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ABSTRACT

Introduction Currently, no study establishes the relationship between
levonorgestrel emergency contraceptive (LNG-EC) use and ectopic pregnancy.
Objective This study aimed to systematically review and evaluate case reports on
ectopic pregnancy during LNG-EC. Methods Data were collected from four
secondary data sources (PubMed, Scopus, ScienceDirect, and CINAHL). Data were
analyzed from research quality assessment criteria according to the CARE case
report and Naranjo algorithm. Results A total of 15 studies were included. 12
studies were case reports, and 3 studies were case series. This included 19 patients

with an average age of 29 years old, all received LNG-EC with a diagnosis of

pregnancy by transvaginal ultrasound and B—hCG. According to the Naranjo
algorithm, LNG-EC was the possible cause of ectopic pregnancy in 17 patients and
the probable cause in 2 patients. Conclusions LNG-EC was the possible or probable
cause of ectopic pregnancy.
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Juouiusduasgives progesterone i 2 aw1a lawn vu1n 0.75 Tadnsu uaz 1.5 Tadnsu
® il World Health Organization (WHO) luusthlild levonorgestrel iiesand]
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report) daduinieailofianunsnsesuenislifisUszasdsuuss videnuldtiosainnislden
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1.1 nMsnumunsalngegaduszuy (systematic reviews) Innsiiuteyasiidely
Futoyasg 9
1.2 F|nsdndendiegalaeAniaoniATemunaninaminIsAaLazAnoen
1.2.1 nawin1sfnid (inclusion criteria) 1n
(1) case report #38 case series
20 Junsaddedumands
(3) 4o levonorgestrel Wugndaauiiingnidu
(@  Anwwainafsadesnisviesusnungn
1.2.2 inquain3@nesan (exclusion criteria) Lawn
(1) eieAlildARuidunndingy
(2)  levonorgestrel ﬁlﬂﬁgmwumﬁu

(3)  Levonorgestrel fiagluguuuuendnauiiinvingesluusy

2. undetoya
uwiasdoyadmiunsdnuluaded Wuundseyauuunfisgd (secondary data) Tng
maﬁﬂmﬁuﬂi’ﬂmﬂgm%gaﬁLﬁﬂmaﬁﬂﬁﬁwm 4 grutdeya bawn PubMed, Scopus,
ScienceDirect wag CINAHL @313f1&955W319fAum Aa AND (waw), NOT (1) way OR
(30)
2.1 gudeya PubMed ad19sndumaindanuenide il
("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 pill[tw] OR “tablets”[Mesh] OR tablet[tw]) AND
(“contraceptive”[tw] OR “contraceptives”[tw] OR “birth control” [tw] OR
anticonceptiveltw] OR antifertility[tw] OR “ovulation inhibitor” [tw])))) OR
((morning-after[tw] OR morning afterftw]) AND (pillltw] 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 cornualltw] OR heterotopic[tw] OR
omentum[tw] OR ovarian[tw] OR tuballtw] OR) AND (pregnancy[tw] OR
gestation[tw])))

2.2, gudaya Scopus aiamduNINAnILUATY il
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)))

2.3.53’1‘14%’63361 ScienceDirect lieSasiiofum (search engine) 1A research article,
case reports, correspondence Wag short communications SWAVATNAIAUIN
MnfauemAe fil
("Postcoital contraceptives'OR “emergency contraceptive” OR “morning after
pill” OR Levonorgestrel OR “plan B” OR postinor) AND (“Ectopic pregnancy”
OR extrauterine pregnancy”)

2.0, g7ufioya CINAHL adsdndumaindiniunuide il
("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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an < v
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i imualiluduiudeyalugiudeyadidnnseldndiidaaiy
UYndede laun PubMed, Scopus, ScienceDirect way CINAHL ﬁ]’mﬁguﬁ@ﬂiaﬂﬁffa;ga
Jowtuiisriusswingudeyauardoyailiiieatosiunuideonn
4.2 funeunisdansastoya (screening)
ihdeyadilduussifiunuidefieuarmnzanvesuisoainniseu
undndeunzuidsatuiiuiiotdoyafldaswmunus dadroonndeuiasey
LRNE
4.3 funeumsdndeyaiiietidilumsfinu3de (included)

