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ABSTRACT

The efficiency of carbon dioxide (CO,) laser vapor-
ization in the treatment of cervical intraepithelial
neoplasia (CIN) as an ablative treatment was evalu-
ated in 74 patients of the Colposcopy Outpatient
Service of the University Clinic for Gynecology
and Obstetrics, Skopje, Macedonia.

After proper diagnosis (histological confirma-
tion of CIN) and excluding existence of intracervi-
cal lesion, all patients were submitted to CO, la-
ser vaporization treatment using a MARTIN laser
type MCO 50 with power of 50 W, coupled through
micromanipulator to a LEISEGANG colposcope
3DLF with focal distance of 300 mm.

The follow-up examinations (colposcopy, cy-
tology and Polymerase Chain Reaction (PCR) test-
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AIICTPAKT

EdukacHocra Ha jarnepopennuokeup (CO,) na-
cep BanopH3alyjaTa BO TPETMAHOT Ha LEPBH-
KaJiHaTa uHTpaenurenHa Heomta3Mma (CIN) kako
abnaTHBeH TpeTMaH, Gellle eBanyupaHa Kaj 74
nauueHTKu o Konnockonckara aMGynaHTa Ha
YruBep3uTerckata KnuHuka 3a ruaekosnoruja
u akymepctBo, Ckonje, Makeponuja.

ITo coomBeTHa pHMjarHo3a (XMCTOJIONIKA
notBpaa Ha CIN) ¥ UCKITy4YyBame Ha MOCTOEHE
Ha MHTpALlEpBHKAJIHA JIe3Uja, CHTE MALUHEHTKH
6ea Tpetupanu co CO, nacep Banopu3auuja co
MARTIN tun MCO 50 co jayuHa SOW, noBp3aH
npeky Mukpomanumynatop co LEISEGANG
konmockon 3DLF co dokanna aucranua ox 300
mm.
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Kontipoaniee . npernean  (Koamnockonuja,
wrnostornga n Polymerase Chain Reaction (PCR)
rectupaine 3a Human Papilloma Virus (HPV)
Illll"\'kllllhl) NOKAXaa BHCOKa CTarnka Ha ycnex

na nacepeknoT TperMald Ha CIN (Hucka cranka
na nepsncTenna win pexkypenna Ha CIN-8,4% u
sjloBouTenHa cranka Ha HPV mcuncryBame
ka) 81% Ol MaUMEHTKHTE CO MPETXOQHO AHjar-
nocrnunpana HPV undekumnja, no MEHUMYM 6
Meceln Ol HHTEPBEHIH)aTa).

Hammre pesyntaTh, Kako H OHHE Ofl PY-
rHTe CTYAHH, IO NOJIPXKYBAaT 3aKJIy4YOKOT IeKa
CO, nacep Banopn3anujata € BUCOKOe(HKaceH
TPETMaHCKH MOAalHTET 3a nagueHTKH co CIN.

BOBEJ

[ToBp3aHocTa momery human papilloma virus
(HPV) u pa3BOjOT Ha LEPBHKAJIHHOT KaHLEP,
ocobeHo npucycrBoro Ha HPV Tun 16 kako
HajyecTO JEeTeKTHpPaH THN BO OBHE MAaJHIHH
ne3nn e nobpo nosuara [1]. Mako 70-90% on
XXEHHTE KOH ce 3apa3uine co HPV nudexiujaTa
ja rybat 3a 1-2 romuHH [2], cenak 3aciyrure
Ha KJETOYHHOT H XyMOPAJIHHOT HMYHHTET BO
enuMuHanmjaTa Ha HPV HH(eKIHja H NpeBeH-
nujaTa Ha perHGEKINja HIH NIOBTOPHA M0jaBa
Ha HcTaTa MH(EKLHja, He Ce coceMa MO3HATH.
3a pa3Boj Ha lLEpBHKAalHAa HHTPAeMHTEHa
neonnazma (CIN) HeonxofiHa € WH(eEKIHja co
xanneporeH Tun Ha HPV [3,4]. Pa3sBojor Ha
BHCOKOPH3HYHA JIe3Hja H NIPOrPeCcHjaTa o Kap-
ITHOM CE aCOLMPAaHH CO NMEP3HCTEHTHA HH(pEK-
uMja co KaHueporeH Tun Ha HPV [5,6].
KiyuHHTe MEXaHH3MH Ha [I€jCTBYBabe Ha
NlacepoT ce OTKpHEHH O AnGepT AjHLITAjH
Ha MOYETOKOT Ha MABaeceTTHOT Bek. IlpBute
pe3ynTaTH Off ynoTpe6ara Ha jariepOgHONHOK-
CHIHHOT Jiacep BO MEHAIMEHTOT Ha LiepBUKaJI-
HaTa JucruiasHja, 6ea MoManky YCHEUHH OT-
KOJIKY LUTO NMPETXOHO Ce OYeKyBallle, NOpagn
HEMOXHOCTa Off OfpeAyBak€ Ha COONBETHATA
anaboyMHCKa MOK Ha 3paKoT 3a peflyKlHja Ha
pexkypenTHaTa 6onect. OBHE NO3HaBamwa BaXea
cé no 1978 ropuua, xora Anderson i Hartley ro
pa3jacHuja aKTYCJTHHOT MEXaHHW3aM 3a Ofipeny-
Bame Ha QnaGounHa Ha 3acgaTeHocTa Ha lep-
BukcoT (Anderson, 1980) (7]. Llenta nonaTamy
Gewe peranno o6paGoTeHa M MOCOYEHA KAKO

