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menauileungniianun> ¥ fasun 3

ANGULAR PREGNANCY

. . INTERSTITIAL PREGNANCY
-Intraendometrial location

-Medial to round ligament -Extraendometrial location

-Interrupted junctional
zone

-Lateral to round ligament

-Intact junctional zone
-Endometrial cavity is the
implantation site - Fallopian tube is the
implantation site

7 3 LEARIALNLINITAIATIAVDY angular pregnancy Waz interstitial pregnancy™®
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#911338KUU multi-center RCT vaenguunndlulseinaglsy The European Surgery in

Ectopic Pregnancy (ESEP) study group'™® Tud 2014 s’;mwﬁﬂwé"faﬂsiﬁﬁviaﬁﬂsd 446 578 il
Wisuisusanmaiinssflaesssund mevdamakidarieliseisidadeying wayisiid
79990 (salpingotomy vs salpingectomy) W'U:i'1é’mwmié?msiﬁazaﬂmwiazmjuwhﬁ’u Jovay
60.7 WAz $98az 56.2 MUAIRU (fecundity rate ratio 1.06, 95% Cl 0.81 - 1.38; log rank p = 0.678)
wazlés7Us2u meta-analysis NU318RI1NNTRIATIAAIENEINSHITR WTBULTBUTENIN93T
salpingotomy ta salpingectomy tdfiA11uunn@19 UN19@d@ (hazard ratio 1.079, 95% CI =
0.856 - 1.361, p = 0.518) fagul 5 AeAduasudn fuaedsasadusnungniiivietnlsdndreund

Y LY ada 1w ] o

nsvisiiaviedludseusng ldiuanuaunsalunisiiynseegsiidudAguilomeuiuBrdnvionn

o

lepan

Hazard ratio (95% Cl) Zvalve pvalue
Future fertility rate
Mol et al (2013) 1.057 (0-812-1.375) 0-414 0-680
Fernandez et al** (2013) 1130 (0-732-1.745) 0552 0581
Total 1079 (0-856-1.361) 0647 0518
I’=0% T T I T T
001 01 1 10 100
Relative risk (95% Cl) Zvalue pvaluve
Repeat ectopic pregnancy
Mol et al (2013) _|._ 1.612 (0795-3-266) 1324 0185
Fernandez et al® (2013) — 0-647 (0-188-2.222) -0-692 0489
Total ? 1.287 (0-697-2-375) 0806  0.420
I*=0% I I I I |
0.01 01 1 10 100

1w

JUN 5 LanadnIIN19AeAIsAnIenaenisHnfnUTeuLiisuszndnaisuida salpingotomy vs

salpingectomy®®

FUATEUUU meta-analysis 989 Cheng X wazang® Tull 2016 WelUSauiisunaansuns

ad v !

A1599ATIALDALALSITUIIR NUNAIAASNBINITHIATSANVBULY SErINIsdavau N wagds
HfinBeyIneviatly (salpingectomy vs salpingotomy) 1Agn1553U5I0U8Ya1N 2 RCT uae 8
Cohort studies wudtungudaya RCT Liflauunnseeeiifvddgymieata Tudnsinisnsassaily

Inssungn (RR = 1.04, 95% Cl = 0.89 - 1.21, p = 0.61) wardnsnsnduidugivessisassduenungn



(RR =1.30,95% Cl = 0.72 - 2.38, p = 0.39)Iumqmﬁu%”mLﬁaﬁﬁ]fliwmww Cohort studies

nudnsnsenTsalulnsangnueinsidndeusng geandinsdavetnldegrailidedidgymia

v a v LY

adA (RR = 1.24, 95% Cl = 1.08 - 1.42, p = 0.002) M3HFTsousnYdlisnsinisndudugives

o
Y (3

faAsIAUBNNAGNEINTT (RR = 2.27, 95% Cl = 1.12 - 458, p = 0.02) Fsuanslugud 6 uaz 7 3
anuzfIdeldasuin lufthefifvierhladndreunfidlevinnsindaviounladredlaiisla asliuadns
mssnssdluszereniflndifestu

ndayatnedu deftaeussounasiiasafiomusssunilunevds wasiviewnlddndns
UﬂﬁLLWVIET;EL%EJ'mzmeJVim%qLLwﬁﬂﬁﬁﬂ salpingectomy 311N salpingotomy

dulusefivmsouazdiesadio uiliedligndrsinund viedaumgdu q vesnmedyns
gINEME AITNTUIN salpingotomy 11nNT1 salpingectomy”

Tusefiusisounasisnsssluowian wagiluunlifasfosindnvasnuia feiviethlydn
{rsfinunf fmgrsanimdaiau 1wy viethlduini o1adesdavietiludndredae videvhliievnlidn
{sgadu ieialonamstlvesiseululnsungn waraslonafindesssusnungniiieaiios
fumsviiinvasaui defthesiodldiumuinvinedied sufuuwmdiamemadnnasaufinen

oA v 1w Y 1 a ad qﬂ/d(g)
ATINIRR Lu@ﬂﬂ’]ﬂ‘ﬁﬂﬂm’mﬂ@ﬂ’lEJQBI‘LI?I']&J’]?Q&IQﬂLﬂﬂiﬂﬁﬂﬁﬁiimsﬁﬂ(}]lﬂ@ﬂ

Experimental Control Risk Ratio Risk Ratio

21.1RCT

Fernandez, H. 2013 44 63 42 66 27.2% 1.10 [0.86, 1.40]
Mol, F. 2014 108 215 114 231 72.8% 1.02 [0.84, 1.23]
Subtotal (95% Cl) 278 297 100.0% 1.04 [0.89, 1.21]
Total events 162 156
Heterogeneity: Chi* = 0.24, df = 1 (P = 0.63); ¥ = 0%
Test for overall effect: Z = 0.50 (P = 0.61)
2.1.2 Cohort study
Becker, S.2011 A 77 8 8 10.4% 0.97 [0.82, 1.15) -
Dela Cruz, A.1997 17 21 16 26 97% 1.32[0.91, 1.90] ]
Langebrekke, A 1993 40 58 19 40 15.3% 1.45[1.00, 2.10] ————=
Lermann, J 2014 50 63 7 13 7.9% 1.47 [0.88, 2.48)
Mol, B. W. J. 1998 25 46 18 50 11.8% 1.51 [0.96, 2.38]
Ozler Ali.2012 18 28 28 48 14.1% 1.10 [0.76, 1.59] —l1
Silva, P. D. 1993 36 60 14 26 13.3% 1.11[0.74, 1.68] T T
Turan, V.2011 23 35 33 55 17.5% 1.10[0.79, 1.51] = |
Subtotal (95% Cl) 388 266 100.0%  1.24 [1.08, 1.42) -
Total events 280 143
Heterogeneity: Chi? = 11.00, df = 7 (P = 0.14); I* = 36%
Test for overall effect: Z = 3.09 (P = 0.002)
0.5 07 1 1.5 2

S 3 Favours Conservative surgery Favours salpingectomy
Test far sutharnn differences: Chi? = 2 AN df = 1 (P = N N9) P = A5 A%

UM 6 1an1dnT1N1309ATsATUINI IUAgNAENAINITHIRALUTB UL UTENT19756 AR

salpingotomy vs salpingectomy!®



nsUszyudvIn1snanst w.e. 2561 CHECK BEFORE CHAT IN OB - GYN 2018

Experimental Control Risk Ratio Risk Ratio
d 0 DQroup ents ents ota i-N .;‘[' Y% = :n 9
2.2.1RCT
Fernandez, H. 2013 4 63 6 66 336%  0.70(0.21,2.36] — &
Mol, F. 2014 18 215 12 231 664%  1.61[0.80,3.27] i
Subtotal (95% ClI) 278 297 100.0%  1.30[0.72,2.38) -
Total events 22 18

Heterogeneity: Chi# = 1.36, df = 1 (P = 0.24); IF = 26%
Test for overall effect: Z = 0.87 (P = 0.39)

2.2.2 Cohort study

Becker, 5.2011 2 77 0 8 9.0% 0.58[0.03,11.10]
Dela Cruz, A.1997 1 21 0 26 45% 368]0.16,85.98]
Langebrekke, A 1993 4 58 4 40 477% 0.69[0.18, 2.60] —
Lermann, J 2014 9 63 0 13  83% 4.16(0.26,67.29)
Ozler,Ali.2012 5 28 2 48 14.8%  4.290.89, 20.65] \ T
Turan, V.2011 6 35 2 55 157%  4.71[1.01,22.06] I
Subtotal (95% Cl) 282 190 100.0% 2.27 [1.12, 4.58] e
Total events 27 8
Heterogeneity: Chi? = 5.68, df =5 (P = 0.34); I = 12%
Test for overall effect: Z = 2.28 (P = 0.02)
0.02 0.1 1 10 50

’ Favours Conservative surgery Favours salpingectomy
Test far subaroun differences: Chi* = 137 df = 1(P =024} I*=26.8%

o/

SUN 7 waAIIRTINITNAUITULIVDIAIATIAUDNUAANAIERAAALUSUNEUTENI193TEAA
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salpingotomy vs salpingectomy(“’)
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Diagnosing ectopic pregnancy

NALWEY. NI WUSAT
AMAIVIFRAANSUAZUIIYING

AMZLNNEAIENT UNINSBBLTe9lnal

N15A9ATTAUBNUAGN (ectopic pregnancy) fie NsAIATIATIagUBNUAgn wugURnsaliey
g 1 - 2 ¥0an1599A339) tnedeway 95 - 98 egiviethlidsdiulvgagegfiaiu ampulla™™ Savay 12
- 13 9gfiddu isthmic waz fimbria @ interstitial #5oeaz 2 - 4 wennuuAandunssly Yinuagn

vseeglutadias (Heeninfosay 1)°

dmnuazdadedes
amnueINsiaassniviedly Ae nistianuRaunflunisindieuiivesiiseuluvietilunds
Ufaus uaz/v3e anmaesisiilainunfsuwinlinianisiladineuaa® ? gerafeatesiutym
N W % & o = @ .o a1 oy oaa (1. 4)
Y8an150UAITaINaLLlBEEU (smooth muscle) nson1sialunved cilia Mvisinludaund™ ® lng
N1sAnwsEAULEaaNUI1198 URATednLaU LU N1siiuwed interleukin-8 %38 N158AUad mucin
luavidu glycoprotein MYy anti-adhesive Tnaiigaifiasiu leukemia inhibitory factor (LIF),
uteroglobulin, trophinin, homeobox protein A10 (HOXA10) w38 VEGF filsiiaenansileizluungn
)
Jaduidsavaenisnsnssiuanungnde
< v ' & v v o @8 A _(5) A
1. wmeiluviesuanuagnuiney Fafesar 8 - 15 vasgUleviesusnungnazilugian® viedl
AdBaINNIUsEeInsTaluds 10 wih Nenluviesusnuegndn lddnegldsunssne

v | 1 va & < (4’ 6)
AIYYIVIDNINALUAITNABUNATN

2. msiviethladneinsuiaduainnisridat >0

3. viewldneiinishinde (asianizenada chlamydia trachomatis) dsivdngudaiaudn
LﬁmqﬁﬁmimﬂumiLﬁmmiﬁu’aﬂisﬁuaﬂmgﬂ“’ )

4. Msguys Lﬁmqﬁ’amiaﬂmiﬁg@msﬁuaﬂmqﬂﬁa 2 wileedslinsunalniiuide w
msAnwiludninaassmuiinisguyviduasenisluniianues cilia waznisnafiveg
ndundleFouemiouils® <

5. nsifinuasanda shlgtnisainsdinssduonungngatu 2 wih ndmidedusosas
2-5 yoamasansai’ >+ 9 Fetladevdninasinanadalumsthemseudilnsmagn
Fladiunzau® ﬁqﬁwuim@qﬁ%’umiﬁfuﬁﬂuaaﬂu,ffhLﬁawmﬂigmmmﬁaﬂﬂszj%wu
gifinisaivesnsmsassfuonuagnannndmsiuinuasanda Wosnigmmahese
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uenniifronaifendesiunisaine E-cadherin Sadu cell adhesion protein \ienis
foinznifsumgnlusisouujausluresfifinig enaliauysel vieanmvsadoylnss
ungnlsinyansomstivioouiiufauslnesssumd® feilsuausdoudidreti
Insangnunnnidt 1 ffezilenaviesusnungnuinnindiseudaies

6. egiiunni 35 Vawifiulomafnnisviesusnungn® ¥

7. msldisquanin wiwdndunsdestunisdinssdifiussansam uimninig
fapsafiintu lemaiisduriesuenuagnazasniiszrnsiialy Tnsanzodisdaing
Quﬁ’nﬁm“dﬁmﬁﬁ levonorgestrel Us33me®

8. Salpingitis isthmica nodosa (SIN) LU udnwazvesviedlidnisyndusenluaiie
diverticulum nudnuatuiiswiugineviosuenuagnuinniauialy®

9. 1ylasu diethylstilbestrol (DES) Lﬁ@@ﬁﬂﬂéﬂiiﬁﬂ’]i@’] fiaudssnnnitauilieng

oy 2 wih®>©

agdlsfinuiosaz 30 - 50 vesrthevioswenuagnlinuanudsdle 2 wazdifiaudes
Aldldifaviesusnungniaualy® @ "

Pregnancy of unknown location (PUL) nsnefiansasnssaninsialidnudtegluungn uazliuule
o v ~ 1(8) vy (3) Ly I a o v 4 Ao
Inluvioswenuagnuielil® wuldsevas 5 - 427 uddnsnsanduidssnudganseimeiniesnd
Usgansamaslaeunndfideimgazimie PUL ogfoeaz 8 - 15° 9 n1sdudu PUL 9ududesfinnu

(2,3) A A Ly ' [ & KFL & =
WWREUTUINTUNITAIATIA UNAFNTDUBNUAGNN

MEIEAU beta-hCG SauiuAfuLdeIAINDES
Fomliinu ensuislu/uenungn® Fadeduduwduiissdosas 6 - 20 ves PUL Wuvioswenuagn

8nfeuay 17 - 47 \Yumsmasadluungn wazdlng (Gesaz 50 - 70) Wuniswvisiionalinunis

FIATIABULALISEAU beta-hCG amaqmammm“ %8

N5y
nsUssdiudieUsEnaumensinUse iauaznsiasameliasden waglinisnsandudes
ANUDENALTEAU beta-human chorionic gonadotropin (B-hCG) Usenaunisitiasey

nsdnUszdd nsdsassfediten dnvazlsedufeulasund uavdnumsUszsuioundsaatine
Snwagnstiavies @enseninund o1nsiiieuiiesiunissensss nsuivies Useialsafiasiiu
mﬂmaaﬂumimmuaﬂmaﬂ WU guTangudniay n1sedn WaRalugesyies nisldnalulagyaeg
MsLadniug Msguyva msguidn udsernsivaglunisuenlsady 9 W Jaaneda veade
aauld 01deu® ” luefinn1siennts 3 egesuiufe MaUsEsuieu densenfinUniniavesnasn
uazuanvies feiduermsitdedisnsviesusnungn Tnslamnzetnadsdniornsiduan anusladinei
veflonnstininlulvg withesudtheenlilifionnissuusadui Weshomanakueiiu 1%
" pgnslsfionuriisunsgenaiiennismsssuunmaiulaansuaraldsaueag”

N131339319N18 Ludseiliun1eandu dygiuiin Aude asraniivedagazidun SuTiuds
Usziflunsindousivesdld nsiaiziiu/luss ganaidunazdnuny peritoneal initation® ftag
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drlngazdinisnaluludatansulasanizegBauinauiudaungn” uasnaluiivinges il

NATIIMIINTHYINMLANUTEIATE T INTIPUNATINTNEIE AT NBUNgUdNI W AN BUNS
M

mmmwau'ﬂmLLmﬂaumaﬁummaﬂLau agdlsfinuuszinaiosas 10 - 30 vosiUhefinniunis
pIrTaRauAIY 6’]iuwummmsmammsuamﬁmaawudﬁLﬁuﬁaauaﬂmqﬂ 010 HINIAUALBY 9

Saume®

v a4 o a S v < a o
N13AAILARULIHEIAIUDEA (ultrasonography) AITATIVVTHIUM TR USEIW 9 U
wazUsziluiionanesnludesvies saudunTisuneesnaenivelilininveungnuazSalun
Faaudu®® ? lngasaaliiiunaeniiungnaauduinuagnaudisaiu comue wazsudungnaaen
= Wy v = o 1Al yee P a % = & a o (@)
faisld lneaounmuddasiivhumisiidnunievsziluliozdoatuluuinaingnn™ lneasa
rnzdihefiildyyudnne?

