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K CBEAEHUIO ABTOPOB!
[Ipu HampaBIeHUY CTAaTbH B PEAAKITHIO HEOOXOINMO COOITIOATh CISAYIONINE TIPABHIIA;

1. CraTps 1oyKHA OBITH MPECTABICHA B IBYX DK3EMILISIPAX, HA PYCCKOM MJIM aHTIIUHCKOM SI3bI-
Kax, HarleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OHOIl CTOPOHE CTAHIAPTHOIO JIUCTA ¢ INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBIH WPUQT U1 TEKCTa Ha PYCCKOM U
anruiickoM sizpikax - Times New Roman (Kupuaauima), Ui TekcTa Ha TPY3UHCKOM SI3BIKE CIIETyeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykornrcu, HaneyaraHHOW Ha KOMITBIOTEPE, JTOJDKEH
o51Th IprTO’keH CD co crarbeit.

2. Pa3mep craTbu 10TKEH OBITH HE MEHEE IECSTH 1 He OoJiee 1BaALaTH CTPaHUI] MAIIHOIINCH,
BKJIIOUAsl yKa3arellb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPY3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIIEHBI AKTYyaIbHOCTh JJAHHOTO MaTepHalla, METO/IbI U Pe3YIIbTaThI
UCCIIeIOBaHUS U MX 00CYKACHHE.

[Ipu npencTaBIeHNN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJIMYECTBO IKCIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIIHECS METOABl 00e3001MBaHUs U
YCBIMICHHUS (B XOJ€ OCTPBIX OIBITOB).

4. K crarbe JOIKHBI OBITH IPUIIOKEHBI KpaTKoe (Ha MOJICTPAaHUIIbI) Pe3OMe Ha aHIIIMICKOM,
PYCCKOM M I'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIEIYIOLINE pa3aesbl: Lieb UCCIeI0BaHNs, MaTepHua U
METO/IBI, PE3YJILTAThI M 3aKIFOUSHHE) U CIIUCOK KITtoueBbIX ciioB (key words).

5. Tabnuupl HEOOXOIUMO NPECTABIATE B Ie4aTHOM hopme. DoTokonuu He TpuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOTKHBI OBITH 03aryIaBICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (DOTOKOIHMHU C PEHTTEHOTPAMM - B HO3UTUBHOM
n300paxeHnH. PUCYyHKH, YepTeKU U IuarpaMmbl CIeLyeT 03arIaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff hopmare.

B noanucsix k MukpogotorpagusaM cieayeT yKa3bBaTh CTEIICHb YBEIMUCHHUS YePEe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIPETHALIUH CPE30B.

7. ®aMUIIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJATCS B OPUTHHAIBHON TPAHCKPUIILINH.

8. I[Ipu opopmnennn u HarpaBneHun crtared B kypHanm MHI nmpocum aBTOpOB cobmronars
NpaBuIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSAX K PYKOMHUCSM, IPEACTABISIEMBIM B ONOMEIUIIMHCKHUE
JKYpHAJIbD», TPUHATHIX MeXKIyHapOAHBIM KOMHUTETOM PEIaKTOPOB MEAMLMHCKUX JKYpPHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIe Kax /101 OPUTHHATIBHOM CTaThU MPUBOIUTCS OMOIHOrpadguyeckuii cucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPbIE UMEIOTCS CChUIKU B TeKcTe. CIHCOK COCTaBIsIeTCs B
andaBUTHOM MOpsAKEe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK IPUBOAUTCS Ha sI3bIKE OpUrMHana. B
CIMCKE JINTEPATyPhl CHavYajIa MPUBOIATCS PaOOThI, HAIMCAHHBIE 3HAKAMU TPY3MHCKOTO anaBuTa, 3aTeM
KApuuien u naruauned. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTATbH JAIOTCS B KBaIPaTHBIX
CKOOKax B BU/I€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmh-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 32 IMOCTETHNUE 5-7 JIET.