npakTuuna u ecpukacua on Jordan i Collins BO
1983 roj. u Dorsey Bo 1979ron. (8], kora Greater
Baltimore Medica} Center ro o6jagu U npBoTO
KJINMHHYKO MCKYCTBO 3a LEPBUKAJINA KOHU3ALUM-
ja co jarneuwamokcunen nacep. OTroraws, ja-
rNepOAHOAHOKCHINMOT nacep ¢ mnpudaren
KakKo eKaceH MOJIa/TUTET 32 TPETMaH Ha LEP-
BHKAJIHATA MHTPAENMHTEIHA HEOornjasma (CIN),
HO HAjueCTO 3a FOJIEMH JIE3UH ¥ MYITH(OKATHA
manudecraunja Ha HPV. Ynorpe6ara Ha oBaa
TEXHOJIOTHja € OrpaHHYeHa BO HeKOH 06nacTu
nopagy MHCyHUMEHLHja Ha 3[paBCTBEHATA
3alITHTA, HEJJOCTUT Ha UCKYCTBO OfI CTpaHa Ha
3paBCcTBEHNTE paGOTHHUM M ompema. MHory
GonHuuM OGapaaT MNOTBpAa 3a MOCEAyBame
cniemmdAYHN KBaTH(pHKALMK TTpef ynoTpebaTa
Ha OBOj MOJIAJIATET, BKJy4yBajKH CEpTHPHKATH
3a TPEHWHT M JIACTAa Ha NPETXOAHO H3BPUIEHH
NpOLEAYPH.

Kaj maumeHTKH cO Haoj 3a aGHOpMaJHa
LlepBUKallHAa LUTOJIOTHja, MOTPeGHO e, MpBO,
Jla ce eBalyupaaT KOJINMOCKOICKH, CO Le [1a ce
OJIpenH JIOKaNHjaTa, MPOIIHPEHOCTA H CTENIEHOT
Ha KJIMHMUYKATE aGHOopMmanHocTH. Konmockon-
CKH JUPUTHPAHU GHONCHH CE HHIUIIMPAHH KOra,
10 MHCJIEHh-€ Ha KIIMHAYapOT, IOCTOH COMHEHHE
3a npucytHa CIN nesmja. Haomn on ened niam
noBeKke GHONTHYHH (DparMeHTH Off 3adaTeHaTa
30Ha W HAOJIUTE Of] EHAOLEPBHKAJIHAa KHPETAXa,
nomaraat BO JOKYMEHTalldja Ha JIOKal#ujaTa u
XHCTOJIOIIKHOT CTENEH Ha MpHCYTHaTa 6OJECT.
Crnopeq CBETCKHM NMpH(ATEHHTE MPOTOKOIH 3a
TpeTMaH Ofi AMEPHKAHCKOTO APYLITBO 3a KOI-
MOCKOMHja U liepBAKaNHa natonoruja - ASCCP,
npoMoBupano of IFCPC (MuTepHauuoHamHa
¢enepanyja 3a nepBHKalHa NaTOJOTH)a N KO-
MOCKONHja), 32 aGJIaTHBHU TPETMAaHH Ha HEHH-
Ba3WBHH HHTPACIHTENIHH JIE3UH, HaJBaXEH Mpe-
JYCIIOB € Jie3ujaTa fia Ouje eXTouepBHKAIHA H
Ol ITOHA30K CTeMNeH (HajBHCOK CTENeH Ha e3nja
COOJIBETEH 32 TPETMAaH € XHCTOJIOIIKH IOKaXaH
CIN2). Axo nocrou CIN1, fokaxaH co Gnoncuja
KOj Nep3HCTHPa NOBEKe Ol €HA FOANHHA, CO Her-
aTHBEH HAO[ Ol EHNOUEPBHKANIHA KHpeTaxa,
HCTO TaKa, ce CoBeTyBa abnaTHBeH TpeT™aH [9].
CnpoTHBHO Ha Toa, o Guoncuja sepuuunpa-
Ha CIN3 ne3unja ce TPETHPA CO CKCIH3HOHM NMPO-
uenypm.

ACM-3 N2, 2004




—

Gomn D et alt CARDON DIOXIDE LASER VAPORIZATION IN THE TREATMENT OF CIN GRADE | AND It

ing for Human Papilloma Virus (HPV) infection)
showed high success rates of the laser treatment of
CIN (low persistence or recurrence rates of CIN -
8,4% and satisfactory HPV clearance rate - 81% in
patients with previously diagnosed HPV infection,
afler at least 6 months following the intervention).

Our results as well as those of other studies
support the conclusion that CO, laser vaporization
is a highly effective treatment modality for patients
with CIN.