YMIAYD1999NLNUTINITAANANINUALY WAZITIEITUTIUILINWILTA LT

5. MsdAseidays
Anseideyaldinaeinisuseadiu lawn CARE case report kag Naranjo algorithm
iWieUszifiunnideiieuasamgnieswesnissenudeya
5.1 CARE case report fifioyafinrsfinnsan fail
511  Fei3es (title): n133fadenselinssnundulumaumdnnisves case report
ol

o w

512 dfey (key words): case report ddny 2 - 5 Afiszymsitaduniel
N33
5.1.3  unAnge (abstract)
(1) nyd@nwiddnwuzianiziazivssfuiiiudunuunssunssmi
InrAaninielil
(2) finssenuernsdnvienansaafiddrdelal
(3) fsrunidady MITnwIarNaaNSUBINITINYINID L
(4) unagUvesitheaansauenieUsuiiundndiazdoasle
5.1.4  uni (introduction): awsnasUldnigly 1 -2 domiriinsddnuid
anwzlanyegals

515  Uayavethy (patient information)
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(1) liszydoyaiiiudmmiveadion
(2) oIMsuInvestheidileds
(3) Hvoyaen Useifnseundd Useiinedenuidninel uasdoyanaiugnssy
(@) fvsgiinsfuinuiluedn
516 &nwaen1andin (clinical finding): T3 uranisnsiasnenied drdnyuas
dnwaizornsvnandiniiny
517  d@wumanisal (timeline): lalgudduiiaivesdeyanissnuiluednuay
UaqUu
5.1.8  nsUszliun1sitadelsa (diagnostic assessment)
(1) fxan139599UIRLEUSY LU HANITATIATINE HaRTIMVRIUSURNIS
ANEY
(2) ANUNIMNBVDINITINY LU NTUIRNITIN ADUENNTRY TAUFTIY
(3) meTesesulUfensitedelsady q Uiy
(@) nmswensainsaiiuluvassa (6nd)
5.1.9  n15lin1sine (therapeutic intervention)
(1) Uszianvaanssnwiitlasu wu 16suen mssinda nnstesiulsa n1squa
ZRIGN
(2) MIUINTLT 19U YUIN ANULTS TE8IADIETI LA
(3) ﬁmcqwaiummﬂ%uuﬂmma%’nm
519  nsAnmunalasNaansveinissne (follow-up and outcomes)
(1) wnnduargUlgsuiulssdunaansnissnm
(2) msRamuHaNIiNuTiddYLarHanTIIATIINIRsU TR
(3) fheuftRnunsinuiiliuazaamusiosn
(@) wathaAssuazinnsaiilaifiasasd
5.1.10 aaUsegna (discussion)
(1) AUnuyAwiLLAEYnReeluBTINeAmEnS
(2) oiuneteyailAgtesiurssunssmansummed
(3) YeasUatungmesNan1aIngImans
(@) aunsoaglussdiundniifesnisasdeansaelu 1 devihn
5.1.11 yuueagUle (patient perspective): maL%Uuﬁmuuaqé{ﬂwGiamﬂéf%’ﬂmﬁ

Tasunelu 1 - 2 wih
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5.1.12 anudugeuveiie (informed consent): seydtlelvinudugeunisi

URHE

5.2 Naranjo algorithm $i%eyainIsiansad il

521
522
523

524
525

526
527

528

529

5.2.10

weilssnudeasUuiueufteniswudannsldudey
pmsluifisUsrasdduintumendaineldsuefiasdy
pslifissvasdduusamanievgaeiiasdouioidlofinnsly specific
antagonist

pnshifsszasdtunduidusuilefinsldeontusn
o1aflamduuenionnediasdedaduaumligieiionslifisuszasd
it

UFAsesnanildietusndelievaenvielsl
finsYaszaueludeanselu body fluid Bu wazARINAILAAITISEAUT
Juiiy
omslifisUsvasddusunssiudofinafinmuneuas vidooinislifs
Usvasdtu anAmuuLIsaniloanuag
fihenenansenslafisUssasdiduiiinnevluefindleldoiasdoniosd
AAEiY
aunsadufiuonslifisuszasadananldsedeyatiliannisasiasisnie
n1sduNaWiu Tayan15n9389de nan1snsanIaieslfuRnsusetudin

