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Cervical preparation prior to abortion in the first trimester

There are two systematic reviews available assessing cervical preparation for first-trimester abortion (12-14 weeks). Kapp et al. (2010) assessed cervical preparation methods for first-trimester surgical abor-
tion. The following comparisons were included in the review: misoprostol, mifepristone and gemeprost versus placebo; doses of misoprostol; timing of misoprostol; route of administration of misoprostol;
misoprostol versus gemeprost; misoprostol versus mifepristone; misoprostol versus laminaria; misoprostol versus other prostaglandins; and doses of mifepristone. The outcomes considered were cervical
dilatation, need for further cervical dilatation, procedure time, side-effects, adverse events and patient satisfaction.

A total of fifty-one trials were included in the review. Gestational age ranged from 6 to < 15 weeks, with most trials including women with gestational age < 12 weeks. Quality is rated from very low to mod-
erate; not all trials reported allocation concealment, many trials had small sample sizes, some comparisons were based on one trial only, and significant heterogeneity was present in some analyses.

All drugs were found to have greater cervical preparation and higher rates of side-effects than placebo (see Table 1-3 below). Misoprostol demonstrated greater efficacy in cervical preparation than PGF,ou
(Table 10) and gemeprost as well as fewer or no differences in side-effects (see Table 7); however misoprostol demonstrated inferior efficacy to mifepristone (see Table 8 below). Vaginal administration of
misoprostol was more effective three hours prior to the procedure compared to two hours prior (Table 5), and vaginal administration was associated with significantly greater cervical dilatation than oral mis-
oprostol (Table 6). However, sublingual administration of misoprostol was shown to be more effective than vaginal administration and associated with more nausea (see Table 6). Misoprostol doses of 400
mcg were more effective at cervical preparation than doses of 200 mcg (Table 4). Laminaria and misoprostol had similar cervical-ripening effects (Table 9). The authors conclude that mifepristone 200mg,
laminaria and misoprostol 400mcg (administered vaginally or sublingually) are the most effective methods of cervical preparation. There were few occurrences of adverse events such as uterine perforation or
cervical laceration, and thus any differences between treatments in the occurrence of these events could not be determined by this review. Data presented was not disaggregated by age and studies generally
did not include women less than 18 years of age; therefore, specific recommendations for treatment by age are not informed by this review. The GRADE tables below (Tables 1 to 11) provide a summary of the
comparisons presented in the review.

New data of a large, randomized controlled trial compared placebo with 400 pg misoprostol administered three hours prior to vacuum aspiration among women <12 completed weeks. The study was carried
outin 9 countries and randomized 4972 women, 4870 of whom were analysed. Results of the study demonstrated a decrease in cervical lacerations [RR 0.09 (0.01 to 0.71)] and need for uterine re-evacuation
[0.28 (0.14 to 0.56)] among parous women who received misoprostol for cervical preparation. The GRADE table 12 provides a summary of these data and outcomes.

The second systematic review, Promsonthi et al (2009), assessed the efficacy and safety of nitric oxide donors for cervical ripening prior to first-trimester surgical abortion (12-14 weeks).

Eight trials were included in the review and most had relatively small sample sizes (less than 20 to less than 50 patients per treatment arm). Quality is rated very low to moderate, with many comparisons
based on one or two trials, and those that included more trials often had relatively high heterogeneity (65% to 82%). Gestational age ranged from 9 to 12.5 weeks among included trials, with most including
women with gestational age < 12 weeks.

The main outcomes considered were cervical changes in response to cervical preparation and complications. The review compared nitric oxide donors and placebo, finding no difference between nitric oxide
donors and placebo in cervical ripening and greater occurrence of nausea and vomiting in women receiving a nitric oxide donor. Comparison of nitric oxide donors and prostaglandins demonstrated that nitric
oxide donors were inferior to prostaglandins for cervical ripening (see GRADE Table 12 below). The comparisons presented in the review are summarised in GRADE tables 12-13.



Author(s): P. Whyte
Date: 2009-12-22

Question: Should misoprostol vs. placebo be used for cervical preparation prior to first trimester surgical abortion?
Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.

Table 1:
Quality as-
sessment Summary of findings
No of patients Effect )
Quality
Other consid- Relative
No of studies | Design Limitations Inconsistency |Indirectness |lmprecision | erations misoprostol | placebo (95% ClI) Absolute Importance
400mcg vaginal - cervical dilatation at procedure start (Better indicated by higher values)
MD 2.36
| randomized - no serious no serious g ) higher (1.92 | @00
2 trials serious inconsistency |indirectness serious none " 84 t02.79 LOW IMPORTANT
higher)
400-600mcg vaginal and 400mcg sublingual - nausea
84 more per
m randomized serious® no serious no serious no serious none 53/242 46/297 OR1.71 (1.1 {1000 (from 13 | @20 IMPORTANT
trials inconsistency |indirectness |imprecision (21.9%) (15.5%) 10 2.66) more to 173 | MODERATE
more)
vaginal 400mcg - procedure length (minutes) (Better indicated by lower values)
. . , MD 0.68
2 randomized oo ioye2 N0 Serious 1o Serious | oy s none 77 84 - lower (11710 | 2SO0 IMPORTANT
trials inconsistency |indirectness LOW
0.19 lower)
sublingual 400mcg - procedure length (minutes) (Better indicated by lower values)
randomized | no serious no serious no serious MD 3.50 D®DDO
16 . o : . . serious’ none 30 30 - lower (4.69 to IMPORTANT
trials limitations inconsistency |indirectness MODERATE
2.31 lower)
400mcg sublingual - cervical dilatation at procedure start (Better indicated by higher values)
MD 4.30
6 randomized | no serious no serious no serious I ) higher (3.53 |®®®0
1 trials limitations | inconsistency |indirectness | Sc°US none 30 30 05.07 moDERaTE | MPORTANT
higher)