INTRODUCTION

The association between human papillomavirus
(HPV) and the development of cervical cancer is
well known, with HPV type 16 being the most
common type found in these malignant lesions [1].
Seventy to 90% of women who acquire HPV infec-
tion clear it within 1 to 2 years [2], yet the contribu-
tions of cell-mediated and humoral immunities in
eliminating HPV infection and preventing reinfec-
tion or reemergence of the same infection are not
well understood. Infection with carcinogenic types
of HPV is necessary for the development of cer-
vical intraepithelial neoplasia (CIN).[3,4] The de-
velopment of high-grade CIN and progression to
cancer are associated with persistent infection with
carcinogenic HPV [5,6]

The key mechanisms of action of the laser
were first discovered by Albert Einstein in the
early 1900s. Initial results from the use of a car-
bon dioxide laser for the management of cervical
dysplasia were less successful than initially antici-
pated, because of inability to determine progress
to an appropriate depth for reduction of recurrent
disease. Not until 1978 did Anderson and Hartley
emphasize the actual mechanics predetermining the
depth of cervical involvement (Anderson, 1980)
[7]. This task was further refined and shown to be
both practical and efficacious by Jordan and Col-
lins in 1983 and by Dorsey in 1979 [8], when the
Greater Baltimore Medical Center published the
first clinical experience with cervical conizations
by carbon dioxide laser. The carbon dioxide laser
has since been considered an effective modality for
multiple tasks related to the treatment of cervical
intraepithelial neoplasia (CIN), but most commonly
for large lesions and multifocal manifestations of
human papilloma virus (HPV) infection. The use of
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this technology is limited in some areas because of
insufficient health care providers’ and physicians’
training experience and because of unavailability
of equipment. Many hospitals require that specific
credentials be obtained prior to use of this modality,
including documentation of residency training and
a case list of prior procedures.

Patients with abnormal cervical cytology find-
ings must first be evaluated using colposcopy to
help determine the location, extent, and severity of
clinical abnormalities. Colposcopically directed bi-
opsies are indicated when, according to health care
provider’s clinical opinion, CIN is present. Find-
ings from one or more biopsy samples from the
involved areas and endocervical curettage findings
help document the location and histological sever-
ity of the disease present. According to the world-
wide adopted treatment guidelines of the American
Society for Colposcopy and Cervical Pathology
— ASCCP, promoted by the I[FCPC (International
Federation for Cervical Pathology and Colposcopy)
for ablative treatment of noninvasive intraepithelial
lesions, the most important prerequisite is that the
lesion be ectocervical and that lesions of lesser se-
verity be treated (highest grade lesion appropriate
for treatment being histologicaly proven CIN 2). If
there is biopsy proven CIN 1 persisting for more
than one year with negative endocervical curettage
result - an ablative treatment is also suggested [9].
On the contrary, biopsy proven CIN 3 is treated
with excisional procedures.

BRI

K trea n‘nen\ combmed'tmth treatment of dyspla-
‘usca of the condylomata on the vulvar _vagmal 1
ineal ot

The CO, laser has the following advantages:
it can be used for either cutting or ablation; the

P



U o AT PCIORORCTUIIA JACEP BATIOPH3ALIMIA DO TPETMAHOT HA CIN CTEMEH 1M 11

JUlNOPOAHOAMOKCMAHMOT Nacep e Boo6NYa-
OH TPOTMaH Ha n3bop nomery abnaTuBHUTE
WM @KCLUN3UOHUTE TEXHWUKW, KOra e noTped-

Ha ronema NpeyusHocT (0Co6eHo BO COC-

TOjOM Kora ce 3achaTeHu NOLINPOKK 30HW),:
nnu Kora ce bOapa npeuunsHa KoHTpona
Ha anabouuHaTa Ha neHetpauwja. [puUm-
epu 3a npoueaypn kaje e vHAUUMpaHa,
ynoTpeba Ha jarnepogHoANOKCUAEH nacep

BKNydysaaTt: (1) abnauvja mau ekcuusuja

HaunH BO COCTOj6M Kora ce 6apa MWHU--

ke ManHo;-‘OTCTpaHyBaH:e unu ‘,qecrpyuparbe .
| Ha TKUBOTO; (2) uepawkanen TpeTmaH KOM-+.

6MHVIpaH CO TpeTMaH Ha avcnnasuja.Ha.

- KOHAVUNOMM BO. BynBapHara, BarMHanHara,
| nepuHeanHara v nepupexTanHara pervua n

(3)*TpeTMaH Ha Mynmcpoxannm uepamxan-\.