NINITENNE

LAZILNAUNNITHUANANIUTEAUALLUY F19T)

AZBUULINNIIMGBYINNAU 9 wUadn  Definite Teikd
ATLUULYINAY 5 - 8 wUal1  Probable Yagla
ASLUULYNAY 1 - 4 wlainl Possible 9199¢1%

ASBUUTEENINYEOWINAU 0 wUain  Doubtful 1NA9dY

6. nsdnauadaya

Az IeldIEN T auedeyaLazHaNTITELUUNTTAUW (descriptive) Tayafilaain

FFNINUMIUNTIANE g udUTZUY
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1.
A15199 1 SreauUNITANEUUIY
R N.F. 2565 N.A. 2566
AANTIU — -
Wy | WA | 8e | ne | da | ne | e | we. | 5e. | e | . | e,

1. JULASEUAT

1.1 SeauaNeesey

a4 Aw =
LIDINHBINTIIANTN

A

\ 4

aa o

1.2 99NLUUITIY

A

v

1.3 3uTudeya

v

1.4 nUNu
I5FUNTIUN

a Y
bNEYIVDY

v

1.5 99911AT9519

U

v

2. ffiunsiiusiusindey

2.1 3smvoya
N 4 gIudeya
Town PubMed,
Scopus, Science

Direct g CINAHL

A

v

3. A5ARUITIATIZVITRUA

3.1 AALEDNIUINY
NI UBDNLAY
IV NUNNTAR

WAL ANBaN

v

3.2 A9IRFDUAINYU

¥

1 A A
UYDNDUVDNUDUA

A
v

3.3 Winswndeya

A

\4
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3.4 HTIVEDUAIM .
ATUNIUYDITRYA .
4. NTIUNULANYUNTHAIY
4.1 IN1TI89U
wagliamas >
4.2 UaEuUNaIUY «—>
8. suuszue
a19i 2 sulszanalunsaniunuide
518015 suusznaiinalsd | suuszanaildass | shuouduaavde/iu
1. AN740 2,000 UM 1,500 U Wi 1,000 UM
2. Aldany 3,000 UM 2,800 UM Wida 1,000 U
3. AAgsioue 2,000 UM 1,000 ym Wide 1,000 U
4. avildamesuiaus 2,000 U 1,200 U 189 1,000 UM
NA9Y
374 9,000 UM 5,600 U W89 2,500 U
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uni 4

NAN159Y

1. dNWAENUFIUYDIUIMY

| Identification of studies via databases and registers |

Records identified through database searching: (n= 3,384)
% PubMed: 605 Scopus: 1,338 ‘ Records removed before screening:
£ - Duplicate records removed (n=1,472)
& . investi -
T ’ ScienceDirect: 1,399 ‘ | CINAHL: 42 l Repeat by investigators (n=73)
v Abstract articles excluded (n=1,700)
- Guidelines (n=58)
Records screened.
| - Non-human studies (n=41)
(n=1,839) >
- Articles pertaining contraception that are not levonorgestrel only
(n=126)
- Non-oral emergency contraceptive studies (n=688)
- Unrelated documents (n=787)
A4
Abstract articles assess for eligibility Full-text articles excluded (n=106)
E (n=139) > Guidelines (n=8)
§ - Non-human studies (n=2)
A - Articles pertaining contraception that are not levonorgestrel only (n=14)
- Non-oral emergency contraceptive studies (n=41)
- Unrelated documents (n=41)
| )
¢ I Supplementary searching (n=22)
v
Full-text articles assessed for eligibility
(n=33)
v
E Case report/case series reports (n=15)
3
&

5UTl 1 PRISMA flow diagram

MATeNsAnwANuduiusszniInislideliaauiidegnidu levonorgestrel uaznis
viesuanuagn 1d38n1smununsdlfnwiegraluszuu (systematic reviews) 159U