Quality as-
sessment Summary of findings
No of patients Effect )
Quality
Other consid- Relative
No of studies | Design Limitations Inconsistency |Indirectness |Imprecision | erations misoprostol | placebo (95% ClI) Absolute Importance
600mcg oral - cervical dilatation at procedure start (Better indicated by higher values)
MD 1.40
8 randomized | no serious no serious no serious L ) higher (0.51 |®®®0
1 trials limitations inconsistency |indirectness serious none 15 15 10 2.29 MODERATE IMPORTANT
higher)
600mcg vaginal - cervical dilatation at procedure start (Better indicated by higher values)
randomized | no serious no serious no serious MD 1.60 S0
19 . o . : . serious’ none 135 143 - higher (1.14 to IMPORTANT
trials limitations inconsistency |indirectness 2.06 higher) MODERATE

1 Cakir 2005; Ngai 1999

2 Allocation concealment is unclear.

3 Small sample size

4 Cakir 2005; Ngai 1999; Vimala 2003; de Jonge 2000

5 Allocation concealment is unclear in two of the trials (Cakir 2005; Ngai 1999).
6 Vimala 2003

7 Based on one trial only with small sample size.

8 Bokstrom 1998

9 de Jonge 2000




Author(s): P. Whyte
Date: 2009-12-22

Question: Should gemeprost 1 mg vs. placebo be used for cervical preparation prior to first trimester surgical abortion?
Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.

Table 2:
Quality as-
sessment Summary of findings
No of patients Effect )
Quality
Other consid- | gemeprost Relative
No of studies | Design Limitations Inconsistency |Indirectness |Imprecision | erations 1 mg placebo (95% CI) Absolute Importance
need for additional mechanical dilatation
475 fewer per
31 randomized serious? serious incon- | no serious no serious none 93/178 164/171 OR0.04 (0to |1000 (from |@®®0O CRITICAL
trials sistency? indirectness | imprecision (52.2%) (95.9%) 0.51) 36 fewerto  |LOW
959 fewer)

1 Christensen 1984; Ho 1983; Rabe 1985
2 Allocation concealment unclear in the Christensen (1984) and Ho (1983) trials.

3 The 12 value is relatively high at 85%, indicating some heterogeneity between trials.




Author(s): P. Whyte
Date: 2009-12-22

Question: Should mifepristone vs. placebo be used for cervical preparation prior to first trimester surgical abortion?
Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.

Table 3:
Qual-
ity as-
Sess-
ment Summary of findings
No of patients Effect )
Quality
No of Other consid- Relative
studies | Design Limitations  [Inconsistency |Indirectness |Imprecision |erations mifepristone |placebo |(95% Cl) |Absolute Importance
need for additional mechanical dilatation
OR0.33 193 fewer per
31 randomized |no serious | no serious no serious serious? none 61/84 72/84 (013.to 1000 (from 26 | @0 CRITICAL
trials limitations inconsistency |indirectness (72.6%) (85.7%) 0 éZ) fewer to 419 | MODERATE
' fewer)
cervical dilatation at procedure start (Better indicated by higher values)
randomized |no serious | no serious no serious MD 1.82 DDDO
33 . o . . . serious? none 116 116 - higher (1.4 to IMPORTANT
trials limitations inconsistency | indirectness 2,24 higher) MODERATE

1 WHO 1990; Bokstrom 1998; Gupta 1990

2 With the exception of the WHO trial, with over 100 subjects, all trials were relatively small or total events < 300.

3 WHO 1990; Bokstrom 1998; Durlot 1988




Author(s): P. Whyte
Date: 2009-12-22
Question: Should 400mcg misoprostol vs. 200mcg misoprostol be used for cervical preparation prior to first trimester surgical abortion?

Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.

Table 4:
Quality as-
sessment Summary of findings
No of patients Effect )
Quality
No of Other consid- | 400mcg 200mcg Relative
studies Design Limitations |Inconsistency |Indirectness |Imprecision |erations misoprostol | misoprostol | (95% Cl) Absolute Importance
oral misoprostol - cervical dilatation at procedure start (Better indicated by higher values)
| randomized I no serious no serious | no serious i MD 0.53 higher (0.3t0 0.77 | ©®®0
2 trials serious inconsistency |indirectness |imprecision none 315 317 higher) MODERATE IMPORTANT
vaginal misoprostol - cervical dilatation at procedure start (Better indicated by higher values)
3 randomized - no serious no serious N i MD 0.92 higher (0.53t0 1.31 |®@00
2 trials serious inconsistency |indirectness serious fone 67 70 higher) LOW IMPORTANT
sublingual misoprostol - cervical dilatation at procedure start (Better indicated by higher values)
5 randomized | no serious |no serious no serious - i MD 2.20 higher (1.61 t0 2.79 | ®®®0O
1 trials limitations | inconsistency |indirectness serious fone 60 60 higher) MODERATE IMPORTANT
need for additional mechanical dilatation
6 randomized | no serious | no serious no serious — 0 o |OR0.04 615 fewer per 1000 (from 511 | @©DO
2 trials limitations |inconsistency |indirectness serious none 8/90 (8.9%) | 63/90 (70%) (0.0210 0.1) |fewer to 655 fewer) MODERATE CRITICAL
pain with cervical priming
96 randomized | no serious | no serious no serious serious* none 48/90 30/90 OR 2.50 222 more per 1000 (from 62 | @SDO IMPORTANT
trials limitations | inconsistency |indirectness (53.3%) (33.3%) (1.31 to 4.75) | more to 370 more) MODERATE
procedure length (minutes) (Better indicated by lower values)
o7 rgndom|zed serious? no serious no SErious | . s none 97 100 i MD 1.22 lower (1.72t0 0.71 | @200 IMPORTANT
trials inconsistency |indirectness lower) LOW

