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CASE REPORT

Conservative management of cervical pregnancy with
intramuscular administration of methotrexate and KCI
injection: Case report and review of the literature
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treatment of cervical pregnancy, a challenging issue in
which no consensus still exists.
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INTRODUCTION

Cervical pregnancy represents < 1% of ectopic ges-
tations with its estimated frequency ranging between
1:1000-1:18000 pregnanciesm. It consists a rather challen-
ging clinical condition that may even lead to life-threatening
complications. Diagnosis is based on ultrasound imaging
and may frequently present difficulties; however, it should
be made as early as possible in order to avoid the risk of
severe vaginal hemorrhage which may even necessitate
emergency hysterectomy™,

No consensus has yet been achieved regarding the
optimal therapeutic approach of cervical pregnancy. Review
of literature demonstrates lack of randomized clinical
trials comparing the effectiveness of various therapeutic
protocols as the rarity of cases poses reasonable scientific
limitations. Howevert, the trend of modern clinical practice
is rather destinated to conservative management mainly
based on the usage of methotrexate MTX)" Y MTX may
be administrated intramusculatly (Z.7z.) or intramniotically
(#.a.)) and may also be combined with other therapeutic
means, such as intramniotic administration of potassium
chloride, vaginal mifepristone or uterine artery embolization
(UAE)*", Tn any case, close follow-up is demanded in
order to diagnose incompletely treated cases and perform
additional interventions such as curettage, hysteroscopy or
even hysterectomy!™>",

We present the case of a cervical pregnancy which was
successfully treated with intramuscular injection of MTX
plus intramniotic administration of potassium chloride,
without necessitating further treatment with curettage.
Furthermore, a narrative review is also provided regarding
the various therapeutic options regarding the optimal
treatment of cervical pregnancy.

CASE REPORT

A 41-year-old woman was admitted to our Department
with the suspicion of ectopic pregnancy. The woman
was followed-up by a private physician, being on her 54"
day of amenorrhea, with reported beta human chorionic
gonadotropine (B-HCG) ranging within normal values,
based on her reported last menstrual cycle. Conception
was reported to be spontaneous. The patient had an
obstetrical history of three pregnancies, of which the
first one was delivered vaginally and the consequent two
with caesarean section. Regarding medical-gynecological
history, patient reported no severe additional pathology.
During her physical and gynecological examination
patient was haemodynamically stable. Pelvic examination
was normal and cervix itself was closed.

Transvaginal ultrasound imaging at the time of
admission revealed empty endometrial cavity, gestational
sac within the cervical canal and embryonic echo
measuring CRL 1.5 mm (Figure 1). Cardiac activity
was detected at the time of diagnosis. Serum B-HCG
was measured 28590 IU/L, while no other remarkable
findings were observed from her blood test examination.
The diagnosis of a cervical pregnancy was therefore
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Figure 1 Ultrasound imaging of cervical pregnancy at the time of admission.

made and patient was hospitalized for further treatment.
Because of patient’s stable clinical condition, without
signs of vaginal bleeding or pain, patient was decided
to be treated with intramuscular administration of
methotrexate (50 mg/ m?) in combination with ultrasound-
guided intramniotic injection of KCl (2 meq/mL).
Injection of KCL was well tolerated by patient without
need for anesthesia administration, despite the presence
of anesthesiologist during the whole procedure.
Considering that the day of medication was day 1,
B-HCG was measured 25.100 TU/L on day 4, 8400 IU/L
on day 7 and 1351 IU/L on day 10. Gradual decrease
of B-HCG levels was also combined with ultrasound
observation of collapsed gestational sac (Figure 2). No
additional intervention such as curettage was decided
to be performed. During hospitalization period, patient
reported only minimal vaginal spotting, without reporting
pain or other suspicious signs or symptoms and was
therefore discharged on day 10" with the recommendation
of follow-up on a weekly basis until §-HCG values are
measured lower than 10 TU/L. She was also advised to
use contraceptive methods of choice for the next 6 mo in
order to avoid conception. Her follow-up period was totally
uncomplicated, B-HCG values getting < 10 1U/L on 56"
day after MTX administration. Patient was also reexamined
3 mo after cervical pregnancy diagnosis, the gynaecological
examination revealing absence of residual pregnancy.

DISCUSSION

We described the case of a cervical pregnancy treated
successfully with intramuscular administration of
methotrexate and intramniotic injection of KCl, without
necessitating additional interventional treatment.

