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1. SELF-ADMINISTRATION OF INJECTABLE CONTRACEPTION

GRADE table’

PICO? question: For individuals of reproductive age using injectable contraception, should self-administration be made

available as an additional approach to deliver injectable contraception?

Certainty assessment No. of patients
9]
c>)’ 9 c 2 S 8
3 8 % 2 Self-administration & B i g
No.of  Study  Riskof 3 £ 2 g e s | 2%  Relative Absoute Certainty g
studies design bias 2 o g ke} l ! oc (95% Cl) (95% ClI) =
o 5 17 contraception Qg =
o c § g T
£ = o ©
Continuation of injectable contraception — RCTs (follow-up: mean 12 months)
3123 randomized | serious? | not not not none 425/598 312/561 | RR1.27 | 151 more R®®®0O
trials serious | serious |serious (71.1%) (55.6%) | (1.16to | per 1000 | MODERATE | &
1.39) | (from 91 =
more to o
217 more)
Continuation of injectable contraception — observational studies (follow-up: mean 12 months)
3456 observational | serious? | not not not none 1014/1253 891/1303| RR 1.18 | 122 more ®000
studies serious | serious | serious (80.9%) (68.4%) | (1.10to | per 1000 | VERY LOW | &
1.26) | (from 68 =
more to G
179 more)
Unintended pregnancy - RCTs (follow-up: mean 12 months)
2126 randomized | not not not serious? | none 3/512 6/515 RR 0.58 | 5fewer ®®®0O
trials serious | serious® | serious (0.6%) (1.2%) (0.15to | per 1000 | MODERATE | &
2.22) | (from 10 2
fewer to ©
14 more)
Unintended pregnancy - observational studies
2450 observational | not not not serious? | none 3/1707 3/1754 | RR1.11 | Ofewer ®000
studies serious | serious® | serious (0.2%) (0.2%) (0.23to | per 1000 | VERY LOW | ®
5.26) (from é
1 fewer to o
7 more)
Side-effects or adverse events — RCTs (follow-up: 9 months; assessed with: reported adverse events deemed potentially treatment-
related)
12 randomized | serious? | not not serious® | none 10/364 17/367 | RR0.59 | 19 fewer ®®00
trials serious | serious (2.7%) (4.6%) (0.28to | per 1000 LOW ©
1.28) | (from13 e
more to o
34 fewer)
Side-effects or adverse events - RCTs (follow-up: 9 months; assessed with: reported serious adverse events deemed potentially
treatment-related)®
120 randomized | serious? | not not serious? | none 0/364 1/367 not ®®00 =
trials serious | serious (0.3%) (0.0%) | estimable LOW £
3]
Side-effects or adverse events - RCTs (follow-up: 9 months; assessed with: reported any side-effects)

1 GRADE: Grading of Recommendations Assessment, Development and Evaluation

(further information: www.gradeworkinggroup.org)

2 PICO: population, intervention, comparator, outcome(s)
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Certainty assessment

No. of patients

o
3' @ c 2 g 8
8 g 2 2 Self-administration 5% i g
No.of  Study  Riskof 3 £ 2 Y et T3 Relatie Absoute Certanty %
studies design bias 2 o %’_ ) ) . oc (95% Cl) (95% ClI) £
8 5 g @ contraception Qg =
=
£ = = 3 3
12 randomized | serious? | not not serious? | none 41/306 38/213 RR 0.75 | 26 fewer ®R®®®OO
trials serious | serious (13.4%) (17.8%) | (0.50to | per 1000 LOW ©
1.13) | (from 52 é
fewer to o
13 more)
Side-effects or adverse events — observational studies (follow-up: 9 months; assessed with: reported serious adverse events)
2451 observational | serious? | not not serious? | none 0/1707 0/1754 not ®000 g
studies serious | serious (0.0%) (0.0%) | estimablef VERY LOW | =
o
Side-effects or adverse events - observational studies (follow-up: 9 months; assessed with: reported any side-effects)
245 observational | serious? | not not serious? | none 67/1061 35/991 RR 2.43 | 50 more ®0O00
studies serious | serious (6.3%) (3.5%) (0.34to | per1000 | VERY LOW | &
17.59) | (from 23 -]
fewer to o
586 more)
Side-effects or adverse events — observational studies (follow-up: 9 months; assessed with: reported an injection site reaction)
245 observational | serious? | not not serious? | none 67/1061 35/991 RR 2.43 | 50 more ®O00
studies serious | serious (6.3%) (3.5%) (0.34to | per1000 | VERY LOW |
17.59) | (from 23 2
fewer to o
586 more)
Side-effects or adverse events — observational studies (follow-up: 12 months; assessed with: reported amenorrhoea)
18 observational | serious? | not not serious? | none 49/51 34/39 RR 1.10 | 89 more ®000
studies serious | serious (96.1%) (87.2%) | (0.97to | per1000 | VERY LOW | &
1.26) | (from 31 L;’
fewer to o
225 more)
Self-efficacy, knowledge and empowerment — RCTs (follow-up: 12 months)
12b randomized | serious? | not not serious? | none 0/364 0/367 not ®®OO g
trials serious | serious (0.0%) (0.0%) | estimablef LOW E=
o