1 Ngai 1999; Oppegaard 2004. In the Ngai trial patients received misoprostol 3 hours before procedure; in the Oppegaard trial patients received misoprostol the night before the procedure.
2 The Ngai (1999) trial has unclear allocation concealment.
3 Ngai 1999; Singh 1998. In the Ngai trial patients received misoprostol 3 hours before the procedure; in the Singh trial patients received misoprostol 3-4 hours prior to procedure.
4 Small sample sizes or total number of events < 300.
5 Vimala, Mittal 2004. In this trial patients received misoprostol 2-3 hours prior to the procedure.
6 Singh 1998; Vimala, Mittal 2004
7 Ngai 1999; Vimala, Mittal 2004




Author(s): P. Whyte

Date: 2009-12-

22

Question: Should misoprostol application 3 hours prior vs. misoprostol application 2 hours prior be used for cervical preparation prior to first trimester surgical abortion?
Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.

Table 5:
Quality as-
sessment Summary of findings
No of patients Effect
Quality misoprostol | misoprostol
Other consid- | application 3 |application 2 |Relative
No of studies | Design Limitations Inconsistency |Indirectness |Imprecision | erations hours prior hours prior (95% CI) Absolute Importance
cervical dilatation at procedure start (Better indicated by higher values)
randomized | no serious no serious no serious MD 1.50 DDDO
1 . o . \ . serious? none 30 30 - higher (1.42 to IMPORTANT
trials limitations inconsistency |indirectness . MODERATE
1.58 higher)
need for additional mechanical dilatation
786 fewer per
. randomized | no serious no serious no serious - 0 25/30 OR0.01 (0to (1000 (from |©®SO
1 trials limitations | inconsistency |indirectness | > 000 fone 2130(B.7%) | g3 30) 0.08) 548 fewerto |MODERATE | CRITICAL
833 fewer)
pain with cervical priming
431 fewer per
. randomized | no serious no serious no serious - 0 16/30 OR0.10 (0.02 {1000 (from  |©®SO
1 trials limitations inconsistency |indirectness serious fone 3/30 (10%) (53.3%) 10 0.39) 225 fewer to | MODERATE IMPORTANT
511 fewer)

1 Singh 1999. This trial used 600mcg vaginal misoprostol.
2 Based on one trial with small sample size.




Author(s): P.
Date: 2009-1

Question: Should vaginal or sublingual misoprostol vs. oral or sublingual misoprostol be used for cervical preparation prior to first trimester surgical abortion?

Whyte
2-22

Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.

Table 6:
Quality as-
sessment Summary of findings
No of patients Effect
Quality vaginal or oral or
No of stud- Other consid- | sublingual sublingual Relative
ies Design Limitations Inconsistency |Indirectness |Imprecision | erations misoprostol | misoprostol  |(95% Cl) Absolute Importance
400ug vaginal vs. oral - cervical dilatation at procedure start (Better indicated by higher values)
| randomized I no serious no serious L i MD 0.50 higher (0.13 | @00
2 trials serious inconsistency |indirectness serious none 80 v 10 0.87 higher) LOW IMPORTANT
400ug vaginal vs. sublingual - cervical dilatation at procedure start (Better indicated by higher values)
. randomized I no serious no serious no serious i MD 0.10 lower (0.19 | @®®0
3 trials serious inconsistency |indirectness |imprecision none 798 806 10 0.01 lower) MODERATE IMPORTANT
400ug vaginal vs. oral - need for additional mechanical dilatation
. . . 50 fewer per 1000
15 randomized | oy MO SErioUS ynoserious oo e 2140 (5%)  |4/40 (10%) |OnCA7 (08 koot tewerto | 29C | cRTicAL
trials inconsistency |indirectness 10 2.75) 134 more) LOW
400ug vaginal vs. sublingual - need for additional mechanical dilatation
. . ) . 83 more per 1000
; randomized | no serious - no serious no serious 471/758 413/766 OR 1.41 (1.15 DDDO
2 trials limitations | >€M°US indirectness | imprecision | "¢ (62:1%) (53.9%)  |to173) grgr“;)“ more 10130 | \opggare | CRITICAL
nausea - 400ug vaginal vs. oral
. . . 101 fewer per 1000
| randomized o no serious no serious L 19/77 25/80 OR 0.59 (0.26 @@00
2 trials serious inconsistency |indirectness | o oUS none (247%)  |(313%)  |t01.37) g:"rr:ofg; fewerto | gy IMPORTANT
nausea - 400ug vaginal vs sublingual
. . ) . 101 fewer per 1000
. randomized | no serious C no serious no serious 52/835 132/843 OR 0.32(0.23 SDDO
4 trials limitations | °¢"°1° indirectness  |imprecision | "¢ (6.2%) (15.7%) 0 0.46) gf{g'?ezvi:;"‘"’er ©  Ivoperate |IMPORTANT
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85 more)

