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ABSTRACT

Levonorgestrel emergency contraceptive pill has been widely used to prevent
unwanted pregnancy. There are two methods of administration including a single tablet of
(1.5 mg levonorgestrel) and two tablets of 0.75 mg levonorgestrel, taken 12 hours apart.
The most common side effects are nausea, vomiting, lower abdominal pain, and spotting
bleeding. One of the serious reported side effects is ectopic pregnancy. However, the
information supporting the incidence of ectopic pregnancy in levonorgestrel users is scarce.
Therefore, we conducted a systematic review and meta-analysis on the prevalence of ectopic
pregnancy in levonorgestrel emergency contraceptive pill users. The prevalence data were
collected from 4 databases including MEDLINE, Scopus, ScienceDirect, and CINHAL. A total of
12 relevant research papers were included. We found that the pooled prevalence of ectopic
pregnancy in levonorgestrel emergency contraceptive pill users was 0.000% (95% confidence
interval (-0.000,0.001), N = 12, > = 0)
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a Fraaitanaivile WnetdudwiudUienadUaeidulsadunaudng (pre - existing case)
wserUheiiialsaselual (new case) Tugisandnu

[ Identification of studies via databases and registers J
)
Records identified through database searching:
5 (n=3,384)
E Records removed before screening.
= Pubmed: 605 Scopus: 1,338 - Duplicate records removed (n=1,472)
E - Repeat by investigators (n=73)
- ScienceDirect: 1,399 ‘ I CINAHL: 42
—
S
Abstract articles excluded (n=1,700)
- Guidelines (n=58)
Records screened
|| - Non-human studies (n=41)
reei238) - Articles pertaining contraception that are not levonorgestrel only (n=126)
- Non-oral emergency contraceptive studies (n=688)
- Unrelated documents (n=787)
o
£
c
§ 4 Full-text articles excluded (n=106)
3 Abstract articles assess for eligibility > - Guidelines (n=8)
(n=139) - Non-human studies (n=2)
- Articles pertaining contraception that are not levonorgestrel only (n=14)
v - Non-oral emergency contraceptive studies (n=41)
- Unrelated documents (n=41)
Full-text articles assessed for eligibility
(n=33)
—/

Supplementary searching (n=22)

y

- Case report/case series reports (n=16)
- Prevalence reports (n=12)
- Association (n=5)

AW 1 PRISMA 2023 flow diagram for new systematic reviews which included searches

of databases and registers only
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NadnsuAde Tnenaveanisuszifiuazuvseanliiiu anudsasesndinn (Low risk of bias)
mnudgsreanfuILnans (Moderate risk of bias) mmtﬁm@iaaﬂaqumq (Serious risk of bias)
AA BareenAinga (Critical risk of bias) Way Toyaluliesned azUszidusad (No
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NuiTefisey prevalence laga1n9 U9y 12 91Uty Randomized Controlled Trial 7 974
A follow-up study 1 974 A Phase IV clinical trial 1 411 Observational cohort study 1 91U
A prospective study 1 97U wag A retrospective study 1 911 91398 8 $1uUTTIUIUE 11T
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uTde 8 9ruvinlunid Europe (Spain, Italy, Switzerland, France, Scotland, Germany) e g
U3y 3 91U lunIU Asia (China, India) 4 5 NUI TN 9189105 N529N15R 9ASTH (L9
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4.4. nsuszliuaunIWILIdElag funnel plot

Funnel plot for the prevalence of ectopic pregnancy
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4.5.  wasdANMTIATIEVdoya

Studies Estimate (95% C.I.) Ectopic pregnancy/Total users

Arowojol et al. 2002 0.000 (0.000, 0.002) 0/1160

Carvajal et al. 2014 0.021 (0.000, 0.063) 1/47

Chen et al.2011 0.000 (0.000, 0.001) 0/2445

De Santis M et al. 2005 0.019 (0.000, 0.072) 0/25

Festin et al. 2016 0.003 (0.000, 0.010) 1/303 e

Gainer et al. 2001 0.041 (0.000, 0.087) 3/73

Hertzen H et al. 2002 0.000 (0.000, 0.001) 1/2756 [ - |

Lakha et al. 2007 0.021 (0.000, 0.078) 0/23

Mittal et al. 2008 0.010 (0.000, 0.037) 0/50

Ngai et al. 2004 0.000 (0.000, 0.001) 0/2071 [ - ]