Lo 0% 2K AR AN 2 LG T S SO N

ITpennocture Ha CO, nacepoT ce cnef-
HHTE: MOXe Ja ce ynotrpebyBa H 3a ceueme H
3a abnaumja; 3a3paByBamETO MO JlacepcKara
XHpypruja e 6p30; ”Ma MHHHMAJIHH HECaKaHH
edeKkTH, BKIy4YyBajKH MHHHMAJIEH BaruHaleH
ucuenok. eHepanHo, MalMEeHTKHTE TPETHPaHH
co CO, nacep, peYHCcH IMaaT HCTa CTANlKa Ha CTe-
HO3a KaKO M OHHE TPETHPAHU CO KPHOTEpanuja.
ITo nacepcKHOT TPETMAH HEMA HapyllyBame Ha
(hepTHINTETOT HIH aKYIEPCKH KOMILTHKALHH.
HajronemMn HEeraTHBHH CTPaHHM Ha JIacepoT ce
Heroparta lieHa, BpeMeTO NOTPeGHO 3a CTEKHY-
Bam-€ BELITHHHU 3a paboTa co nacep (0co6eHo 32
Jlacepcka KOHH3alljja) M PEeJaTHBHO BHCOKHTE
TPOLIOLH 32 OfIPXyBake Ha anaparor.
Crnopen wemarta Ha Wright, mnocrojat
YeTHpH THUIIOBH Ha MpPOLEAYPH BO LiEpBHKaI-
HaTa JlacepcKa XHpypruja:
e BanopH3auuja Ha UAIMHAAp BO ¢opma
Ha KyInona;

e Banopu3auMja Ha UMIHHAAp BO ¢opma
Ha KynoJsia, CO LIHpOoKa nepugepHa Ba-
nopn3alyja;

e eKCUM3Mja HAa LMJIMHAPUYEH OHONTHYECH

NpUMEpPOK Ofi EHIOLEPBHKC;

e KoMOMHAaUMja Ha EKCUM3Hja M Banop-

n3aumja.

MHoOry aBTOpM mnpefanaraaT CONCTBEHH
XHPYPIIKH BapHjalMi Ha JIaCEPCKHUTE Mpole-
AypM Ha LEepBHKC (pa3nuuHa AyabovyMHa WIIH

(hopMH  HA TpPETHMPAHOTO TKMBO, pa3lnuyHa
jacepcka MOK) WM KOMOMHAUMM Ha npote-
AYPH, KakKo IITO € ‘“‘JlacepckaTa Banopusalmja-
KOHHn3auuja”, npenopavyana ox Fanning [11).

NAIUEHTH U METO/IA

CrymmjaTa  npeTcTaByBa  PETPOCIEKTHBHA
aHanM3a Ha cepuja Ha nmauueHTKH o Kosmoc-
Kornckata amOylaHTa Ha YHHMBEpP3UTETCKaTa
K/ MHHMKa 32 THHEKOJIOTHja ¥ aKy1epcTso, CKo-
nje, MakefjoHnja, BO NEPHOA Of | cenTeMBpH
2002 roauHa 1o npBH jyHu 2005 roguHa, u3Bejie-
Ha CcO uel f1a ce eBanynpa egukacsHocra Ha CO,
nacep abMaTHBHAOT TPETMaH (Banopu3aumja) 1
Jla ce CIOpefH CO pe3yTaTH O APYrd CIUYHH
crynun. CTyqujaTa CEIEKTHBHO BKIyYyBa Tpe-
THpaHH NALMEHTKH CO MPETXOeH abHOpMaJIEH
Haoy Ha PAP m xucronouka BepudHKauuja Ha
nocroewe Ha CIN 1 wiH 2 KOM ce acOUHpaHH
wiu He co HPV mH(ekuuja; co COBET 3a KOH-
TPOJIHA KOJIMOCKOMNHja M LMTOJIOLIKO CIIEEHE
Ha CEKOM YEeTHpU MeCelH BO TE€K Ha INpPBUTE
Be TOMHM MO MHTepBeHuMjaTa. Bo ciydaj Ha
HaoJ Ha aGHOpMaJlHa KOJIMOCKOMNH1ja W/ UK LH-
TOJIOTHja Ce M3Be[yBa KOJIIOCKOICKH LEJIeHa
GHorcHja W/UIK eHIOLUEPBUKAIHA KHpeTa’ka Cco
1eJT []a Ce eJIAMHHAPA MOXHOCTA Off MOCTOEHE
Ha CIN ne3um.

ITayueHTKH co HopManeH PAP TecT u KoJI-
NOCKOMNHMja Ha MPBHOT Nperief (Mo MEHHUMYM 4
Mmeceuu, MakcuMyM 30 Mecel) ce cMeTaaT 3a
U3JIEKYBaHHU, @ TPETMAHOT 3 YCIELIEH.

Xymannor Ilammnoma Bupyc Geme pe-
TekTUpaH co Polymerase Chain Reaction (PCR)
Bo JlaGopaTtopujaTa 3a MoOJeKylapHa OH-
onoruja, MHCcTHTYT 3a GHONOruja, IlpuponHo-
maTeMaTHykH akynreT, Ckomje. MaTepHu-
janor 3a aHanu3a (eKcolMpaHH KJIETKH BO
menuym), 6ea aHanu3upaHu 24-48 yaca no 3e-
Mame Ha MPUMEPOKOT. LIepBUKaNHUTE KIIETKH
6ea cobupaHu, o6pabOTyBaHH CO COOMIBETEH
nycdep Koj coppxu nporennasa K u 0,5% SDS.
Lenara JHK Geule u3onupana co NaCl/xnopo-
(hOpM eKCTpakuMja M €TaHON MpeuHnmMTauMja
[12). PCR amnnucdpukanujata Geiue n3BeneHA
co Tpu napa Ha npajmepn (MY09/11, GP5+/6+,
HPVpU IM/2R), cneuncpuunn 3a L1 1 E6/E7 pe-

ACM 3 N°2,2004
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healing after laser surgery is rapid; and there are
minimal side effects, including limited vaginal dis-
charge. Patients treated with the CO, laser generally
have about the same cervical narrowing and steno-
sis rate as those treated with cryotherapy. There is
no diminution of fertility, and there are no obstetric
complications after laser treatment. The major dis-
advantages of the laser are its acquisition expense;
the time that is required to acquire and maintain la-
ser skills, particularly for laser comzation; and the
relatively high maintenance cost of the instrument.