Quality as-
sessment Summary of findings

No of patients Effect

Quality vaginal or oral or
No of stud- Other consid- | sublingual sublingual Relative
ies Design Limitations Inconsistency |Indirectness | Imprecision | erations misoprostol | misoprostol  |(95% Cl) Absolute Importance
sublingual vs. oral - cervical dilatation at procedure start (Better indicated by lower values)
. . ) MD 0.50 higher

1 rgndom|zed serious? Mo Serious flo Serious serious® none 15 17 - (0.55 lower to 1.55 SEO0 IMPORTANT

trials inconsistency |indirectness . LOW

higher)
vaginal vs. oral - procedure length (minutes) (Better indicated by lower values)
| randomized - no serious no serious I i MD 0.23 lower (0.61 | @O0

2 trials serious inconsistency |indirectness serious none 77 80 lower to 0.15 higher) |LOW IMPORTANT
vaginal vs. sublingual - procedure length (minutes) (Better indicated by lower values)
o7 ra_ndomlzed no serious no serious no serious no serious none 758 766 i MD 0.38 .hlgher (0.11 |®@®®0 IMPORTANT

trials limitations inconsistency |indirectness |imprecision t0 0.65 higher) HIGH
vaginal vs sublingual - patient dissatisfaction

. . . . 96 fewer per 1000
1 randomized | no serious no serious no serious o 0 oy | OR0.10 (0.01 DDDO

1 trials limitations inconsistency |indirectness serious none 0/36 (0%) 4/37 (10.8%) t01.97) (from 107 fewer to MODERATE IMPORTANT

1 Cakir 2005; Ngai 1999. In these two trials the misoprostol was administered 3 hours prior to procedure.
2 Allocation concealment was unclear.
3 Small sample size or total number of events < 300.
4 Esteve 2006; Tang 2004; Vimala 2004. In the Esteve trial, misoprostol was administered 1-3 hours prior to procedure,; in the Tang trial 3 hours before procedure and in the Vimala trial 2 hours before procedure.
5 The Tang (2004) trial was single-blinded and allocation concealment was unclear; however this trial contributes little weight to the meta-analysis.
6 Cakir 2005. In this trial misoprostol was administered 3 hours before the procedure.
7 Esteve 2006; Vimala 2004. In the Esteve trial misoprostol was administered 1-3 hours prior to the procedure and in the Vimala trial, 2 hours prior to the procedure.
8 There is some heterogeneity in the analysis (12=68%).
9 Esteve 2006; Hamoda 2004; Tang 2004; Vimala 2004. In the Esteve trial, misoprostol was administered 1-3 hours prior to procedure; in the Hamoda trial 2-4 hours before procedure; in the Tang trial 3 hours before procedure

and in the Vimala trial 2 hours before procedure.

10 There is heterogeneity in the analysis (12=85%).
11 Aronsson 2004. In this trial misoprostol was administered 3 hours prior to procedure.
12 Hamoda 2004. In this trial misoprostol was administered 2-4 hours prior to procedure.




Author(s): P. Whyte

Date: 2009-12-

22

Question: Should misoprostol vs. gemeprost be used for cervical preparation prior to first trimester surgical abortion?
Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.

1

Table 7:
Quality as-
sessment Summary of findings
No of patients Effect )
Quality
Other consid- Relative
No of studies | Design Limitations Inconsistency |Indirectness | Imprecision | erations misoprostol | gemeprost (95% CI) Absolute Importance
cervical dilatation at procedure start (Better indicated by higher values)
randomized no serious no serious no serious MD 0.47 DDDO
3! . serious? . . - . - none 172 170 - higher (0.1 to IMPORTANT
trials inconsistency |indirectness |imprecision . MODERATE
0.85 higher)
side-effects of 200ug misoprostol vs. gemeprost
73 fewer per
" randomized | no serious no serious no serious serious® none 13/285 33/279 OR0.35(0.18 {1000 (from  |©®DO IMPORTANT
trials limitations inconsistency |indirectness (4.6%) (11.8%) 10 0.68) 35fewerto | MODERATE
95 fewer)
side-effects of 400ug misoprostol vs. gemeprost
47 fewer per
5 randomized I no serious no serious N 0 0 OR 0.47 (0.11 {1000 (from  |®®0O
1 trials serious inconsistency |indirectness serious fnone 3/64 (4.7%) |6/64 (3.4%) 10 1.98) 82 fewerto |LOW IMPORTANT
76 more)
procedure length (minutes) (Better indicated by lower values)
. . ) MD 1.50
1% rgndomlzed serious® o Serious o serious serious* none 32 32 - lower (3 lower OO0 IMPORTANT
trials inconsistency |indirectness 0 0 higher) LOW

1 Ekerhovd 2003; Ngai Yeung 1995; Henry 1999. In the Ekerhovd trial, misoprostol was administered 3-4 hours prior to procedure; in Ngai Yeung it was administered 12 hours prior to procedure; and in Henry no timing of dose

was provided.