Joyanuidelugiudeyanie 9 Gurudeyanngiudeya uasloyauuunienil (secondary
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data) Ine@nwAuaiangudeyadidnnsedndvionun 4 grudeya leun PubMed, Scopus,

Y
av A o

ScienceDirect kag CINAHL Wuunay 3,384 aUu 3NNUUAANTDAZARIIUIILNFINUIN
FIUTYAFINA1I08N WUNWIFLTNUILIMUNIUITIUNTTY U 139 UNAY 991N
UNARY LA IUITHRTUAL D ARINUITNATINUNUT N1TAR LS ARDDN WUINTNUITY

N eiNISARN 15 unaa (U 1)

Y

[ d a o
2. AanWENugIUYaIUsEYINT U

INNTNUNIUITTUNTTUNUNUITENANIFULUU case report 31U 12 UNANLAE

. ° AV & A Yo &
JULUU case series 3113w 3 unany nedgdienmuangnsienulidnuag 19 au uuady
nIvelde (Ju gUu 8asiea ¥1afionseily Useimaag 1 unau dulily 2 unadnw) niu
a a a a L a aa a
P0anILaY (RRAWsIAY 1 unaw) nIvewinild (Usida 2 unAL 48 1 unanu) NIy
glsU (Wo5138 730 Useineag 1 UnNAIY ansIve1aindng 2 unada) kagniveiusnimile
(@n3gelaisn 1 unAw)

AUregnguluaddenvuadunendgs dengiafie 28.74 + 6.14 U (19 - 39 V)
AUaenAusUUsEMuedanuiiingnidu levonorgestrel fifUae 9 aufinwidelasey
szezansulssuednauiniagnidu levonorgestrel aglugas 5 - 72 Fluandsannd
waduiuswuulalaUesiu?: 26 @0, @0.6).6. 2D @ gy 10 Ay JUseiReuIaYns
W gu®) . 0.@N.28, 29 @ iy qygruau 2 au dUseiAn1sineaailude (Chlamydia
infection) 7 5eVUAURUE? Y 91udTedruninlilasesudseifnisiidauaznislden
AuALlavlindu 9

HUaennI1elaTun1s3daduntsneasidlneisdansg1inYesnaen (transvaginal
ultrasound) 53 UN3AT33 serum B-hCG wagdlgUedwiu 1 aunld urine dipstric $3ufiU
Witadeteiu® glhedmunnlasunisinwinisvisauenungnmeIsnisdendeifnyes
V104 (laparoscopy) safiun1sendnvietly (salpingectomy) wawdlgthediuiu 8 auilasy

A155N¥1A881 methotrexate® G0 (31, (). (1), (29), (32 (g151997 3)
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dl U ‘&’ a v
197191 3 aﬂwmz‘wug’luﬁuaﬂﬂimﬂﬂﬂummf\]EJ

location

treatment of

study study design levonorgestrel pregnancy ascertainment
(Year of study) ectopic pregnancy

1. Masud, case report Saudi Arabia n=1 transvaginal ultrasound, urine dipstric, laparoscopy,
2020@) (2020) age = 39 years old serum - hCG test methotrexate

previous abortion = yes

previous infection in reproductive system = unknown

surgery = unknown

concomitant contraception (other than ECP) = no

exposure frequency (per month) = no

exposure duration (months) = unknown

window period after coitus = 18 hr

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no
2. Kitani, case report Japan n=1 transvaginal ultrasound laparoscopy,
2018%9) (unknown) age = 37 years old salpingectomy

previous abortion = unknown

previous infection in reproductive system = Chlamydia infection

surgery = unknown

concomitant contraception (other than ECP) = unknown

exposure frequency (per month) = unknown
exposure duration (months) = unknown

window period after coitus = following day after sex
exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no
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dl U ‘&J a v U
A15999 3 anwasiugIuveIlssrInslunuide (se)

location treatment of
study study design levonorgestrel pregnancy ascertainment
(Year of study) ectopic pregnancy
3. Rani, case report India n=1 transvaginal ultrasound laparoscopy,
20172 (2016) age = 28 years old salpingectomy
previous abortion = unknown
previous infection in reproductive system = unknown
surgery = unknown
concomitant contraception (other than ECP) = no
exposure frequency (per month) = no
exposure duration (months) = unknown
window period after coitus = 62 hr
exposure of ECP before pregnancy = yes
rechallenge = no, dosage adjustment = no
4. Steele, case report USA n=1 transvaginal ultrasound, serum [B-hCG salpingectomy,
201659 (2015) age = 21 years old methotrexate