ﬂ’ﬁ(}]\iﬂiiﬂﬁluuﬂQﬂiwﬁwLLiﬂ 4 - 5 §Uai agnuLiies intradecidual sac 1Wugeun anechoic
< a = A . . Y 5 & a . .
LN € maqmﬂw&aq‘lwaamqﬂﬂam echogenic ring aRNIBUIUIU QLMD hyperechoic decidua

(2, 5)

S = . . 5% v = A a 44'
@037U 338N double (decidual) sac sign™ " LANBINTIVNILLATDINTITNUAIUALLDUAZ WD

99n310 intrauterine fluid (pseudogestational sac) GTfﬁLﬁuLﬁaaﬁWmUL%qIWiqmqﬂ Lallaiganis
fanssd Inuldifeosas 20 vesnsiiesuanungn® ?

nsviesusnungnUsavietlY aznIasenaudsmmigmuliiedesay 71 - 74% 2 Ty
nsasrandausn Tneflauluazanusimnsvesnisnsiaifosas 84.4 uas 98.9 audrsulae
Sovay 60 Adnwuzidu mhomogeneous %130 non-cystic adnexal mass® 8n5esay 20 wuidu
tubal ring Immaﬂwmwwummimmaﬂ hypoechoic sac aausaUMBYBY hyperech0|c FULAAIDY
trophoblast (bagel; tubal sign) N39819R5NUMINATINUS UYWL anuanwara8InIg
dududondursnaudouseuqinisiansad (ing of fire)? ¥ fagdeimauiu nsnsanuwmeani
Jzdoasnoanaindllaianizesnade corpus luteum vie follicle 18n 9 715419 Tneenald probe
uttrasound muﬂausuuLwaLLaﬂmaaaﬂmmqh (sliding organ sign; blob 5|gn) Y 91InanwuzDd
AnTwmnenafiy mﬁf\]ummwLﬂumquﬂiiﬂasuamJmammaawummimmimu yolk sac %38
fetal echo®

nssasafuI interstitial nugansRansISogun cornue Fufuduveaviothlufioglu
ﬂé’mmfamaﬂ wulstouiissiovas 2 - 4 LwiﬁmitﬁsLﬁamLLavL?{ﬂ%‘iﬁlé’mﬂﬂdﬁﬁaauaﬂmaﬂﬁnm
Juda 7 i@ sndensidadeuay LL*&maaﬂmﬂmimmi:ﬂumaﬂ TedadoesETin1suenaInnis
#ams3silu arcuate uterus® mﬁmi’mmEJﬂaul,asmmmaqawuqqmimmiﬂaqLamlﬂmwuwm
ungnlnefiszogieaininsaungndiudidliinnndt 1 gu. lnegenisianssdidonsoudenduie
umgniiu1dlaivinfuynenu (asymmetric) waziitu interstitial line 19uwou hyperechogenic 31073
msssnssdlludiu comue vasungn Tnsanaifurauvas myometrium Tainsuas?? wuziil¥idon
AsRenssAusaian interstitial pregnancy ilesa1n comual pregnancy snasdudndiviliidnla
Fuauiunssenssdingees bicomnuate w3e septate uterus @ vieil Liesann1sidade cornual/
interstitial pregnancy nsgyilaen U’mﬂ%y’aa'méfmﬁ']ﬂ'ﬁmnﬁaaﬂﬁuLﬁaQﬂawu5QQLLUU 3 1R 130
MRI® 2
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mié’qusﬁu%nmﬂfmmqﬂ (Cervical pregnancy) tNA1NN1THIAIVD blastocyst 7
endocervical canal nuldtesifissfosar 1 vesnsviesuanungnitavan vieuszana 1 lu 2,000 -
18,000 14n13#3A335@ wazdnasduiusiuuseiinnnegaungnvdeldinaluladdionisiaiey
#tus? Tasagnuganismansssiveundnuiabouiivinungn Tnsfiunungnda uasltsade

wiin e lnedidwdenluaisusgsou 99 manuinfimlanneiu szwandlddnindunsiod
2)

Unumgn Tligensnsnssinidazuiseanin
N3RIATINUSAYaas nuldleanitseuay 19 dwlugjageguian broad ligament %38
Fosunaumtuasndwngn uindsieaunisiedandu fu omentum wazanldong®? finingin
n1sidgeuraaeenanviounluwailuilsiineiiaydesvios n1sitdadeoravinlaeinnsizenalad
a1nseguukazyiiilassasiweseisizngluudeulu® Jeiewmsiane MRI aau®
] § a < 1 14
N1399ATIAUSIALKALITUYBIN1IHIAREA (Cesarean scar pregnancy) wuld 1 lu 1,800 -

(4)

2,216 98IN13IATIAMUNGINITHIREN @ 1TuN15AIATIATIoguanInIINAgN LavDI1EeUTOUMIEY

Y & & & A . 2 I = aa | v & a
naileungnyviselilalde fibrous U 9 viseldiliay Fan1snsianuy 3 dRvsdieliiuseasiden
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(intrauterine adhesions; asherman syndrome, uterine synechaie) 1A n1u1as d1m5un19vin
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Introduction to genital ulcers

Genital ulcers

Infections Trauma Neoplasm Allergy Systemic
manifestations
- Syphilis - Physical - Premalignance; - Fixed drug - Behcet’s
- Herpes simplex - Chemical e.q. eruptions disease
Lymphogranulom - Thermal Erythroplasia of - Chemical - Systemic
a venereum Queyrat - Stevens- lupus
- Chancroid - Carcinoma Johnson erythromatosu
- Donovanosis syndrome S
- Dermatoses
Non-STI
Nonspecific, tuberculosis, amoebiasis, etc
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Spirochetes

Treponema
*  Treponema pallidum (syphilis)
*  Treponema pertenue (yaws)
*  Treponema carateum (pinta)

Borrelia
* Borrelia recurrentis
(relapsing fever)
* Borrelia burgdorferi
(Lyme disease)
Leptospira
" Leptospira interrogans
- Leptospirosis (Weil’s

disease)

Syphilis
Course of untreated syphilis
9 to 90 days \L Contact (1/3 become infection)
Primary chancre
3 to 12 weeks J,
Rash, generalized J \
Secondary )
lymphadenopathy i \
4 to 12 weeks \L
Early latent N Relapsing
(1-2 years from contact) (in 25%)

Late latent

(more than 1 to 2 years from contact)

10 to 30 years ‘

l

Remission (2/3)

l

Tertiary (1/3)
Late syphilis (16%)
Cardiovascular (9.6%)

Neurosyphilis (6.5%)
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Syphilis - Mode of transmission

Man is the only natural host and reservoir

Moist skin or mucosal lesion transmits the disease

sexual transmission

" vertical transmission

* accidental inoculation

blood transfusion

Primary syphilis

Primary chancre, hard sore

Usually asymptomatic

Heals spontaneously

Syphilis serology may be negative

Genital ulcer

* painless, non tender rounded with well-defined regular edges, may be raised or

rolled out, floor clean looking

* indurated, button-like feel

Regional lymph nodes

" painless

* small, discrete, non tender, firm and rubbery

Atypical lesion
" multiple ulcers: 50%

" painful ulcers: 25%

* non-indurates: 33%

Secondary syphilis

" Manifests 2 to 8 weeks after primary chancre

*  Commonest involved tissue

skin
mucous membrane

lymph node

Also involve

bone
eye
nervous system

abdominal organs
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*  Constitutional symptoms

*  low grade fever
*  malaise

*  headache

" anorexia

" persistent headache

Latent syphilis
Latent syphilis by definition is the stage in which there is a positive serological test for
syphilis in the absence of any clinical disease symptoms or signs
* Early latent - confines to the first 2 years of infection and is infectious. The infectivity
decreases as the time lapses
* Late latent - infection is more than 2 years duration (noninfectious, but can be

transmitted by a pregnant woman to her foetus)

Patients who have latent syphilis of unknown duration should be managed as if late
latent syphilis, tertiary or late syphilis

Tertiary or late latent syphilis is a noncontagious but highly destructive phase of
syphilis which may take many years to develop. It may manifest itself in several forms

* Late benign or gummatous syphilis

* Cardiovascular syphilis

" Neurosyphilis

Benign tertiary syphilis

Gummas are nodules (resultant scarring) found in any tissue or organ, but commonly

found in:
" Skin
* Bone
"  Mucosa
" Viscera
" Testis
" Muscle

" Ocular structure

* Central nervous system

Cardiovascular syphilis

" 3 times more common in men than women
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Predilection for vasa vasorum of aorta (ascending); all 3 layers of aorta involved
intima; diffusely diseased, extensive plaque formation

" media; patchy necrosis

*  adventitia; fibrous thickening

Aortic aneurysm, aortic insufficiency, coronary stenosis, rarely myocarditis

Neurosyphilis

Asymptomatic Parenchymatous
* Early (secondary / HIV) * General paresis
" Late * Tabes dorsalis

* Tabopareis (mixed)

" Optic atrophy

Meningeal
" Acute meningitis Gummatous
*  Meningovascular * Cerebral
* Cerebral * Spinal
*  Spinal

Neurosyphilis - Common presentations

Meningitis; cranial nerve palsies, deafness

Meningovascular; hemiparesis, aphasia, seizures
* Parenchymatous; psychiatric (dementia), neurological (Argyll Robertson pupil,
tremors, impaired handwriting and speech)

Tabes dorsalis; lightning pains, paraesthesia, post column signs, pupils

Clinical manifestations of early syphilis gender difference

AUl the manifestations of syphilis tend to be milder and less outspoken in women

*  Women were thought to have relatively greater immunity to syphilis, which was

hypothesized to be due to the greater degree of lymphocytosis in women, or

protective hormonal influences

Women tended to present less frequently in the primary stage and more

frequently in the secondary stage of syphilis

- primary lesions in women may not be as readily noticed given the classically
painless nature of the primary chancre and the possibility that lesion can be

asymptomatic if located on the cervix
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Syphilis and pregnancy

Risk of mother to

infant transmission

Impact

Prevention of vertical

transmission

* During pregnancy and .

secondary syphilis: 100%

* During primary first year

" After 4 years:

transmission very rare -

80 to 90% .
* During first four years: .
70%

Mortality (40%)

Spontaneous abortion

Still birth

Neonatal death

Serious morbidity (50%)

Non-immune hydrops

Intrauterine growth

Serious sequelae in live

born infected children

- hepatosplenomegaly

- cardiac and skeletal
manifestations

= Hutchinson’s triad and

other stigmata

Serological screening of
couple by Venereal
Disease Research
Laboratory (VDRL) and

other test

Treatment of pregnant
lady with benzathine

penicillin

If pregnant lady is
sensitive to penicillin
treat with erythromycin
but newborn baby must

be offered penicillin

Diagnosis of syphilis

Evaluation of presenting signs and symptoms as well as contact history

Darkfield examination of exudative material in syphilitic lesions

Serological approaches

- Non-treponemal tests

® Venereal Disease Research Laboratory (VDRL)

* Rapid Plasma Reagin (RPR)

- Treponemal tests

®* Enzyme Immunoassay (EIA)

* Treponemal Pallidum Hemagglutination Assay (TPHA) / Treponemal

Pallidum Particle Agglutination Assay (TPPA)
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® Fluorescent Treponemal Antibody Absorption (FTA Abs)
*  Treponemal Immobilization (TPI)

® Biopsy

Indications for lumbar puncture (Cerebrospinal fluid - CSF examination)

Neurological / ophthalmic signs or symptoms

Evidence of active tertiary syphilis

" Treatment failure

HIV co-infection
" Late latent syphilis or syphilis of unknown duration
" Syphilis with RPR more than 1:32; possibly

" Syphilis with CD4+ less than 350 cells/mm3; possibly

Diagnosis of syphilis
*  During primary infection

- darkfield examination of exudate from lesion shows typical spirochetes

- trained technician required

- highly specific and gives immediate results

- 80% sensitivity

- becomes negative if a single dose of treponemicidal drug consumed or
antiseptic agent applied to lesion/s

* Al other stages

- serological tests
® screening; EIA/ VDRL / RPR

® confirmatory; TPHA / TPPA / FTA-Abs

Serological tests for syphilis
1. VDRL / RPR; non-specific screening tests
- qualitative test for screening
- quantitative test for follow up (dilution)
- can be used for CSF
- window period 1 to 4 weeks
- false positive; in hepatitis, infectious mononucleosis, malaria, leprosy,
malignancy, systemic lupus erythematosus (SLE), pregnancy, technical
2. TPHA / TPPA / TPI; specific tests
- takes longer time to become positive
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- once reactive remains positive for lifetime
3.  FTA-Abs; specific test

Interpretation of serological test

FTA-Abs; Reactive in the 2nd week after infection
VDRL / RPR; Reactive in the 3rd week after infection
TPHA; Reactive in the 4th week after infection
TPI; Reactive in the 6th week after infection
VDRL / RPR; Useful for screening and for follow-up. Becomes negative after

adequate treatment in most of the cases
FTA-Abs / TPHA; Useful only for confirmation. Not useful for follow-up. Do not

become negative after treatment

Serological pattern in treated early syphilis

Serology becomes negative in this order:

VDRL; 3 to 6 Months
FTA-IgM; 3 to 9 Months

12 to 18 months in late disease
FTA-IgG, TPHA; Positive for long time (mostly lifelong)

Interpretation of different serological tests in syphilis

VDRL | FTA-ABS | TPHA | Interpretation
+ + + Untreated or recently treated primary syphilis
+ + - False positive VDRL and FTA
+ - + False positive VDRL and TPHA or false negative FTA-Abs
- + + Treated syphilis, untreated late syphilis
+ - - Biological false positive

+ - Early primary syphilis or untreated / recently treated or false

positive FTA-Abs

- + Treated syphilis false positive TPHA
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Percentage of positivity of different serological tests

Test / stage Primary secondary Latent Late
VDRL 75% + 100% + 75% + 75% +
(after treatment) ) () (-/+) (+)
FTA-Abs 90% + 100% + 97% + 100% +
(after treatment) +) (+) (+) (+)
TPHA 60% + 100% + 97% + 100% +
(after treatment) +) (+) (+) (+)
VDRL - False positive
1:8 or above; syphilis
1:8 or less; syphilis or false positive

Less than 6 months; acute false positive

Bacterial; tuberculosis, leprosy V

Viral; many viral infections (hepatitis) Post vaccination

More than 6 months; chronic false positive

*  Chlamydia; trachomatis Inclusion
Conjunctive agent (TRIC),
Lymphogranuloma venereum

" Parasitic; malaria

" Autoimmune disorders

tissue disorders
- Systemic lupus erythromatosus,
arteritis

" Malignancy; leukemia

Old age
Pregnancy

- Rh, arthritis, Hashimoto’s connective | Drug addicts (intravenous)

Specific tests (TPHA / FTA-Abs) - False positive

* Lyme disease

Leprosy

*  Malaria

* Infectious mononucleosis

* Relapsing fever

" Leptospirosis

*  Systemic lupus erythromatosus
* Autoimmune disorders
" Malignancies

" Genital herpes
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Syphilis positive and VDRL negative (false negative)

Secondary syphilis

Primary syphilis

P 2

9" day 21% day <-months 2 years

1. Incubating syphilis
2. Seronegative primary syphilis
3. Prozone phenomena, and
* Immune deficiency; disease, drugs

* Technical error

Serological criteria for congenital syphilis

VDRL positive In mother
VDRL positive In infant
Infant T Infant \L
Passive
transport
Mother \L Mother T

FTA-Abs, Ig M in infant
IgM antibody do not cross placental barrier

Syphilis treatment - Principles
* Penicillin remains drug of choice for all stages
* Treponemicidal level should be achieved in serum, and in the case of

neurosyphilis, in the CSF
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*  Penicillin level of more than 0.018 mg/L (30 IU/L) is treponemicidal, but higher

concentration may be preferable (0.36 mg/L) for more rapid elimination of
treponemes
Duration of treponemicidal level should be at least 7 to 10 days to cover a number
of division times (30 to 33 hours) of treponeme in early syphilis; subtreponemal
level should not exceed 24 to 30 hours
Longer duration required in latent stage of disease (division of treponemes much
slower in late syphilis)
Treponemes may persist despite apparently successful treatment

* The host immune response is very important; 60% of untreated patients never
develop late complications of syphilis

* CSFinvolvement is common in early syphilis but standard courses of therapy don’t

achieve treponemicidal levels in CSF

Aim of treatment in pregnancy
* To render the mother noninfectious as early as possible
* To relieve maternal symptoms and signs
* To prevent clinical manifestations and sequelae of congenital syphilis in the foetus
* To prevent maternal progression of disease

* To “cure” syphilitic infection in the foetus if already established

Aim of treatment in late disease (except neurosyphilis)
" To relieve symptoms and signs (i.e. clinical manifestations of disease)
* To prevent vertical transmission

* To stop further progression to cardiovascular or neurosyphilis

Aim of treatment in neurosyphilis
" To arrest progression of disease, and allow recovery of neurological function to a
degree consistent with irreversible structural damage already suffered

* To prevent further progression of neurological or other organ system disease

Needs treponemicidal levels in CSF - not achieved with benzathine or daily procaine
penicillin
High dose aqueous crystalline penicillin G (benzyl penicillin) 18 to 24 million units
(mIU) intravenous (IV) daily for 10 to 14 days, administered as 3 to 4 mIU 4 hourly

or continuous infusion
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* High dose of procaine penicillin 2.4 mIU intramuscular (IM) daily, and probenecid

500 mg orally four times a day both for 10 to 14 days

* High dose oral amoxicillin with probenecid

The penicillin allergic patient
" Doxycycline is recommended except in pregnancy (compliance issues should be
considered)
" Penicillin desensitization is recommended in pregnancy (practical issues need to
be addressed)
*  Other possibilities; ceftriaxone, cross allergenicity to penicillin (5 to 8%)

" Azithromycin (azithromycin treatment failure has been documented)

Primary, secondary and early latent syphilis

Route Medication and dose Duration of treatment

IM Procaine penicillin 600,000 U Daily for 10 days

IM Benzathine penicillin 2.4 mIU If pregnant, three doses, one week
apart
If HIV positive; as neurosyphilis

Oral Doxycycline 200 mg Daily for 14 days

Oral Azithromycin 500 mg Daily for 10 days

IV or IM Ceftriaxone 1 ¢ Daily for 10 days

The only method available to “prove” cure of syphilis depends on a 4-fold (2-dilution)
reduction in the antibody response to a VDRL or RPR after treatment, within 6 months in

primary / secondary syphilis or within 24 months in latent syphilis

Late latent, tertiary syphilis

Route Medication and dose Duration of treatment
IM Procaine penicillin 600,000 IU to 1.2 | Daily for 17 to 21 days
miU
IM Aqueous crystalline penicillin - G | Daily for 17 days

(benzyl penicillin) 18-24 miU, in
divided dose 3-4 mIU 4 hourly
IV or IM Ceftriaxone 2 ¢ Daily for 14 days

Oral Doxycycline 200 mg Daily for 28 days
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Jarisch-Herxheimer reaction

In 33% primary syphilis; 66% secondary syphilis treatment is followed by a febrile
reaction with chills, fevers, arthralgias, headache and (transitory) increased
prominence of lesions

Due to release of treponemal endotoxins

Occurs 4 to 6 hours after treatment; subsides within 24 hours

Reassurance and anti-inflammatories helps in management
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Hormonal contraception and female cancer risk

SA.UNENSNIA FsTinunsena
AMAIVIFRAANTUAZUIIYING
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umin

gosTuuauiuin Saduisausndadiasniitealdfuunsvarsilansuisszinalneg
Tneednauindnduiismieluiesmarslugnssesluusuresealnsiau waslunaalaau daud
WA 2503 (a6, 1960) lédnsimuanuuing wagUiulignssesluusivassain mniAuiidsed
gosluugunnunidugnssesliuii ilioudeguindagili q fuszdvsamuazmiudasndogenin
$uusn 9 drngdnauiiiafinigld progestogen agafedous ne. 2503 mundsednnuriuda
yiagosluusinliuiy dmsvendsaudndaladuldlulasinisinewkuaseuasivesussinelneg
Faustl wa. 2529 uazsosluuauiiindn 2 viandshewnuauiiialdvesnaonsinsesluuu (Bu
Tlunsusnisnaunuasauasil w.e. 2544 (a.A. 2001) Auwsugauiiayinsaianiings Sluy
a1 Galldluviesnann O wa. 2545 (a.a. 2002)"

Hagturhlaniiffldondnauininetainanennnin 100 dueu Sadueiiildvedes
ariauemniaalulan uasdusfifinisinuAnmunaludiusig q og1ednds Tesaunareseso
uywdlufudng 4 1ndige wansinwidie o wuiteudnaudidavinsesluusuivslovide
aunmannaudssiogunmuesanivhly uadluunanuiseseandenaneaudsio
uziSeilasing 4 Tuan3gly

o
sosluuauiiinfuvdoanmafnuzidueeeelud
| uziSafnuy (Breast cancer)

o WuusSdinumnnluasditanlugisudu 4 Tnsemzussmanauiuds

O ﬂa%’aﬁmﬁﬁmaqmﬁwﬁmﬁ arudeadialaising ¢ wh

1. UseiRnsaumda (Family history)
AUNUILUWAIULLNN (increased breast density)
welasun1sitasdudu atypical hyperplasia
4. lasunsaesidusinamsisen (thoracic radiotherapy)
o HYasdudseifinaudesldiiu 2 wh fesesluuieildannisadenislusazfuain
Meuon?