MTX administration has been reported as an effec-
tive therapeutic option for the treatment of cervical
pregnancy. However, there have been several therapeutic
patterns proposed, without consensus regarding their
comparative effectiveness. Ben Hamouda ez al™ as well
as Apl et al™ have reported that exclusively single-dose
intramuscular administration of MTX may be effective
on treating cervical pregnancy without additional need for
curettage[14‘15]. Intramuscular MTX may also be combined
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Figure 2 Ultrasound imaging of collapsed gestational sac after methotrexate
treatment.

effectively with intramniotic injection of KCI"™'" while

oral mifepristone may also be co-administered effectively
as reported by Shresthra ez al". Kochi et al'”, in another
case series including 4 cervical pregnancies, have also
discussed the alternative of UAE with methotrexate, a
method that has been reported to be effective either as
monotherapy or in combination with other medication' .
Furthermore, apart from intramuscular injection and
UAE, there is still the option of intramniotic (7.a.)
administration of methotrexate either as mono-therapy
or in combination with intramniotic injection of KCl, as
characteristically described by Junior ez al” in a seties of
8 successfully treated cervical pregnanciesls’l&zoj. In our
case, the choice of intramuscular administration of MTX
was based on clinician’s relative experience on this certain
method of administration, given the fact of the non
consensus of optimal method of treatment.

A basic endpoint of the present case report may be
the fact that conservative management including 7.7 MTX
and za. KCl may be effective in treatment of cervical
pregnancy without need for performing curettage. Indeed,
effectiveness of exclusive administration of MTX has
been reported to be as high as 81.3%, while the percentage
is increased to 90% when MTX is combined with
additional conservative methods”. However, conservative
treatment with MTX may not definitely exclude the
possibility of incomplete treatment, with the underlying
possibility of hemorrhage still being potentialp”. Song et
al” in a retrospective study including 50 cases, report that
out of 30 cases being treated with zz MTX, there were
only 9 cases that did not necessitate further treatment
with curettageisj. Cipullo ez al” in a case series including 5
cervical pregnancies treated with im MTX + UAE reported
that, because of late diagnosis, emergency hysterectomy
could not be avoided in a case”. Furthermore, there
are also reports of unsuccessful intramniotic MTX
administration, such as that of Mangino ez al"" in which
hysteroscopy was finally performed in order to effectively
treat cervical pregnancy[1 " Pereira ef a” have also reported
the case of a residual pregnancy 3 mo after zm. MTX +
i.a. injection of KCI + UAE, therefore demonstrating
that close follow-up is demanded in order to confirm
definite treatment'”. Thus, conservative treatment with
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MTX should definitely be combined with close follow-
up, including measure of serum B-HCG levels every 3 d
after the initial i.m. administration and the possibility of
additional 2™ or 3" dose ot even interventional treatment
should always be re-evaluated in order to avoid risk of
severe hemorrhage. Besides, non-conservative treatment
has also been proposed as the basic therapeutic approach
by other researchers with satisfying results™,

The most crucial point, however, regarding treatment
of cervical pregnancy with MTX may be to identify patients
eligible to be treated conservatively. MTX administration
should be preferred in case of haemodynamically stable
patients with unruptured ectopic pregnancy, without severe
complaint for pelvic pain or vaginal bleeding and mainly
in case the size of ectopic mass does not exceed 3-3.5
em™, Serum B-HCG levels should always been taken into
consideration as there have been implications of improved
correspondence in case B-HCG levels are lower than 5000
TU/L. Compliance of patient with close follow-up is also
demanded while all potential risks and side-effects should
also be explained to the patient[zq.

In conclusion, conservative treatment of MTX seems
to be the most reasonable therapeutic approach in cases
of ecarly diagnosed cervical pregnancies. Intramuscular
administration of MTX in combination with intramniotic
KCL injection may be effective in the treatment of cervical
pregnancy However, further multi-center observational or
even randomized studies should be performed in order
to assess comparative effectiveness of various therapeutic
protocols. Besides, the issue of cost-effectiveness of
invasive »s conservative management, especially taking
into consideration the follow-up necessitated after MTX
administration, has to be further elucidated in order to
achieve definite conclusions regarding a clinical entity
that still poses severe diagnostic and mainly therapeutic

challenges.

COMMENTS

Case characteristics

A 41-years-old woman on her 8" gestational week with the suspicion of cervical
pregnancy.

Clinical diagnosis

No specific signs or symptoms during typical gynecological examination. Cervix
closed.

Differential diagnosis

Other kinds of ectopic pregnancies.

Laboratory diagnosis

Beta human chorionic gonadotropine levels measured 28590 IU/L.

Imaging diagnosis

Empty endometrial cavity, gestational sac within the cervical canal and
embryonic echo measuring CRL 1.5 mm.

