3% B 3aBUCHUMOCTH OT CTa-
qun tpanchopmanuu. [lojgoXuTenbHOE OKpaminBa-
HUe pl6 B OCHOBHOI rpymnme Bapeupyer oT 26,2%
no 94,8%, B rpynmne cpaBHeHus - 16,1-93,7%. dud-
¢y3Hoe okpammuBaHue pl6, yaenbHBII BEC KIETOK C
nosioxkurtenbHoil MI'X peakuueil Ha 3TOT peunenTtop
M BBICOKAsi MHTEHCUBHOCTH PEAKI[UU MOTYT OBITH HC-
MOJIb30BAaHbl KaK crenuduueckuii Mapkep BbIsBIIE-
HUS LEPBUKAIbHONW MHTPA’NUTEINAIBHON HEOIUIa3uU U
WHBA3MBHOW KapPUMHOMBI €KW MAaTKU NPU 3JI0YHO-
TpeOIeHUN aIKOTOJIEM.
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