W
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P v
v (3

o Hadudusdnessiilésunuaulafio ogfidinsssasuiinunndaun (the age of the
first full term pregnancy - FFTP)

o dewniimsldudanuiiiadus O aa. 1970 il FETP ssluainefin sasisantn
Heandifiynsdias Sadunalimuuzifaiundngu Tud 2007 1ARC THifia OC 1Ty
carcinogenetic agent” agnslstmumnuitagiuliaenadosiutoasudnsiu®

nalnilugtuvaaiiodeidum

Estrogen fnalwreliinuzidadunludninaass rodents Semansauarniasey
970 proliferative effects on cultured breast cancer cells

Progestin fnans antiproliferative wag proliferative %uagiﬁu phenotype vodLgaa
microenvironment wag aUd$ (Species) 189910 Progestins anunsaduiunane ¢ steroid
receptors uag metabolites Wuifiinaldvanes oend

FFTP axnsedulsidl differentiation veadloifeidua unalatlestuansiinszduls
Anuess uazazliuaiBumndeasasiauseng oy

uzSusuniingnany (invasive cancer risk)

Table | Effect of OC use on breast cancer risk.

Study Number RR 95% ClI
Cases  Controls
Oxford meta-analysis 53297 100 239 Current/recent users: |.24 1.15-1.33
Nurses’ (cohort) 3383 1.1l 0.94-1.32
=5 years use 0.96 0.65-1.43
RCGP (cohort) 46 000 (744 000 0.98 0.87-1.10
women-years)
Oxford Family Planning (cohort) 17032 1.0 0.8—1.1
Women's CARE 4575 4682 1.0 0.8—1.1
Women'’s Lifestyle and Health study (cohort) 103 027 Former users: 1.2 l.1-1.4
Current/recent users: |.6 1.2-20
Mayo Clinic (meta-analysis) Premenopausal breast Everusers: |.19 1.09-1.29

cancer

7 msdnwlaiifiuaandes 4 msdnw fio 1.11, 0.98, 1.0, 1.0 tiuAaides 3 nsAnw u
Afiadoeifios 1.24, 1.2, 1.19 (Table 1)©

Tuns@nurfiinanudssdeseyin madialungy oC Wuwaainnisld oc Tunis¥nuw
iregular cycle, endometriosis #anguiraziidadoidssusifadiunuinniinduauiuinialy

uenaninuidnsmennuziasulugldowinnuiida dndmdelndidestundulald
pudanurinda 10

Linudrendaquindainadeadusifadiuniavia lobular i ductal sauslaid
AruduitusivusSasnuuidia ER + vide ERC1 1

nsldoniinquinia lafiuauidsaves breast carcinoma in situ (BCIS) laiinagldidy
szuunau Mnou FRTP engiidaldadausn viiesvosvdamenld?

Jadeninasionmsinwendeauindadiumsiinuzsisasiiu
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Confounding factors laun
1. nsld oCs iWumununeu FETP wisldduusianaton
2. Benign breast disease
O nsdl fibroadenoma laifinAnandesziS i
O n3dl fibrocystic Inganiz proliferative azifinartudsslunisiinuzise
LU
O n15b% OCs aﬂqﬁamiiﬁ BBD; fibroadenoma wa¥ fibrocystic diseases
Faeaananuazenugnslal i 19
o fluensAnwnuin OCs ezt protective Waw1g BBD without atypia W
lanaudsmdeorafinainudsansd BBD with atypia®® (83u1sain
progestin ﬁi]‘vfé mitogenic f@ transform cells ke anti-proliferative Tu
Wwadun@nse non-tranfrom cells)
3. Family history
ax14 OCs luanaifiusziinsounsans 1 uaz 2™ deeree relatives v093z15
winulavisely Jeyaddluidululuiamasientu d1gn CGHFBC'” $9u59197n 52 published
uay 2 unpublished studies a5U71 RR vosuziSafusiinnnsyiiasouni us OCs lails
WaguuUasnudes A RR = 3.85; 95% (Cl 2.41 - 6.13) lunguilsziRnseuaiafild OCs
uaw RR = 2.91; 95% (C1 2.15 - 3.93) lunguilse TAnseunialalld OCs
Nurse’ Health Study 1986 59U5% 71 incident cases linuauduiusveInig
14 OCs fuuseTRugiSasualuasounsa®® LLam’Ia;gaﬂ‘j’ Colditz waznair? I§Amsnzaianase
971 310 incident cases @lifies 4 s1e7idu current user v83 OCs) wuinliififudndry Ao RR
2.5 11 (95% Cl 0.88 - 6.94)
Grabrick uazAuy® Wuinan3nd 1 degree relative & RR 3.3 (95% Cl 1.6 - 6.7)
wilaifimnudeaiinly 2"degree relative uagluan3itld OCs Aoud a.m.1975 (Yoya
analysis case U 1944 - 1955)
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4. BRCA mutation carriers (Table 2)

Table Il Effect of OC use on breast cancer risk in BRCA mutation carriers.

Study Mutation Number RR C195%
Sweden BRCAL/2 245 1.65 095-2.87
Use <20 years 2.10 1.02-2.62
Before FFTP 1,63 1.32-3.33
Norway Familial 1423 090 0.68-1.18
BRCAI 9% 200 0.36-109
USA, Garada, Australia BRCAI 497/195cases 077 0.53-1.12
BRCA2 307/128cases Use >5 years 2.06 1.08-3.94
Before FFTP 3.46 2.10-5.70
USA, Carada, Australia BRCAI 47 cases 022 0.10-
BRCA2 36 cases 093 0.34-3.09
USA, Garada, Europe BRCAI 981 pars 118 1.01-1.38
Use <5 years NS
Use >5 years 1.33 1.11-1.60
BRCA2 330 pars 093 0.72-1.21
Eurcpe BRCAI 1181/597 cases 14 113191
Before FFTP + greater than 4 years: 1,49 1.05-2.11
BRCA2 412/249 cases 149 08-270
Befcre FFTP + greater than 4 years: 258 1.21-5.49
USA BRCAL/2 94 cases NS
USA BRCAI 109 cases 238 0.72-783
BRCA2 72 cases 082 0.21-3.13

d2ulngves published studies wu mild or moderate increase RR 499 OC user 6l
power i

Narod uazaai®” wuin OR weagiaeld OCs Al BRCAI carriers 18y 1.38 191 (95% CI 1.11
- 1.72) luseimidadouzi3afunnousiy 40 U uag OR 1w 0.96 11 (95% C1 0.75 - 1.24) Tugneld
Sumifadenziiadiuuiiengdaud 40 Tuly

Brohet uazanz? wuhiaudsafisdulunsdild ocs dou FFTP 1Au 4 U waglaimuanny
wanssluFossyiRnsounsuiafiusSad

azudindn RR veuzsaduulundy BRCA Wiinduidndeslunisld OCs wimnTeudioy

(%
oA

Jof/ Ueaide waaUselewtiann protective effect U9 OCs ouztissslunnauiiaaninalunaideds

9 Y

f931 OCs HUswloviAua

5. dauusznauvesgasen OCs
iesnnmsfnudosiamuilfifuszeznauiu vazgnsoudinauindeiing
Wasuulaslagddu flanizn1s@ny) Dumeaux wazanz® Anuluriuesnglunisdnwiuuy
cohort finupuduiusvasuungn estrogen funisAnuziSuiu
a3U OCs Aunzisadiuy
Tunsfnddngnnsld ocs lulldifinanudowzdaduyg warluns@nwiing
RR Wistunadsnanazmelidieidnld ocs dadudrdgftaniinufenisliidusseznasmuudaug
o1gtiosnouazdl FFTP yafed wiusefidunzdaduniiosninfesas 1 fagld OCs uaviosas 7
299 premenopausal breast cancer wagly OCs Snudiiutures RR Allilinndensesiadotu
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OCs lugausn 9 Nllvwingesluugs yenanuuNITAnYITewna1leidadevesnisnsiand
screening way recall bias luthigiunmsiiuiudniesvesuzisusuulungy BRCA 1% vasgld OCs f
rgnnawumeyslevivainislesiuunsesiliann OCs

O w5939l (Ovarian cancer)

Y

Winer wagmug® EJUEJUU?”IEJ%U‘UEN 0OCs GLUﬂ’liaﬂﬂ'J’lﬂJLﬂENiJ Sesaldogedivedn
(37)

[

£y Beral
uazAniz®” ¥ metaanalysis AlnunwAIndeyafiures 45 msdnw

nalafiugiuresnsiinuzifelvld wazanuiedessesluuaudnia dnanliuszanm
4 g

1. incessant ovulation hypothe5|s 95U18791n194 m|crotrauma GUENLEJEJUMNI‘U
(Ovarian surface epithelium - OSE) % 5 9nnsantuyiliad DNA damage % 5 annsantanald
fauRnunfaes recognition wagn1sdaunaNyinliiinn1iznateiduugiSsessla (ovarian
cancerogenesis) Msudanisanla3sesunenatietuuzisedels Tunsld oCs nsdansss nsly
s aeslsfinumquiiliansoesuieiumglansld OCs szevduvdonisieasssiuiuliu
Adaiinadostunsidedld uonanidnisldanldideddluniiy polycystic ovary syndrome laflad
protective effect®”

2. gonadotrophin hypothesis iWeainmsnaaifuugiiufnainideyiaiild (OSE) 195y
gonadotrophin Iuﬁzéﬁ’uqq A1113085U1891n OCs Sudansndaves gonadotrophin LAZANTNUNELS S
Yelafingatuagrennudmunseaiifisedu gonadotrophin ifixgs

unguiidlalannsnesuienstiosiuussesalrluneliunynsdeul uriisedu FSH
49 uazn1sin HRTIui’wmmz@ﬁhﬁﬂﬁ gonadotrophin anaIANFULRLAIULEBINITIAANZLES
i\ﬂ’su 27, 28)

3. hormonal hypothesis Tun15398MAa0INUI progesterone dNaLa3y p° tumor
suppressor gene Lay ‘EJ‘UEN proliferation U84 ovarian epithelial cell YouradSslaunsiiing LaEN
nsveluadSeldaunuin progesterone vildiAin apoptosis Meluisaduniinazivadusisves
Laaumm"lfusuamu“o 3V

progesterone ﬁqm‘éﬁuga Proliferation GuaamaéL?jaU%'alﬂJﬁy’ﬂuam‘%ﬁauLLav‘Vié’q
wunsza? BelundrdunisAnenuy randomized controlled trial Tudswaasaduiian 3 Y wuin
Levonorgestret vinlviiAn apoptosis Tuiwadieyiafald OSE®? mﬂmiﬂﬂmwﬂwauuwgmlmw
Amzisasaivienslésu progestins fifflugidaauaidin slFldidmeadalafiiiu sub-lethal
DNA damage anidoyinslalaeneliin apoptosis

a. nguFlmifideinnisiinuz3adeyin$ely 1Ana1n precursor cell v8a Mallerian
duct® 1184910 Mullerian duct g tuilunaenungn ungn Unungn wazdesnaondiuu
Tnedl HOX genes LUusamiuAu differentiation® sfinauiiiadalusuniunisiinuzss lagly
Fudanrsanlivilieaden Mallerian duct lianusaunsndlulugely uwas sex steroid 0199%
ATUAN HOX genes vidpp1ainanmsudasadiboyfinvesislulnssungn naonungn Jsanaay
Apsoneadarnngy Mallerian duct wanilunisunanGadily
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nanlagaguie 4 ngufesuielaldnnnsd delunistestuuzisedildves OCs Fauain
way ¢ nalndnenu
mavdeuesasalulugld OCs

® aus A.e. 1970 lanandemnudssusseslalugld ocs

o finsAnududuinananuides protective unlnemaandiil
Casagrande wazanz®® @nwiszuiningn
Beral wawAnuy®" meta-analysis laguduininadesiulunn 9 sUuuumsfing
Na2AD

13 major prospective (RR = 0.74, SE : 0.03)

19 population -base case control (RR = 0.69, SE : 0.03)

13 hospital - base case control (RR = 0.81, SE : 0.05)
wazAdsninuzseSilrazanacdndeld OCs vty nanife RR anasdosay 20
nn 9 5 Y veamsld OCs (dedniladasnudug ui)

o Oxford FPA®® Tun15finun cohort 91n@n3 17,000 s1efliinlasenaslugaed
A.A. 1968 9 A.A. 1974 Anauauds a.e. 2004 wuinnsld OCs anaudsseLss
Filvasegsiiduddey RR = 0.5, 95% Cl 0.3 - 0.7

uenniaudsLinusssilianateteiitedaysud 1 9 ndensld de
OR =0.47;95% Cl 0.33 - 0.67 LLaSLQEIEJ Odd ratio reduction 5% 9n 9 1 U 289013
14 OCs

o Jadumnudssanasuiniestufussezinainisld OCs mun1sAnen RCGP oral
contraceptive study® Tagsiuveansfinen cohort wuaILAsd RR 0.54 (95% CI:
0.4 - 0.71) wazLde 0.38 (95% Cl : 0.16 - 0.88) 114;3’1‘71'165 OCs WURILG 97 iieuTy
1U (Au 8 U)
Hadeiinadensanwiendanuiuia funainuziiedald aunsdnvmisszuiaine
{]ﬁaﬁﬁmasiaum%q%’ﬂszié’qsﬁuagjﬁu
1. uauyns
2. M3liunynsaigunn s’
Hgan1sAnwILAYI989 Whitte more™? ﬁwuiwaﬁmﬁumL%Q%’ﬂlﬂu;ﬂ% OCs Agdaviin
astuldmnlFunudi@unautu dalngnsinedu 9 wuirdadesiie 9 ldiiase protective

Y

effect 94 OCs fonT1sinuzise3aly saunadewid BMI msauyna®” mstesiuusisesslalisneiu

a1)

Tusreniivsolaill endometriosis
@3U731 protective effect 499 OCs U1agluidadeoidusdu 9 unddsuwdasla Time
dependency of risk modulation
v [y a d' 1 8 @ ' ~ wa L3 @ v 1
JegaINshY OCs Aunswdsunuamnudsssionsiiasly Wewinguinisaiuzisedily
WnTunueny wazgeaniiony 70 U endaauindafazldlugiesionsgiug aannisfineives
Moorman uaganiz®? nudmalunistesiuasees 9 anaseeetn o Wengaldls 10 U uazasiing
tosriuis > 20 U uag Beral wazauz®” Lurie tazauz® wuinpsiinatosiuis > 30 U
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o

Beral meta-analysis wuinananudsszifesaly Tufisusemusndanuiniadnsiody
5-9 U uazngalifia 10 U asldSosaz 48 dmaald 10 - 19 U azanadldsosaz 38 dmenende
auddald 20 - 29 U azanaslideas 31 Jadeidrdnseszozinalumstosiuuzifeloly fe
szovaveansly OCs Bsunbedesiulsiunn luvuefengity uazdnldlidnadniou® =

vinvouwadusisesely

wurmatesiuuzidedslese mucinous ovarian cancer avtioanindn 2 wiafinulsy Ao
serous Wag endometrioid ¥

Beral 1#%11 meta-analysis wu11n1514 OCs 9zanA1uLd89 endometrioid WAz serous
cancers a4 > 20% senslimn 5 U luvarflanaandesues mudnous cancer léifles¥osas 12

OCs finatlasiu borderline ovarian tumor (BTO) el wan1s@nwldluluniemiameniu

msAnwiseydn OCs lildananundssues BTO A Riman wazans® Kumle uaynnz™
Huusom Hazaaz®?

msfnwinuinduwiltduanas udliifeloddaynieada Lﬁ@ﬁﬁ]’]ﬂﬁ’]ﬂ?ﬂl}gﬂﬁﬁlﬁﬁaﬂi’m Taun
Kumle wazanz®® Huusom wayaady®Y

Beral meta-analysis Wwu31 OCs ﬁmaﬁaﬂﬁ'uﬁgd serous BTO k@ ¥ serous invasive ovarian
cancer (LaLUIAA AB Cls ADUTINAT)

dausznauvasgaseudanunnia

(Composition of OC formulations)

! i = = Y} & oV 1o = o a <, = = =

drlngirasmsfnwineiuunsesiladuendenuinie \Wunisfinwluanseny 50 - 70 U
Laiazdunisfnunludramtiviedounas Aelu meta-analysis Tul a.¢. 2008 vas Beral GE

