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ANALYSIS OF THE RESULTS OF CONSERVATIVE MANAGEMENT
OF ECTOPIC PREGNANCY USING METHOTREXATE

Abstract. Today, ectopic pregnancy remains a common gynecological emergency around the world and is defined as the
implantation of a fertilized egg outside the uterine cavity. The fallopian tube is the most common site of attachment of the fertilized
egg, and tubal pregnancies account for 95.5% of all cases of ectopic pregnancy. Taking into account modern practice, two methods
of treating tubal pregnancy can be noted - conservative with the use of methotrexate and surgical. And although conservative
management of this pathology is 70-90% effective and safe, in Ukraine the frequency of use of this drug does not exceed 15%.
The presented article highlights modern recommendations for the use of methotrexate for the treatment of tubal pregnancy
and directly analyzes the results of conservative management of women with undisturbed tubal pregnancy in the department of
planned minimally invasive and plastic gynecology of subdivision Ne 3 of the KNP “City Clinical Hospital N¢ 6.

The aim of the study. The purpose of the study is to analyze the results and determine the features of managing patients with
intact tubal pregnancy using methotrexate.

Materials and methods. We analyzed 49 cases of treatment of tubal pregnancy with methotrexate in hemodynamically stable
patients of the department of planned minimally invasive and plastic gynecology of subdivision Ne 3 of the KNP “City Clinical
Hospital Ne 6” for 2020-2022. A systematic online study of articles on the use of methotrexate was conducted.

Results and discussion. Drug treatment of tubal pregnancy with methotrexate was used in 49 women (31.4%) out of 156
who were hospitalized with a diagnosis of ectopic pregnancy. All patients met the established requirements for conservative
management of ectopic pregnancy. The average age of women in the study group was 22.3 + 3.5 years.

In the obstetric history, the first pregnancy was identified in 31 patients (63.3%), repeated pregnancy - in 18 patients (36.7%).
In women with repeated pregnancies, physiological births accounted for 66.7% (12 cases), cesarean sections - 33.3% (6 cases).
Two or more births were detected in 4 patients (22.2%). Abortions occurred in 10 women with repeat pregnancies (55.6%).

Primary infertility was detected in 9 women (18.4%), secondary infertility — in 1 woman (2.0%). Regular menstrual cycle
disorders of various types were observed in 17 patients (34.7%). 5 women (10.2%) had chronic inflammatory processes of the
pelvic organs. Combined oral contraceptives were used as a method of contraception by 1 woman (2%).

Preliminary surgical interventions on the pelvic organs were performed in 11 women (22.4%) with conservative management
of tubal pregnancy. Of these, the indications for surgical intervention were: genital endometriosis - in 2 patients (18.2%), ectopic
pregnancy - in 5 patients (45.5%), tubo-peritoneal factor of infertility - in 4 patients (36.3%). In 2 patients (40%) with a
previously operated tubal pregnancy, the fallopian tube was preserved. In 1 patient (50%), this ectopic pregnancy was diagnosed
in a preserved fallopian tube.

7 patients (14.3%) had chronic diseases of the urinary system.

Asingleinjection of the drug at a rate of 50 mg/mZ2 of body surface was performed in 41 women (83.7%), repeated administration
was used in 8 women (16.3%).

Surgical treatment with progression of tubal pregnancy was performed in 7 women (14.3%).

Conclusions. The use of methotrexate during conservative therapy for tubal pregnancy in the department of planned minimally
invasive and plastic gynecology of subdivision N¢ 3 of the KNP “City Clinical Hospital N¢ 6” allowed to avoid surgical intervention
and preserve reproductive function and health in 85.7% of women.

Key words: ectopic pregnancy, tubal pregnancy, methotrexate, complications, conservative treatment.