9. ns momydeHus MpaBa Ha MyONHMKALMIO CTaThs TOJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJICHUS BU3Y U CONPOBOIUTEIBHOE OTHOILICHHUE, HAIMCAHHBIC WJIM HAlledaTaHHbIC Ha OJIaHKe
Y 3aBE€PEHHBIE MOJIHCHIO U NIEYaThIO.

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

11. Penakuus ocraBisieT 3a cOO0 MpaBo COKpallaTh U UCHPaBIATh cTarbi. Koppekrypa aBropam
HE BbICBUIAETCS, BCS paboTa U CBEpKa MIPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HenomycTuMO HarpaBiieHHE B pefaklMIo padoT, MPeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeIbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX M3IAHUSX.

Hpﬂ HApyHI€HUU YKa3aHHbIX IPaBUJI 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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PHOTODYNAMIC THERAPY IN TREATMENT OF PATIENTS WITH PREMALIGNANT
VULVAR DISEASES. FIRST EXPERIENCE OF THE METHOD APPLICATION IN UKRAINE

"Tatarchuk T., 'Dunaevskaya V., *Tzerkovsky D., 3Zakharenko N.

IState Institution “The academic O. Lukianova Institute of Pediatrics, Obstetrics and Gynecology of the NAMS of Ukraine”’;
’N.N. Alexandrov National Cancer Center of Belarus Lesnoy, Republic of Belarus,
3”Center of Innovative Medical Technologies of the National Academy of Sciences of Ukraine”

In recent years, there has been a steady increase in the inci-
dence of vulvar dystrophic diseases, which, according to various
sources, occupy from 3% to 10% in the gynecological pathology
structure [1]. This pathology, united by the general term “dys-
trophic diseases”, includes lichen sclerosus (lichen, kraurosis),
squamous cell hyperplasia (leukoplakia) and vulvar intraepithe-
lial neoplasia (VIN) [2]. The lichen sclerosus is the main mani-
festation of squamous cell hyperplasia - a dystrophic disease in-
cluding lesions of stratified flat non-keratinized epithelium. VIN
is a premalignancy characterized by lesions of stratified squa-
mous epithelium with impaired stratification without affecting
the basement (basic) membrane in the pathological process [1].
This group of diseases is characterized by a fairly high risk of
malignant transformation: according to various sources the risk
of malignancy against the background of kraurosis and lichen
sclerosus ranges from 5% to 9%, for VIN - from 6% to 18%, and
when both processes are combined - over 50% [3].

Conventionally, all treatment methods for lichen sclerosus
and VIN can be subdivided into conservative and surgical.

So far, the main approach in squamous cell hyperplasia treat-
ment is vulvectomy with histological verification of the re-
moved foci. Laser CO, coagulation/vaporization, high-intensity
focused ultrasound therapy have certain therapeutic potential.
Despite the relatively high efficacy, surgical intervention is con-
nected with trauma, risk of complications and unsatisfactory
cosmetic results (in a certain percentage of cases). The use of la-
ser and ultrasound technologies does not allow have an effect on
the etiopathogenetic mechanisms of the disease development.
It is also worth noting that the frequency of local recurrences
remains high: according to Mahner S., when using operational
equipment, at least 30%; with laser or ultrasound use - from 15
up to 48% - according to Hillemanns P. [4, 5].

Thus, non-conservative methods of VIN treatment include
surgical intervention: in case of VIN Grade II and III at repro-
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ductive age, for the patients with a large area of pathologically
altered tissues, either surgical excision within normal tissues or
superficial vulvectomy with plastic reconstruction of the defect
can be performed. However, in comparison with other methods
of treatment, surgical intervention is traumatic, having high rate
of postoperative complications and, in some cases, poor func-
tional and cosmetic results [6].

Electrocoagulation using high-frequency RF range currents
has a certain therapeutic potential. However, this method of
treatment is characterized by poorly-controlled depth of impact
on pathological tissues, frequent local recurrences and compli-
cations (cicatricial deformities, non-healing lesions, etc.) [6].

It is also possible to use the cryodestruction method, but at the
same time, the use of liquid nitrogen has a negative effect on the
skin recovery processes and is characterized by a long healing
period of the wound surfaces [6].