(37) %, & ady v < o a | A 1 < o a o aa

A" Jaluansnldondenuininansiii Mllgesluuasinainedanuiiiingadagdu uazansi
Junezisesalafiiiesdosaz 20 A8n15l8 OCs Tuszez 10 U Akunn edianuindagasinioedl
estrogen Tuusazilin > 50 ug Avnanslagiudsasiisesluu estrogen liifis 50 ug

) wag Sanderson wazAms® wua1 OCs 14

Rosenblatt kazAmg®? Rosenberg Wagauy'
high dose U low dose UosiungiiedalalaldaeiuogredidodAy Ness wagamz® 189U
mMsfnuiiu population based case control study Wu11 high dose > 50 ug EE AU low dose <
50 ug EE lanatlosiuwindu OR 0.5, 95% Cl 0.3 - 0.6 wag OR 0.5, 95% CI 0.3, 0.7 AUa19U Beral
Gy RR 90suwi5959l9 0.52 - 0.55 WudavlndiAesiu

43U N138AUUIRET estrogen a9081311NTBe OCs Tuszey 30 U wnilldldaanalunisdesiu

metaanalysis

uzdailvaausetnda Jestuldlismeiuil < 50 ug EE way < 35 ug EE

Royar wazamg®® Pike wazanz®” Lurie wazamus®® s1891un1514 OCs gjmsﬁl < 35 ug EE
Wisuiieuiu > 35 ug EE lufimnusdlunisanainudeaveuzisessls

N34 progestin 1INN5ANY Schildkraut uazamz®™ Pike uazamg®” Anwilusefld
OCs gasiumann laegideldguasenquiviosns q Bifidlassnsidentilennuuiug1vesdoya

wu31 natesiulungu low potency progestin 53ufiu low dose estrogen aziinatosiuusisa
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$3lanaq lower OR (OR = 0.19; 95% ClI 0.05 - 075) luweusd hish potency progestin 53U high
estrogen dose il OR = 0.62, 95% Cl 0.43 - 0.92°? upn1sAnw TN case oy

BRCA mutation carriers

= ad & . . v & oA | a 2wV = &

\esanassnlu carrier ¥a9 BRCA 1/2 mutation dailunguidesdanisifinuasealedadu

1 d‘ ¥ U = U G 1

nquidmnenlasuanuauladn OCs avinadesiuniely

Tusaue A.A.1998 § 6 nsAnwIfisIeuAdssrouzsesalaludly Ocs Mlu BRCA
carrier

= ! i I3 & oV . = P

5 N3ANWYY case control wunanAuLdsIn1stluuzi5a3elaastu BRCA carrier Wiald OCs
(21, 60,61, 62, 63) g q99e98itlud1Ay OR = 0.53; 95% CI 0.43 - 066

1 n13@nw1 Modan wazame® finuin OCs & protective TuusgansiluseugiSesaly
(> 5 years of use OR 0.53; 95%, Cl 0.34 - 0.84) waldgudun1stesiulu mutation carrier (Wigs
0.2% risk reduction for each year of use @WMABIRANINTOYIA I1IUHLY OCs Nilday) Toya
1 S Y [y < o | =2 A a 2/ A va o a o 1 @ o 1 Y
arandudu OCs Jaaruuz5edily Fainldluanienytey MUz iRnsounsINiFs s ougisaseluumes
v al 1 1Y o . .
ABINITUYAIDEY waglinpin1syi prophylactllc salpingo-oophorectomy -

a3U n15ld OCs Awadestunnudsainuzisedildogniveddy wavanudssnanas
duiusiuszeiatveinsly OCs nalan1sanAudssndfyign fie n1sdudinisanly wenanil
n138udesyau gonadotrophin wagwaan progestin Ingassiidudiasy nsanaudssronzise
Silvpsegansdulnsvzanailowndiounsey

= 3 @ ral & a o X A < a 1% & A a
ANUEBNsIstlYnanatsnia BTO WeduillawausiSnuia eniuilodeviln
mucinous
waleaiuves OCs faillugnaugnsivadfisasluus < 35ug EE uazdianAdnuides

o w

aéﬂﬂﬁﬁ'ﬂmmﬂumilﬁmmL%ﬁﬂﬂumjm BRCA 1 and 2 mutation carriers

o

s
IIT USLIY LEJEJi.qIIW'i\?i.IﬂQﬂ

nalnitugu

Estrogen ﬂizﬁumaé@ja@wmmqﬂLL‘LJ«?h Tuausdl progestin fudiwatnedu progestin av
Uo3Aiun11g estrogen induced hyperplasia Lazildey proliferative Ju secretory Wae decidual
transformation 984 stromal fibroblasts waznnlufivfaus waznisiledafazaenugaduseg
withdrawal bleeding

ALUANA9aiuTs At uUTin YuIneLazndYRauANansYas progestin Tl usaz
2819 yagfhaulamnSeuifisy OCs #ifl EE/ norethindrone w3e LNG Tuwunagnsing q fu HRT
75l conjugated equine estrogen/MPA u31 OC 9¢8 endometrial proliferation fitfoanin wasdl
progestin-induced pro-secretory fitfoen1©®

Asiasuuyasvesdoylnsaungn Anvluvayld OCs leun different proliferatory,
secretory and atrophic (like) patterns, changes in gland-to-stroma ratio,stromal factors,
architectural structures, glandular cellularity, cytoplasmic changes, mitotic activity, (tumor-)

angiogenesis and increases or decreases in cytologic atypia. lnan1siasundsgaludiin wag
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Wﬂﬂﬂsaiqmémaa progestin 717 msasunlasweaiiodesinaniesuneliin OCs aansoan
ﬂ’J’llIL%HQGUE]QQJSL%QL?J‘E]QIWNEJ@QF]

mnudssvesziadeylnsaungn funisld OCs Grimes and Economy 19957 3in
systematic review ﬁﬁ@mquqmﬂ 13 case - control kag 3 cohort study (Fig 1) NSANBIEIUIU
Tngidu protective Tnatamg 2 Tu 3 cohort @1y wullu protective

UK study 18u cohort study fidrAayunnTunilanffuniul a.a. 1988 51891UNa1N
OCs anaudesasiosay 80 wWisuiuginldld OCs (RR 0.2; 95% C1 0.0 - 0.7) 98LAUI1 protective
AonzisudaylnsIungnet 1 dniaL

Case Control

Cohort +—0—o—o

Horwitz e al., 1979
Weiss ef al., 1980
Kaufman ef al., 1980
Kelsey ef al, 1982
Hulka ef af, 1982
Henderson ot al., 1983
La Vecchia ef al., 1986
Pettersson ¢f al., 1986
CASH, 1987
Koumantaki et al., 1989
WHO, 1991

Brinten and Hoover, 1993

Jick ef af., 1993
Ramcharan et al, 1981
Trapido, 1983

Beral et al., 1988 |

0.0 0.5 1.0

1.3 2.0 25 3.0 35
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Figure | Effect of OC use on risk of endemetrial cancer (adapted from Grimes and Economy, 1995).

49



Table Il1 Effect of OC use on risk of endometrial cancer (relevant studies listed in chronological sequence).

First author Country Cases Controls Age (years) Risk influenced by RR (ever users)

Horwitz and Feinstein (1979)  USA 104 87 50 na 0.94
Weiss and Sayverz (1980) UsA 10 249 35-54 b,d na 0.5
Kaufman et dl. (1980) USA 152 516 =60 cd yes 05
Rarmcharan et al. (1981} USA 58 |6 638 (cohort) =65 na 0.6
Kelsey et al. (1982) USA 7 42 45-74 yes 0.6
Hulka et al. (1982) USA 79 203 n.ans. a yes 0.3-0.6
Henderson et al. (1983) USA 110 1o =45 b,c,d.f yes 0.75
Oy (CASH), (1963) UsSA 187 1320 20-54 byed yes 05
Trapido (1983) UsSA 98 57 300 (cohort) <58 na 1.4

La Wecchia et df. (1986) Ity 170 1282 <60 na 0.56
Pettersson et al. (| 986) Sweden 382 3s7 <&l c na 04
CASH (1987) USA 433 3191 25-54 abcdfg yes 0.6
Beral et al. (| 988) LK 47 000 (cohort)  nans. na. 02
Koumantaki et al. (1989) Greace 83 164 40-79 yes 0.65
Levi et al. (1991) Switzerand 122 309 =75 ac,ef yes 0.5
WHO (1991) USA 220 1537 =65 b na I.10% 0.15% 0.55"
Seanford et al. (1993) UsA 405 297 nans. ad.ef yes 0.4
Weiderpass et al. (1999) Sweden 709 3368 50-74 a-g yes 0.5
Heinemann et al. (2003) Germany 485 1570 32-65 a-g yes 036
Maxcwell (CASH) (2006) USA 434 2557 25-54 bef yes 0.21% 039°
Vessey and Painter (2006) UK 77 |7 032 (cohort) 2539 (recrution) ab,c yes ol
Hannaford et al. (2007) UK. 156 47 173 (cohort) yes 0.58

Table lIl 90520514 OCs AemnuidssuziFadoylnsangnaudiud a.a.

fddnlunssilie

1. A3@nw cohort vwAlugues RCGP Oral Contraception Study!™”

2. AsAnwUes Hannaford wazame™® wutmstddieudulalld ocs nsldavannanudes
uzifadoylnswngnogreiidodrduil RR 0.58 (95% CI : 0.42 - 0.79) Ty standardized
rate per 100,000 women years, 11.30 for ever and 19.53 for never users (adjusted
for age, parity, smoking and social status) wazn15¥esfuazLinauszeznalnshe
0Cs dfugmsensailuugs lumsdnuiifiandifld oCs fiflsesluugs > 50 ug EE naon
fIiiles 566 579 90 47,173 919 3slinudnszsuseNuuiauaisiulunisanaudes
EIER

AMNNTANBII8Y WHO 1991

OCs lsiiawdl EE geviderlsiiAsundassasenstesiunzifadoylnsmngn (OR 0.59; 95%
C1:0.26-1.30) w6l OCs 71 Progestin @3 W3susisufu progestin #1 wuidafuegefidud1fey (OR
0.21; 95% Cl:0.05-0.84)

The Cancer and Steroid Hormorne Study™ wunsi high-progestin OC iU low-progestin
OC annrundsazifadoylnsmngnogisiifoddy uasiinalosiuse 15 -20 Yndaegnld

widan37 BMI > 22 daadu high-progestin OC $99edl Protective (OR 0.31; 95% Cl : 0.11
-0.92)

A15ANYILY Swedish, German, Chinese, Oxford FPA funanaliiiiu protective AaULLS

\Woylnsangn

50



Time dependency of risk modulation
ns@nwdulngnudn 83ld OCs wruazdadl protective 11nT Schlesselman ¥
metaanalysis 310 10 case-control tkag RCGP cohort study wu31 RR maamﬁuﬁaqiwsqmgﬂ%
\Ju 0.44, 0.33, 0.28 wasanly OCs 4, 8 way 12 U audu?
ndavgn OC Faanpnudedlddn 20 U Tne protective 9zanadiion ¢ wsidapaiiag
Uszauad 50% (RR 0.33, 0.41, 0.51 after 5, 10, 20 years after discontinuation) Fean1570ariuazAg
aglulpnunsEae

Confounding factors
[ v o= & . < A .
goluululadenilslunisiu protective uziialioylnsaungnlagianie progestin

Turwings Insfinuniaszridadesing 9 laun age, family history, BMI, parity and smoking #u31
Uadedesudnadndossonanistosuuzsuboylnswngnues 0Cs™

a5y laitfoundn 15 case-control studies wageg19tiay 4 large cohort studies WUI1@AAINY
Aowewzisudaylnswungnasiosas 50 Tudiild OCs uwaznanistosiunsegiia 20 U ndsindnld

v & a o A X

n3ld OCs wiunaziinalunistosiuiuaiu

natunsdesiunssudeylnsungnlufinasin OCs lugnsnanaiu wanidudaszaindadey
La‘ENGUENQJ&%\‘iLg@QIWNMWQﬂ (Age, genetic, obesity, nullipara, smoking)

Tunguifladedewziadoylnssungn OCs Al progestin geazdeadulduinndt OCs gns
U

OCs HUssanswalunisan endometrial hyperplasia uiagfiarsanldianiysioidunsd
sy iuniivieniendinsiduuzisadoylnswngn

IV azi5eUnungn
ﬁ’lL‘ViG!GUENﬁJ%L%GU’]mJ@Qﬂ 191nMsAAde human papillomavirus (HPV)
Hadusruidnadoaudsslunafnugi3aesania HPY DNA-positive ldun 33aurin
n3guUV dussinn Andelsnfnsermanadiiug 1wy faido Chlamydia trachomatis wag herpes
simplex type 2

Risk CA cervix in OC users
IARC Tovins@nwily 10 Useinalutiel a.a. 1985 i 1993 TugUaeiiiou 2,000 518 Wy
parity lnpan3nidyns > 5 918 9zdiamdssunntudu 3 wih vesan3nlufiyns " Fedrwiuynas

) F4AUFA19 UV Liﬂmﬂmaﬂmaqﬂmmmmm

(parity) laadurglunteudsann meta-analysis
WAL LAz UIZINANAIUILAT

Moreno wazane™ senuiladoideses OCs funsdsinungnin andfifadio HPV wnld
OCs wuni 5 ¥ azidessionsiinuziiennungnidu 3 wihwesan3ilalldld OCs nevds systematic
review ABufuIINSlE OCs Ansefuunuiinanudssuzeuinungn ™ Tul 2005 IARC lésyy OCs
\Ju carcinogen aetnungn™ Tngadutedn estrogen uay progestins oalUasulfiadiinae

HPV ﬂaWEJLU‘L!lI Liﬂ EJEJ’NI?ﬂG\’]ﬂJ‘UE)ﬁUUH%’]UUG]ENW‘\]’ﬁm’]EJEJ’Niullﬂiu’N LUENR]']ﬂﬁG]i‘VII“U OCs 3%

‘lﬂi‘UL%@ HPV 191"?]’1 9 WWQ%’]ﬂﬂWiW@MﬂWLU@@'}B’]ﬁ barriers 3o luladinAduRUS uam]'muﬂqwiﬁn
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OCs sotioseiuiu lunisfinwives Smith”” Aagld OCs gasihunlisasiuugs (Uu case U 1960s -
1970s) Plifldlutagiunasdadesotogvesdldfnsotuuiuiionagenin Julunguiiongeglugie

peak vaau5UINUAGN

Meta analysis a'wqmlaq International Collaboration of Epidemiological Studies of
Cervical Cancer™ 1631As1234 RR w030z 53Unungnlaeyi logistic regression Usumuiladevas
study, age, number of sexual partners, age at first intercourse, parity, smoking and screening
wdmuihanudssduiusuesdld 0Cs denmaifauzssinuagnifistuauszesinainisld ocs lu
nsldsaus 5 YTulUT RR = 1.90; 95% CI - 1.69 - 2.13 Auidssanaaios 9 Wioldnld auwifu
a4 OCs 1longaldls 10 ¥

AaAsangld OCs warlild ocs lumsiAnuziavdingnaty uasuzifengluioyin
(insitu) Tuﬂamv‘% HPV ¥fin high risk as1duluguuuuideniu

fawusiidedann Ao {14 0Cs Wunan 10 ¥ sldillesy 20 - 30 ¥ Fudlesry 50 U lu
UseinAidaimuiazdl Cumulative incidence veeuzi5eU1nungn 7.3 - 8.3 6o 1,000 @03 uas
Ussineiaunadil 3.8 - 4.5 do 1,000 @93

GEL

ugiSsUnungniinannidie HPV 33auiuiin Condom axtlastunsiinidodieliliduiaide
dilusefifade F5viseundfonds IUD/LNG - 1US Lufinadaausienisiinueisauinungn

415U OCs wiidnazfinarudsnlddedowinnd 5 ¥ winas1aquesnisld ocs &
unneglus1efild OCs msfinnsesuzi3sUnuagnaeisnsuasssovnaivanzay nmsliiadu HPV
TufesuAidunstestuiifuas inaddaisinguaiagliauiiinde OCs

V uzdedug
1. Benign and malignant liver tumors
Benign liver tumors Usznousig
hepatocellular adenoma (HA)
focal nodular hyperplasia (FNH)
e hepatic haemangiomas (HH)
wulundannnime eswinmevaussesesluumands felunziinssduas 0Cs™
oehdlsfiony esendinaninuldtiosannluaniony ey
518911989 USA WU HA (Hepatocellular adenoma) gdlu OCs user Inad RR 1T 1.3 1
501 7.5 wh way 25 wh deld oCc 1 1-385-7U 8- 11 Juaw > 11 U awd1iu wazanndadu

®Y genglsfausieauluml q 299 multicenter case control 210

anlun1sAnuIves Rooks uazAy
Germany 1y RR Tugld OCs 1Ju 1.25 (95% CI - 0.37 - 4.22%? uazlsinuinszozailinioonyd
3uld vieo1gild OCs afsdnan axduiusiugtAnisnives HA Fatu HA asuduussu first
generation high dose OC laifuiuditu OCs gatlagtu uenand iesenwdadnutiosunnluasiony
ey

§1¥U FNH (Focal nodular hyperplasia) ingidoingesluumnands duavilimuiiesonsia

v I

fJurnninluvne Mathieuc wazanz® nuinnisty OC lufinarnavuin FNH hazni1saanssatule
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duiudiunsiudsuutas wagnnzunsndoures FNH 991nn1s@nw1 multicenter case control 484
Heinemann wazAz®? RR vesgiaeld OC 1y 1.96 (95% CI : 0.85 - 4.57) Insannlusefldunu
wagtiisldlulauu

8nn1sAnw1ve Scalori wazAnz® wuin FNH ludiaeld OCs 1w 2.8 (95% C1: 0.8 - 9.4)
wazifisnd 4.5 (95% C1: 1.2 - 16.9) Tugld oC 1nndn 3 1

