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Two-dose Methotrexate Regimen for Treatment of Cesarean Section Scar
Pregnancy

Ibrahim A. Abdelazim'?, S.U. Shikanova?, B. Zh. Karimova®

! Ain Shams University, Cairo, Egypt.

2 Ahmadi hospital, Kuwait Oil Company (KOC), Kuwait.

3 West Kazakhstan Marat Ospanov medical university, Aktobe, Kazakhstan

Cesarean section scar pregnancy (CSSP) at 5 weeks+2days and initial f-hCG 4361
mlU/ml was diagnosed in a 44-year-old patient (previous 3 vaginal deliveries and one
cesarean section) by trans-vaginal ultrasound (TVS).

She refused methotrexate (MTX) treatment at the beginning, and she decided to repeat
B-hCG after two days, which came as 5378 mIU/ml.

She agreed for MTX treatment later, after she noticed the rising B-hCG titer. The
repeated B-hCG was 6758 and 6132 mIU/ml on the 4th and 7th day; respectively
following first MTX-dose, therefore, she was given the second MTX-dose.

The B-hCG decreased from 6132 mIU/ml to 4335 mIU/ml on the 4th day following the
second MTX-dose (>15% drop of B-hCG).

Follow-up B-hCG showed gradual drop from 2736 mIU/ml on 7th day following
second MTX-dose, to 682.8 mIU/ml on 2nd week following second MTX-dose, then
to 20.2, and 83.1 mIU/ml on 3rd and 4th week; respectively following second MTX-
dose.

Furthermore, f-hCG dropped to 35.6 and 15.26 mIU/ml on 5th and 6th week;
respectively following second MTX-dose and returned to non-pregnant level 4.07
mlU/ml on the 8th week following second MTX-dose.

This report represents variant of CSSP successfully treated with two-dose MTX
regimen with no side effects and/or complications.

This report suggests the two-dose MTX regimen for treatment of CSSP diagnosed at
5-6 weeks, with no viable fetus, and initial -hCG between 5500-6000 mIU/ml.
Keywords: Two-dose, Methotrexate, Regimen, Treatment, CSSP.

MeToTpeKcaTThIH €Ki eceJIeHIeH 103aChbIMeH Kecap TilirineH KeiiHri
TBIPTHIKTAFBI KYKTUIKTI HOTHKeI em/1ey sKaFJaiibl
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3Mapar OcmaHoB atbiHarbsl bateic Kazakctan meauimHa yHUBepCcHTETI, AKTO0e,
Kaszakcran.

44 xacrarel HayKacTa (aHaMHE31HIE 3 KBIHANTHIK XoHE | Kecap TimiriMeH OocaHy)
TpaHCBaruHaJbIbl YABTPanbIObICTHIK 3epTTeyae (TVS) B-AXI Oacrankel Memmiepi
4361 mMMe/Mn kecap TULTIr OmepauMsCHIHAH KEHIHTT  THIPTBIKTA KYKTUTIKTIH 5
anTackl+2 KyHI aHBIKTaJIIbI.

Haykac xaiframan tekcepyme B-AXI tutpiniH  skorapsutaysl (5378 mMe/mi)
aHbIKTaNFanaa Merorpekcarne (MT) emaenyre kemicimMin Oepai.

MertoTpekcarThly OipiHIIi 103ackiH KaObuiaaranHaH keifin B-AXI tutpi 6758 mMe/
ML, 4-mmi skoHe 7-mni kyHzepi 6132 mMe/mn kypanel. Haykacta MeTOTpeKcaTThIH
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Introduction

eKiHIII 7103achiH KaObuimaranHaH kelin 3-AXI tutpi 4 kyHnepi 6132 MMe/Mi-aeH
4335 mMe/mn peitin temenneni (B-AXI Tutpinin Temenzeyi 15%).