It is worth to mention the use of high-energy CO, lasers in the
treatment of VIN. Despite the relatively high therapeutic effi-
cacy of this method, its serious disadvantages include likelihood
of bleeding during the removal of large areas of pathological
foci, development of scarring processes and high percentage of
local recurrences [6].

A certain role in the treatment of VIN is given to the use of
5% Imiquimod cream (especially for hyper-pigmented forms of
the disease). However, in some cases, the resistance to the use
of this medication and relatively high rate of local recurrences
are noted [7].

All this underlines the necessity to search for new methods of
treatment for this pathology. One of them is photodynamic ther-
apy (PDT) — a treatment method based on the local or systemic
(intravenous) introduction of a special medicinal product called
photosensitizer (PS) into the patient’s body with subsequent ir-
radiation of pathologically altered tissues with laser radiation
having specific wavelength. PS has the ability to accumulate se-
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lectively in the tumor or pathologically altered tissues, and the
process of their irradiation triggers a cascade of complex photo-
chemical reactions in the tumor cell. These reactions are associ-
ated with the toxic effect of the resulting active oxygen forms
leading to its death. PDT can have both a direct cytotoxic effect
- resulting in apoptosis and autophagy of the tumor cell - and an
indirect one, associated with impaired blood supply to the tumor
tissue and subsequent ischemic necrosis [8].

The main objective of this research is clinical approbation,
assessment of the tolerability and efficacy of using the PDT
method in patients with vulvar premalignancies.

Material and methods. The study included 10 patients with
morphologically verified diagnoses of “intraepithelial vulvar
neoplasia (VIN-II)”, mixed vulvar dystrophy (lichen sclerosus
and squamous cell hyperplasia) and “in-situ vulvar cancer”. The
patients’ age range was 31 to 67 (average age was 53.3 £ 3.6
years). The diagnosis was established on the basis of the medical
history, clinical examination and patients’ complaints, vulvosco-
py and morphological (histological and/or cytological) exami-
nation of pathologically altered vulvar tissues. The main criteria
for the inclusion of patients in the PDT study were histological
and cytological confirmation of the diagnosis, the absence of se-
vere comorbidity and the written consent to the treatment.

All therapeutic and diagnostic manipulations were carried
out after the patients were provided with full information about
the photosensitizer, the PDT method, possible benefits, risks,
adverse reactions and complications, as well as the duration of
follow-up visits and compliance with remedial recommenda-
tions. All the patients signed a written consent for the PDT treat-
ment. All manipulations were performed in accordance with the
Helsinki Declaration of the World Medical Association (1964,
revised in 2013).

Fotolon® medicinal product (produced by Belmedpreparaty
Pharmaceutical Company, the Republic of Belarus) - which is
trisodium Ce6 chlorin salt complex with low molecular polyvi-
nylpyrrolidone - was used as a PS. It was dissolved in 200 ml of
physiological saline and was being injected intravenously over
30 minutes at doses of 1 to 2.5 mg per 1 kg of a patient’s body
weight in low-light conditions.

A PDT session was performed 3 hours after finishing the PS
infusion using the Lika-surgeon versatile laser coagulator (made
by Fotonica Plus, Ukraine, . = 660nm). The size of photo-irra-
diation areas (fields) varied from 1 to 3 cm, the number of the
areas ranged from 2 to 5, the radiation power was 0.4 W, the ex-
posure dose of light varied from 100 to 150 J/cm?* The duration
of the session depended on the degree of prevalence of patho-
logical foci and lasted 10-30 minutes depending on the number
of radiation areas. Normal tissues of the vulva with a minimum
distance of 5 mm from the edges of the affected areas were in-
cluded in the photo-irradiation area. Due to high sensitivity of
the photo-irradiation areas, non-narcotic analgesic medications
were premedicated 15-30 minutes before the PDT session to re-
lieve the pain (dexalgin 50 mg/2 ml, 2 ml ampulla; ketolong 3%
30 mg/ml, 1 ml ampulla; nalbufin 10 mg/ml, 1 ml ampulla).