UzL536U (hepatocellular carcinoma) wutieaunluan3engtos 910 Meta-analysis ¥4
Maheshwari waganz® §l4 OCs 1 RR 1y 1.57 (95% C1 : 0.96 - 2.50) wazdslsimuaudusiusues
0Cs funzifaiuluuszsimaidsianniing hepatitis B uag C gondn waghinuauduiusudadnly
OCs nMsAnmuszezelunasisaguilinulymessuzsiulunguld OCs

2. Colorectal cancer

Fernandez wazAmz®® 11 meta-analysis Wud1 RR 984 colorectal cancer Tugly OCs

911 8 case-control studies 1 0.81 waz 910 4 cohort studies 1w 0.84 Lﬁaiamqﬂmsﬁﬂmwﬁ
RR Tugfld OCs dm3u colorectal cancer 1 0.82 uarlsitAsdfuszoznaniild vane 9 msAnwan
a1a®” 2 ndangu®® ldwupnuduiusues OCs fu uzidsdldlng agunisld OC Aunzisadildlng
Ty case-control studies iU cohort study Fuilasruduluninsanazdl RR 1Hu 0.82 Tneiduves
color 0.80 (95% Cl : 0.79 - 0.83) uawa3 rectum 0.80 (95% ClI : 0.70 - 0.92)®”

3. Lung cancer

® Kreuzer LazAny ™ $1891UNSANYILUY case-control USEINA Germany 31115
19 OCs ananuLdsuziSalan (RR 0.69, 95% Cl : 0.51 - 0.92) wablinuanuduius
fuszezalunslyd oneisulduagdnuiutveanisly

® Vessey kazamng® s1891un15ANYILULU cohort 91 Oxford FPA wuin OCs 1aidl
v o o | a < a |
HedAgsanininuziselonlun1sinaiu 30 U

® Hannaford wavauz®” sneaunisinaiuduiian 35 Y w89 RCGP wu3n RR 1.05

(95% Cl : 0.82 - 13.5) ayuilifiaruduiusveamsiiauzisslandunisld OCs

< a A -
4. ULLIIDU 6] NLRAD
® Cutaneous malignant melanoma $1847U 4 cohort Wa 18 case control study®

laiflanuduiugues OCs funzdeiind RR 1.0 (95% C1 - 0.9 - 1.0)

® Thyroid cancer
La Vecchia wazanz®” 518974 RR 1.5 (95% CI: 1.0 - 2.1) IARC® 9189711 ns@nw)
6 study wuilddanudeaiin Ay 1, an 1, Wiy 4)

® fFsophageal, gastric, pancreatic, gcall-bladder, renal cell, neuroblastoma,
Hodgkin’s and non- Hodgkin’s lymphoma® iﬁ,J'W‘tJmmﬁaJﬁuﬁma@mm%mdmﬁﬁ’u
OCs
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® gestational trophoblastic disease @1ulnglinuaruduiusiu OCs Auileg 2
n1sAnwn Ae Palmer wazaaiz® RR 10U 1.8 uayves Parazzini wazamz® RR 1.5
Tudusianii + Ifideddy
ayUlunguuzi3edue
Current OC user iuAaades benign liver tumor wazhiiieadostu past OC user
waglddaaulungiSwiv
Tdnumnuduiusues OCs fuugL5avas lung other digestive tract neoplasm,
cutaneous malignant melanoma, thyroid cancer and any of the other neoplasm
investigates”
dw¥u colorectal cancer OCs fwaflunsanannandesuddsfosdnuvuisnduiifinnudiiusifoades

funeals

Net cancer effect

® 51891ulmy Nurses Health Study Aamiuans 167,000 51 Susauad A 1976 WUl
gnsngluszesiia 12 U veslduagliiaegly OCs 71 North America ludfiannuunnsing
#u Adjusted RR (ARR) 0.92, 95% C I: 0.81 - 1.03, Colditz, 1994

® 51891UMNINGulag RCGP Oral Contraceptive Study AzuanT 1960 Aamuidunan
25 U Afududnsisnglisneiu (ARR 1.0, 95% Cl : 0.8 - 1.1)®”

® 5189UYDY RCGP U 1988 Adnwanzfiin invasive genital cancer Wisuifisu waald

Aulaliaely OCs ARR 1.0, 95% Cl: 0.5 - 1.7

?6) §7891Uv09 Norwegian study Anauluans 96,000 518 89U A.A.

® Kumle Loy
1999 wulifiamuduiusnisiin CA breast, endo-metrium and ovary Tunslgiuly

19 OCs

® Oxford Family FPA Oral Contraceptive Study #nn11%13890g% 17,000 sreiidly
1A59N157SUY ALA. 1968 - 1974 saiiesanaudied .. 2004 wuItaan1siinugsanig
wivluglyd OCs agraditdudrdny ARR 0.7, 95% Cl - 0.5 - 08°Y

® RCGP Study 51897ulul A.f. 2007 A59UTILIIBUNITHUNLLEIRA0R 36 T V9IN13
FAR1UNUIINTIY OCs azdiuziSsanadlag ARR 0.71, 95%, Cl : 0.60 - 0.85%? wazmua
dosruiinsegndamgald OCs lunsiAnuzifefaliuazuziSangndl impact denmsu
sz SRty
MsANIENgAYe RCGP 5189lae Hannaford wazaniz® wuingiiaeld OCs avanaa
Aosvasuzdmnuiinasiosar 12 (ARR 0.88, 95%, CI : 0.83 - 0.94) Faneaidusiavmumenuilfo
anduiugiaeuzi3eas 45 579 9 100,000 woman years of OC use Wonsndungueeslugld OCs
Wieuuglaly OCs
- nauldfszezaufnans A4liAu 4 ) szananudsenisiduusiieas ARR 0.93, 95% CI :
0.82 - 1.06
- nauldszeznans (14 4 - 87) avanpuidssndunziSeas ARR 0.85, 95%, CI : 0.74 - 0.98
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- nquldfszegam Adinnndt 8 9) asfiarudsenindunsSdassnniulu ARR 1.22, 95%,
Cl: 1.07 - 1.39 Ssgatunndununzanungnlusedegsiiiuiy

oedlsfnuanddiulngld OCs Wusrerduiian median 7 44 fou ffldsweveniion

Rosenblatt uazAaz® s18a1unsiamuaniau 259,000 1o Mhaululsanugnainnss
neihdaudd o 1989 - 1991 wazfamuaudsd e, 2000 lawuanuduiusues OCs user funis
Lﬁﬂmﬁﬂﬂmwﬁgﬂ 12 97387% (breast, colon, gall bladder, liver, lung, ovary, pancreas, rectum,
stomach, thyroid, uterine cervix and uterine corpus ) WAMSANEITes A e AnuYnlunsly
OCs AuazsrezIaAnyidy waznan1sAnwluglyd monthly injectable Alanuanudsafiudy
ARR 0.91, 95%, Cl: 0.81 - 1.03

ayu LifimsAnwilavsinnisaududeladiveandswsie asstudunuudinadlussezen
maarfﬂ{f OCs 1¥u reassure 7133y
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< 37 weeks; RR 0.27, 95% Cl 0.11 - 0.62) wazynsnumiingates (birth weight < 2,500 g; RR 0.64,
95% ClI 0.45 - 0.93)%
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Trimethoprim-sulfamethoxazole  320/1600 fadn3u fuusemuasufien
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Fosfomycin 3 ASU SUUTEMUATILALN
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. < o A ad & aa & a . &
Cephalosporin Judnmadenlunsaiiideluaiiisudenseuiausn cephalexin LU

gUfTusinsulsemunldvesluan3ninssa
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wa ¢ &g X ) v a A Yo vy 1A v a | I3
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uwan (hemolytic anemia) la A3ssEdinsyisnisldonluvuinamessogiatuiu ey

oaduiiusaduLazlan
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° Risk Summary
®  Clinical Considerations
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° Pregnancy Testing
° Contraception
® Infertility
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fauuds WWoiliduanvnvosfianfieli$a sesasuie wuadi3e: Echerichia coli, Salmonella,
Shigella, CampytobacterIui’lBﬁﬁﬂiﬁamﬂ%’mﬂﬁ%auﬂﬁﬁﬂﬁﬂL‘%Ia Clostridium difficile @ulu
Uspnafifndswaun L%@ﬁlﬂummﬂﬁm%@ Entamoeba histolytica, Cryptosporidium, Giardia 1
Foudpsmiuamsndnenialianiate Listeria * auvgsing q veannevesdouandlunsisasss
Fapnsnail 3 49

M13199 3 Uansane1e vasnzvisadslunsanssa™
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N1INALUD
o Virus
o Bacteria

o Protozoa

ANURAUNAYDINTITNUADDINS (food intolerance)
o Fructose

o Lactose

o Mannitol

o Sorbitol

A15L59NNSHIUVDIDIMNS IUNNWAUDIMS (Accelerated Gl transit)
o Y1999
o NSLANYBY prostaglandins

Irritable Bowel Syndrome

Inflasmatory bowel disease

ANURAUNAYRINNIAATY (Malabsorption)

WeIEAITING
nsasusUasEisineregisfeinesuienisnsedunsiiavieadslun1sfingsd Aonaves

prostaglandins Aananulilel3eu prostaglandins yinlAnauLlelssunASAAL I IARLLIINENAUTBS
S 405)

N5ALATY)
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mﬂﬁ%auzd'sﬂmﬂajLLuzﬁﬂﬁ’L%‘Lumsé\%ﬂﬁﬁ oA quinolones, tetracyclines, sulfa uag
metronidazole qu'Ni'laﬁé’aﬂ%’awﬂﬁ%uﬂﬁtﬁaﬂmﬁﬂaaﬂﬁﬂumsé\gﬂmsﬁ oA erythromycin

(20)

waz ampicillin®” wag cephalosporin 19lgSnw191n15709td8uag irritable bowel syndrome

WEARIAIAIS19N 41>
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A15197 4 uaasenlgsnwanisviewdeas irritable bowel syndrome

g1

n&x Antidiarrheal agents
Loperamide

Diphenoxylate with atropine
Bismuth subsalicylate
Cholestyramine

IBS medications

ﬂ?ju Antispasmodics
Dicyclomine

Hyoscyamine

ﬂ?j&lTricydic antidepressants

Amitriptyline

Nortriptyline

Desipramine

nNaxeIMN USFDA

SN ING NG

C

ﬂﬁjm Selective serotonin reuptake inhibitors

Fluoxetine

Paroxetine

C
D

a4 vy a [ ¢ o vy
aqﬂqiﬂaulﬁa']Laﬂuﬁluﬂ"liﬁQﬂiiﬂuiaa']ﬂ']iLLW'Vla\j
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1. nsUFuasungfnssy nN13uUsenIueIms wustnlisuussnuenisusunatley 9 ue
15, 23)

Useile waniaesemsiu 9 uaginan'
2. M3FnweeIaniseing 4 Nlallden lown Msnage Us Inniiu B6'

3. MITNwIAIge) Je1ngueing q Adunldsnweinsaduldenlsunsesinisuivies laun
15)

15, 23, 25)

g1 antihistaminics 81 antidopaminergics LLasmﬂﬁju’gu 9 (5797 5)

g1 doxylamine, dimenhydrinate, diphenhydramine, hydroxyzine, promethazine Juenn
qu antihistaminics Ssannsoldliaendelunisisnssd

g1 prochlorperazine Wag metoclopramide L‘fJuEnﬂEjﬂJ antidopaminergics Fa anansaldfle
Uaeadelunsmanssfiguiioatu

81 trimethobenzamide hydrochloride Wag ondansetron ﬁlm‘ﬁumﬂfjuguﬁﬁ%%aﬁﬂﬁmwi
wuivaeadelunislélunsieassd

A15199 5 waasenviannsqildlunissnenainiseauldendeunseainisunias™®

81 YUINET NqueIA1u USFDA
ﬂ’sj:m Alternative therapy

Pyridoxine 10-25 mg n 8 Fala A

Thiamine 100 mg Suavnds A

Ginger 1g Suavads -

ﬂﬁjm Histamine receptor blocker

Doxylamine 12.5-25 mg N 4-6 Falus B
n&x Dopamine antagonist

Metoclopramide 10 mg 1N 8 laa B
mjm Phenothiazines

Promethazine 25 mg 9N 8 Flu C
mjm 5-HT 3 antagonist

Ondansetron 4 mg¥n 8 Al C
mjm Steroids

Prednisolone 40 mg Suavadq C

19 ACOG (3U71 3)% wugihnssnunlildendumadenusn loun nmswaewinduney
5 6 a a = Idd” v a a ' al = ! [y
Aepssddunsalildn U9 wien1snega P6 wine nskufaulvldendinniu B6 egrufemsesiuiu
doxylamine gUuuusulsEMu mnensdlifvulviiise dimenhydrinate 38 diphenhydramine
38 prochlorperazine %58 promethazine UkuUFUUssIUMSOWTUNIT Msutinausiinvesen
mnomsdaliavulviasaiiinsnadvseld udliensnwaugun 3 lnednaglluguuuuen
an anlddnisviauinuzdnliinen metoclopramide %38 ondansetron %38 promethazine %3e
trimethobenzamide adin1suaullwarsiinevasaldenni uwaililiinen dimenhydrinate #30
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metoclopramide %38 ondansetron %38 promethazine a1dslaifvu Tiliuen chlorpromazine %39
methylprednisolone

U7 3 uaasnslinissnwainisaauldendeulunisnnssa®®

First Line Therapy: Nonpharmacologic options
Convert prenatal vitamin to folic acid supplement only

Ginger capsules 250 mg four times daily
Consider Pé acupressure with wrist bands

v Persistent symptoms

Pharmacologic Options*
Vitamin B, (pyridoxine) 10-25 myg orally (either taken alone or in combination with Doxylamine’ 12.5 mg
orally), 3 or 4 times per day. Adjust schedule and dose according to severity of patient's symptoms.
OR
lamine 10 mg combination product, two tablets orally at bedtime initially,
et in the moming, one tablet in midafternoon, and two tablets at bedtime)
OR
Vitamin B, (pyridoxine) 20 mg/Doxylamine 20 m? combination product, one tablet orally at bedtime initially,
up to two tablets per day (one tablet in the morning and one tablet at bedtime)

Vitamin B, (pyridoxine) 10 mg/Do
up to four tagletf. per day (one tab)iy

v Persistent symptoms

Add the following:

(presented here in alphabetical order)
Dimenhydrinate, 25-50 mg every 4-6 hours, orally as needed
(not to exceed 200 mq per day if patient also is taking doxylamine)
OR
Diphenhydramine, 25-50 mg orally every 4-6 hours
OR

Prochlorperazing, 25 mg every 12 hours rectally
OR

Promethazine, 12.5-25 mg every 4-6 hours, orally or rectally

No dehydration

Persistent symptoms

Dehydration

Add any of the following: | Intravenous fluid replacement? |
{presented here in alphabetical order)

Metoclopramide, 5-10 myg every 6-8 hours, orally or

Persistent symptoms

intramuscularly
OR
Ondansetron, 4 mg orally every 8 hours
OR
Promethazine, 12.5-25 mg every 4-6 hours, orally, rectally,
or intramuscularly
OR
Trimethobenzamide, 200 mg every 6-8 hours, intramuscularly

83

Add any of the following:
(presented here in alphabetical order)
Dimenhydrinate, 50 mg (in 50 mL saline, over 20 min)
every 4-6 hours, intravenously
OR
Metoclopramide, 5-10 mg every 8 hours, intravenously
oR
Ondansetron, 8 mg, over 15 minutes, every 12 hours, intravenously
OR
Promethazine, 12.5-25 mg every 4-6 hours, intravenously

L Persistent symptoms

Add the following:

(presented here in alphabetical order)
Chlarpromazine 25-50 mag intravenously or intramuscularly
every 4-6 hours or 10-25 mg orally every 4 to 6 hours.

OR
Melh?rlprednisolone 16 mq every B hours, orally or intravenously,
or 3 days. Taper over 2 weeks to lowest effective dose.