Wright's [10] scheme acknowledges 4 types of
procedures in the cervical laser surgery:

* vaporization of a dome-shaped cylinder;

e vaporization of a dome-shaped cylinder

plus wide peripheral vaporization;
» excision of cylindrical biopsy endocervical
sample;

e combination of excision plus vaporization.

Many authors propose their own surgical varia-
tions of cervical laser procedures — different depth
or shapes of the treated tissue, different laser power
or combinations of procedures, such as “laser va-
porization conization”, proposed by Fanning [11].

PATIENTS AND METHODS

This is a retrospective study of series of patients of
the Colposcopy Outpatient Service at the Univer-
sity Clinic of Gynaecology and Obstetrics, Skopje,
Macedonia in the period September 1% 2002 — June
1* 2005, in order to evaluate the efficacy of CO,
laser ablative treatment (vaporization) and to com-
pare it to results from other similar studies.

The study selectively encompassed treated pa-
tients with previous abnormal PAP smear results
and histological confirmation of existing CIN 1 or
2 — associated or not associated with HPV infec-
tion; advised to report for colposcopy and cytologi-
cal follow-up every 4 months in the first 2 years
following the intervention. In cases of abnormal
colposcopy and/or cytology, colposcopically tar-
geted biopsies and/or endocervical curettage were
performed in order to eliminate the probability of
existence of CIN lesion.

Patients with normal PAP test and colposco-
py at the first follow-up visit (after minimum of 4
months, maximum of 30 months) were considered
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cured and the treatment was considered successful

HPV was detected by Polymerase Chain Reac-
tion (PCR) method in the Laboratory for Molecular
Biology, Institute of Biology, Faculty for Natural
Sciences and Mathematics, Skopje, Macedonia. The
material for analysis (exfoliated cells in medium)
was analyzed 24-48 hours after sample collection.
The cervical cells were collected and digested with
an appropriate buffer containing Proteinase K and
0,5% SDS. The total DNA was isolated with NaCl/
chloroform extraction and ethanol precipitation
[12]). The PCR amplification was performed with
3 pairs of consensus primers (MY09/11, GP5+/6+,
HPVpU 1M/2R) specific for L1 and E6/E7 regions
of the HPV genome (thermocycler Perkin Elmer
Geneamp PCR System 2400). Positive and nega-
tive controls were included in each of the tested
series. The positive primers were genotyped and
digested with 7 restrictional endonucleases (Afal,
Haelll, Pstl, Accl, Avall, Bglll, Aval) specific for
“low-risk” HPV types (6, 11, 40, 42, 43, 44, 54,
55, 61, 70, 72, 81, MMS, CP6108) and “high-risk™
HPV types (16, 18, 26, 31, 33, 35, 39, 45, 51, 52,
53, 56, 58, 59, 66, 68, 73, 82, MM4, MM7, MM9).
The results were analyzed with agarose gel electro-
phoresis and visualized on UV transluminator. The
viral genotype was determined through the length
of restrictional fragments of the electrophoresis gel
[13].

The laser apparatus used in the treatment of the
patients is MARTIN type MCO 50 with power of 50
W, coupled with LEISEGANG colposcope 3DLF
with focal distance of 300 mm. The laser beam is

‘guided by micromanipulator in a continuous mode,

with maximal power depth of 20 — 25 W, focal point
of 1,5 mm, destroying the lesion to a depth of 7 - 8
mm, attempting to maintain a 3 mm distance from
the lesion.

Prior to treatment, some of the patients received
medicaments for general analgesia.

RESULTS

74 patients were submitted to CO, laser vaporiza-
tion in the treatment of CIN 1 or CIN 2. The median
of follow-up was 5,2 in months, with minimum of 3
and maximum of 10,2 months.

i
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rmonure na HPV renomot (thermocycler Perkin
Elmer Geneamp PCR System 2400). ITosutupuu
M HEraTHBHM KOHTpOAn Gea BKJIYYCHH BO ce-
KOja of TecTHpauuTe cepuu. ITo3WTHBHHTE
npajmepit 6ea reHOTHNH3NPaHH U 06paboTeHN
CO 7 pecTpMKUMOHH eHfoHykinea3n (Afal, Ha-
elll, Psd, Accl, Avall, Bglll, Aval) cneundnyunu
3a HuckopusuwyHd HPV Tunosm (6, 11, 40, 42,
43, 44, 54, 55, 61, 70, 72, 81, MM8, CP6108) n
BHcokopu3nyHd HPV Ttunosm (16, 18, 26, 31,
334850839,1455511:52,453,:56,¢58.:59,:66,168; 73,
82, MM4, MM7, MM9). Pe3ynrature 6ea aHa-
JM3MPaHH CO arapo3Ha ren-enektpodopesa n
Bu3yennsupanu co UV TpancnymmHaTop. Bu-
PATHHOT FeHOTHN Gellle IeTEPMHHAPAH NpeKy
AOJKMHATA HA PECTPHKIIHOHATE (DparMeHTH Of
enekTpodope3nnoT rexn [13].