previous abortion = unknown

previous infection in reproductive system = Chlamydia infection
surgery = no

concomitant contraception (other than ECP) = unknown
exposure frequency (per month) = unknown

exposure duration (months) = unknown

window period after coitus = unknown

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no
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dl U ‘&J a v U
A15999 3 anwasiugIuveIlssrInslunuide (se)

location

treatment of

study study design levonorgestrel pregnancy ascertainment
(Year of study) ectopic pregnancy

5. Kozinszky, case report Norway n=1 transvaginal ultrasound, serum [3- hCG salpingectomy,
20106Y (2010) age = 27 years old methotrexate

previous abortion = no

previous infection in reproductive system = no infection

surgery = no

concomitant contraception (other than ECP) = no

exposure frequency (per month) = no

exposure duration (months) = unknown

window period after coitus = 5 hr

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no
6. Kaymak, case report Turkey n=1 transvaginal ultrasound, serum B— hCG laparoscopy,
2010% (2009) age = 24 years old salpingectomy

previous abortion = yes

previous infection in reproductive system = unknown
surgery = unknown

concomitant contraception (other than ECP) = unknown
exposure frequency (per month) = unknown

exposure duration (months) = unknown

window period after coitus = 16 hr

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no
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dl U ‘&J a v U
A15999 3 anwasiugIuveIlssrInslunuide (se)

location treatment of
study study design levonorgestrel pregnancy ascertainment
(Year of study) ectopic pregnancy
7. Ghosh, case report India n=1 transvaginal ultrasound, serum B—hCG laparoscopy,
2009® (2008) age = 25 years old salpingectomy,
previous abortion = no methotrexate
previous infection in reproductive system = no
surgery = no
concomitant contraception (other than ECP) = no
exposure frequency (per month) = no
exposure duration (months) = unknown
window period after coitus = 12 hr
exposure of ECP before pregnancy = yes
rechallenge = no, dosage adjustment = no
8. Guillermo case report Chile n=1 transvaginal ultrasound laparoscopy,
Rosa, 2009°% (2009) age = 30 years old salpingectomy

previous abortion = unknown

previous infection in reproductive system = unknown
surgery = unknown

concomitant contraception (other than ECP) = unknown
exposure frequency (per month) = unknown

exposure duration (months) = unknown

window period after coitus = unknown

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no
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dl U ‘&J a v U
A15999 3 anwasiugIuveIlssrInslunuide (se)

location treatment of ectopic
study study design levonorgestrel pregnancy ascertainment

(Year of study) pregnancy
9. Cabar, case report Brazil n=1 transvaginal ultrasound, serum B’hCG laparoscopy, salpingectomy
20079 (2007) age = 28 years old

previous abortion = no

previous infection in reproductive system = no

surgery = unknown

concomitant contraception (other than ECP) = unknown
exposure frequency (per month) = unknown

exposure duration (months) = unknown

window period after coitus = unknown

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no




21

dl U ‘&’ a v U
A15999 3 anwasiugIuveIlssrInslunuide (se)

location

treatment of

study study design levonorgestrel pregnancy ascertainment
(Year of study) ectopic pregnancy

10. Pereria, case series Brazil (2005) n=2
2005 age = 36 years old transvaginal ultrasound, serum B-hCG methotrexate

previous abortion = yes

previous infection in reproductive system = no

surgery = unknown

concomitant contraception (other than ECP) = unknown

exposure frequency (per month) = unknown

exposure duration (months) = unknown

window period after coitus = unknown

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no

age = 25 years old transvaginal ultrasound, serum B—hCG laparoscopy,

previous abortion = yes

previous infection in reproductive system = no

surgery = unknown

concomitant contraception (other than ECP) = unknown
exposure frequency (per month) = unknown

