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Prostaglandin Produktion
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Prostanoid biosynthetic and
signalling pathways
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Exogenes Prostaglandin F,5oder E,




Einfluss von cAMP und Ca?* auf die
myometrane Kontraktilitat
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Beinflussungsmaoglichkeiten
des intrazellularen cAMP und Ca?*
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Gene KO Mice In the Study of Parturition

[*ia
receptor KO phenotype
Fail to deliver litters
Pups resorbed
Mo characteristic phenotype

[mpaired ovum tertilization
Reduced blood pressure
salt-sensitive hypertension
lmpaired febrile response
Persistent patent ductus arteriosus

Gross G. et al. J Soc Gynecol Investig 2000



Gene KO Mice In the Study of Parturition

KO phenotype

19.5-day gestation
Absent milk let-down
19.5-day gestation
lmmature pulmonary tsne
Drelayved parturition (22.3-day
restation))
Roeduced tertility, small litters
Drelaved parturition (21.5-day
crastation)
stllborn pups
Cardiac/Renal disease
Impaired ovalation, blastocyst
implantation
COX-1 and OT Normal onset of labor
Prolonged labor/delivery
R elaxin 19.5-day gestation
Impaired mammary gland and nipple
development
Sri-reductase 1 67% of pregnancies delivered late
Impaired cervical ripening

Gross G. et al. J Soc Gynecol Investig 2000



Klinisch verfugbare Prostaglandin Praparate
zur Zervixreifung und Geburtseinleitung

Inhaltsstoff Dosierung Handelsnam e
Dinoproston PG E , |3 mg Vaginal -Tablette Prostin E ,°

Dinoproston PG E , |1 bzw. 2 mg Vaginal -Gel Minprostin E ,°

Dinoproston PG E , |0,5 mg Endozervikal -Gel |Prepidil ©

Dinoproston PG E , |10 mg Vaginal -Insert Propess ©

Misopr ostol PG E; [200 pg Tablette Cyprostol ©




Evidenz-Level

Level Evidence
|3 Evidence obtained from systematic review of meta-analysis of randomised controlled trials
b vidence cbtained from at least one randomised contralled trial
vidence obtained from at least one well-designed controlled study without randomisation
vidence cbtained from at least one other type of well-designed quasi-experimental study

vidence obtained from well-designed non-experimental descriptive studies, such as

comparative studies, correlation studies and case studies

\ Evidence obtained from expert committee reports or opinions and/or clinical experience of

respected authorities
____________________________________________________________________________________________________________________________________________________________________________|




Empfehlungi AGr adi n g

Grade Requirements

A Requires at least one randomised controlled trial as part of a body of literature of overs

Jood quality and consistency addressing the specific recommendation (evidence levels
la, Ib)

Requires the availability of well-conducted clinical studies but no randomised clinical
trials on the topic of the recommendation (evidence levels [la, 1k, 1)

Requires evidence obtained from expert committee reports or opinions and/or clinical
experience of res 1 authorities. Indicates an absence of directly applicable clinical
studies of good quality (evidence level [Y)

Good ,r_'.ln-?rﬁre Jr_'.u:.lfnr_c

v Fecommended good practice based on the clinical experience of the Guideline
Development Group




PGE2 (All Regimens) vs. Placebo / no treatment
Cervix unfavourable / unchanged after 12 - 24 hours

favours treatment

Study Relative risk 95% CI
PGE2 (once only)
Curet 1989 10/ 28 23/ 26 —— [0.24, 0.68]
Hayashi 1983 18 / 45 10/ 15 — [0.36, 1.00]
Rayburn 1988 12/ 55 20/03 — [0.37, 1.27]
Subtotal (95% CI) 40/ 128 53 /104 - [0.40, 0.75]
PGE2 (repeated doses)
Campbell 1984 10/ 95 22 /104 — [0.25, 1.00]
Hage 1993 2/18 16/18 @&— [0.03, 0.47]
Subtotal (95% CI) 12 /113 38 /122 i [0.19, 0.61]
Total (95% CI) 52 / 241 91/ 226 - [0.35, 0.62]
— | —
0.1 0.2 1 5 10

favours placebo

Kelly et al 2002



PGE2 (All Regimens) vs. Placebo / no treatment
Vaginal delivery within 24 hours

Study Relative risk 95% CI
PGE2 (once only)
Ulmsten 1985 15/19  18/20 [0.67, 1.15]
j [0.67, 1.15]
PGE2 (repeated doses)
Egarter 1989 217180 165/165 [ [0.08, 0.18]
o> [0.08, 0.18]
Total (95% Cl) 21/180 165/165 @ [0.14, 0.25]
| | I |
0.1 0.2 1 5 10