2 Allocation concealment was unclear in two of the trials.

3 Henry 1999

4 Small sample size or total number of events < 300

5 Ngai Yeung 1995
6 Allocation concealment was unclear.




Author(s): P. Whyte

Date: 2009-12-

22

Question: Should misoprostol vs. mifepristone be used for cervical preparation prior to first trimester surgical abortion?
Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.

12

Table 8:
Quality as-
sessment Summary of findings
No of patients Effect )
Quality
Other consid- Relative
No of studies | Design Limitations Inconsistency |Indirectness |Imprecision | erations misoprostol | mifepristone | (95% Cl) Absolute Importance
cervical dilatation at procedure start (Better indicated by higher values)
. . . MD 0.79
2! rgndom|zed serious? o serious no serious serious® none 45 45 - lower (1.29 to ®EOO IMPORTANT
trials inconsistency |indirectness LOW
0.3 lower)
nausea and vomiting
21 fewer per
| randomized - no serious no serious s 0 0 OR 0.75(0.17 1000 (from | ©®0O
2 trials serious inconsistency |indirectness serious none 8/45(6.7%) | 4/45(8.9%) 10 3.33) 73 fewerto |[LOW IMPORTANT
156 more)

1 Ashok 2000; Bokstrom 1998. In the Ashok trial, 800mcg of misoprostol 24 hours prior to procedure or mifepristone 200mg 24 or 48 hours prior to procedure were administered. In the Bokstrom trial, 600mcg of misoprostol or
200mg of mifepristone were administered 16-20 hours prior to procedure.
2 Allocation concealment unclear in Bokstrom (1998).

3 Small sample si

z6.




Author(s): P. Whyte

Date: 2009-12-

22

Question: Should misoprostol vs. laminaria be used for cervical preparation prior to first trimester surgical abortion?
Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.
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Table 9:
Quality as-
sessment Summary of findings
No of patients Effect )
Quality
Other consid- Relative
No of studies | Design Limitations Inconsistency |Indirectness |Imprecision | erations misoprostol | laminaria (95% CI) Absolute Importance
need for additional mechanical dilatation
9 more per
| randomized - no serious no serious g o | 29747 OR 1.04 (0.48 1000 (from  |@®®0O
2 trials serious inconsistency |indirectness serious none 48/84 (57.1%) (61.7%) 10 2.26) 181 fewerto |LOW CRITICAL
168 more)
procedure length (minutes) (Better indicated by lower values)
" randomized | no serious no serious no serious serious® none 37 33 ) M%gfo(\)/vl;ﬁﬁr SDB0O IMPORTANT
trials limitations inconsistency |indirectness on L MODERATE
0.89 higher)
patient dissatisfaction
280 fewer per
. randomized | no serious no serious no serious — o | 19733 OR 0.31(0.12 | 1000 (from | @®DO
1 trials limitations inconsistency |indirectness serious fone 1737 (29.1%) (57.6%) 10 0.84) 43 fewerto | MODERATE IMPORTANT
436 fewer)

1 Burnett 2005; Maclsaac 1999. For the Maclsaac trial, 400mcg vaginal and oral misoprostol or laminaria was administered 4 hours prior to procedure; for the Burnett trial, 200mcg of misoprostol was used, however timing of
administration is not provided.

2 Allocation concealment unclear in Maclsaac 1999.

3 Small sample si
4 Burnett 2005

z6.




Author(s): P. Whyte
Date: 2009-12-22

Question: Should sublingual misoprostol 400mcg 2 hours prior vs. prostaglandin F2 125mcg 2 hours prior be used for cervical preparation prior to first trimester surgical abortion?
Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.
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Table 10:
Quality as-
sessment Summary of findings
No of patients Effect
sublingual prostaglan-
Quality misoprostol | din f2alpha

No of stud- Other consid- | 400mcg 2 125mceg 2 Relative
ies Design Limitations | Inconsistency |Indirectness |Imprecision |erations hours prior hours prior (95% CI) Absolute Importance
need for additional mechanical dilatation

. randomized | no serious | no serious no serious I o | 13730 OR 0.48 (0.16 | 165 fewer per 1000 (from | ©®@0
1 trials limitations | inconsistency |indirectness serious none 8/30 (26.7%) (43.3%) 10 1.41) 324 fewer to 85 more) MODERATE CRITICAL
cervical dilatation at procedure start (Better indicated by higher values)

; randomized | no serious | no serious no serious - i MD 1.80 higher (1.04 to ®ee0
1 trials limitations | inconsistency |indirectness serious fone 30 30 2.56 higher) MODERATE IMPORTANT
nausea and vomiting

; randomized | no serious | no serious no serious - 0 0 OR 0.14 (0.02 | 166 fewer per 1000 (from | ©®®0O
1 trials limitations | inconsistency |indirectness serious fnone 1/30(3.3%)  |6/30 (20%) 10 1.23) 195 fewer to 35 more) MODERATE IMPORTANT
procedure length (minutes) (Better indicated by lower values)