exposure duration (months) = unknown

window period after coitus = unknown

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no

salpingectomy
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dl U ‘&J a v U
A15999 3 anwasiugIuveIlssrInslunuide (se)

location treatment of
study study design levonorgestrel pregnancy ascertainment
(Year of study) ectopic pregnancy
11. Basu, case report UK n=1 transvaginal ultrasound, serum B—hCG laparoscopy,
20057 (2004) age = 27 years old salpingectomy
previous abortion = yes
previous infection in reproductive system = unknown
surgery = unknown
concomitant contraception (other than ECP) = no
exposure frequency (per month) = no
exposure duration (months) = unknown
window period after coitus = 72 hr
exposure of ECP before pregnancy = yes
rechallenge = no, dosage adjustment = no
12. TAN, case report Australia n=1 transvaginal ultrasound, serum B—hCG laparoscopy,
2004V (2004) age = 27 years old salpingectomy

previous abortion = yes

previous infection in reproductive system = no
surgery = unknown

concomitant contraception (other than ECP) = no
exposure frequency (per month) = no

exposure duration (months) = unknown

window period after coitus = unknown

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no
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dl U ‘&’ a v U
A15999 3 anwasiugIuveIlssrInslunuide (se)

location

treatment of

study study design levonorgestrel pregnancy ascertainment
(Year of study) ectopic pregnancy
13. Sheffer, case series Israel n=3
20032 (2003) age = 19 years old transvaginal ultrasound, serum B—hCG laparoscopy,
previous abortion = yes methotrexate
previous infection in reproductive system = unknown
surgery = unknown
concomitant contraception (other than ECP) = no
exposure frequency (per month) = no
exposure duration (months) = unknown
window period after coitus = unknown
exposure of ECP before pregnancy = yes
rechallenge = no, dosage adjustment = no
age = 20 years old transvaginal ultrasound, serum B—hCG laparoscopy

previous abortion = no

previous infection in reproductive system = unknown
surgery = unknown

concomitant contraception (other than ECP) = unknown
exposure frequency (per month) = unknown

exposure duration (months) = unknown

window period after coitus = unknown

exposure of ECP before pregnancy = yes

rechallenge = no,dosage adjustment = no
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(%
=1

AN9199 3 ANWALNUTIUYRIUTETINTIUNUITY (7D)

<3

study

study design

location

(Year of study)

levonorgestrel

pregnancy ascertainment

treatment of

ectopic pregnancy

age = 23 years old

previous abortion = yes

previous infection in reproductive system = unknown
surgery = unknown

concomitant contraception (other than ECP) = unknown
exposure frequency (per month) = unknown

exposure duration (months) = unknown

window period after coitus = unknown

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no

transvaginal ultrasound, serum B—hCG

methotrexate
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dl U ‘&J a v U
A15999 3 anwasiugIuveIlssrInslunuide (se)

location treatment of
study study design levonorgestrel pregnancy ascertainment
(Year of study) ectopic pregnancy
14. Jian, case series China n=2
2003? (2003) age = 35 years old transvaginal ultrasound laparoscopy,
previous abortion = yes salpingectomy

previous infection in reproductive system = unknown
surgery = unknown

concomitant contraception (other than ECP) = no
exposure frequency (per month) = no

exposure duration (months) = unknown

window period after coitus = 8 hr

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no

age = 26 years old transvaginal ultrasound, serum [-hCG laparoscopy,
previous abortion = unknown salpingectomy
previous infection in reproductive system = unknown

surgery = no

concomitant contraception (other than ECP) = no

exposure frequency (per month) = no

exposure duration (months) = unknown

window period after coitus = 27 hr

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no
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(%
=1

AN9199 3 ANWALNUTIUYRIUTETINTIUNUITY (7D)