favours treatment favours placebo

Kelly et al 2002



PGE2 (All Regimens) vs. Placebo / no treatment

Caesarean section

Study Relative risk 95% CI
PGE2 (repeated doses)
Campbell 1984 6/95 10/ 104 R [0.25, 1.74]
Egarter 1989 2/180 3/165 2 [0.10, 3.61]
Hannah 1996 121 /1259 138/ 1261 -u- [0.70, 1.11]
Liggins 1979 7 /52 9 /32 — [0.20, 1.16]
Mahmood 1992 13 /110 12 /110 e [0.52, 2.27]
McCaul 1997 3/35 1/31 b [0.29, 24.25]
Newman 1997 8 /28 9/30 —— [0.43, 2.12]
O’Brian 1995 14 /50 20 / 50 —— [0.40, 1.22]
Ohel 1998 4/96 6/ 104 2 [0.21, 2.48]
Roach 1997 6 /24 18 /105 [0.53, 1.80]
Sawai 1991 1/38 4126 —_— [0.52, 5.07]
Sawai 1994 201/2063  6/42 > [0.02, 1.48]
Subtotal (95% CI) 148 /702 236 / 2060 - [0.71, 1.01]
PGE2 (sustained release)
Prasad 1989 8/33 11/ 36 — [0.36, 1.73]
Rayburn 1992 26 / 101 37/ 114 — [0.52, 1.21]
Witter 1992 9/ 42 13/ 39 o [0.31, 1.33]
Witter 1996 25/102 25/ 104 —— [0.63, 1.65]
Subtotal (95% Cl) 68 /278 86 / 293 - [0.64, 1.10]
Total (95% CI) 417 / 3043 454 / 3000 N [0.79, 1.01]
| | | |
0.10.2 1 5 10

favours treatment favours placebo

Kelly et al 2002



PGE2 (All Regimens) vs. Placebo / no treatment

Uterine hyperstimulation

Study Relative risk 95% CI
PGE2 (once only)

Buchanan 1984 3/38 2/39 = [0.27, 8.71]

Curet 1989 1/28 0/26 b [0.12, 65.67]

Hayashi 1983 1/45 0/15 4§ . [0.04, 24.34]

MacKenzie 1979 1/16 0/16 o D [0.13, 68.57

Thiery 1984 0/41 1/40 4—= [0.01, 7.76]
Subtotal (95% Cl) 6 / 247 3/212 e [0.46, 4.15]
PGE2 (repeated doses)

Newman 1997 2/28 0/30 —p [0.27, 106.70]

O’Brian 1995 0/50 0/50 Not estimable
Subtotal (95% Cl) 2/102 0/106 B —— [0.27, 106.70]
PGE2 (sustained release)

Dunston-Boone 1991 1/20 0/14 4 . [0.09, 49.08]

Rayburn 1992 13 /101 0/114 [1.83, 505.68]

Witter 1992 3/42 0/39 = [0.35, 122.17]

Witter 1996 3/102 0/104 + [0.37, 136.44]
Subtotal (95% Cl) 20 / 265 0/271 = [2.69, 43.92]
Total (95% CI) 28 / 614 3/539 ——— [1.93, 8.90]

| — | —
0.1 0.2 1 5 10

favours treatment

favours placebo

Kelly et al 2002




Vergleich PG E, (vaginal oder intracervical) versus
Plazebo / keine Behandlung

Alle Frauen la

PG E, fuhrte zu einer Erhdhung der Rate an vaginalen Geburten < 24h bei
mehrmaliger Applikation

PG E, fuhrte zu einer Verminderung unreifer Zervix nach 12-24h bei ein- und
mehrmaliger Applikation

PG E, fuhrte zu keiner signifikanten Reduzierung der Sectio Rate

PG E, fihrte zu einer Erhdhung der Rate an uterinen Uberstimulationen

W Prostaglandine sind effektive Substanzen zur Geburtseinleitung und
Zervixreifung, kdnnen aber zu einer uterinen Uberstimulation fithren

Kelly et al Cochrane Database Syst Rev 2001



Uberstimulation nach PG E,
bel 3099 Geburtseinleitungen

~ 7,3% bei 3 mg PG E, Tabletten
2,9% bei 2 mg PG E, Gel vaginal
0,5% bei 0.5 mg PG E, Gel endozervikal

57 (31,5%) FHR-Abnormalitit

Egarter & Rayburn Am J Obstet Gyn 1999



Uberstimulation nach PG E, Einleitung
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Vergleich verschiedene Dosierungen von PG E,

Alle Frauen 1]

PG E, fuhrte in hoherer Dosierung zu einem haufigeren Auftreten von uterinen
Uberstimulationen

Uterine Uberstimulation korrelieren mit Dosierung von PG E,
Tokolyse bei Uberstimulation mit FHR-Abnormitat empfohlen

Egarter & Rayburn Am J Obstet Gyn 1999



PG vs. OT for prelabour ROM at term

= cin for prelabour opture of membranes at term
Comparizon; 01 g for prelabour upture of membranes at tem C37+ weeks))
Outcome: 01 Ca
Study Treatrment Cartral to Odds Ratio Peto 0dd= Ratio
niM nfH a5% C Cl
Hannah 19496 12171244 127 /1268 0.95

Langs 194 0rag 3 ! 3 . 0.4 [0.01,1

bz Lennan 1920 1510 303 : 0141001, 1.57 ]

fobz Queen 19490 G2 3523 1.49 [0.3
hioller 1987 Wl 40
10 /55
Sanchez-Ramos
Miestergaard 1 Fi /104 4r84

161 £ 1643 100.0 0.9z [0.73, 1,16 ]

Tan BP, Hannah ME Cochrane Database Syst Rev 2001