JlacepckHOT anapat ynorpeGeH BO TpeTMa-
HOT Ha naiMeHTKATE € MARTIN THnm MCO 50
co jaynHa 50W, koMGuHEpaH co LEISEGANG
3DLF xommockon co ¢okanHa gucradna of 300
mm. JIacepcKHOT 3paK € BOIeH Of MHKPOMaHH-
nyJaToOp BO KOHTHHYHPAaH MOJyC CO MaKCHMaJl-
Ha aabuHcka MoK of 20 no 25W u ¢okycon 1,5
mm, KOj ja JecTpyHpa Jie3HjaTa Bo J1abo4HHa
on 7 no 8 mm, co OApXXyBame Ha AHCTaHLa off 3
mm Of JIe3HujaTa.

IIpen TpeTMaHOT HEKOH MALMEHTKH JO0H-
Baa MeTHKaMEeHTH 32 N'eHepaJlHa aHaJIre3Hja.

PE3YITATH

74 naguenTku Gea mopnoxenu Ha CO, nacep
Banopu3aumja Bo TpetMaHoT Ha CINI u CIN2.
MennjaHa Ha ciaefeme Geme 5,2 BO MecelH, Co

MHHHMYM 071 3 H MakcHMyM ofi 10,2 Mecenn.

TABEJA 1

CIN 1+ HPV
N SR F-U [ N
6 |100% | 5.1 68

CIN 2 + HPV
SR [ F-U
92,6% | 53

Ciaaiixa na yciiex (SR) 3a aacep eaiiopusayuja 60
wpeiunman Ha CIN u medujana 8o meceyu (F-U) na
ipeaiua koxiipona

Crankara nHa ycnex na efiuuuueH TperMan
Ha CHTC MAUMEHTKH TPETUPaHH CO Jlacep Ba-
nopu3aumja e 93,2%. Crankarta Ha ycnexor Ha
TpeTMaHOT Ha nauueHTKkH co CIN 2 e Hewrro
noHucka (92,6%,).

IIpen Tpermanot, co PCR meronarta, HPV
uHpeKunja e AeTeKTHpaHa Kaj 64 of Wcnu-
TaHUTE ciydan (86,4%), noneka 10 naumeHTKH
(13,6%) 6ea HPV HeraTHBHM.

LAl

- Hucko- | Bucoko- |
3 PU3MYHH | PH3HYHM |
™ THNOBH | THTIOBH |
" CIN1 3 1 2
B CIN2 7 5 56 [
~\ IMTaunenr- ..,;i
> KH

B oo |136% 8.1% 78.4%

B N=74

L

N DR NP 2

HPVisicras Hucko- Bucoko-

¥ PU3MYHH | PH3HYHH |
g THBHH
o TUIOBH THIIOBH
v
B CIN1 5 0 1
@ cIN2 55 1 12
B . 5
& 3

a5 1,4% 17,6% |46

(BKYMHO)
N=74
s v 3 . s S u)‘”

XTIB ciatayc dipu eiiopaiiia KOHpoaa
(Hajmanxy 6 meceyu o WpeumaHol)

KonTponara Ha HPV crarycor Gewe Ha-
NpaBeHa Ha BTOPHOT KOHTPOJIEH MpErjex no
TpeTMaHOT. Pe3yntaTture nokaxaa HeraTHBEH
HPV cratyc kaj 60 (81%) on TpcTupannTe na-
uMeHTKH K1 no3utuBeH HPV craryc kaj 14 (19%)
Ol TPETHPAHHUTE MaLHEHTKH.

ACM 3 N%2, 2004
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TABLE 1 2 b
CIN 1+ HPV CIN 2 £ HPV

|

\ l'.

! 8 N SR | FU | N | SR |FU
| 6 |100%| 5.1 | 68 |92,6%| 53

\ e
Success rate (SR) for laser vaporization in the
treatment of CIN and median in months (F-U) of the
first follow-up visit
SEE T 5T5h IO G T

TABLE 2 $i

AT

HPV | Low-Risk | High-Risk
negative types types
3 1 2

High-Risk |
negative types types ]
S 0 1

HPV stal on the send ollow-up visit after

treatment (at least 6 months after the treatment)

11

The success rate after a single treatment of all
patients treated with laser vaporization is 93,2%.
The success rate for patients with CIN 2 was a little
lower (92,6%).

ACM 3 N72, 2004

Before the treatment, HPV infection was de-
tected in 64 of the examined cases (86,4%) with the
PCR method and 10 patients (13,6%) were HPV
negative.