; randomized | no serious | no serious no serious o i MD 0.20 higher (0.76 lower | @®®O
1 trials limitations |inconsistency |indirectness |S¢0US | none 30 30 0 1.16 higher) MODERATE | MPORTANT
patient dissatisfaction

| randomized | no serious | no serious no serious - 0 o |OR0.23(0.04 | 168 fewer per 1000 (from | @S0
1 trials limitations | inconsistency |indirectness | S&1°US | none 2130 (6.7%) |7/30/(23.3%) |4, 4 og) 201 fewerto 41 more) | MODERATE | MPORTANT

1 Vimala 2005

2 Small sample size.




Author(s): P. Whyte
Date: 2009-12-26

Question: Should mifepristone 100mg administered 24 and 12 hours prior vs. mifepristone 25mg administered 24 and 12 hours prior be used for cervical preparation prior to first trimester surgical abortion?
Bibliography: Kapp N et al. Cervical preparation for first trimester surgical abortion. Cochrane Database of Systematic Reviews, 2010, (2):CD007207.
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Table 11:
Quality as-
sessment Summary of findings
No of patients Effect
mifepristone
Quality 100mg 24 mifepristone
Other consid- |and 12 hours |25mg 24 and |Relative
No of studies |Design Limitations Inconsistency |Indirectness |Imprecision | erations prior 12 hours prior |(95% CI) Absolute Importance
need for additional mechanical dilatation
14 fewer per
» randomized serious? no serious no serious serious® none 51/54 46/48 OR0.74 (0.12 {1000 (from  |®®0O CRITICAL
trials inconsistency |indirectness (94.4%) (95.8%) 10 4.62) 224 fewerto |LOW
32 more)
cervical dilatation at procedure start (Better indicated by higher values)
MD 0.00
1! rgndomued serious? o Seriouis 1o Serious serious® none 54 48 - higher (0.74 | ©SO0 IMPORTANT
trials inconsistency |indirectness lowerto 0.74 |LOW
higher)

1 WHO 1990

2 Allocation concealment unclear.

3 Small sample si

z6.




Author(s): P. Whyte
Date: 2010-04-03

Question: Should vaginal misoprostol 400mcg vs. placebo be used for cervical preparation for first trimester surgical abortion?
Bibliography: Meirik O et al. Complications of first-trimester abortion by vacuum aspiration after cervical preparation with and without misoprostol: a multicentre randomised trial. Lancet 2012 May
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12;379(9828):1817-24.
Table 12:
Quality as-
sessment Summary of findings
No of patients Effect
Quality vaginal
Other consid- | misoprostol Relative
No of studies | Design Limitations |Inconsistency |Indirectness |Imprecision |erations 400mcg placebo (95% CI) Absolute Importance
cervical tear
1 randomized serious? no serious no serious | no serious none 3/2483 14/2487 RR 0.21 (0.06 | 4 fewer per 1000 (from | ©®0 CRITICAL
trials inconsistency |indirectness |imprecision (0.1%) (0.6%) 10 0.75) 1 fewer to 5 fewer) MODERATE
uterine perforation
" randomized serious? no serious no serious | no serious none 3/2483 2/2487 RR 1.50 (0.25 | 0 more per 1000 (from 1 | ©@DS0O CRITICAL
trials inconsistency |indirectness |imprecision (0.1%) (0.1%) t0 8.98) fewer to 6 more) MODERATE
uterine re-evacuation
" randomized serious? no serious no serious | no serious none 19/2427 55/2431 RR 0.35 (0.21 | 15 fewer per 1000 (from | ©DSO CRITICAL
trials inconsistency |indirectness |imprecision (0.8%) (2.3%) t0 0.58) 10 fewer to 18 fewer) MODERATE
pelvic infection
" randomized serious? no serious no serious | no serious none 30/2427 23/2431 RR 1.31 (0.76 |3 more per 1000 (from 2 | ®®®0O CRITICAL
trials inconsistency |indirectness |imprecision (1.2%) (0.9%) t02.24) fewer to 12 more) MODERATE
bleeding requiring blood transfusion
" randomized serious? no serious no serious | no serious none 2/2427 4/2431 RR 0.50 (0.09 |1 fewer per 1000 (from |®®®0O CRITICAL
trials inconsistency |indirectness |imprecision (0.1%) (0.2%) t02.73) 1 fewer to 3 more) MODERATE
all complications (cervical tears, uterine perforation, uterine re-evacuation, pelvic inflammatory disease, bleeding requiring blood transfusion and/or fluid because of hypovolaemia
" randomized serious? no serious no serious | no serious none 52/2427 84/2431 RR 0.62 (0.44 | 13 fewer per 1000 (from | @®®O CRITICAL
trials inconsistency |indirectness |imprecision (21%) (3.5%) 10 0.87) 4 fewer to 19 fewer) MODERATE
1 Meirik 2012

2 Although the placebo tablets were of similar shape and colour to the misoprostol tablets, they could be distinguished from the misoprostol tablets as they did not have the brand name as on the misoprostol tablets. Consequent-
ly, the trial was not double-blinded.




Author(s):

Date: 2009-12-08
Question: Should nitric oxide donors vs. placebo be used for cervical preparation for abortion?"