Kesexri Oakpuiayna P-AXI' turpinin — geHredi 7-mni kyHi 2736 MMe/mi-geH
METOTPEKCATTBIH EKiHIIII 103aChIH KaObUIIaFraHHAH KeiiHT1 exiHmi antanaa 682,8 MMe/
MJI IeHin, Keiin 3-mi sxone 4-mi antaza 20,2 men 83,1 MMe/Mit colikec TOMEHEII.
3eprreyain S-mii xkaHe 6-1i antanapeiaaa -AXI turpinig 35,6 MMe/mi xkaHe 15,26
MMe/MIJT TOMEH/ICT, METOTPEKCATTBIH CKIHIIN J03aChiH KaObUIIaFaHHAH KeWiHTi 8-1ii
anTaja XKYKTi eMec difeniepaeri MeepMeH TeHeCTi, sFHu 4,07 MMe/MIT Kypajbl.
byn seprreyne P-AXID Oacrankel aeHreiti 5500-6000 MMe/Mi koHE Kecap Tifiri
ornepanusiCbIHAaH KeWIHrl TBIPTHIKTArbl JKYKTUIIKTE aii eMipre KaOuIeTTiNiri oK
VPBIKTBIH 5-6 anTaliblK Ke3CHIHIe METOTPEKCATTBIH €Ki €CEJICHICH T03aChIMEH eMICY
KECTeC1 YChIHBIIFaH.

Hezizei co30ep: exi 0oza, memompeKkcam, Kecme, emoey, Kecap MminiciHeH Keuinel
MbIPMBIKMARbL HCYKMITIK.

Cuiyyaii ycrenrHo npoJiedeHHoi 6epeMeHHOCTH Ha pyOlle mocje Kecapepa
ceyeHHUsl ABYMsI 103aMH MeTOTpeKcara
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VY 44-netHell MauMeHTKU (B aHaMHe3e 3 BarMHAJIbHBIX POJOB M OTHO KecapeBo
CEUeHHE) AMAarHOCTHPOBaHA OepeMEHHOCTh Ha pyOlle mocie KecapeBa CEYEHHUs C
MIOMOIIBIO TPAHCBarMHAJIBHOTO YJIbTpa3BykoBoro uccienoanus (TBY3M) B cpoke 5
Henenb+2 A U HadanbHOM ypoBHe B-XI'U 4361 MME/mut.

IManuenTKa coriacuiiach Ha JIeUeHHE METOTPEKCATOM IoCIIe MoBbIeHus TUTpa B-XI'U
(5378 MME / MJ1) ipy IOBTOPHOM OTIPE/ISICHHUH.

IMocne nepBoii 10361 MeToTpekcata TUTP B-XI'Y cocraBun 6758 u 6132 MME/mi Ha
4-ii u 7-i nenp. [lanpenTka moay4usia BTOPYIO O3y METOTpeKcaTa, Mocie KOTOpoi
yposenb B-XI'Y na 4-it neus cuusmiicst ¢ 6132 MME/mn o 4335 MME/mn (nafenne
ypoBHs B-XI'I> 15%).

IMpu nocnenyromem Habmonennn yposeHb 3-XIY mokasas MocTerneHHOe CHIKEHNE
¢ 2736 MME/mn na 7-it nens 1o 682,8 MME/Mia Ha 2-ii Hezenie mociie BTOPOit 10361
MmeToTpekcara, 3areM 10 20,2 u 83,1 MME/mn na 3-it u 4-it Henene COOTBETCTBEHHO.
Hanee, yposeub B-XI'Y cuusuicst mo 35,6 u 15,26 MME/mn Ha 5-ii u 6-it Henmene
COOTBETCTBEHHO U BEpHYJICS K ypoBHIO HebepemeHHbIX 4,07 MME/Mi Ha 8-if Henene
TOCJIe BTOPOH 103kl METOTPEKCATa.

B s10i1 mybnuKkamu npeaaraeTces cxema ¢ IByMs J03aMU METOTpeKcaTa ISl JTeUeHuUst
OepeMeHHOCTH Ha pyOlle Mociie KecapeBa CEUeHHs, IUarHOCTHPOBAHHOIO Ha 5-6
HEJETSIX MPU OTCYTCTBHH JKHU3HECIOCOOHOro Iiofa, U HadaibHOM ypoBHe B-XI'Y B
nuanasone 5500-6000 MME / M. .