The tolerability of PDT was evaluated based on the frequency
and severity of adverse reactions and complications of the treat-
ment carried out based on the analysis of the CTCAE criteria
(version 3.0).

Evaluation of the PDT efficacy was made based on the pres-
ence/absence of complaints, visual observation data about the
change in the area of the treated pathological foci and using the
data of the morphological study conducted 3 and 6 months after
the treatment (The WHO criteria):
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 complete regression (CR) - absence of all signs of the dis-
ease after 100% regression of pathological foci 3 months after
PDT, confirmed 6 months after the treatment;

« partial regression (PR) - a decrease in the total size of pathologi-
cal foci by 50% or more, followed by stabilization, established in 3
months and confirmed 6 months after the PDT session;

» Absence of effect (AE) - a decrease in the total area of the
pathological foci by less than 50%, a state without a decrease or
increase in the area of the pathological foci.

Results and discussion. In 100% of the cases, no symptoms
of skin photo-toxicity (itching, hyperemia of open skin areas,
soft facial tissues swelling, etc.) were recorded. During intrave-
nous infusion of PS and the period of time before the PDT ses-
sion, the general condition of the patients was satisfactory. There
were no cases of allergic reactions accompanied by pronounced
dysfunction of vital organs (such as angioedema, urticaria, arte-
rial blood pressure fall, bronchospasm, etc.). Despite the pre-
medication procedure performed prior to the PDT session, all
the patients had a moderately pronounced pain syndrome (I-1I
degree). During the post-procedure period, analgesics were
prescribed to all patients (dexalgin 50 mg/2 ml, 2 ml ampulla;
ketolong 3% 30 mg/ml, 1 ml ampulla; nalbufin 10 mg/ml, 1 ml
ampulla).

After the end of the PDT session, all the patients had a moder-
ately pronounced edema in the areas of photo-irradiated patho-
logical tissues. Within 1-5 days after the treatment, dark brown
or black photochemical necrosis area started to form.

During the follow-up observation, conducted 3 and 6 months
after the session, remission of clinical symptoms of the disease
(vulvar itching) in the treated pathological foci was observed
in patients with premalignant vulvar diseases (in all 10 cases).

The data on the clinical and morphological efficacy of the
PDT treatment method are presented in Table.

It is worth noting that the lack of PDT efficacy in 3 cases is as-
sociated with the use of subtherapeutic doses of Fotolon® PS (1
mg/kg). That is the reason why a lack of treatment efficacy (PR
or AE) was recorded in these patients. The use of therapeutic
doses of PS and 130 J/cm? or higher photo-irradiation exposure
doses allowed to achieve both clinical and morphological CR 3
and 6 months after the treatment.

During the control (follow-up) study conducted in 3 months,
the following results were recorded for the patients with VIN
grade II (clinical) CR were recorded in 40% of cases (n=2), PR
-40% (n=2), AE - 20% (n=1); (morphological) CR - 60% (n=3),
AE - 40% (n=2). The presence of PR and AE is attributed to the
use of subtherapeutic PS dose.

During the control study conducted in 6 months, the following
results were recorded for the patients with VIN grade II (clini-
cal) CR were recorded in 60% of cases (n=3), PR - 20% (n=1),
AE - 20% (n=1); (morphological) CR - 60% (n=3), AE - 40%
(n=2). The presence of PR and AE is attributed to the use of
subtherapeutic PS dose.

Two patients with mixed vulvar dystrophy after 3 and 6
months had both clinical and morphological CR (with PS dose
of 2.5 mg/kg and exposure doses of 150 J/cm?). Within the spec-
ified time period, PR was noted in 1 patient due to the preva-
lence of the pathological process and the use of a subtherapeutic
dose of PS (1 mg/kg).

After 3- and 6-month terms both clinical and morphological
CR (with PS dose of 2.5 mg/kg and exposure doses of 130-150
J/ecm?) were noted in 2 patients with vulvar cancer in-situ.