<3

location

treatment of

study study design levonorgestrel pregnancy ascertainment

(Year of study) ectopic pregnancy
15. Fabunmi, case report UK n=1 transvaginal ultrasound, serum B—hCG laparoscopy,
200262 (2002) age = 38 years old methotrexate

previous abortion = unknown

previous infection in reproductive system = unknown
surgery = unknown

concomitant contraception (other than ECP) = unknown
exposure frequency (per month) = unknown

exposure duration (months) = unknown

window period after coitus = unknown

exposure of ECP before pregnancy = yes

rechallenge = no, dosage adjustment = no
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3. wansfneaaiaztuveinsviesusnuagnannsldendaquiiia

anLau levonorgestrel laguuuuseidiu Naranjo algorithm

n15Useiliue M slifiaUseasa Naranjo algorithm wudn fUaed1uau 17 A laaguy
ag/luY1e 3 - 4 azuwu Winan1susediuinsvissuenungne1avziin (possible) 3nn1sly
gnfinauniniagnidu levonorgestrel wazdtediuau 2 au 'l 6 Azwuu linan1sUsziliug
n15viesuonuAgnu19sLiin (probable) a1nnisldudinaudniagnidu levonorgestrel
(151971 4) 91n9MATBVe9 Kozinszky way Ghosh nanvitlugithefiseanulsifitadoidedy
q fanunsovilfiAanisiesuenungn wu Suseiinisuieyms Jsetinsinidelussuy

auiiuguavUsyifnisviesuanuagnuneu® ©

4. Uszfiugauninaudseivanisnuniunsalagraluszuy Tnsuuuusadiv

CARE case report

MnmsUsdiuganmaAdaiensmumusgadussuulaglfiuulssidiu CARE case
report WU ATedumnliusng A “case report” TudieiFes luriideundagenuin
uitvaulnglaildsenuenisudnudenansiafiddsudnisideds mssnuuay
Hagdnsuean133nw luideyavestie nidlfnwidwlnglulinnssenudeyas Use i
AsaUAY Useiimedenudninetiazayan1aiugnssy nsuseliunsidadelse dulng
Lai57189UANUIIMEVBINITINE LU N15EIE9N155NET @0 1UEN19N1TRY TRIUSITUTDS
fthe metedelsedu q Agtheidunarluidensweinsainisdniulveslsa anslvans
S dnluglalldsnsaunisuimsen Wy vune anueswayssssnafildiue adenis
AnnunakazNadNsYeaIN1ssnY dnlglulanenunatinfssasivgnisalldiiaUssasd
N33 Mtansedusena dwlnyluiiniseduseyawu yadesludaivermans L
Fouuanayumowosiisdensinwinaglilinaninstuseslidoyalusnuise Faann

NNSUTLLIUAINATIDIEINARBANUU LD NDVDIUINY (AN 5)
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A19199 4 N1sUsEIdue NS liNeUsEasA Naranjo algorithm

Masud, Kitani, Rani, Steele, Kozinszky, Kaymak, Ghosh, Rosa, Cabar,
Question
2020%  2018% 2017 2016 2010%Y 2010 2009®  2009%?  2007%Y
1. Are there previous conclusive reports on this reaction? 1 1 1 1 1 1 1 1 1
2. Did adverse event appear after the suspected drug was given? 2 2 2 2 2 2 2 2 2
3. Did the adverse reaction improve when the drug was discontinued, or a
0 0 0 0 0 0 0 0 0
specific antagonist was given?
4.  Did the adverse reaction appear when the drug was readministered? 0 0 0 0 0 0 0 0 0
5. Are there alternative causes that could have caused the reaction? -1 -1 0 -1 2 -1 2 0 0
6.  Did the reaction reappear when a placebo was given? 0 0 0 0 0 0 0 0 0
7. Was the drug detected in any body fluid in toxic concentrations? 0 0 0 0 0 0 0 0 0
8. Was the reaction more severe when the dose was increased, or less
0 0 0 0 0 0 0 0 0
severe when the dose was decreased?
9.  Did the patient have a similar reaction to the same or similar drugs in
0 0 0 0 0 0 0 0 0
any previous exposure?
10. Was the adverse event confirmed by any objective evidence? 1 1 1 1 1 1 1 1 1
Total score* 3 3 a4 3 6 3 6 a4 4
Prediction** Possible Possible  Possible  Possible Probable Possible Probable  Possible  Possible

*Total scores range from -4 to +13.