Sheth et al. 1982 0.013 (0.000, 0.031) 2/152

Winkler et al. 1998 0.014 (0.000, 0.051) 0/36

Overall (1*2=0 % , P=0.621) 0.000 (-0.000, 0.001) 8/9141
T T T 1
0.1 0.05 0 0.05 0.1

Proportion

Al 3 Forest plot

INNMA 3 N35IUTITRYAlUsRENWITENNLITUANNYNIINNITYIBINBNUAGNTARIINNTLE
Winpuinliagnidu levonorgestrel wua1 12 fiAwiriu 0 Ao nMsfnwilbwdiuviswun 12 muide
fanwaugadeiunmun Linun1suUsunuseninamsanwiuagnisviesuanungniiinainnslden

o a

dinAurdagnidu levonorgestrel wazlifited1Agyneadia Wosanian 95%Cl (-0.000,0.001)
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Supplementary 1
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NSAUMNTeYaINUTBUAR9Y Yiaviua 4 §rudeya Tl
MEDLINE: 605 results

(("Contraceptives, Postcoital"[Mesh] OR ((postcoital[tw] OR post-coital[tw] OR postcoitus[tw]
OR emergency[tw]) AND ("Contraceptives, Oral"[Mesh] OR (("mouth'[Mesh] OR oral[tw] OR
pillltw] OR “tablets”[Mesh] OR tablet[tw]) AND (“contraceptive”[tw] OR “contraceptives”[tw]
OR “birth control” [tw] OR anticonceptive[tw] OR antifertility[tw] OR “ovulation inhibitor”
[tw])))) OR ((morning-after[tw] OR morning after[tw]) AND (pill[tw] OR tablet[tw])) OR
("Levonorgestrel'[Mesh] OR levonorgestrel[tw] OR “l-norgestrel”[tw] OR duofem[tw] OR “next
choice”[tw] OR norlevo[tw] OR ovrette[tw] OR “plan B”[tw] OR postinor[tw] OR vikela[tw]))
AND (("Pregnancy, Ectopic"[Mesh] OR eccyesis[tw] OR ((ectopic[tw] OR extrauterine[tw] OR
abdomen[tw] OR abdominal[tw] OR cervical[tw] OR cornual[tw] OR heterotopic[tw] OR
omentum[tw] OR ovarian[tw] OR tubal[tw] OR) AND (pregnancy[tw] OR gestation[tw])))

Sciencedirect: 1399 results

("Postcoital contraceptives'OR “emergency contraceptive” OR “morning after pill” OR
Levonorgestrel OR “plan B” OR postinor) AND (“Ectopic pregnancy" OR extrauterine

pregnancy”)
Scopus: 1338 results

TITLE-ABS-KEY ("Postcoital contraceptives" OR ((postcoital OR post-coital OR postcoitus OR
emergency) AND ("Oral contraceptives" OR ((mouth OR oral OR pill OR tablet) AND
(contraceptive OR “birth control” OR anticonceptive OR antifertility OR “ovulation
inhibitor”)) OR ((morning-after OR morning after) AND (pill OR tablet])))) OR (Levonorgestrel
OR “l-norgestrel” OR duofem OR “next choice” OR norlevo OR ovrette OR “plan B” OR
postinor OR vikela)) AND TITLE-ABS-KEY ("Ectopic pregnancy" OR eccyesis OR ((ectopic OR
extrauterine OR abdomen OR abdominal OR cervical OR cornual OR heterotopic OR

omentum OR ovarian OR tubal) AND (pregnancy OR gestation)))
CINAHL: 42 results

("Postcoital contraceptives'OR “emergency contraceptive” OR “morning after pill” OR
Levonorgestrel OR “plan B” OR postinor) AND (“Ectopic pregnancy” OR extrauterine

pregnancy”)
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