Kniouesvle cnosa: oge 0o3vi, memompexcam, cxema, neuenue, bepemeHHOCMb HA
pybye nocne xecapesa ceueHusl.

This report represents variant of CSSP successfully
treated with two-dose Methotrexate (MTX) regimen.

Cesarean section scar pregnancy (CSSP) is an
intrauterine pregnancy, and it may result in a live offspring
if not terminated [1]. To date there were 27 live births
reported following conservative treatment of CSSPs [1].
CSSPs occur after implantation of the fertilized ovum
over the previous cesarean section (CS) or hysterotomy
scar(s) [2].

The CSSP is often misdiagnosed as ongoing inevitable
miscarriage, because of the low position of the gestational
sac (GS) near the uterine cervix [3].

The number of previous scars is not risk factor for
CSSP, and it occurs following elective CS [4]. The true
incidence of CSSP estimated as 1/1800-1/2500 of all
cesarean deliveries [5]. The incidence of CSSP increased
due to increased CSs rate, and improved diagnostic
imaging tools [6].

Case Report

Cesarean section scar pregnancy (CSSP) at 5
weekst2days was diagnosed in a 44-year-old patient
(previous 3 vaginal deliveries and one cesarean section)
by trans-vaginal ultrasound (TVS), which showed that GS
(gestational sac) is located in the lower uterine anterior
quadrant close to the site of the previous CS scar (with
yolk sac inside), and initial B-hCG 4361 mIU/ml on 31st
July 2020.

She refused MTX treatment at the beginning, and she
decided to repeat the B-hCG after two days, which came
as 5378 mIU/ml on 2nd August 2020.

On 3rd of August she decided to receive the first MTX-
dose after she noticed the rising -hCG titer. The repeated
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B-hCG was 6758 and 6132 mIU/ml on the 4th (7th August
2020) and 7th (10th August 2020) day; respectively
following first MTX-dose, therefore, she was given the
second MTX-dose.

The B-hCG decreased from 6132 mIU/ml on 10th
August 2020 (day of second MTX-dose) to 4335 mIU/
ml on the 4th day following second MTX-dose (>15%
drop of B-hCG), so no more MTX-doses were given to the
studied woman.

Follow-up B-hCG showed gradual drop from 2736
mlU/ml on 7th day following second MTX-dose, to 682.8
mlU/ml on 2nd week following second MTX-dose, then to
20.2, and 83.1 mIU/ml on 3rd and 4th week; respectively
following second MTX-dose.

Furthermore, B-hCG dropped to 35.6 and 15.26 mIU/
ml on 5th and 6th week; respectively following second
MTX-dose and returned to non-pregnant level 4.07 mIU/
ml on the 8th week following second MTX-dose (Figure
1).

Studied woman counselled regarding the risk of
pregnancy in the first 6 months following the MTX
regimen, and possibility of the CSSP recurrence.
Departmental approval and written consent taken from the
studied woman to publish her data as case report.

Discussion

CSSP usually diagnosed in women with previous
uterine scar(s) based on positive pregnancy test, and
ultrasound criteria of CSSPs which include [7]: 1) empty
uterus with closed cervical canal; 2) GS located in lower
uterine segment (LUS) below the bladder close to the
internal os and previous scar(s) with yolk sac and/or
embryo (Figure 2); 3) Thin myometrium layer between
the GS and urinary bladder, and 4) Numerous blood
vessels around the GS (Figure 3).

The risk of CSSP recurrence is 1%, and treatment of
CSSP should be individualized based on the future desired
fertility and patient’s age [7].

CSSPs with no yolk sac or fetal cardiac activity can
be managed by ultrasound, and B-hCG follow-up until
the B-hCG returns to non-pregnant level with or without
MTX.

CSSPs with yolk sac and/or fetal cardiac activity
can be managed either by termination or continuation of
pregnancy. Women decided to continue the pregnancy,
should counselled regarding the risks of hemorrhage,
uterine rupture, morbid adherent placenta (MAP) and
possibility of emergency hysterectomy [2].