AHAUJII3 PE3Y/IBTATIB KOHCEPBATUBHOTO JIIKYBAHHSA EKTONIYHOI BATITHOCTI
13 3BACTOCYBAHHAM METOTPEKCATY

AHnomayis. Ha cbozo0HiwHill deHb ekmoniyHa 8azimHicmb 3aAUWAEMbCS PO3N0BCIO0NCEHOI0 He8i0KAAaJHO 2IHeK01021YHOI0
namoJ102i€r y 8CboMy c8imi i BUBHAYAEMbCS K IMNAAHMAYisA NAIOH020 AUYS 3a Mencamu NopoXcHUHU mamku. Mamkosa mpy6a
€ Hallyacmiwum Micyem npukpinieHHs naiodnozo siiys, a mpy6Ha eazimHicms ckaadae 95,5% eid ycix eunadkise nosamamko-
8oi sazimHocmi. 3 0241510y HA cy4acHy NPAKMUKY MOJCHA 3a3HaA4umu dea Memodu AiKy8aHHs mpy6Hoi eazimHocmi — KoHcepaa-
mueHull i3 3acmocy8aHHsM Memompekcamy ma XxipypeiuHutl. I xoua koHcepeamugHe 8edeHHs1 daHOi hamo.iozii € egheKmueHUM
i 6eaneyHum Ha 70-90%, 8 YkpaiHi yacmoma 3acmocysaHHs daHo2o npenapamy He nepesuwye 15%. [IpedcmasaeHa cmamms
suceimJ10€ cy4acHi pekomeHoayii 3acmocysaHHs MemompeKkcamy 3 Memor AiKy8aHHst mpy6Hoi eazimHocmi ma 6e3nocepedHbo
aHAi3y€e pe3yibmamu KOHCep8amueHOo20 8e0eHHS HCIHOK 3 HenopyuleHo mpy6Hor eazimHicmio y 8iddizieHHI n1aH080i MA10iH-
easugHoi ma naacmuyHoi 2iHeko02ii niopo3diny Ne 3 KHII «MKJI Ne 6» /]MP.

Mema docaidiceHHs. Memoto docaidiceHHs1 € aHani3 pe3yabmamie ma eu3HavyeHHs ocobaugocmeli eedeHHs hayieHMokK
3 HenopyweHow mpy6HOK 8a2imHicmio 3a 00NoMo2010 MemompeKcamy.

Mamepiaau ma memodu docaiddxcenHs. [Ipoananizosaro 49 eunadkie nikysaHHss mpy6Hoi eazimHocmi Memompekcamom
y eeModuHaMiuHO cmabiabHUX nayieHmok 8iddineHHs1 N1aHO80I MA10iHBA3UBHOI ma naacmuyHoi ziHekoso02ii nidposdiay Ne 3
KHIT «MKJI Ne 6» /IMP 3a 2020-2022 pp. I[IposedeHo cucmemamu4He OHAAUH-00CAI0xiCeHHS cmamell Ha meMy 3aCmOocy8aHHS
Memompekcamy npu mpy6Hiii noaamamkosiii gazimHocmi.

Pe3yasemamu i 062080peHHA. MedukameHmo3sHe JiKysaHHss mpy6HOi eazimHocmi Memompekcamom 3acmocogyganocst
y 49 sxcinok (31,4%) i3 156, siki 6yau 2ocnimanizosari do cmayioHapy i3 diazHo30m no3amamkosa eazimuicme. Yci nayieHmku
gidnosidanu ecmaHogaeHUM 8umoz2am 00 KOHCep8amueHo2o 8edeHHs nosamamkosoi eazimHocmi. CepedHill 8ik xciHok doci-
dxcysaHoi epynu cmanosus 22,3 + 3,5 pokis.

B akywepcbkomy aHamHe3i nepwa eazimuicmes ecmarosaeHna y 31 nayienmku (63,3%), nosmopHa eazimuicms -y 18 nayi-
eHmok (36,7%). Y sxiHok i3 noemopHow eazimuicmio ¢isionoziuni nosoau cknadanu 66,7 % (12 eunadkis), kecapie po3muH -
33,3% (6 sunadkis). /leoe i 6invwe noaozie susHauaaucs y 4 nayienmok (22,2%). Abopmu maau micye y 10 HciHOK i3 NOBMOPHOIO
eazimuicmio (55,6%).
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IlepsunHe 6e3naiddst ecmaHosaeHo y 9 sciHok (18,4%), smopuHHe 6e3naidds -y 1 xcinku (2,0%). PecyasipHi nopyweHHs1 MeH-
cmpya/bHo20 YUKy pi3Ho20 Xapakmepy cnocmepieanucsy 17 nayienmok (34,7%). XpoHiuHi 3anaavHi npoyecu opeaHie mManozo
maz3y manu 5 xcinok (10,2%). KombinosaHi opasbHi kKohmpayenmusu, ik Memod koHmpayenyii, 3acmocogyeaa 1 sxcinka (2%).