Bibliography: Promsonthi P, Preechapornprasert D, Chanrachakul B. Nitric oxide donors for cervical ripening in first-trimester surgical abortion. Cochrane Database of Systematic Reviews, 2009,

17

(4):CD007444.
Table 13:
Quality as-
sessment Summary of findings
No of patients Effect Quality

No of stud- Other nitric oxide Relative
ies Design Limitations | Inconsistency |Indirectness |Imprecision | considerations | donors placebo (95% CI) Absolute Importance
cumulative force required to dilate cervix to 8mm (Better indicated by lower values)

) randomized — — no serious i i MD 4.29 lower (9.92 @000
3 trials serious serious indirectness serious none 83 70 lower to 1.35 higher) VERY LOW IMPORTANT
baseline cervical dilatation before the procedure (Better indicated by higher values)

6 randomized |no serious N no serious I i MD 0.21 higher (0.12 @e00
2 trials limitations serious indirectness serious none 66 54 lower to 0.53 higher) LOW IMPORTANT
side-effects: headache

. randomized - no serious no serious I 16/59 oy |RR1.73(0.86 |113 more per 1000 (from |@®©@0OO
2 trials serious inconsistency |indirectness serious fone (27.1%) 9/58 (15.5%) t0 3.46) 22 fewer to 382 more) Low IMPORTANT
side-effects: abdominal pain

; randomized . . |noserious no serious I 16/59 o |RR0.87(0.5 |40 fewer per 1000 (from |@©®0O
2 trials serious inconsistency |indirectness serious none (27.1%) 18/58 (31%) to 1.5) 155 fewer to 155 more) |LOW IMPORTANT
side-effects: nausea/vomiting

. randomized s no serious no serious I 14/59 0 RR 2.62 (1.07 | 140 more per 1000 (from | ®@®0O0O
2 trials serious inconsistency |indirectness serious none (23.7%) 5/58 (8.6%) 10 6.45) 6 more to 470 more) LOW IMPORTANT
patient satisfaction
1 randomized serious® | M serious no serious serious’ none 38/42 40/42 RR 0.95 (0.84 |48 fewer per 1000 (from | ®@©00 IMPORTANT

trials inconsistency |indirectness (90.5%) (95.2%) 10 1.07) 152 fewer to 67 more) LOW

1 Gestational age ranged from 9 to 12.5 weeks among included trials, with most including women with gestational age <12 weeks.

2 Facchinetti 2000; Li 2003; Thomson 1997
3 Allocation concealment in Facchinetti 2000 was unclear; a sample size of 36 was calculated to reach statistical significance, but 3 subjects dropped out.
4 Heterogeneity was high, with 1’=82%
5 Small sample size or total number of events < 300
6 Li 2003; Thomson 1997

7 Facchinetti 2000; Li 2003

8 Li 2003

9 Placebo group in Li 2003 was not described




Author(s): P. Whyte
Date: 2009-12-08
Question: Should nitric oxide donors vs. prostaglandins be used for cervical preparation for abortion?2*

Bibliography: Promsonthi P, Preechapornprasert D, Chanrachakul B. Nitric oxide donors for cervical ripening in first-trimester surgical abortion. Cochrane Database of Systematic Reviews, 2009,

18

(4):CD007444.
Table 14:
Quality as-
sessment Summary of findings
No of patients Effect
Quality Other
considera- nitric oxide |prostaglan- | Relative
No of studies | Design Limitations | Inconsistency |Indirectness |Imprecision |tions donors dins (95% CI) Absolute Importance
cumulative force required to dilate cervix to 8-9mm (Better indicated by lower values)
. ) MD 13.12 higher
54 rgndomlzed serious® serious’ o serious serious® none 232 197 - (9.72 10 16.52 000 IMPORTANT
trials indirectness . VERY LOW
higher)
baseline cervical dilatation before procedure (Better indicated by lower values)
. ) ) . MD 0.73 lower
40 randomized | no serious | no serious N0 SEIOUS | oo i 6 |ong 210 176 . 10110045  |E290  liypoRTANT
trials limitations | inconsistency |indirectness lower) MODERATE
probability of reaching cervical ripening > 8mm in 3 hours
567 more per
9 randomized | no serious | no serious no serious - 20/30 0 RR 6.67 (2.21 | 1000 (from 121 DDDO
! trials limitations | inconsistency |indirectness | ° 0" fnone 66.7%) |>/2000%) 1i59000) | moreto 1909 moDeraTE | CRITICAL
more)
side effect: headache
. ) . 311 more per 1000
51 rqndomlzed serious no serious no serious serious® none 101/255  |19/252 RR 5.13(3.29 (from 173 more to ®@e00 IMPORTANT
trials inconsistency |indirectness (39.6%) (7.5%) 10 8) LOW
528 more)
side effect: abdominal pain
343 fewer per
51 randomized serious® no serious no serious no serious none 43/255 129/252 RR 0.33 (0.25 | 1000 (from 287 | @®DO IMPORTANT
trials inconsistency |indirectness |imprecision (16.9%) (51.2%) t0 0.44) fewer to 384 MODERATE