The results obtained are graphically illustrated in Figures 1,
2,3.
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Table. Results of the PDT treatment in the patients with vulvar pathology

Irra- Efficacy*
Pati Age, .. . . Fotolon diation linical hological
atient years Clinical diagnosis dose, mg/ dose, clinica morphologica
kg J/em? | in90days | in 180 days | in 90 days | in 180 days

B. 67 VIN grade II 2,5 150 PR CR CR CR
T. 51 VIN grade II 1 100 AE AE AE AE
P. 56 VIN grade II 2,5 130 CR CR CR CR
Yu. 31 Mixed vulvar dystrophy 1 100 PR PR PR PR
S. 58 Mixed vulvar dystrophy 2,5 100 CR CR CR CR
58 Vulvar cancer in situ 2,5 150 CR CR CR CR
P. 50 Mixed vulvar dystrophy 2,5 130 CR CR CR CR
D. 37 Vulvar cancer in situ 2,5 150 CR CR CR CR
Sh. 63 VIN grade II 1 150 PR PR AE AE
Ch. 62 VIN grade II 2,5 150 CR CR CR CR

* CR - complete regression, PR - partial regression; AE — absence of effect

4 B A ' B

Fig. 1. Patient S., 70 years old. Clinical diagnosis: lichen Fig. 2. Patient T., 61 years old. Clinical diagnosis: mixed vul-
sclerosus. A - 7 days after PDT (100 J/cm?); var dystrophy (lichen sclerosus and squamous cell hyperplasia)
B - 3 months after PDT A - before PDT; B - 3 months after PDT(100 J/cm?)

A B C
Fig. 3. Patient D., 37 years old. Clinical diagnosis: Ca in situ vulvar vestibule.
A - before PDT; B - 7 days after PDT (150 J/cm?);
C - 3 months after PDT
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All the patients who underwent PDT treatment should follow
the following recommendations:
compliance with the daylight restriction mode for 3-4 days;
adequate pain treatment (dexalgin 50 mg/2 ml, 2 ml ampulla;
ketolong 3% 30 mg/ml, 1 ml ampulla; nalbufin 10 mg/ml, 1 ml
ampulla); hygiene; sexual continence; rapid epithelialization
medications (10% Synthomycin liniment for 1-2 weeks; Methy-
luracil with Miramistin ointment for 3-4 weeks).

Conclusion. The results obtained in foreign studies testify to
the fact that the PDT method is a well-tolerated and rather effec-
tive option of organ-preserving treatment of patients with vulvar
lichen sclerosus and different grades of VIN. At the moment, the
results of a number of papers showing the positive aspects of us-
ing PDT with various classes of photosensitizing agents (includ-
ing 5-aminolevulinic acid and its derivatives, chlorine PS, etc.)
have been published. The authors noted a rather high occurrence
of complete clinical and morphological regressions when using
PDT in these categories of patients [9, 10, 11, 12, 13, 14].

In view of the small sample of patients, the results obtained
in our study at the moment do not allow us to draw far-reaching
conclusions. However, it is possible to state that the PDT meth-
od is a well-tolerated and potentially effective option for treating
patients with vulvar lichen sclerosus and VIN [16,17].

It seems expedient to streamline photo-irradiation regimes of
pathologically altered tissues and to determine the main indica-
tions for using the PDT method in these categories of patients.

In our opinion, the main indications for the use of PDT in the
treatment of vulvar lichen sclerosus and VIN are
« histologically verified diagnosis;

« any degree of severity (grade I, II, III) or prevalence of the
pathological process;

« inefficiency of previously applied treatment methods;

« presence of contra-indications to the use of traditional methods
of treatment;

« refusal of a patient from surgical intervention.
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SUMMARY

PHOTODYNAMIC THERAPY IN TREATMENT OF PA-
TIENTS WITH PREMALIGNANT VULVAR DISEASES.
FIRST EXPERIENCE OF THE METHOD APPLICATION
IN UKRAINE

"Tatarchuk T., 'Dunaevskaya V., *Tzerkovsky D.,
3Zakharenko N.