Ilonepedni onepamueHi 8mpy4aHHs Ha OP2aHAX MA1020 MA3y 8UKOHAHO y 11 sciHoK (22,4%) 3 KoHCcepsamueHUM 8e0eHHAM
mpy6Hoi eazimHocmi. 3 HUX NOKA3AHHAMU 00 ONepamueHO20 8MpY4aHHs 6yau: 2eHimaabHUll enHdomempios — y 2 nayieHmok
(18,2%), nozamamkosa sazimuicmoe -y 5 nayieHmok (45,5%), mpy6Ho-nepumoneaavbHull akmop 6e3naidos - y 4 nayieHmok
(36,3%). Y 2 nayieumoxk (40%) i3 nonepedHbo npooneposaHoro mpy6HoI0 eazimHicmio 36epesceHo mamkosy mpy6y. Y 1 nayienm-

Ku (50%) daHna nosamamkosa sazimuicms diazHocmogaHa y 36epesiceHili mamkosill mpyoi.
Y 7 nayienmox (14,3%) cnocmepizaaucs XpoHiuHi 3aX80pH08AHHS ce408UdiNbHOI cucmemu.
0dHopazose ggedeHHs1 npenapamy 3 po3paxyHky 50 mz/m? noeepxHi mina 6ysn0 eukoHaHo y 41 xcinku (83,7%), noemopHe

esedeHHs1 6y/10 3acmocosaHe y 8 sciHok (16,3%).

OnepamusHe /NiKy8aHHs 3 Npo2pecy8aHHAM mpy6Hoi sazimHocmi 6y10 npogedeHo y 7 xciHok (14,3%).

BucHogKku. 3acmocysaHHs Mmemompexcamy npu npogedeHHi KoHcepeamugHoi mepanii 3 npueody mpy6Hoi eazimHocmi y 8id-
dineHHi naaHosoi masoiHeazusHoi ma naacmuyHoi 2iHekosoz2ii nidpo3diny Ne 3 KHIT «MKJI Ne 6» JIMP do3goauso yHukHymu
onepamugHo20 8mpy4vaHHs ma 36epezmu penpodyKmuseHy ¢yHKUir i 300po8’s y 85,7% HciHOK.

Kawuosi cioea: ekmoniuna eazimuicms, mpy6Ha 8azimHicms, Memompekcam, yCKAAOHEeHHS1, KOHCep8amueHe AiKy8aHHSI.

Introduction. An urgent problem of modern ob-
stetrics and gynecology is the high prevalence of ec-
topic pregnancy among women of reproductive age.
Thus, according to Milena Leziak, Klaudia Zak, Karolina
Frankowska (2022), the prevalence of ectopic preg-
nancy among pregnant women reaches up to 2%. Ec-
topic pregnancy is the main cause of maternal mortal-
ity in the first trimester of pregnancy and accounts for
5-10% of all pregnancy-related deaths. This is due to
the difficulty of timely diagnosis of ectopic pregnancy
associated with a nonspecific clinical picture [1-3; 10].

There is also a steady trend towards an increase
inthe frequency ofectopicpregnancy, whichinindustri-
alized countries averages 12-14 cases per 10,00 preg-
nancies [2]. Moreover, tubal pregnancy accounts for
95.5% of all locations of ectopic pregnancy. Infertili-
ty after surgery for tubal pregnancy can occur in 70-
80% of cases. The frequency of repeated tubal preg-
nancy is observed in the range from 4 to 12.6% [3].
First of all, this is due to the prevalence of inflammato-
ry processes in the female genital organs, the increas-
ing number of surgical interventions on the fallopian
tubes, and the introduction of ovulation inducers into
medical practice [3].