Termination of CSSPs should be individualized based
on desired future fertility, patient’s age, and clinicians’
experience.

1) Surgical approaches: Suction aspiration is the
traditional choice, but it usually associated with major
bleeding which may necessitate life-saving hysterectomy.
Insertion of Foley's catheter at the CSSP site inflated with
saline as tamponade is potentially useful technique and
can be combined with the suction aspiration [2].

Traditional dilatation and curettage (D&C) often
complicated by hemorrhage. The reported emergency

Date Time Result Units @ Reference
13/10/20| 13:52 | 271 Q) |miwmL]| 0.0-10.0
7/10/20 | 11:09 | 4.07 Q) |miw/mL| 0.0-10.0
24/9/20 | 10:45 [15.26 H ) miu/mL| 0.0-10.0
17/9/20 | 10:58 |35.63 H Q) miu/mL| 0.0-10.0
9/9/20 | 09:03 [83.61 H Q) mIu/mL| 0.0-10.0
2/9/20 | 12:01 |201.2 H Q) mIu/mL| 0.0-10.0

_26/8/20 | 12:19 |682.8 H Q) miu/mL| 0.0-10.0 _
/18/8/20 | 10:38 | 2736 H Q)| mIU/mL| 0.0-10.0
14/8/20 | 09:16 | 4335 H Q)| miu/mL| 0.0-10.0
10/8/20 | 21:34 | 6132 H Q| mIu/mL ~ 0.0-10.0

7/8/20 | 21:22 | 6758 H Q| miu/mL| 0.0-10.0
2/8/20 | 23:24 | 5378 H Q| mIu/mL| 0.0-10.0
31/7/20 | 23:47 | 4361 H Q| mIu/mL| 0.0-10.0

Figure 1. B-hCG levels of the studied woman after two
Methotrexate (MTX)-dose regimen

Figure 2. Tans-vaginal ultrasound image of the cesarean
section scar pregnancy (CSSP) shows gestational sac (GS) with
yolk sac inside

Figure 3. Trans-vaginal ultrasound image shows the blood
vessels around the CSSP gestational sac (GS)

hysterectomy rate was 14% following traditional D&C in
CSSPs series [8].
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Hysteroscopic resection has reported for CSSPs
treatment at initial B-hCG of 28,333 mlIU/ml [9].
Hysteroscopic resection is not preferred for CSSPs
treatment when the residual myometrium <3 mmm (risks
of uterine perforation and bladder injury are high).

Transabdominal excision of CSSPs, allows revision of
LUS and reduces risk of recurrence. Laparotomy indicated
in CSSPs complicated by life-threating hemorrhage and/
or uterine rupture.

2) Local injection of MTX or KCl (ultrasound guided)
is the most effective treatment for CSSPs between 6-8
weeks’ (it stops the cardiac activity) and should considered
with desired future fertility [2].

3) Systemic MTX: Systemic intramuscular (IM) multi-
dose MTX regimen for CSSPs treatment combined with
ultrasound, and B-hCG follow-up [10].

Oral ulcers with decreased hematological parameters
were recorded as side effects following multi-dose MTX
treatment for CSSPs and ectopic pregnancies (EPs) [10].

4)Uterineartery embolizationwithlocalintragestational
MTX or systemic MTX with intragestational MTX were
similarly effective in treating CSSP, and both treatment
likely to fail when the GS >5 cm in diameter [11].

The studied CSSP case managed successfully by
two-dose MTX regimen, and B-hCG decreased from
6132 mIU/ml to 4335 mIU/ml on the 4th day following
second MTX-dose (>15% drop of B-hCG), so no more
MTX doses were given to the studied woman. Successful
treatment following MTX indicated by decreased B-hCG
by >15% on the 4th day following second MTX-dose, and
this explains why the studied woman was given only two
MTX-doses.

She was followed by B-hCG, vaginal ultrasound, and
blood picture, till the B-hCG return to non-pregnant level
(4.07 mIU/ml) on the 8th week following second MTX-
dose.
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