If beneficial, limit total duration of use to 6 weeks.




amsaduldendeuiisuusdunisnsasss (Hyperemesis Gravidarum)

mmiﬂaulamqumumﬂumimmm %38 hyperemesis gravidarum ¥188391n13
ﬂﬁulaaﬁLasqummaumiwmmﬂmam 119t fineAlauluden vieamzusnduienainnis
andensa hydrochloric uaziinmelufadeusmluden? ennsaduldoniouiisuusdlunisdenses
wuld¥eray 0.3 - 1 vasmaiaTss®

Uodender
msntuassAlumends ansmengtes assdneuiennsrauldondesungunsidunisnnsss

yunsnivg (Assalivatan Assduwdn) Useiiiadoufsusvnsilfowimadseinlunsu> 2

WeNBATTINE
a1nsrduldedsununsslunisianssaid 3 nesiulade nislavessnuazntilaggan
giU hCG M3vihnuvesieulivievemginsssd uaznsilsavesssuumaiueImsegnau
a i Y1 a 44' o = a
nswdsunlasvessesiuuneuassasluuvedoulivieninulunizaauldenduunguusly
nsaaasIALanslumsed 64 wagnundanuduiusvesnisdniie Helicobacter pyroli fiuans
a v a N & I & . L= v A aa
Aauldeeungunsdlunisaenssd Inenuide Helicobacter pyroli fla¥auay 95 veamanilanns
A vy = =i I I3 S vy (15)
mauldondeunguusslunisiinsss Tuvagingualuaunulasesas 50

A15199 6 REnINTSIUAsULUAURITRs luunALazgasiuuvasranlsviannuluntzaauldodeu
Nyuusslun1snnssn

Uady msasuuUag
gosluULNA
Estrogens sy
Progesterone Lﬁwﬁu
gosluuvesronlive
Thyroid-stimulating hormone & thyroxine Ty
Hypothalamic-pituitary-adrenal axis NNy
Human growth hormone JEAURAUNG
Prolactin JEAURAUNG
N5ALATNY)

fnagaeddiarsumimasaidendt Weunlunisviadinaznisgeideindons waylv

4195913 EaN DN 1IA 8L 1INTEN MR BALAA bUNTAUNTDINITTULIWIN BINTIUAVUNTRE
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Intrapartum fetal assessment

A.UW.Eau Autisuns
AMATVFRAANT-UIIYINEN

AMTLINVEAIERS IHAINTAIUNINESY

ALINUEVDINITATITFVAMVRINIINLUATIAlUITEZIIUATIARaen Aa n1silladen1ied
s YY) = P2 ao Y o a a

msntuassdegluanzdutulussezusn ielviinawagisnsguadnunduszdnsaim Tunis
Josiunneymmaninuazdnsinnevesmsnlunsidwasmsnysnia

TuunanuilaznanfsdeRanaininuvsslunisuszidiugunmasmisnlunssslussozidu
AIINARDA

a < 3 aAaa v 1 &
nMsUssdlu/nsnTnavn nvesmsniuassilussesliuasinaaen fsn1sawelull
1. Labor support

(%
o

msquawuulsziuyseradluszeziiuasidanen Tawddglunndunsurenisyssiu

o

[y

& < & o Y a U caa & v
guamnisnluassdluszeziivassiraeaiielviiiaadnsnatiunisnluassa Usenaunionis
UseAUUIEADINIAIUBNS U] nsvilviraentaunaiy WI NsuIndudE ASLEANTIN MSNARY LA

% (% 1 a 2 ¥ < ] v} 1 1o I~ ¥ [~4
n1stideyaunynaeniisseznisnaeniininunvdnduedisls yrainsaananlddnduseady
weruraunnIsludnlasunisinausuegrsfuinds $51897UN15ANBINUTT NITQUALUY
UseAUUTEAD99E19MDLLDIMADASLULAUATIAAADALYILAANIS I8 T2IUUIN annsldgienans
FRANNISUIUAADN ANDATINITHINDIVIIARDA LaztiLDATINITARDALINIIYIRaDR )

JORANAANNUUDY
1) n1sbiyrainsdudunguawuuyszAulszans waaliauiudaudaiu
WHVEYTENETUIARALANTTAREN
2) sandvsegdegluviesnaenme wazinsiddunauseduiinnisnsedi

#1197 MARALAT 91AANaLdsLARWANTAITIlIUNAiIRTY

87



2. msnadeaialanisniduszes 9 [Intermittent auscultation (IA)]
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3. msldia3asiiedidnnsefindnsiadnsinisdiuvasialanisniufiunisiausananis
%ﬂ%ﬂﬁ?%aﬂuﬂgﬂ [Electronic fetal monitoring (EFM)]

N13n529805 15 uvesilanisndl 238 Ae n1snsaalaenssaindimisniisenia
direct, internal %3 invasive monitoring lagldy fetal electrode Wa¥N1TNTIMIUNWNLUNTBINITAN
fi3un1 external 130 noninvasive monitoring Iagly Doppler ultrasound, phonocardiogram %3
external abdominal ECG

mii’ﬂﬂ%mmmﬁwﬁ’mﬁwaamgﬂﬁu nsgiilaanatgueniazainaielu n133nain
AeuenUszneumemIad e uaznsliiaiesdlefaussfuvesungnainaisuenlagiaied
external tocodynamoneter &sn13inths 2 F3avusnaaisuiuvesmInaiafvemngn wiliannn
UBnANNFUUSIMEBUTIN (quantity) w3eszazian (duration) fiusgnunsasalietausiugh nsin
MNMEUBNIENINsaveNLiBIAILE (frequency) yeansuadasavini

n13¥aUsuianisnasafivecungnlaediiudl deesinaudunielulnsaungn
(intrauterine pressure) wSeadlefilddl 2 wuude open-ended fluid filled polythene catheter gy

catheter tip pressure transducer
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d1mTUnN13959aN Tw.aensal agldnsnsianieueniaenislyd Doppler ultrasound

ey external tocodynamometer
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A1519% 1 nsudara EFM @13 NICHD®

The 2008 National Institute of Child Health and Human Development

Workshop Report on Electronic Fetal Monitoring

Three-Tier Fetal Heart Rate Interpretation System

Category |

Category | fetal heart rate (FHR) tracings include all of the following:

Baseline rate: 110-160 beats per minute (bpm)

Baseline FHR variability: moderate

Late or variable decelerations: absent

Early decelerations: present or absent
- Accelerations: present or absent
Category Il
Category Il FHR tracings include all FHR tracings not categorized as Category | or Category ll.
Category Il tracings may represent an appreciable fraction of those encountered in clinical
care.
Examples of Category Il FHR tracings include any of the following:
- Baseline rate
« Bradycardia not accompanied by absent baseline variability
« Tachycardia
- Baseline FHR variability
» Minimal baseline variability
+ Absent baseline variability not accompanied by recurrent decelerations
» Marked baseline variability
- Accelerations
« Absence of induced accelerations after fetal stimulation
- Periodic or episodic decelerations

« Recurrent variable decelerations accompanied by minimal or moderate baseline variability

90



« Prolonged deceleration >2 minutes but <10 minutes

» Recurrent late decelerations with moderate baseline variability

» Variable decelerations with other characteristics, such as slow return to baseline,

“overshoots,” or “shoulders”

Category llI

Category Il FHR tracings include either:

- Absent baseline FHR variability and any of the following:

Recurrent late decelerations

Recurrent variable decelerations

Bradycardia

- Sinusoidal pattern

M13199 2 Msudana EFM uagn1squasnunig FIGO®

Cardiotocography classification criteria, interpretation, and recommended management.*

Normal Suspicious Pathological
Baseline 110—160 bpm Lacking at least one characteristic of normality, but <100 bpm
with no pathological features
Variability 5—25 bpm Lacking at least one characteristic of normality, but  Reduced variability, increased variability, or sinusoidal

Decelerations No repetitive® decelerations

Interpretation Fetus with no hypoxia/acidosis

Clinical management  No intervention necessary to improve

fetal oxygenation state

with no pathological features
Lacking at least one characteristic of normality, but
with no pathological features

Fetus with a low probability of having
hypoxia/acidosis

Action to correct reversible causes if identified,
close monitoring or additional methods to evaluate
fetal oxygenation [49]

pattern

Repetitive® late or prolonged decelerations during
>30 min or 20 min if reduced variability, or one
prolonged deceleration with >5 min

Fetus with a high probability of having hypoxia/acidosis

Immediate action to correct reversible causes,
additional methods to evaluate fetal oxygenation
[49], or if this is not possible expedite delivery. In
acute situations (cord prolapse, uterine rupture, or
placental abruption) immediate delivery should be
accomplished.

4 The presence of accelerations denotes a fetus that does not have hypoxia/acidosis, but their absence during labor is of uncertain significance.
b Decelerations are repetitive in nature when they are associated with more than 50% of uterine contractions [29].
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WNUQHN 1 n1sguasnhw EFM AiRaUn@ mu NICHD™

Intrapartum Fetal Heart Rate Management Decision Model®

“A’ — Assess oxygen pathway
“B” — Begin corrective measures

FHR Category?
I | 111
%I_J

Moderate variability and/or accelerations
and
No clinically significant decelerations

No
“C” - Clear obstacles to rapid delivery
“D” — Determine decision to delivery time

Is the patient low-risk? — Is vaginal delivery likely before the onset of
| metabolic acidemia and potential injury?

/
No Yes
Yes \ / I
l No
¥
Routine Surveillance Heightened Surveillance Expedite Delivery

* Every 30 min in the 1°t stage of labor * Every 15 min in the 15t stage of labor
* Every 15 min in the 2™ stage of labor * Every 5 min in the 2" stage of labor

Confirm FHR and uterine activity

IT or III

FHR Category?

I
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219U w.fl. 2561 CHECK BEFORE CHAT IN OB -

Fetal Heart Rate Categories

Category I requires ALL of the following Category Il ]:[:[ Category lll requires AT LEAST ONE of the following
Baseline — 110-160 bpm ]:[ Includes all FHR Absent variability with recurrent late decelerations

Absent variability with recurrent variable decelerations

“Oxygen Pathway”

i ; Environment
Variability - Moderate tracings that are

Late decelerations absent not included in Absent variability with bradycardia L
Variable decelerations absent Category I or il Sinusoidal pattern for at least 20 minutes UﬁgS
Prolenged decelerations absent Heart
’ Vasculature
“ ”
Intrapartum Fetal Heart Rate Management “ABCD Uterus
Placenta
“A" llBﬂ “c” “D” Cord
Assess Oxygen Begin Corrective Clear Obstacles to Determine Decision
Pathway Measures if Indicated Rapid Delivery to Delivery Time Fetus y
. . T OR availability - .
Lungs Airway and breathing Supplemental oxygen Facility Equipment Facility response time “Differentials”
Consider notifying: Maternal Fetal
Obstetrician . Fever Sleep cycle
- 3 Consider staff: P cy
Surgical assistant Availability Infection Infection
Heart Heart rate and rhythm Staff Anesthesio[c_)gist Training Medications Anemia
Neonatologist Experience Hyperthyroidism Arrhythmia
Pediatrician Congenital anomaly
Intravenous fluid bolus Nursing staff .
Position changes Exfrer.ne. premat'ur.:ty
Correct hypotension Informed consent  Surgical considerations Preexisting CNS injury
Anesthesia options  (prior surgery)
Vasculature Blood pressure Mother Laboratory tests Medical considerations )
Volume status Blood products (obesity) Three Central Concepts
Intravenous access  Obstetric considerations of FHR Interpretation
Urinary catheter (placental location) Envi
Abdominal prep nvironment
Contraction strength Lungs
Contraction Heart | 4 pacelerations (late, variable,
>~ prolonged) signal interrupti
Uterus frequency ) Confirm Consider: vasculature 5}‘;‘,’2 §§x3g"§,";a{”hj§;? o
Baseline uterine tone  Stop or reduce uterine Estimated weight Estimated weight Utgus
Exclude uterine stimulant Fetus Gestational age Gestational age Placenta
rupture Consider uterine relaxant Presentation Presentation Cord
Position Position
Fetus
Placenta Placental separation HypoXemia . woderate varisbity andjor
Hypoxia accelerations exclude
Consider: Metabolic acidosis ~ Metabolic acidemia
_ Vaginal exam o - . . Arrest disorder Metabolic acidemia
Labor  Consider [UPC . etaboligacidemia
Cord Exclude cord prolapse Consider amnioinfusion Remote from delivery Potential I . hypoic nury requies
Poor expulsive efforts otential Injury .3 i acidemi
P! metabolic acidemia

y

sUM 1 wuuduiinnnsenuuagnsulana EFM m1s NICHD
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EFM | : TEST RESULTS

Quality of tracing W Good O Poor
Run rate of tracing W 1 cm/min O 3 cm/min
Test time of tracing ..o min. hr

Uterine contraction
Interval (Min) : o,
Duration (SeC) : v
Intensity (MMHG) : oo,
Fetal Hear Rate
Baseline FHR............ bmp 0 Normal (110-160)
O Abnormal
O Tachycardia (>160 bpm)
O Bradycardia (<110 bpm)

Baseline FHR variability ........... bpm
[ Absent (Undetectable)
O Minimal (< 5)
L Moderate (6-25)
0 Marked (> 25)
FHR acceleration :
> 15 bpm ; > 15 sec: O ves 0O No(GA>32wk
> 10 bpm ; > 10 sec : O ves 0O No(GA<32wk

Prolonged acceleration OO ves O nNo
(Duration 2-10 min)
FHR deceleration O no O ves
Type [0 Late deceleration
O Early deceleration
[0 variable deceleration
(| FHR > 15 bpm, Dur > 15 sec - < 2 min)
O Prolonged deceleration
(l FHR > 15 bpm, Dur 2-10 min)

NUMDET & oo

Duration (sec/min) & weeeveeeeenn.
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Interpretation : [J Normal (Reassuring) : Category |

[ Abnormal (Nonreassuring) : Category Il
Describe ...

4. Admission test

Junsnsae EFM 1unan 20 wiit lefufmasnunegluiesnasnluszezusn laei
LIARTIIEN tracing Unf 8199ANN3M529 continuous EFM w3en1siinszSaeg1slnddn lunsaliily
aseadudnunn wagilypansuazintesiiodnin

FIPNUNITANYIUTEULBY admission test 1ag38N159533 EFM tUSguiiigufiunisils
Feowilansniduszer () lusserusnuasniseaoadiionn 4 18914 lnsdduiuaninansss
Aossvianun 13,000 918 wudilungudivi EFM #9nsnsIevinAaenginingy 1A sty
Yovaz 20 Ineiidnnisligienansinanisdionasanistesnaen wasdnsmsnmenaon wiesnsn
manmeUsilialiuansieiu’”

1151579 admission test 33duueniuiieain cardiotocooraphy (EFM) Tunisusezsiiu
manlussasduasatnaen Sneserunisfinuiidu RCTs 1 Mooy Tnefidnuanisnsss 883 11
AnwSeuiiisunisda amniotic fluid index (AFY) Weusn3uauldiluosrasaiouifioufungu
Lailévin AR wsn3u wudlunguAnuniife Al @8ns1veanisinviesnaen Lilesan fetal distress
uinndlunguaruguie 2 i uazlidng1nslet oxytocin tenszdumsIduassdnAndlungy
A Tnefisasmsndeseglu NICU uag Apgar score s 7 #1 5 unit laiunnsnaiu®

d1m3un139TI9 admission test luandmanssdidosgeiu envazduseloni udassoad
nsAnwsaly

YoRawaraiinuvos

7379 admission test TuszazusnvoInIsIUATIAAaaARdINUIIUNR walildns9

Uszillugunnveamsnlunssdse

5. Fetal stimulation test
nsnsedumanlunsss udrgnisdsunadludnsnisdurosialamsn i st 163
mshanldlunisuszdiuauanvessnluassdluszeziiuasssinaen
BNsNTEAuNIINd 4 35 Ae

5.1 Scalp puncture WUunsiangidonvisdseenisn
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5.2 Allis clamp tJun1sld Allis clamp wilufinidsAswenismduian 15 3unfiuan
AANEOON

5.3 Digital scalp stimulation {Jun1slddmedimfsfiswemsnun q Judomnudu
a1 15 39

5.4 Vibroacoustic stimulation 1Junn514 vibroacoustic stimulator 319UUATIN 1199
isaiiensEdumInisufsfunsnslusseyieunaon

nsulama

Negative test fio wuifinsifintuvesdnsnisiduvesilansn 15 adyundt uavas
gy 15 3undl dadumeviuneiliifianzdenidunsalumin (fetal acidemia)

Positive test Ao Tainuiimsiiuturessasmmaduresilanisn wiediudutosnia
15 ady/undl vidoasegunlaife 15 3unft Fadunisviuetmuameidendunselumsn

ANTIWNUNIANYT Meta-analysis U84 intrapartum fetal stimulation test 1USguLgy

flun15¥1 Fetal scalp blood sampling lanansuandlunsiein 32

M15197 3 Likelihood ratios and 95% confidence Intervals for the use of intrapartum fetal

stimulation tests®

Negative test Positive test

(predicting the lack of (predicting the presence

acidemia) of acidemia)
Pooled LR Pooled LR
Stimulation (95% ClI) (95% CI)
Scalp puncture 0.12 (0.02, 0.78) 8.54 (1.28, 56.96)
Allis clamp 0.10 (0.01, 0.68) 10.40 (1.47,73.61)
Vibroacoustic 0.20 (0.11, 0.37) 5.06 (2.69, 9.50)
Digital 0.06 (0.01, 0.31) 15.68 (3.22, 76.24)

LR = likelihood ratio; Cl = confidence interval

sarulunsainnuansINIsIEUTDINlaNIsNRaUNEINNNSHY (A) 159910 EFM N15ASI9

fetal stimulation test 913%waAN19¥i fetal scalp blood sampling aslé
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YDRANANNNNUUDY

¥ vibroacoustic stimulation Tuvaieiungninisvasada vililiausaudanale
3ailnislienilunassuulszainvaanisnluasss vinlilidinisnevausasa vibroacoustic

stimulation*?