IState Institution “The academic O. Lukianova Institute of Pe-
diatrics, Obstetrics and Gynecology of the NAMS of Ukraine”;
’N.N. Alexandrov National Cancer Center of Belarus Lesnoy,
Republic of Belarus; *”’Center of Innovative Medical Technolo-
gies of the National Academy of Sciences of Ukraine”

The aim of the study is to evaluate the tolerability and effec-
tiveness of photodynamic therapy (PDT) of patients with prema-
lignant diseases of the vulva.

The study was performed on 10 patients on the basis of the
National Cancer Institute of Ukraine (Kyiv). The age of patients
ranged from 31 to 67 years old (mean age: 53.3+3.6 years old).
The diagnosis was made on the basis of medical history, com-
plaints and clinical examination of patients, vulvoscopy and the
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results of morphological examination of pathologically altered
vulvar tissues. A drug of the chlorine series “Photolon” (RUE
“Belmedpreparaty”, Republic of Belarus) in doses from 1 to 2.5
mg/kg was used as a photosensitizer (FS). Photoirradiation of
pathologically altered foci was performed 3-4 hours after the
end of the infusion of FS using a laser coagulator universal
“Lika-surgeon” (“Photonics Plus”, Ukraine, A = 660 nm) with a
radiation power of 0.4 W in exposure doses of 100 up to 150 J/
cm?. PDT tolerability was assessed basing on the frequency and
severity of adverse reactions (CTCAE, version 3.0). The effec-
tiveness of PDT was assessed basing on the presence / absence
of complaints, data from visual observation of changes in the
area of treated lesions and morphological examination data at 3
and 6 months after treatment (WHO criteria).

No serious adverse reactions associated with the introduc-
tion of FS and PDT session were observed: no allergic reactions
(Quincke’s edema, urticaria, drop in blood pressure, broncho-
spasm), no symptoms of skin phototoxicity. In the specified con-
trol patients’ observation terms, the remission of disease clinical
symptoms (an itch in the area of vulva) in the treated pathologi-
cal centers as well as high frequency of clinical and morphologi-
cal regressions were noted.

The obtained results indicate the relevance and prospects of fur-
ther research in the field of laser technology and PDT as options
for organ-preserving treatment of premalignant diseases of vulva.

Keywords: photodynamic therapy, patients, premalignant
vulvar diseases.

PE3IOME

DOOTOJUHAMUYECKAS TEPAIIUSI B JIEHEHUU
BOJIbHBIX C INPEAPAKOBBIMUA 3ABOJIEBAHUSIMU
BYJIbBbI. IEPBBIN OIBIT MPUMEHEHUS METOIA
B YKPAUHE

"Tarapuyk T.®., IynaeBckas JI.A., 2[lepkoBckuii [I.A.,
33axapuenxo H.®.

LTV «Hnemumym neouampuu, akyuepcmea u 2UHeKoI02Uu UM.
axao. O. Jlykesanosou HAMH Ykpaunory, *Hayuonanohulii on-
ronoeuueckuu yenmp benapycu Jlecnou um. H.H. Anexcanopos-
ckuti, Pecnybnuxa Benapyce, «l{enmp unnosayuonnvix meou-
yunckux mexunonocutt HAH Ykpaunwi»

Ienb nccnenoBaHus - OLEHUTH HEPEHOCUMOCTh U AP deKTHB-
HOCTb MCTOAa (bOTO)II/IHaMI/ILIeC](Oﬁ TEparnu B JICUCHUU TTallUCH-
TOB C IPEAPAKOBbIMHU SaGOHeBaHI/IﬂMI/I BYJIbBBI.