The diagnostic capabilities of modern medicine
make it possible in most cases to establish a diagno-
sis of tubal pregnancy before its termination, thereby
reducing the risk of life and reproductive health of the
patient and increasing the range of possible treatment
methods [9].

Today, in parallel with laparoscopic manipulations,
conservative medical methods are used in the treat-
ment of tubal pregnancy. Their essence consists in the
systemic or local use of drugs by introducing the drug
into the fetal sac during laparoscopy or under ultra-
sound guidance.

The most studied drug for the medical treatment
of ectopic pregnancy is methotrexate. The first use of
methotrexate occurred in 1982 with interstitial locali-
zation of the ovum [8]. From that moment on, its use has
firmly taken its place in the treatment of this pathology.

A review of uncontrolled and controlled studies
found that when patients are stable, there are many
drug treatments that are as effective as surgery. More-
over, in different studies, the success rate with metho-
trexate therapy ranged from 71.2 to 97% [6]. The suc-
cess of the method depends on the mode of application,
gestational age, diameter of the ovum and the level
of human chorionic gonadotropin.

At the moment, the following criteria for the pos-
sibility of using methotrexate have been approved
in Ukraine:

* hemodynamic stability of the patient;

e progressive tubal pregnancy less than 35 mm
in size without visible fetal heartbeat on ultrasound;

« absence of uterine pregnancy on ultrasound;

e serum level of human chorionic gonadotropin
from < 1500 IU/1 to < 5000 1U/1;

« the patient's consent to further medical observa-
tion;

« absence of known sensitivity to methotrexate [7].

The aim of the study. The purpose of the study
was to analyze the results and determine the charac-
teristics of the management of patients with an intact
tubal pregnancy with the help of methotrexate in the
department of planned minimally invasive and plastic
gynecology of subdivision N2 3 of the KNP “City Clinical
Hospital Ne 6”.

Materials and methods. We analyzed 49 cases of
intact tubal pregnancy with methotrexate in patients
of the department of planned minimally invasive and
plastic gynecology of subdivision N 3 of the KNP “City
Clinical Hospital Ne 6”. When choosing a treatment
method, a number of factors were taken into account:
the patient’s condition, gestational age, life history,
medical history, ultrasound results.

The criteria for medical treatment of ectopic
pregnancy in patients were: hemodynamic stabili-
ty, progressive tubal pregnancy measuring less than
35 mm without visible fetal heartbeat on ultrasound,
absence of intrauterine pregnancy on ultrasound,
serum level of human chorionic gonadotropin from
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< 1500 IU/1 to < 5000 IU/], the patient’s consent to
further medical observation, absence of known sensi-
tivity to methotrexate [7].

Before choosing management tactics, all patients
were examined by a council of doctors and general
examination, ultrasound examination, general clini-
cal blood test were performed, and the level of human
chorionic gonadotropin in the blood was determined.
For conservative treatment of intact tubal pregnancy,
methotrexate was used. This is a cytostatic drug from
the group of folic acid antagonists. The mechanism of
action is the inactivation of dihydrofolate reductase,
which leads to a decrease in the level of tetrahydro-
folate (cofactor for DNA and RNA synthesis) and there-
by blocks the division of trophoblast cells. The dose of
the drug was determined at the rate of 50 mg/m? on the
body surface. When repeated administration, the dos-
age of the drug did not change. Monitoring of human
chorionic gonadotropin levels and ultrasound control
were carried out 96 and 168 hours after methotrexate
administration [7].

The results obtained were subjected to statistical
processing using the method of descriptive statistics
and correlation analysis.

Results and discussion. Drug treatment of tu-
bal pregnancy with methotrexate was used in 49 wo-
men (31.4%) out of 156 who were hospitalized with
a diagnosis of ectopic pregnancy. All patients met the
established requirements for conservative manage-
ment of ectopic pregnancy. The average age of women
in the study group was 22.3 + 3.5 years.