6. nsnsranulunsa-asvaadeniildanudedseenisn
N1919712L AN ININNITIATYZUINTI (fetal scalp blood sampling) 8114 pH taanin
7.2 fiodmnsneglunnizdutu egslstinny mansiadesniisds pH Tlwdenvesunsansiie Tulagdu
Titpoadlneninazefen1snsIanNAatnuInnT WU A151Y vibroacoustic stimulation test
FoRinnanadinuvos
mafudeniianzlaligns waglilsrihndenlunsiama pH Tneviud

7. MIaTRgduIng

' ' £%
o o =) = ¥

nswziAsLiiegduiasn danuuiasuludmadu (thick meconium) sauAudions
nswuvesilamsniiauniuansicmsnenseglunnedutu
JolananinuUey

(%

ztaswarluiudies wazaaeetiasliidwmvseduns

8. Doppler ultrasound
aad & a A v A = 1 a o
Bidumsesiamnsinaisuresdonlaganiglduionunsesaudsie WUReNU
nMInTIalusTeEnaumaan wAN1SASITlUSTedUASSARaantiuarlaUselevitesnin iesannsva
Sasveaungnilirduiinisesaiinluls Jaldanunsaviuneguainmsnluassdlusseziiuassd
AaDALA
YORANANATINUUDY
333 Doppler umbilical artery blood flow Tuvauziungniinmasad waanuing

absent end diastolic flow yilvidimsuUanaraimsneglunnizaudu

walulagludlunisasraguammsnluasss lusseziiuasiiaasn laun
1. MsAAszinamsnluassa lnerauiamas (Computerized fetal analysis)
[ o a L4 1 LY a L4 = !
Wumsihlusunsureuinmesunldsiudunisiasigina EFM deiisneaunuinaiiy

wiuguazaugnaeslunisulana EFM lngaauiianesivseuiigufiugiunmg vsaunndnieniu
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VYAIENSUITATBLALNISN WUINTITAMULLUgUBskarn1sklana bingaiy aeuulutagTudedaly

9

wuglyianty 1V

2. Fetal pulse eximetry

3 0unisesausediy oxyhemoglobin saturation Tun1sn n1susziiunlanennsld
sensor {1un1sUnuagnidluIuusiialuntisiudisuemasn 1A309509211n159A Oxygen
saturation TumsnanUnfazegsenineiesay 30-70 naoAN1sIUATIAAGEA

F1891uASANTIL Y RCTs iwafunisi fetal pulse oximetry wildsaufu EFM &
6 senulpeiiduudnaen 7,654 518 wiadu 2 ngu leengueaiunuld EFM egrufies nqudnwild
EFM 973U fetal pulse oximetry wuinlungu@nwnilgnsinisunviesinnaen \{l0997n nonreassuring
EFM anas wishsnnisetiosineaentmualiunnseiy wazlifanuunndietulunadnsdilafis
Usisauiesernsaazmsniuassdt?

atalsfinumnuusiugives fetal pulse oximetry lun159m oxygen saturation Fuy
madamslduasdudaves sensor fumsn msviniuasUSunandenvesierdo venous pulsation
uay Manzanzaesdyg i faiuludagiudsdilivugiilii fetal pulse oximetry uldsauiy

EFM Tunslsusnnsvialy

3. Fetal electrocardiography (ECG)

A3 funisnsiaeaulniialanisnriumng spiral electrode AlUdufindadiswznisn
Tneonduiedasfiefinztufindnsnaduvesiilanisnuay fetal ECG Imamwaﬂ’mﬂ?ﬂlwl,l,ﬂama
ST segment Lag PR interval Lﬁaqmamiﬂﬁagui"l,umwsumaaﬂ%l,au seiinsasundasiu ST
segment ey PR interval %mas’fu

sy RCTs Tneifinsin fetal ECG unldigrufiu EFM 1 6 518911 Tnedisiuau
AAREAUSEINN 16,295 AU NuI1N15H fetal ECG anldsiuiu EFM wudmsnudsnaenilnniziien
Lﬁuﬂiﬂasmgmmamaﬂ 3 neonatal encephalopathy anaq amé’mwmiﬁwqamﬁm%ﬁmamsmq
Fo3naen andnsIn15nsIa fetal scalp blood sampling Taefildnuainuunnsislugnsinisiasies
Aaen nsnaeUIALin miﬂﬁg{magﬂu NICU wae Apgar score #1 5 unfitiosnin 712

n1sulana fetal ECG 11U EFM ag@eqiin1sindy waz@osld intemnal scalp

electrode feululagiuishivuziinlii fetal ECG wlgsuiiu EFM Tunislviusnisily
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4. Near-infrared spectroscopy

32didunisuniadesiie nearinfrared spectroscopy (NIRS) 11¥aA1 1 d uduwe
oxyhemoglobin way deoxyhemoglobin luiduidosldiie de Lwﬂiuiaﬁﬁlﬁgﬂﬁmﬂﬁfﬂumsmm
Anmulsunaeenduluaneswesmsnusneaen wazluszesiiuassdaaen laevindu fiberoptic
YPUIMANTUI8E4 silicone Tduunuagnidiliuaveguuiudisesdiswemsnluassd nsfnulu
Haqtudseglusreziudunazdufivanissisaunisiddsing (observation study)™ &alsidl
nsAnwfilu RCTs fafuFedvlaiuugiiliin NIRS anlddamfu EFm Tunsnsanguammmianlusses

WHuAIAPaN

5. Intrapartum fetal scalp lactate sampling

N13MIIINU abnormal %39 non reassuring FHR Tuszeziduassinaen @ainainaig
MsnUIReanTaL Wensnuneendiauetaviiiiinnzidendunsa (acidosis) waziiy lactate Tu
nsvuaidon ffun13nsa lactate MnidoniimilsAsuemsn envesiivsslovdilesannsneaeuld
USunaudentesninnisasiamanudunsnang (pH)

mMsfnwdu RCTs Tnefinnsii fetal scalp lactate sampling wlglunsusedivagunim
YoaM3ntuAsIAL 2 918971 InedIuIuNNT-N13n 3,348 ¢ AnwiUSeulfisusening lactate uag
pH Aildarnidenanvilsdsvzmsnlussesiiuasssaaon wuiilifiruuandstulunadndueanisn
finaen (Apgar score fni1 77 5 117, NICU admission, neonatal encephalopathy, acidosis) ua
dansldgAmansinanistisnasn 189910 nonreassuring fetal status flsiumnsinsdy agslsd
aunuaudnsalunsiiufegnaien wagn1snsiana lactate unniAsRsIa pH

oehslsfiony Tutlagiiufiniayii fetal scalp blood sampling Hosas frsulutlaqruieds

Taiuugtild intrapartum fetal scalp lactate sampling Tunsliusnisily
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Antepartum Fetal Surveillance

KAWE.SAuT A3dednR
guifdanslarsnwsnlunssan
AMAIVIFRAANTUAZUIIYING
ANZULNVIEATENS UNINYIRLVBULAY

umin

nsnsIalsediuguaInnsnlunssilusseznounaeniliingUssasa Wenvsuenieyinimsniy
assdauladadudssnaziinn1ie fetal hypoxia vinliunndaiunsanaglinisinaiuguasnula
pgnslnadauazinunzay anuaztesiun1iy perinatal morbidity tay mortality M19ziAaTuUWANITA
- 1% 9 a ) ax a4 A Ao
e wsnaaeals tudagdunmsesiaussiivguainmsnlunssaivaneds lnewsesenuunldly
N139939UsELEINgUAMISNTuATIA LAlA LATeY electronic fetal monitoring Wag LASBINTIVAGY
\HeaAnange

Indication for antenatal fetal surveillance

Tnehluagyhmansaussdiuguammanluesss Tuanifsasssfmanluasssidandogs
flazifnnnz antepartum fetal demise dousdlumsdsmmadssdiugunmmanluasssldazulin
nandlumsned 1

M19199 1 uansdeusdlunisnsiausaliuguainmsnluasiiluszesnounaan

Indication for antepartum fetal surveillance

Maternal Indications Obstetrics Indications
Pregestational diabetes mellitus Postterm gestation
Chronic hypertension Polyhydramnios or oligohydramnios
Previous fetal demise Decreased fetal movement
Autoimmune disease Fetal growth restriction
Antiphospholipid syndrome Multiple gestation
Renal disease Preterm premature rupture of membranes
Endocrine disease Isoimmunization
Cardiovascular disease Antepartum hemorrhage
Cyanotic heart disease Chronic abruptio placenta
Hyperthyroidism Pregnancy-induced hypertension
Hemoglobinopathy Gestational diabetes
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Antepartum Fetal Surveillance Techniques

[

TBnseslszlivguammsnluassdlusseznounaeniuuzinlutagduinaieds dul

Fetal movement count

nssuinisauresmsnluasssluanidenssdusn dalvgjasddnlddisenyasss 18 - 20
Fani usluanidsasasudsarfanldidand fovrsergasss 16 - 18 dUnii uasiloangassdunty
wsnag§AnsusisnsaureamsnluassSlEATy Snvuenishuoiafinanuansguuy Wy nseds
wzidunds q weda 9 ude wdeusuvuihunis WWudu nshuveamsnlunsssogisunfiduds
ArIDUNITNUTIMAUVBITLUU central nervous system 1ag musculoskeletal system waztdu
frafandslunisussiuguaiwmanlunssd 3JW'iﬂ’lﬁﬂﬁ]“'i’]ﬂﬂﬂu’jﬂﬁn’]iﬂiuﬂiiﬁﬁﬂ%”é’uaLLﬁ%‘UIE]EJ
Tuthsmauiedn Tneidlengasidlndasuimun wuingiana sleep-wake cycle mamwmam
Snmsnlunsadis 4 azeglutisUssanm 20 - 40 Wit Bodndutaediund winwu 9 afsenany
msnunfegils 4 wiuauda 90 wIfild vdsergasas 32 dUai manluasidasdinishufinaiion «
Fu ustegslsfimailutasieeslasinadl 3 mseldeisidnignauiinnuifionas

Tutlgiudifuugiiisnstugnaunanmaisds uwifdaliiisnslafideidiniisnisdun
Tasuusilfinsantugniunntu Busdudeigassd 28 dUasi duduluaunseiinaen fegis
FBnstugnauiiuurinluwms iRsnsUssdiuguammsnluassivesesdnsiudneneg il

Cardiff technique

aad ° v o o = & &1 v | Avee ¢ Y

Flwuzhbinsamiviaztuiinnshuvemsnluassdd Waawuwilenidnfenisauves
MINUATSALAINUIU 10 AST MINTITEELATNNUAL 12 T2k LU 9.00 . - 21.00 U. atiulall
84 10 A% wuzilrsululsaweuiaviuitievinn1sasatiuiusaly

Sadovsky technique

duugidlfunsedusasiufinnsausemisnluasssudefudsemuomisuda 1 42lus
ImUmﬁm%G’Taﬁuiﬁ1ﬁﬂWi‘émmmiﬂiumiﬁlﬁmﬁﬁuasjwﬁaaf\i’mu 4 a%1 Tughanan 1 Falus win
Tlglaide 4 ada Tusiesn 1 dalus mndaiuldlaids ¢ ads wustlasulUlsmenunasiuiiiierinnis
asraiuiusely

RCOG guideline No 57 wugii1ih ndsengasast 28 dUnsinanineasaisdnimisnlunassd
finshuanasnunifiessus uushliiululsmevaiuiifiionsasadudusell wiomnue
avdeinagiinund Tianidanssdinnisifugniu Ingliusunzuasdine uasiugniu winanusaiud
finsruAnguds 10 adslurnesyasingn 2 dalus WsuldTsameunasiud

Nonstress test (NST)

& aa a cag Yo ' v PN vy A .

Jwinsusslivguammisnluassnildiuvegiininwinaunnian lneldinsestie electronic
fetal monitoring e1fBNugIUADNIINIUATIATIUNG laifin13e acidosis Welinswndeulniniaiinig
AUARTY NUI19EToRIINSIRUTRlaANTY YSe 1S8nT fetal heart rate reactivity Fsiioindu
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FAIUVNANUAAIDINITNANITYIIUVDITTUUUTEAMERLULRTEUIY fetal activity Waz midbrain

cardioregulatory center AUNG

nsulanaaziiseanidu reactive %38 nonreactive #iadl

—  Reactive azutanatilonuil FHR acceleration > 2 A53 n1glutaaaan 20 il (aedn
FHR acceleration #une9s dn1siiuauyeds FHR 98191y 15 bpm 210 baseline FHR
& | v a a o Y] sala ¢ v ! Y] ¢ a
Wunatediades 15 il dmsumsnluassaniengassatesndi 32 &Ua1v vnd
MSIANTUVDY FHR 0819108 10 bpm la5uacceleration)

—  Nonreactive azutanailalinuil sufficient FHR acceleration Tugagaan 40 wiinivi
N197593 Feoranulansue dn1sidsunUasess FHR Aluflanmueinnsidads FHR
acceleration 919 amplitude %50 frequency lidwudl FHR acceleration uséedl fetal

= a ! . =€ 1 I :’/ .
movement ¥9138n31 uncoupling 9UdILUWURNY FHR acceleration wag fetal
movement &3138n31 coupling

nonreactive NST E)’H]ﬁmm@mﬂ prolonged fetal sleep stage, fetal cardiac anomaly %3

fetal neurological anomaly 11301lA5usINGY sedative drug kare1YATIANIINNITNTID lngo1ANY
nonreactive NST latiadosas 50 TumsnunAnenanssatas 24 - 28 dUanvi uagnuladeiasas 15 Tu
Q-’-NI & 1 [ 4 (% . %
NMINUNANDIYATINTIN 28 - 32 dUAIY NINNANTITATIT NST WUanale nonreactive 81903¥HUY
FHR v03an13nbuAs34618 vibroacoustic stimulator 1ng319gUnsadlNNTantnfiasn snusiim
AuntsfTeenisn udnalunseduasiay 1 - 2 Uil gniseevauessidinmaiinduves FHR visely
windeladdl Wivihnisnseduanladn 3 Ase Iagliiun1snseAuuAazATIuILas 3 Wil WdIPNIINBUAUEY
| . = '
778l FHR acceleration w3l

919NV variable deceleration lafedpuay 50 laen15Wu variable deceleration NAnUuly
WU Ao Wesnin 30 il wazldluifnduen o dnliAesiianuduiusiunnig fetal compromise
waz ldfeudndunsediinissnwle 9 usnisnu variable deceleration indugnuse o Ingny
pg1atiee 3 A59 Tu 20 Ul wiinaziduua mild variable deceleration WuindimuduiusunsLiy
ML INNIAElASUNSHIRRAaDA LT991nToUITAD nonreassuring fetal status TuszazAaon
1INTU

NST 3 false positive rate Qﬂﬁﬂ Sowag 50 ¥nua reactive NST & false negative rate aglu

1 dUni Sowag 0.3

Contraction stress test (CST)

miﬁmaéh8’3’%5@wﬁaﬁugmmimauauawaa FHR lefimsvmsnsnvesungn Tnevaziifinng
nATAFYBIUAgNITIIN1TANAIYDY fetal oxygenation Fadumnmsnlunssdilang suboptimal
oxygenation Lﬁaﬁmﬁm%’mﬁwaamgﬂ NUN5ABUAUDIVDS FHR fdnwaunilu late deceleration
og1alsfinnu Welinavaindavosungn eraiduanunsiiliiin cord compression ¢ fatunis
AOUANDIBY FHR o199 lviinanwaizyaas variable deceleration 16

FBsnsadesenduidesiie electronic fetal monitoring lngdoinisnseAulinn1snnse
AIUBIUARN mmmmmﬂéﬂ,mmﬂum oxytocin #38M137 nipple stimulation ielWiAnn1smasn
fveangniifiiuufisamefiazanusavinsussduld fe ddnaunsmasniveangn ogetios
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3 A33 Tudassezan 10 il Tnen1snesndveungnusazasauIuegetoy 40 3und eglsiniy

mndimavniadvemngniifinduesmusssumAlaeisiuefuazanuussimanzaununms A
ansavimsnsaUstiiugeisils Tnedenindu spontaneous contraction stress test
nsudana contraction stress test uUsoonldned Ao
—  Negative 9z uUana ieluwud late deceleration 13 e significant variable
deceleration
—  Positive azutanaiiienudl late deceleration iatumnnimisewiiudesay 50 v
F1UUNINATARIVBINAN (WTI1ENTTAUNTNATARITRILAgNLAtRENTT 10 nds
Turneaan 10 und)
—  Equivocal-suspicious szudanaiiionudl late deceleration Lﬁﬂﬁuﬁaﬂﬂ’j’l Seuay
50 Y99I1UIUNINASAFIVDIUAGN YITD NUFNWAE significant variable deceleration
—  Equivocal azutanaiilonuil FHR deceleration Lﬁm%mﬁaﬁmsm%’ﬂﬁwmmqﬂﬁ6‘]
1INNIMN 2 Widi(tachysystole) w%amqnwm%’mﬁaLwiam%gqmuﬂiw 90 U7 (tetanic
contraction)
—  Unsatisfactory azudanaidionszfunisnindmesungnldtiosnit 3 asdlutgaaian
10 w¥i %39 waumsamaldasnsaguuanals
Positive contraction stress test 8128 @141 AINNUITAN L% 4 cardiovascular diseases,
hypovolemia, uterine tachysystole %38 ﬁmmqmmn 19U placental insufficiency %30 @edzn
19U umbilical cord compression Dudu
mnran13nsIalu equivocal msvhmsasasludn 24 dalus wievhnsasausuiudie
B % 19U biophysical profile waz/138 Doppler velocimetry faly
N1IMIANLID contraction stress test & false negative rate sfedeway 0.04 uasd false
positive rate Uszanu Souaz 30

Biophysical profile (BPP)

v
ad a

n139523Us I ugunImnsnlunssfaedsiusenaulusenisusediu fetal biophysical
variables 5 @uUs oA Wﬂﬁﬂiiﬂ%@ﬂ‘ﬂ’ﬁﬂhﬂﬁﬁ Ao fetal breathing movement, discrete body
movement, fetal tone uagn15UsELEINUTININATY TAEN15nTI9MmeATULEEIANNNEY SIuUATS
n373 NST meesesile electronic fetal monitoring sagsibvianunsausedivguaimmisnluassale
AnNsUszliusLUsaEdlnae9REn

1 ) v I3 = ) = d' 2

wiazfuusaglviasuuLAY 2 viSe 0 FeT18azIBARMUnITI9N 2 AXLULTINGIER AD 10 1N

a g LY 1% d' a d' 1% [ 1o & v [ @
MsUsEEu 4 duusanmInsiameaiudsminudgeldnsuuuiumun 019kidludeai NST A
18 nasInvesAzLuL 8 wse 10 1971 Unf winwasiulamzuuy 6 wlanatlu equivocal wag w1n
HaTINTOIAZLUULA < 4 §1991 abnormal

N13M523618735 biophysical profile i false negative rate 1 A9seaz 0.06 Iﬂ‘ammq}ﬁ‘wu
Uayv04n19:Aa fetal death #8931 biophysical profile WaauUanainund laun A9z
fetomaternal hemorrhage, umbilical cord accidents kag placental abruption laedl false
positive rate Uszana 398ay 50 wi11n15Us2LUA875 biophysical profile Azl false negative
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rate Lag false positive rate TnALALIAUNIINIIAAI835 contraction stress test we biophysical
profile fifaffiniionin Ae 1IuATn15m5297 noninvasive aunsausediu fetal anatomy wag
Usailunginssuvesmsniunsssaniudsi 5 fuusdasveutinsnovauewomsnluassdly
AN acute waE chronic hypoxia agslsfimudesiiaviededesvedisi Ao dosedonundorny
YoeRviIN1InTIaYsEiu uag Tdanlunsmsiauunnd

A15197 2 wanensiazuuuamsuRaLUsAteqNiusziiulun1snsaa Biophysical profile

Component Score 2 Score 0

Fetal breathing > 1 episode of rhythmic i1 breathing WulasnI1 30

movement breathing Wueg1slee 30 A7 | w1 anelu 30 W
el 30 w1l

Fetal movement > 3 discrete body 38 limb < 3 discrete movements
movements n8lu 30 W7

Fetal tone > 1 episode of extremity 141l extension/flexion
extension Wagil subsequent events

return to flexion

Amniotic fluid volume 10 pocket of amniotic fluid ta 19 largest single vertical
9819198 2 cm. laedn 2 s3uu pocket < 2 cm.
NR9RInAU (2 x 2 cm. pocket)

NST il acceleration > 2 ASY 141l acceleration wiedliiies 1
(acceleration > 15 bpm for > 15 | AS3(acceleration > 15 bpm

Au?) Tutaan 20 - 40 W for > 15 3u17) Turiaan 20
- 40 W

771’117 Cunningham FG, Leveno KJ, Bloom SL, Spong CY, Dashe JS, Hoffman BL et al, editors.
Williams obstetrics. 24th ed. New York: McGraw-Hill Education;2014.704.