Treatment

The patient was treated with intramuscular administration of methotrexate and
intramniotic injection of KCI. No additional interventional treatment was performed.
Related reports

Successful conservative treatment of cervical pregnancy has been reported
by only a few other studies. No consensus has yet been made regarding the
various therapeutic options’ comparative effectiveness.

Term explanation

Cervical pregnancy accounts for < 1% of ectopic pregnancies with frequency
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between 1:1000-1:18000.

Experiences and lessons

Early diagnosis and close follow-up may permit successful conservative
treatment with methotrexate, potentially avoiding curettage. However, the risk of
severe hemorrhage should always been taken into consideration.

Peer review

This is an interesting study. The case report is well and clearly described and
the discussion is concise.

REFERENCES

1

10

11

12

JRaishideng®

Yitzhak M, Orvieto R, Nitke S, Neuman-Levin M, Ben-
Rafael Z, Schoenfeld A. Cervical pregnancy--a conservative
stepwise approach. Hum Reprod 1999; 14: 847-849 [PMID:
10221725 DOI: 10.1093/ humrep/14.3.847]

Vela G, Tulandi T. Cervical pregnancy: the importance of
early diagnosis and treatment. | Minim Invasive Gynecol 2007;
14: 481-484 [PMID: 17630167 DOI: 10.1016/j.jmig.2006.11.012]
Sijanovi¢ S, Vidosavljevi¢ D, Topolovec Z, Milosti¢-Srb A,
Mré¢ela M. Management of cervical ectopic pregnancy after
unsuccesful methotrexate treatment. Iran | Reprod Med 2014;
12: 285-288 [PMID: 24976825]

Guzowski G, Sieroszewski P. Invasive ultrasound in the
management of cervical ectopic pregnancy. Eur | Obstet
Gynecol Reprod Biol 2014; 172: 7-9 [PMID: 24287286 DOI:
10.1016/j.ejogrb.2013.10.016]

Janior JE, Musiello RB, Araujo Junior E, Souza E, Fava JL,
Guerzet EA, Camano L. Conservative management of cervical
pregnancy with embryonic heart activity by ultrasound-
guided local injection: an eight case series. ] Matern Fetal
Neonatal Med 2014; 27: 1378-1381 [PMID: 24134459]
Chaudhary V, Sachdeva P, Kumar D, Arora R, Banavaliker
J, Khan M. Conservative management of cervical pregnancy:
a report of two cases. | Reprod Med 2013; 58: 451-457 [PMID:
24050038]

Pereira N, Grias I, Foster SE, Della Badia CR. Acute hemorrhage
related to a residual cervical pregnancy: management with
curettage, tamponade, and cerclage. ] Minim Invasive Gynecol 2013;
20: 907-911 [PMID: 23876387 DOI: 10.1016/j,jmig.2013.05.011]
Song MJ, Moon MH, Kim JA, Kim T]J. Serial transvaginal
sonographic findings of cervical ectopic pregnancy treated
with high-dose methotrexate. | Ultrasound Med 2009; 28:
55-61 [PMID: 19106357]

Kofinas JD, Purisch SE, Brandt JS, Montes M. Hysteroscopic
Removal of Cervical Ectopic Pregnancy Following Failed
Intramuscular/Intra-Sac Methotrexate: A Case Report.
] Gynecol Surg 2012; 28: 369-371 [PMID: 24761129 DOI:
10.1089/ gyn.2012.0006]

Shrestha E, Yang Y, Li X, Zhang Y. Successful conservative
management with methotrexate and mifepristone of cervical
pregnancy. | Biomed Res 2011; 25: 71-73 [PMID: 23554674
DOI: 10.1016/51674-8301(11)60009-2]

Mangino FP, Ceccarello M, Di Lorenzo G, D’Ottavio G,
Bogatti P, Ricci G. Successful rescue hysteroscopic resection
of a cervical ectopic pregnancy previously treated with
methotrexate with no combined safety precautions. Clin Exp
Obstet Gynecol 2014; 41: 214-216 [PMID: 24779256]

Tinelli A, Malvasi A, Vergara D, Casciaro S. Emergency
surgical procedure for failed methotrexate treatment of

WJCC | www.wjgnet.com

84

13

14

15

16

17

18

19

20

21

22

23

24

25

26

Petousis S et al. Successful conservative treatment of cervical pregnancy

cervical pregnancy: a case report. Eur | Contracept Reprod
Health Care 2007; 12: 391-395 [PMID: 17853169 DOI: 10.1080
/13625180701502351]

Lin CY, Chang CY, Chang HM, Tsai EM. Cervical pregnancy
treated with systemic methotrexate administration and
resectoscopy. Taiwan | Obstet Gynecol 2008; 47: 443-447
[PMID: 19126514 DOI: 10.1016/51028-4559(09)60015-2]