Hccnenosanue BeinonHeHo Ha 10 naunenrax Ha 6a3e Hanmo-
HaJIbHOTO MHCTUTYTa paka Ykpaunsl (Kues). Bo3pacrt namuen-
TOB BapbUpOBaJ B npenenax or 31 go 67 ner (cpequuit Bozpact
53,343,6 1.). /luarno3 nocrasjieH Ha OCHOBaHUM aHAMHE3a, Ka-
7100 ¥ KIIMHUYECKOT0 OCMOTpa MalUeHTOB, BYJIbBOCKOIIMU H pe-
3yJIbTaTOB MOP(OJIOrUUECKOr0 HCCIICOBAHUS TaTOJIOTHUECKH
M3MEHEHHBIX TKaHeH ByJIbBbL. B kauectBe oToceHcnOunmsaro-
pa (®C) ucnonb3oBanu npemnapar XJjaopHoro psaa «Doroson»
(PVII «benmennpenapars», Pecriyonuka benapycs) B 1o3ax ot
1 no 2,5 mr/kr. @oToobnyyeHne naTtoJorn4eckKd U3MEHEHHBIX
04aroB MPOBOJMIIH CITYCTs 3-4 4yaca 1ociie OKOHYaHuUsI HHPY3UH
OC Ha yHHBEpCaJIbHOM JIa3epHOM Koaryistope «JIuka-xupypr»
(«@oronukc ITnrocy, Yipanna, A = 660 HM) ¢ MOIIHOCTBIO U3-
nyuenns 0,4 Bt u go3oii o6imydenus ot 100 mo 150 Jx/cm?.
[Mepenocumocts poroaunamuueckoit tepanuu (OAT) onenusa-
JIH 110 YacToTe ¥ TshkecTn nodounsix peaxunii (CTCAE, Bepcust
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3.0). Db dexruBHocTs O[T OlleHMBANTACH HA OCHOBAHMU HAJIHU-
qm{/OTCyTCTBml ’Kasio0, TaHHBIX BU3YaJIbHOTO HaOMIOAEHU 3a
M3MEHEHHUsMH B 00acTi 00pabOTaHHBIX MOPAXKEHNUH 1 TAaHHBIX
MOP(}OITOrHYECKOro UCCISAOBAHHS CIIYCTs 3 M 6 MeCsIeB Mocie
neyenus (kpurepuun BO3).

Cepbe3HbIX MOOOYHBIX PEAKINi, CBSI3aHHBIX C BBCICHUEM
®C u ceanca O/T, He HaOMIOAATOCH: AJUIEPTUUCCKUX PEAKLIUH
(otex KBuHKe, KpanMBHHIA, NaJCHUE aPTEPUAIILHOTO JaBlle-
HHs, OPOHXOCIA3M) U CHUMITOMOB (DOTOTOKCHYHOCTH KOXKHU HE
BBIIBIICHO. B yKa3aHHbIE KOHTPOJIbHBIE CPOKH HaOJOICHHS
MalMEHTOB OTMEYAJIUCh PEMHUCCHUSA KIIMHUYCCKHUX CHUMIITOMOB
3aboneBanus (3ya B 00JAaCTH BYJIbBBI) B IIPOJICYEHHBIX 1aTOJIO-
THYCCKUX oOYarax, a Tak»XeE BbICOKaA 4aCTOTa KJIMHHUYCCKUX H
MOP(OITOrHYECKUX PErPecCoB.

l'[onyquHble pe3ysbTaThl YKa3bIBalOT Ha AaKTYaJIbHOCTb U
HEePCIEKTUBHOCTh JalbHEHIINX HCCIIeoBaHuil B obnacTu na-
3epHbIX TexHojoruil u ®JT xak BapuaHTOB OPraHOCOXPAHSIO-
IIET0 JICYCHHS IIPEAPAKOBBIX 3a00JI€BaHUI BYJIbBBI.
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TEMPORAL TRENDS OF CERVICAL CANCER MORTALITY IN GEORGIA, 2011-2018

!Gabrichidze T., '"Mchedlishvili L., 'Zhizhilashvili A., >Gamkrelidze A. "Mebonia N.

"Thilisi State Medical University, *National Center for Disease Control and Public Health of Georgia (NCDC), Thilisi, Georgia

Cervical cancer (CC) represents the fourth most common can-
cer and the fourth leading cause of cancer-related mortality in
women worldwide [3]. Additionally, more than 90% of deaths
occur in developing countries, where women are 18 times more
likely to die from CC than women in developed countries [4].
CC is considered a neglected neoplasm in low-income countries,
where early detection by screening methods for Pap test inacces-
sible, which allows to identify the disease at early stages, when
treatment is effective [7]. Cervical cancer screening, with high
coverage of the target population, is correlated with reduced CC
morbidity and mortality and increased survival rates in devel-
oped countries [6,9].