A post-treatment check-up of the HPV status
was done on the second follow-up visit. The re-
sults showed negative HPV status in 60 (81%) of
the treated patients, and positive HPV status in 14
(19%) of the treated patients.

On the first follow-up visit, the colposcopical
impression was of complete restitution in all of the
treated patients, except in 5 cases of post-interven-
tional bleeding that occurred around 3 — 4 weeks
following intervention and was stopped by applica-
tion of 10% solution Argentum nitricum. The medi-
cal files of the treated patients contain no reports
of late complications in the consecutive control ex-
aminations.

DISCUSSION

Approximately 30 HPV types can affect the distal
portions of the female genital tract. The prevalence
of the HPV DNA in intraepithelial and invasive cer-
vical cancer ranges from 80% to 99% and approxi-
mately 15% in histologically normal cervices[14].
Burk et al. extracted HPV DNA in at least 50% of
his patients referred to the Colposcopy clinic, in
95% of patients with biopsy proven CIN - going
up to 99% in a previous study of ours.[15]. Our
results in this study show that CIN was associated
with HPV infection in 86,4% of the patients, once
again emphasizing the real causal, rather than casu-
al connection between them and strengthening the
fact that HPV is the long sought venereal cause of
cervical carcinoma and its precursors.

HPV DNA in the rest of the cases was not de-
tected, mainly due to either falsely negative results
of the HPV typization or inadequate cell exfoliation
(this being the reason for low percentage of cases).
The causal connection with HPV as ethiological
factor has been clearly proven.

Puig-Tintore et al., 1988 [16] published a re-
sume report of 26 series of patients treated with
CO, laser vaporization (total of 5623 patients). The
persistence or recurrence of CIN was 8,4% with
slightly elevated values for CIN 3 (11,2%). After
the second vaporization, the success rate rises to
95,5% according to Benedet [17], 96% according to

B 18
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Ha npsata koHTposa, KOANOCKONCKHOT
nperaea NoKaxa KOMIUIETHA PecTHTYlHja Ka)
CHTE TPETHPAHH NAUMEHTKH, OCBEH Kaj rneT
CIyHaH CO NOCT-HHTEPBEHTHO KPBaBEHE KOE Ce
jaBH oKony 3-4 Helenn 1O WHTEPBEHIM)jaTa, a
Gewe cromupaHo co aruinkauuja Ha 10% pacr-
BOp Ha cpeGpoHNTPaT. MENULMHCKHTE IocHE]a
Ha TPETHPAHUTE MAaLMEHTKH HE COAPXKAT Mojia-
TOUM 3a JOLHM KOMIUTHKAUMH BO MNOCJE/I0Ba-
TEJHHTE KOHTPOJIHHU Nperyefin.

JUCKYCHIJA

[Tpn6mwxxo 30 HPV THnoBu MoXe fa r'u 3apa-
3aTIHCTAJTHUTE 1€JIOBH Ha XKEHCKHOT FeHUTaJIeH
TpakT. [Ipepanenna na HPV [THK Bo nHTpaenu-
TEJIHHOT HJIM MHBA3MBEH LIepBUKaJIEH KaHLEp ce
aBmku of 80 10 99% wm kaj mpubamxkHo 15% on
XHCTOJIOLIKH HOPMAaJTHH LepBHKCH [14]. Burk et
al. ekcrpaxupane HPV [JTHK kxaj MuaumyM 50%
Ol NalMeHTKHUTe ynaTeHu no Konmnockornckara
KJIMHHKA U Kaj 95% of nmaumeHTKUTE co GHOIm-
cucku pokaxan CIN; nonexa Bo eiHa Hala npe-
txongHa cryanja HPV [JTHK Geie nokaxaHa Kaj
99% op MaUUEHTKHUTE CO OHOICHCKH MOTBPHAECH
CIN [15]. HammTe pe3ynTaTiH BO OBaa CTy[Hja
nokaxysaat fieka CIN 6eme acouupan co HPV
nHpexnuja Kaj 86,4% On NaLMEeHTKHTE, LUTO
noseke 360pyBa BO NPUJIOT Ha HUBHATA BACTHH-
cKa IPHYHHCKA OTKOJIKY CllyYajHa MOBP3aHOCT,
€O LITO ce 3ajakHyBa akToT feka HPV e nonro
GapaHaTa BEeHEpHYHA NPUYHHA 33 LEPBHKaJICH
KapUMHOM M HETOBHTE NPEKYPCOPH.

JTHK na XIIB kaj gpyruTe ciy4an He
€ HajjieH NMOpajii JIaXXHO HEraTHBEH TECT Ha
THNH3alUUja WIH TOpajJd HECOOBETHAa €KC-
cdonujaunja Ha kietkd. Ilopaan TOa MPOUEH-
ToT Ha ciyyan e Mman. KaysanHara Bpcka co
npuyuHATenoT (XIIB) e jacHO foKaXaHa.