Ben Hamouda S, Ouerdiane N, Daaloul W, Masmoudi A,
Bouguerra B, Sfar R. Conservative management of cervical
pregnancy. A case-report. Tunis Med 2008; 86: 827-829 [PMID:
19472784]

Api O, Unal O, Api M, Ergin B, Alkan N, Kars B, Turan C.
Ultrasonographic appearance of cervical pregnancy following
successful treatment with methotrexate. Ultrasound Obstet
Gynecol 2006; 28: 845-847 [PMID: 17063447 DOI: 10.1002/
1u0g.3846]

Polak G, Stachowicz N, Morawska D, Kotarski J. [Treatment
of cervical pregnancy with systemic methotrexate and KCI
solution injection into the gestational sac--case report and
review of literature]. Ginekol Pol 2011; 82: 386-389 [PMID:
21851040]

Kochi K, Hidaka T, Yasoshima K, Yoneda K, Arai K, Arai T.
Cervical pregnancy: a report of four cases. | Obstet Gynaecol Res
2014; 40: 603-606 [PMID: 24118279 DOI: 10.1111/jog.12185]
Moon HS, Hyun JH, Kim KS, Kim HJ, Moon SE, Koo
JS. Use of Tuohy needle for intraamniotic methotrexate
injection through the cervical canal in a cervical pregnancy
after failure of systemic methotrexate treatment. Am | Obstet
Gynecol 2010; 202: e4-e6 [PMID: 20452477 DOI: 10.1016/
j-ajog.2010.01.081]

Ferrara L, Belogolovkin V, Gandhi M, Litton C, Jacobs
A, Saltzman D, Rebarber A. Successful management of a
consecutive cervical pregnancy by sonographically guided
transvaginal local injection: case report and review of the
literature. | Ultrasound Med 2007; 26: 959-965 [PMID: 17592059]
Jeng CJ, Ko ML, Shen J. Transvaginal ultrasound-guided treatment
of cervical pregnancy. Obstet Gynecol 2007; 109: 1076-1082 [PMID:
17470585 DOI: 10.1097/01.A0G.0000262052.09350.52]
Saeng-anan U, Sreshthaputra O, Sukpan K, Tongsong T.
Cervical pregnancy with massive bleeding after treatment
with methotrexate. BM] Case Rep 2013; 2013: bcr2013200440
[PMID: 23929636 DOI: 10.1136/ bcr-2013-200440]

Cipullo L, Cassese S, Fasolino L, Fasolino MC, Fasolino A.
Cervical pregnancy: a case series and a review of current
clinical practice. Eur | Contracept Reprod Health Care 2008; 13:
313-319 [PMID: 18821465 DOI: 10.1080/13625180802254571]
De La Vega GA, Avery C, Nemiroff R, Marchiano D. Treatment
of early cervical pregnancy with cerclage, carboprost, curettage,
and balloon tamponade. Obstet Gynecol 2007; 109: 505-507 [PMID:
17267874 DOI: 10.1097/01.A0G.0000220599.74326.94]

Hajenius PJ, Mol F, Mol BW, Bossuyt PM, Ankum WM, van
der Veen F. Interventions for tubal ectopic pregnancy. Cochrane
Database Syst Rev 2007; 1: CD000324 [PMID: 17253448]
Lipscomb GH. Medical management of ectopic pregnancy.
Clin Obstet Gynecol 2012; 55: 424-432 [PMID: 22510624 DOI:
10.1097/GRF.0b013e3182510a48]

Fernandez H, Bourget P, Lelaidier C, Doumerc S, Frydman
R. Methotrexate treatment of unilateral twin ectopic
pregnancy: case report and pharmacokinetic considerations.
Ultrasound Obstet Gynecol 1993; 3: 357-359 [PMID: 12797262
DOI: 10.1046/}.1469-0705.1993.03050357.x]

P- Reviewer: Charoenphandhu N, Mountifield R, Rossi AC
S- Editor: Ji FF  L- Editor: A E- Editor: Lu Y]

January 16, 2015 | Volume 3 | Issuel |



JRnishideng®

Published by Baishideng Publishing Group Inc
8226 Regency Drive, Pleasanton, CA 94588, USA
Telephone: +1-925-223-8242
Fax: +1-925-223-8243
E-mail: bpgoffice@wijgnet.com
Help Desk: http://www.wijgnet.com/esps/helpdesk.aspx
http:/ /www.wjgnet.com

© 2015 Baishideng Publishing Group Inc. All rights reserved.