**Prediction**= the reaction is considered definite if the score is 9 or higher, probable if 5 to 8, possible if 1 to 4, and doubtful if 0 or less



A15719% 4 nsUseiliuensliiisuszasd Naranjo algorithm (si@)
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Basu, Jian, Fabunmi,
Question Pereria, 2005 Tan, 2004 Sheffer, 2003
2005127 2003? 20022
1. Are there previous conclusive reports on this reaction? 1 1 1 1 1 1 1 1 1 1
2. Did adverse event appear after the suspected drug was given? 2 2 2 2 2 2 2 2 2 2
3. Did the adverse reaction improve when the drug was discontinued,
0 0 0 0 0 0 0 0 0 0
or a specific antagonist was given?
4. Did the adverse reaction appear when the drug was
0 0 0 0 0 0 0 0 0 0
readministered?
5. Are there alternative causes that could have caused the reaction? -1 -1 -1 -1 -1 0 -1 -1 -1 0
6.  Did the reaction reappear when a placebo was given? 0 0 0 0 0 0 0 0 0 0
7. Was the drug detected in any body fluid in toxic concentrations? 0 0 0 0 0 0 0 0 0 0
8. Was the reaction more severe when the dose was increased, or
0 0 0 0 0 0 0 0 0 0
less severe when the dose was decreased?
9. Did the patient have a similar reaction to the same or similar drugs
0 0 0 0 0 0 0 0 0 0
in any previous exposure?
10.  Was the adverse event confirmed by any objective evidence? 1 1 1 1 1 1 1 1 1 1
Total score* 3 3 3 3 3 4 3 3 3 4
Prediction** Possible  Possible Possible Possible  Possible  Possible Possible Possible Possible Possible

*Total scores range from -4 to +13.

**Prediction = the reaction is considered definite if the score is 9 or higher, probable if 5 to 8, possible if 1 to 4, and doubtful if 0 or less



30

a1319% 4 Useidugaunmanddedienismuniunsdesiaiiuszuu CARE case report

topic

Masud,

Checklist item description
2020(25)

Kitani,

2018(26)

Rani,

2017%0

Steele,

201 6(30)

Kozinszky,

2010(31)

Kaymak,
2010%

Ghosh,
2009®

Rosa,

2009%”

Cabar,
20075
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Introduction  4) One or two paragraphs Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes No

summarizing why this case

is unique
Patient 5a) De-identified patient Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes
Information  specific information.

5b) Primary concerns and Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes

symptoms of the patient.

5¢) Medical, family, and No No No No No No No No No No No No No No No

psycho-social history

including relevant genetic

information

5d) Relevant past Yes Yes No Yes No Yes No No No Yes Yes Yes Yes Yes No

interventions with

outcomes
Clinical 6) Describe significant Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes
Findings physical examination and

important clinical findings.
Timeline 7) Historical and current Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes

information from this
episode of care organized

as a timeline
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and assessed outcomes (if
outcomes  available)
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of the strengths AND
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this case report .
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relevant medical literature
with references.
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for any conclusions
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Discussion 11d) The primary “take- Yes Yes Yes No Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes No
away” lessons of this case
report (without references)
in a one paragraph
conclusion
Patient 12) The patient should No No No No No No No No No No No No No No No
Perspective  share their perspective in
one to two paragraphs on
the treatment(s) they
received
Informed 13) Did the patient give Yes Yes No No No Yes No No No No No No No No No
Consent informed consent? Please

provide if requested
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Naranjo Algorithm

Question yes no Do not know Score
1. Are there previous conclusive reports on
+1 0 0
this reaction?
2. Did adverse event appear after the
+2 -1 0
suspected drug was given?
3. Did the adverse reaction improve when the
drug was discontinued, or a specific +1 0 0
antagonist was given?
4. Did the adverse reaction appear when the
drug was readministered? ' B 0
5. Are there alternative causes that could have
caused the reaction? ! * °
6. Did the reaction reappear when a placebo
-1 +1 0
was given?
7. Was the drug detected in any body fluid in
toxic concentrations? H ° °
8. Was the reaction more severe when the
dose was increased, or less severe when +1 0 0
the dose was decreased?
9. Did the patient have a similar reaction to
the same or similar drugs in any previous +1 0 0
exposure?
10. Was the adverse event confirmed by any . 0 0
+

objective evidence?

Total score
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