fewer)
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Quality as-
sessment Summary of findings
No of patients Effect
Quality Other
considera- nitric oxide |prostaglan- | Relative
No of studies | Design Limitations | Inconsistency |Indirectness |Imprecision |tions donors dins (95% CI) Absolute Importance
side effect: vaginal bleeding
2438 fewer per
12 randomized I I no serious no serious 8/225 64/222 RR 0.14 (0.07 | 1000 (from 210  |@®0OO
4 trials serious serious indirectness  |imprecision | "°"° (36%)  |(28.8%) t0 0.27) fewer to 268 LOW IMPORTANT
fewer)
side effect: palpitation
. . . 88 more per 1000
4 randomized | oqyes | MOSErioUS jnoserious e | nong 29/225 1095 (3.6%) |RR 343 (164 | g oamoreto [B29C | |MPORTANT
trials inconsistency |indirectness (12.9%) 10 7.15) LOW
222 more)
side effect: dizziness
. . . 98 more per 1000
3 randomized | oo ioyes | MO SErious ynoserious ool hone 23/164 12163 (4.30) [AR 329046 | o oo moreto | E29C | iMpORTANT
trials inconsistency |indirectness (14%) to 7.41) LOwW
275 more)
side effect: nausea/vomiting
. . ) 53 more per 1000
5" randomized | oorouss  [seriouss | MO Serious - {noserious 937255 1281050 (3196) [P0 117 094 1 tom 19 fewerto | E29C | iMPORTANT
trials indirectness | imprecision (36.5%) 10 1.46) LOW
142 more)
side-effect: intraoperative blood loss (Better indicated by lower values)
. ) . ) MD 33.59 higher
41 randomized - no serious | .., i M0 Serous N0 Serious 10 208 185 - (245t04267 | 2990 IMPORTANT
trials limitations indirectness | imprecision higher) MODERATE
patient satisfaction
. . . . 75 more per 1000
18 randomized | no serious | no serious no serious 0 38/42 35/42 RR 1.09 (0.92 DDD0O
1 trials limitations | inconsistency |indirectness | >0 flone (90.5%)  |(83.3%) t0 1.28) (from 67 fewer o | opepare | MPORTANT

233 more)
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1 Drugs used were isosorbide mononitrate, isosorbide dinitrate, glyceryl trinitrate and sodium nitroprusside. All types of nitric oxide donors were analysed together.

2 Gemeprost and misoprostol were used and both were analysed together. Doses of misoprostol were 200 and 400mcg by vaginal administration. Timing of dose ranged from 3 to 13 hours prior to surgery. Gemeprost 1mg was
used vaginally.

3 Gestational age ranged from 9 to 12.5 weeks among included trials, with most including women with gestational age <12 weeks.

4 Chan 2005; Ledingham 2001; Li 2003; Thomson 1997; Thomson 1998

5 In Ledingham 2001 the first author allocated the treatment and administered the symptom questionnaire; in Chan 2005 the first author performed the operation and supervised the nurse who administered the drug.
6 Wide confidence interval.

7 Heterogeneity relatively high with °=67%.

8 Chan 2005; Li 2003; Thomson 1997; Thomson 1998

9 Arteaga-Troncoso 2005

10 Total number of events < 300.

11 Arteaga-Troncoso 2005; Chan 2005; Ledingham 2001; Li 2003; Radulovic 2007

12 Chan 2005; Ledingham 2001; Li 2003; Radulovic 2007

13 Heterogeneity relatively high with [°’=68%.

14 Chan 2005; Ledingham 2001; Li 2003

15 Heterogeneity relatively high with [°’=65%.

16 Chan 2005; Ledingham 2001; Li 2003; Radulovic 2007

17 Heterogeneity relatively high with 1>’=73%.

18 Li 2003



21
Cervical preparation prior to second trimester abortion

Newmann et al. (2010) assessed cervical preparation methods for second-trimester surgical abortion (14-24 weeks). The review compared osmotic dilators and prostaglandins; osmotic dilators and mis-
oprostol; osmotic dilators combined with misoprostol and osmotic dilators alone; one and two day placement of osmotic dilators; and combination of mifepristone and misoprostol. For one comparison,
mifepristone administration 48 hours before misoprostol resulted in significantly more abortions by expulsion before the procedure (OR=6.74; 95% Cl: 2.76, 16.50).

A total of six trials were included in the review, and as there were differences in the methods compared across all the trials, no meta-analyses could be conducted; therefore, all comparisons were based on
single trials. Given these limitations, along with the relatively small sample sizes of most of the trials (usually less than 40 per treatment arm), trial quality was rated very low to moderate and the results of
this review should be interpreted with caution.

The main outcomes considered included procedure time, dilatation achieved, need for additional dilatation, complications, side-effects and patient satisfaction. Gestational age ranged from 12 to 20 weeks
among included trials. The review found that initial cervical dilatation following overnight use of osmotic dilators was superior to initial cervical dilatation following use of prostaglandins (Table 14) including
use of misoprostol (Table 15) without differences in side-effects. There were no differences in initial cervical dilatation with other comparisons, although use of buccal misoprostol in combination with osmotic
dilators when compared to osmotic dilators used alone did decrease the number of needed mechanical cervical dilatations which were difficult (Table 17). There were no differences between the methods
compared in regard to serious complications of the procedure. Use of multiple laminaria when compared with one lamicel was associated with less need for further mechanical dilatation (Table 18). There was
a difference in initial cervical dilatation, but not in surgical procedure time between one and two-day placement of laminaria (Table 19). The GRADE tables below (Tables 14 to 19) provide a summary of the
comparisons presented in the review.



Author(s): P. Whyte
Date: 2009-12-18

Question: Should osmotic dilators vs. prostaglandins be used for cervical preparation prior to second trimester surgical abortion?'23
Bibliography: Newmann SJ et al. Cervical preparation for second trimester dilatation and ev