Modified biophysical profile (mBPP)

mBPP Usznaudaen1susziiu amniotic fluid volurmne 91nn15330fU 159533 NST Taed
amniotic fluid volume @zv1ouf recent fetal renal perfusion ag placental function lagnndl
n11% placental dysfunction aziinasinlvidnisan fetal renal perfusion ¥1lLAnn12¢
oligohydramnios @21 NST 9¥U3789 immediate fetal oxygenation way n17% acid-base status
voansnlunsssvasiu azudanain mBPP Un@iiionu reactive NST uas deepest vertical
amniotic fluid pocket > 2 cm. kag mBPP NaUN® Jdlenu nonreactive NST 3o deepest vertical
amniotic fluid pocket < 2 cm.

WNYN1TR99 MBPP uailvkaiaun@ 19vin biophysical profile sia d1laAzuY 8 %39 10
N30 539U TNgun NN TuAsIAAI83S mBPP deoludn 3 - 4 Fu usian biophysical profile
Ieasuun < 6 919lmssnuilagyiinisasas1eae3s biophysical profile ludn 24 $alusson 3o
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11 continuous monitoring ¥3aaNslYiRaen TaeATlaf@1eATIA AN1I¥BNTALAY fetal

maturity

Doppler velocimetry

n1514 Doppler ultrasound 41MSIINABALEDALAILALNABDALADARIVOINITNIUATSS 1]
Usglewiilunsusefiunisususmemsnluassdidleinnie placental insufficiency nsuseiiu
113 placental resistant vilalaen190599 umbilical artery (UmA) n15Uszidlu preferential organ
blood flow %38 redistribution blood flow vlalagn1smsia middle cerebral artery (MCA) d1msu
n15UsELiY fetal cardiac function ag myocardial hemodynamics vlalagn15asI9LEULEDAR
ductus arteriosus (DV) n1sasiatdutaeanatsidusniuaztislunisusziliu  current fetal well-
being lofninnsasiadudenlaiisaduinen

Umbilical artery Doppler (UmA)

Jududondinsadeuniign Weengassduiniy ussumelududonizanas deduile
#3523 umbilical artery Doppler 2z high diastolic flow velocity Wsinniln1g placental resistant
Feorafann ®91n poor placental function #3948 underlying placental pathology L% u
vasoconstriction %38 villous infarction a¥dinavinl#il reduced diastolic flow velocity lagiinns
Ld@nwes waveform MUasuudatvesduidon fuilde intermittent absent end-diastolic flow
(EDF), persistent absent EDF %13 ® reversed EDF wagz @1u190%11n1570 flow indices 1A 1A
systolic/diastolic ration (S/D), resistant index(Rl) wa¥ pulsatility index(Pl) #1n3in17% placental
resistant agWuiA1 S/D, Rl wag Pl gﬂ‘ﬁu FaueTaadl obliteration w84 placental tertiary villi Uszane
Soua 50 - 70 LAATULEN

Haqtudsliindngrudassdnsiuansisuselovivesmnsatmduideniioussifiugunw
manlupssflumsnidninadoiulaund warlunguasisanssdidos

Middle cerebral artery Doppler (MCA)

luan1e acute %39 chronic hypoxia man’l‘umﬁavﬁmsmauauaqm’amavﬁmumiﬂ?é’u
N chemoreceptor Wag baroreceptor Tneiinaviliiin vasodilation vesdwdeniiluidesaues
Wawiunsihdsensfiddysaioenduuldideiiauesanniy wedening redistribution cerebral
blood flow 38 ”brain sparing” Uszlewuuas MCA Doppler Iagtaniz low MCA Pl Tunswennsal
adverse pregnancy outcome LLasiJizLﬁumiﬂluﬁiiﬁﬁﬁmmL?ﬂqqamﬂuﬁﬂgmL%qﬂiz%’ﬂﬁlu
Uagtudadideagulinseiu oralunsiznislidfienuves abnormal MCA ldwlioudu u Pl <
25D %38 Pl < 5™ centile N15@n®1 meta-analysis Wu11A1 low MCA Pl i1 positive likelihood
ratio (LR) = 2.04 (95% Cl : 1.17, 3.56), AN negative LR = 0.67 (95% Cl : 0.46, 0.98) lun1snensal
AT acidosis WlousnAaen wazden positive likelihood ratio (LR) = 1.36 (95% CI : 1.10, 1.67), A
negative LR = 0.51 (95% Cl : 0.29, 0.89) Tunmswennsal perinatal mortality L3319 NUIN abnormal
low MCA PI fimnuduwusiu adverse perinatal outcome WsiA1 positive likelihood ratio ABUT19
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= o

a1 Aeiuludagdu MCA Doppler 3sdaiiTodndnlunisuseliunasnensalguaimmisnluassily

compromised fetus

Cerebroplacental ratio (CPR)

nfinanandsiuinmsnluassdiiegluanne acute wie chronic hypoxia ilesaniinig
placental resistant Qﬂsﬁu uagnInIziin1sneavausslaell redistribution cerebral blood flow 38
"brain sparing” 4i8¥1n150153979 MCA Doppler 9snunilan low MCA Pl Fatunisindadiunes
MCA PI:UA Pl %38 cerebro:placental ratio(CPR) #5® cerebro:umbilical ratio %qgﬂﬁmﬂ%lﬁa
Uszifiunsnlumssdfifinnnumdss Tnewinnuen low CPR < 1 Sianufiaanuduiusiu adverse

pregnancy outcome

Ductus venosus Doppler (DV)

Tuannag hypoxic state 9gLAm impairment 489 myocardial function ¥inl#LAnnas
Wasuulaswosndonilnarhuduidensideudigiala wulududon ductus venosus, superior
vena cava Wwag inferior vena cava tagianizog19dslunnaz chronic severe oxygen depletion 3%
wuifun1siAsuulaswanduden ductus venosus Aedl vasodilation wa reduced blood flow in
diastole wiio¥adn DV Pl azfirngedu wagmniinnnuguussnnniu asnudnuae absent a-wave 3o
reversed a-wave 113571979 DV Doppler fisloviflumsussiduauaimmsnluassdidiigm fetal
growth restriction wag abnormal UmA Doppler velocimetry Tnguinnusiuiu pulsatile umbilical
vein 3giANEURUSAUATE acidosis ag increased neonatal morbidity & mortality

American College of Radiology lﬁaaﬂLmeNmilﬁaﬂ?ﬁmiﬁamwLﬁaﬂsmﬁuqsumwmiﬂ
Tuassfogramnzantunguanisenssdiidnwurainudssfiuandrstu 1éud ndu low-risk
pregnancy ﬂfj:u pregnancy at risk for adverse fetal outcomes ﬂﬁju preterm pregnancy with
abnormal antenatal test results LLazﬂa:aJ term and post-term pregnancy with abnormal
antenatal test results ImﬂlﬁﬁzLLuuﬁgﬂLLﬁi 1-9lnefinvuuu 1 - 3 fo9n usually not appropriate
ATLULAILA 4 - 6 Ao may be appropriate AzLUURIUA 7, 8, and 9 Fo9n usually appropriate #14
uandlun197 3 waga il 4 dmdungumanluassiniitaym fetal growth disturbances
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A1519Tt 3 wans ACR Appropriateness Criteria Assessment of Fetal Well-Being (ACR = American
College of Radiology)

Antenatal tests Conditions
Low-risk Preterm Term and
pregnancy pregnancy; post-term
abnormal pregnancy;
antenatal test abnormal
results antenatal test
results
Biophysical profile 8
Modified 8
biophysical
profile
Doppler 2 6 6
velocimetry
Fetal 1 5 3
echocardiography

Ve 9g): Rating scale: 1, 2, and 3 = usually not appropriate; 4, 5, and 6 = may be appropriate;
7, 8, and 9 = usually appropriate.

17/ 417: Simpson L, Khati NJ, Deshmukh SP, Dudiak KM, Harisinghani MG, Henrichsen TL, Meyer
BJ, Nyberg DA, Poder L, Shipp TD, Zelop CM, Glanc P. ACR Appropriateness criteria assessment
of fetal well-being. J Am Coll Radiol.2016;13:1483-93.
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A15197 4 wane ACR Appropriateness Growth Disturbances

Antenatal tests Growth Disturbances
Risk of IUGR Normal-sized Comment
initial fetus, low or
evaluation absent fluid
Ultrasonography 9 9 Assessment of
fetal
measurement,
growth,
amniotic fluid,
fetal anatomic
survey, and
activity patterns is
appropriate.
Biophysical 4 9
profile
Doppler velocimetry 4 8 Interrogation of

uterine artery,
umbilical

artery, middle
cerebral artery,
and venous
Doppler
velocimetry may
provide
important ancillary
data to the BPP
but is

not, in general, a

stand-alone test.

Wek9g): Rating scale: 1, 2, and 3 = usually not appropriate; 4, 5, and 6 = may be appropriate;
7, 8, and 9 = usually appropriate.

ﬁil/’]: Zelop CM, Javitt MC, Glanc P, Dubinsky T, Harisinghani MG, Harris RD, Khati NJ, Mitchell
DG, Pandharipande PV, Pannu HK, Podrasky AE, Shipp TD, Siegel CL, Simpson L, Wall DJ, Wong-
You-Cheong JJ; American College of Radiology. ACR Appropriateness Criteria® growth
disturbances - risk of intrauterine growth restriction. Ultrasound Q. 2013;29:147-51.

ACR appropriateness criteria assessment of fetal well-being flaiwugiiin15vi antenatal
fetal surveillance Tuan3sansssiiianudsssin wWwdsatulu ACOG Practice Bulletin Number
145 Antepartum Fetal Surveillance LLﬁam%ﬁgﬂﬂiiﬁﬁﬁﬁﬂﬁaL%ﬂﬂ@ﬂﬁwﬂﬁﬂiuﬂiiﬁﬁ]xLﬁﬂm’sx still
birth A1slasun1TnTIaUseidiu lnsunazisnismslaliainisneinsalnaau (negative predictive
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value) NIAUTNEY T88elIaINALENINNITNTIY TINDIANNIVRINITRTIRTUAUTTedusveInsiin

g still birth wagaudasduinsnluasisezilentasentindionuitlianund lnevegluns
nsRdlnMiarAss nie dUaviarasinsa fodnduninsgiunisnsianiuaiaansivufianaluly
an3fenTsndesas egnslsfimunisasalsslvguainmsntuassisseznounaen lawsaviuney

n1sAnA1e still birth AflaWYHINNTTUAEULUAITENINN maternal-fetal status MAATUBEN
Weundu oA N1EINaRNFNauAIMUs kag N11e cord accident wWusle

LONE1591999

1.

10.

Simpson L, Khati NJ, Deshmukh SP, Dudiak KM, Harisinghani MG, Henrichsen TL, Meyer
BJ, Nyberg DA, Poder L, Shipp TD, Zelop CM, Glanc P. ACR Appropriateness criteria
assessment of fetal well-being. J Am Coll Radiol 2016;13:1483-93.

Zelop CM, Javitt MC, Glanc P, Dubinsky T, Harisinghani MG, Harris RD, Khati NJ, Mitchell
DG, Pandharipande PV, Pannu HK, Podrasky AE, Shipp TD, Siegel CL, Simpson L, Wall
DJ, Wong-You-Cheong JJ; American College of Radiology. ACR Appropriateness
Criteria® growth disturbances - risk of intrauterine growth restriction. Ultrasound Q
2013;29:147-51.

ACOG Practice bulletin no.145: antepartum fetal surveillance. Obstet Gynecol
2014;124:182-92.

German Society of Gynecology and Obstetrics (DGGG); Maternal Fetal Medicine Study
Group (AGMFM); German Society of Prenatal Medicine and Obstetrics (DGPGM);
German Society of Perinatal Medicine (DGPM). S1-Guideline on the Use of CTG During
Pregnancy and Labor: Long version - AWMF Registry No. 015/036.Geburtshilfe
Frauenheilkd 2014;74:721-732.

Royal College of Obstetricians and Gynaecologists. RCOG Green-top Guideline No. 57
Reduced Fetal Movements. 2011(updated February 2017).

Cunningham FG, Leveno KJ, Bloom SL, Spong CY, Dashe JS, Hoffman BL et al, editors.
Williams obstetrics. 24th ed. New York: McGraw-Hill Education 2014;690-717.

Liston R, Sawchuck D, Young D;Society of Obstetrics and Gynaecologists of
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Prenatal diagnosis of placenta accreta

SA.NEY.GVY1 HBITIU
AMAIVIFRAANTUAZUTIYING

AMTLNNEAIENT UNINYNB8LT89lnd

n1zsnelanaan (Placenta accreta)

Y

amzsnilsindn \Wuauiaunilunisiladivessn Tnef trophoblast Hefiagnanidnludiatu

LY 1

decidual basalis uarduiaiunauitieungn LWeINAAINATNTU Neitabuch layer ¥4 decidua

melunselites nnazlinuiisteauasinsnlud a.a.1937 1ay Irving Lay Hertig dslasausanld

anus 18 578 saulul A.A.1966 lednsuuaduausiamudnuaznisilaea® fe

® Placenta accreta fiou1L38n31 placenta creta (PQ): trophoblast ungniagtd1lu@a

naulenngn wrdsliidinauile wuldfesas79

a

® Placenta increta (PI): trophoblast yngnidnluludunauilionngn wilifstuigoyii

]

fuUBn (serosa) nulpsogay 14

a

® Placenta percreta (PP): trophoblast unsnidnlunzatunanuiloungnaudiatuiaya

9

¥ = ¥ 4 o Y a 1 VY
fuuen visearadnludedeglnalAes 1wy nseinzUaanie wulasesay 7

Y

Tnelu sdslainsruimeSanmaessnilsianseauluu dnavisendsinindu placenta

£
[

accreta spectrum (PAS) %38 placenta accreta lngnazildnduniizidunsieilosarniliinng
aniienlusrerAnenLazndInaen 19nT1N13A18ae NsIladensunaenoaduselevulunisg

wunIuasnw mUSnwufdiisuaziniuanumiaslunisaaen

wesniia

Hagtudslinsuamaiuivey uwilnguiiidedn auwinananuiaundluudnusessde
sgiandudionngnuazdoyinssungn dwaliAnauunnsedlunszuaunis decdualization #s
91938119 decidua U9as W stdauysal Insviamegluuisdiu viieldaruisainaula
puUnd Tnstaneiiuiinmsosunanidauuiaungn ¥l trophoblast Hafadnidnluludeungn®
nquidu 9 wAsrtunnuiaunfvesnsiavasadenluandsiasasd AnuAaunfvesungn gy

& o v
Lu@ﬁ@ﬂuﬂ@lﬂ Wunu
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Normal placenta 9 Placenta increta

decidua

myometrium

Placenta creta

Placenta percreta

JUN 1 uansdnuwaiznisanaweailesnidrlulutunduiieungn luangsniledidn v 3 vila laun

placenta creta (PC), placenta increta (PI) ae placenta percreta (PP). (D, decidua; M,

myometrium; PC, placenta creta; PI, placenta increta; PP, placenta percreta; S, serosa.) (fintuas

970 Jauniaux E, Collins S, Burton GJ. Placenta accreta spectrum: pathophysiology and evidence-

based anatomy for prenatal ultrasound imaging. Am J Obstet Gynecol 2018;218:75-87.)

auAnISal

9

wulduseana 1:731 - 1:1050 vesn1smaen aufnisaliuduluseniisninizdn vieliuuai

Insaungn wazapssauudmatenss untaglunuinludfidnunurasnynstos Anuina

Jadeidee®

Y o 2/

USLIRHIANTIARDANI9ULINBY D1TTUIUNIAAARDANAIYASTS mwmﬁm@uﬁuqﬁu
lusneniiseifiidanaenuineudiui 1, 2, vse 3 Aseau Wazilonaiingeudy
Sauay 0.3, 0.6 way 2.4 auaiau®"

° b 1 [ I a U =2 Yy 1Y I
azsnimem llreridnnaen Jleniainngsnilsiianladovas 1 - 5 uRoaesl

Usgifndnnaonsausg $1uu 1, 2, 3, w3e aaws 4 Asadu Tesdilonaifivgetudu

Seway 11 - 25, 35 - 47, 40 wag 50 - 67 anuanu’®
Useifdaiindnanilaungn wievinvinanislulnssungn Wy daillesanuagn
(myomectomy) N15RM8LAIUSIIUUTINTIU (pelvic radiation) nT8 AFaeLEeY

Iwwuﬂ’gﬂ (endometrial ablation)
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e UsyiAyaungn (curettage)

[
o s

® U 9 WU AYATUAIEAY GUUNT ARTAIATINDIENIN TeezliugIaveInN1Taenssa

ANUNAINISHIRAAADAN ATV DIEU

A15M529AAN599

Wesdumsussiliumnundendsedd sfinanunudiludiuvestodoidss daoduidued
Ao UseiRidnnaenuazn1ngsnnies
o lasunawsn FIGO ldeanuuinieuuziiliiinisasiafnnsesnnysnilesauyy s
Tnsunausn Wieitedonssenssdiunarindnnaen (cesarean scar pregnancy) Tngande

nainsItadendnuairAdudsInNdamIYeInaen daznasely

o lasunafisas wusihlinsiamanvaradudssainuigs NYelunisiddelusiend

Jadeides Mallnaslasunisnmamed@iensiy inswonaiinnaauailias

n153taae
nmsaladediulnglaannisdrssnratrasalusiefisnasnmidn MssldeneenuINUaInan

Y o

wanuildansnsawnzuensneanatnuaanle viselilannsawizsneenannuagnudsisinyiaaenla
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