Cervical cancer is the fifth most common cancer diagnosed
among women in Georgia, after breast, thyroid, colorectal, and
uteri cancers. During 2015-2018, annual number of new cervical
cancer cases, reported to the Georgian population-based cancer reg-
istry were 344, 371, 254 and 276; it composed 17.9, 19.6, 15.0 and
14.3 per 100000 female population accordingly. Cervical cancer in-
cidence risk increases greatly from the age of 40-44 years, peaks in
the 50-60 age group and decreases after the age of 75.

The study aims to describe cervical cancer mortality in Geor-
gia during the period of 2011 and 2018.

Material and methods. Descriptive analysis was conducted
using mortality data during the period of 2011-2018 from the
National Statistics Office of Georgia. Taking into consideration
that during 2005-2010 annual number of registered deaths from
cervical cancer in Georgia was quite low (varied between 50
and 60 cases), this time period was not included in the analysis.
The study population consisted of all deaths caused by cervi-
cal cancer (ICD 10, C53) among women within the age range
of 25 and over; due to the fact that cervical cancer mortality
under 25 years are extremely rare in Georgia (only one case of
mortality was registered during the period of 2011-2018), mor-
tality within this age group was excluded from the analysis; To
estimate time trends study period was divided into two groups
- 2011-2014 and 2015-2018 years. For data analysis, descrip-
tive statistics was performed, in which the mortality rates, age-
specific mortality rates per 100,000 female population and other
statistical measurements — median, the first quartile (Q, the age
point, below which lies 25% of death), the third quartile (Q, the
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age point, over which lies 25% of death), and interquartile range
(IQR, the age interval, in which falls 50% of all deaths) of age
at death from Cervical cancer were estimated. The age-specific
mortality rates per 100 000 female population were calculated
for twelve different age groups (25-29, 30-34, 35-39, 40-44, 45-
49, 50-54, 55-59, 60-64, 65-69, 70-74, 75-79, 80 and over) in
eight years, mentioned above. Statistical analysis was completed
by using the programs of Epilnfo version 7 and Statistical Pack-
age of the Social Science (SPSS) version 15 for Windows. The
statistical significance tests - p value, and 95% of Confidence
Interval (95% CI), were used in order to estimate statistical reli-
ability of the results.

Results and discussion. Totally 1231 cases of CC deaths
were registered during the period of 2011-2018 in Georgia. The
number of annual deaths varied between 121 and 185 cases,
that composed variation of mortality rates from 6.1 to 9.5 per
100 000 women. Maximum mortality rate was reported in 2016
(Table 1). According to the 95% of CI the difference between
mortality rates according to calendar years is not statistically
significant.

Cervical cancer mortality increases with age. The age effects
for almost all calendar years included in analysis (2011-2018)
presented an increasing trend with age from 25 to 59, while a
moderate decrease was shown within the age group from 60-64
to 65-69 and over 80 years of old (Tables 2, 3).

The median age of deaths from CC has no tendency to in-
crease or decrease, it fluctuated inconsistently between 57 and
62 years during the study period; in most of the years studied,
one quarter of all deaths occurred within the age group 25-52
years. The interquartile range of CC deaths, or age range within
which occurred about 50% of all deaths was quite narrow and
equaled to 47-67, 52-72, or 52-67 years in different calendar
years (Table 4).

Comparison of age-specific mortality rates within of the
two 4-year periods - 2011-2014 and 2015-2019 - by using the
One Way ANOVA test, revealed that the difference was not
statistically significant (p value >0.05). Mean age-specific
mortality rates for the periods of 2011-2014 and 2015-2018
were 11.7 (SD=7) and 14.1 (SD=6.6) accordingly and pre-
sented a slight increase.
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