In the obstetric history, the first pregnancy was
identified in 31 patients (63.3%), repeated pregnan-
cy - in 18 patients (36.7%). In women with repea-
ted pregnancies, physiological births accounted for
66.7% (12 cases), cesarean sections - 33.3% (6 ca-
ses). Two or more births were detected in 4 patients
(22.2%). Abortions occurred in 10 women with repeat
pregnancies (55.6%).

When collecting anamnesis, it was established that
in the patients of the study group, menarche occurred
at 13.2 £ 1.2 years. Primary infertility was detected in
9 women (18.4%), secondary infertility - in 1 woman
(2.0%). Regular menstrual cycle disorders of various
types were observed in 17 patients (34.7%). 5 wom-
en (10.2%) had chronic inflammatory processes of the
pelvic organs. Combined oral contraceptives were used
as a method of contraception by 1 woman (2%).

Preliminary surgical interventions on the pelvic or-
gans were performed in 11 women (22.4%) with con-
servative management of tubal pregnancy. Of these,
the indications for surgical intervention were: genital
endometriosis - in 2 patients (18.2%), ectopic preg-
nancy - in 5 patients (45.5%), tubo-peritoneal factor of
infertility - in 4 patients (36.3%). In 2 patients (40%)
with a previously operated tubal pregnancy, the fallopi-

an tube was preserved. In 1 patient (50%), this ectopic
pregnancy was diagnosed in a preserved fallopian tube.

Analyzing extragenital diseases, it was found that
7 patients (14.3%) had chronic diseases of the urinary
system. Other diseases were isolated and not statisti-
cally significant.

When using methotrexate, some peculiarities
have been established. A single injection of the drug
at a rate of 50 mg/m? of body surface was performed
in 41 women (83.7%), repeated administration was
used in 8 women (16.3%). The condition for repeat
administration of methotrexate 168 hours after
the first administration was an increase in plas-
ma human chorionic gonadotropin levels above the
baseline level or its decrease by less than 15% [7].
The use of the drug was accompanied by a number
of side effects. The duration of side effects depends
on the dose and duration of treatment with metho-
trexate. Side effects with one dose of the drug were
usually minor and stopped quickly.

The average hospital stay was 8.7 * 1.3 days. All pa-
tients were discharged in satisfactory condition under
the supervision of an obstetrician-gynecologist in the
antenatal clinic with recommendations.

Surgical treatment with progression of ectopic preg-
nancy was performed in 7 women (14.3%). In 2020,
out of 15 women, 4 women were operated on (26.7%),
in 2021, out of 14 women, 2 women were operated
on (14.3%), in 2022, out of 20 women, 1 woman was
operated on (0.5%) which indicates a trend towards a
decrease in the number of surgical interventions when
using methotrexate for the treatment of intact tubal
pregnancy.

Atthe same time, the scheme of single and repeated
administration of methotrexate was more appropri-
ate compared to surgical intervention. This is due to
a reduction in the costs of hospitalization, surgery
and rehabilitation, since in the early stages of this
pathology it is possible to manage patients in a day
hospital or a one-day hospital stay with monitoring
of ultrasound and the level of human chorionic gona-
dotropin in the blood. Indirect costs are reduced by re-
ducing downtime.

Conclusions. Conservative treatment of intact tu-
bal pregnancy is controversial due to the possibility of
complications and the need for surgical intervention.
The study indicates that compliance with the criteria for
selecting patients for the purpose of prescribing metho-
trexate, timely ultrasound examination, determination of
the level of human chorionic gonadotropin in the blood
plasma and the use of a second dose of the drug, if neces-
sary, allows one to avoid surgical intervention, preserve
the fallopian tube and reduce the cost of treatment.

The use of methotrexate during conservative ther-
apy for tubal pregnancy in the department of planned
minimally invasive and plastic gynecology of subdivi-
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sion Ne 3 of the KNP “City Clinical Hospital N2 6” made Currently, methotrexate is the drug of choice for the
it possible to prevent surgical intervention in 85.7% of  conservative management of tubal pregnancy and is a
women and preserve reproductive function and health.  safe alternative to surgical treatment.
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