Puig-Tintore et al., 1988rox. [16] o6jaBuja
pe3dMHMpaH M3BeINTaj 3a 26 CepuM Ha MalH-
enTKH Tpetnpanu co CO, nacep Banopu3anuyja
(BxymHO 5623 naumeHTKH). Ilep3ucreHna umu
pexypenua Ha CIN 6ewe 8,4% cCO HEWTO NO-
ronemu BpegHocTH 3a CIN 3 (11,2%). ITo BTO-
paTa BanopM3alMja CTankaTa Ha ycrmex pacre
10 95,5% crniopen Benedet [17], 96% cniopen Jor-
dan u o 99,5% cnopen Baggish [18]. Ferenczy
BO 1985 rop. [19], o6jaByBa cTanka Ha nep3uc-

TeHua u pekypenua on 2,9%, 4,1% u 6,4% xaj
CIN 1, 2 u 3, cooaseTHo. OBa Kopennpa co pe-
3ynTaTHTE Of OBaa ctyamja. Ilopagu manuor
6poj Ha naumenTkn co CIN 1 u CIN 2, manara
pa3fiuKa BO CTalkaTa Ha ycnex BO TPETMaHOT
Ha pa3anynnTe creneHu Ha CIN (u3Bemtan ofl
NOBeKe CTYJMH), HE € CTATUCTHUKH penpe3eH-
TaTHUBEH.

HPV cratycor KOj Oelue eBanyupaH Ha
BTOpaTa KOHTpOJIa (MHHUMYM 6 MECELH MO UH-
TepBEHLHjaTa), MOKaxka ucuesHysame Ha HPV
nH(pekunjaTa Kaj 81% O MaUMEHTKHTE, Hac-
NpoTH 1nocroeweTo Ha 13,6% HPV HeraTHBHH
nauMeHTKH npej TperMaHoT. CryaujaTa H3Be-
nena op Strand et al. 1997 rop., mokaxyBa A€Ka
npucycrsoro Ha HPV JIHK no sacepckn TpeT-
MaH CHUTHH(HKAaHTHO ce HamalyBa, OCOOEHO
110 6 MecelH Ofi HHTEPBEHLHjaTa ¥ NPUOIIKHO
90% on mauuenTkure Tperrpann nopagu CIN,
cranyBaat HPV [IHK neratusnu [20]. ITep3nuc-
TEHTHH BHCOKOpH3n4yHM HPV THmoBu ro 3roi-
eMyBaaT PH3MKOT 3a pEKypeHIa BO TOCTOI-
€paTHBHHOT MepHof no TperManot Ha CIN, HoO
WHIIM/IEHI[aTa He € BUCOKa Cé JIofieKa jie3ujaTa e
KOMIUIETHO oTcTpaHeTa [21]. Fallani MG et al.,
B0 2003 rop., JOHeNne 3aKIy4OK JieKa 0JIroTpa-
jHOTO cnenewe norepaysa aeka CO, nacep Ba-
nopu3anujaTa c€ yumre iMa MeCTO BO TPETMAHOT
Ha CIN u BO ceneKTHpaHH Cjlly4yau IIpeTCTaByBa
CHTypHa aJTepHaTHBa Ha KOHM3alujaTa, ypH
u BO TpeTMaH Ha BHcokopu3uyHM CIN ne3un,
HO KOJITTIOCKOTICKOTO HCIIEYyBame € HEOMXOAHO
3a ajeKBaTHa MNpeloNepaTHBHA celeKlHdja Ha
cnyvauTte [22].

3AKIYYOK
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; p&qyuumanleu Tp?TMaH e BU-
a' e Ha‘peKyngT‘eH ,CIN. Mox{gi
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Jordan and up to 99,5% according to Baggish [18].
Ferenczy, 1985 [19], reports of persistence or recur-
rence rate of 2,9%, 4,1% and 6,4% in CIN 1, 2 and
3 - respectively. This correlates with the results ob-
tained in this study. Because of the small number of
patients with CIN | and CIN 2, the slight difference
in success rates in the treatment of different CIN
stages (reports of which have been submitted in
several articles) is not statistically representative.
HPV status was also evaluated on the second
follow-up visit (at least 6 months following the
intervention), showing that clearance of the HPV
infection occurred in 81% of the patients, versus
13,6% HPV negative patients before the treatment.
The study conducted by Strand et al. 1997 shows
that the presence of HPV DNA after laser treatment
significantly decreases, especially after 6 months
following intervention, and almost 90% of the
women treated for CIN were negative for HPV DNA
[20]. Persistent high-risk HPVs increase the risk for
recurrence in the post-surgical period following
treatment of CIN, but the incidence is not high as

ACM 3 N2, 2004

long as the lesion is completely removed[21]. Fal-
lani MG et al., 2003 concludes that long-term fol-
low-up proves that CO, laser vaporization still has
aplace in the treatment of CIN and in selected cases
represents a safe alternative for conization even in
the treatment of high-grade CIN, but colposcopic
expertise is essential for adequate preoperative se-
lection of cases [22].

CONCLUSION

I'Our results, as well as the results of many oth-

"er studies, are in favor of the conclusion that

“the CO'2 laser vaporization is a highly effective

‘treatment modality for patients with CIN. The -
| procedure is well tolerated by the patients,

. and there is a low rate of postoperative com-

‘Kblications.zThe,, percentage of patients cured

. after the initial treatment is high and the cases

gof recurrent CIN can successfully be treated

_with an additional laser treatment.
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