Self-efficacy, knowledge and empowerment - observational studies - not reported

Social harms - not reported

Cl: confidence interval; RCT: randomized controlled trial; RR: risk ratio

Explanations

a. Blinding was not possible given the nature of the intervention, and outcome may have been affected by blinding (self-report).

b. A continuity correction was used to calculate a pooled relative risk, as one study had zero pregnancies in the intervention arm.

c. Did not downgrade for lack of blinding because the outcome (pregnancy) was deemed to be less potentially influenced by

self-report bias.

d. Downgraded for a small number of events (< 300).

e. Serious adverse events deemed potentially treatment-related included one case of severe back pain.

f. Relative and absolute effects not estimable due to zero events.
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2. OVER-THE-COUNTER ORAL CONTRACEPTIVE PILLS

GRADE table

PICO question: For individuals using oral contraceptive pills (OCPs), should OCPs be made available over-the-counter (OTC),
i.e. without a prescription?

Note: OTC availability (i.e. without a prescription) includes (a) “off the shelf” with no screening and (b) “behind the counter”
pharmacy access dispensed (with screening) by trained pharmacy staff

Certainty assessment No. of patients
) @ € Availability of 8
2 @ 5 S é%':s '6¥é’ Availability -
No.of  Study  Riskof % £ 2 g M of OCPsby Relative Absolute Certainty
. : ' ‘D @ () (i.e. without a o o o o
studies design bias c o = e} o prescription (95% CI) (95% CI) =
o 5 g @ prescription — only =
2 = = g  see note above)
Newer studies (2000s)
Continuation of OCPs (follow-up: 9 months)
12 | observational | serious® | not not not none 369/466 355/474 HR 1.58 | 138 more | ® OOO
studies serious® | serious | serious (79.2%) (74.9%) (1.11to | per 1000 | VERY ©
2.26) | (rom35 | Low |2
more to ©
207 more)
Use of OCPs despite contraindications (assessed with: at least one category 3 or 4 contraindication)
223d observational | serious® | not not not none 107/501 71/514 OR1.57 | 63more | ®0OOO
studies serious® | serious | serious (21.4%) (13.8%) (1.18to | per 1000 VERY ©
200) | (from21 | Low |
more to o
113 more)
Side-effects
14 observational | serious® | not not not none 104/466 144/474 OR 0.66 | 80 fewer | ® OO0
studies serious® | serious | serious (22.3%) (80.4%) (0.49to | per1000 | VERY ©
0.88) |(from128| Low |z
fewer to o
26 fewer)
Satisfaction (assessed with: very satisfied with source of OCPs)
14 observational | serious® | not not serious | none 3/4 of clinic users and not ®O000 | ®
studies serious® | serious > 70% of pharmacy users estimable VERY £
LOW o
Older studies (1970s)
Continuation of OCPs (follow-up: 12 months)
256 observational | serious® | not serious' | not none | Rates of 60 and Rates of OR 0.91 | 20 fewer | ® 00O
studies serious® serious 79.2 per 100 57.6 and (0.60to | per1000 | VERY ©
women 84.2 per 140) | (from96 | LOW |
100 women fewer to o
75 more)
Side-effects
16 observational | serious® | not serious' | not none 150/295 (51%) 260/587 OR1.30 | 58 more | ®0O0OO
studies serious® serious (44.4%) (0.98 to | per 1000 VERY ©
1.72) (from4 | Low | =
fewer to o
125 more)

Cl: confidence interval; HR: hazard ratio; OCPs: oral contraceptive pills; OR: odds ratio; OTC: over the counter

4  Web annex



Explanations

a. Overall, 25.1% of clinic users discontinued by the end of the study period compared with 20.8% of OTC users (P = 0.12). In
an unadjusted Cox proportional hazards model, OTC users were more likely to continue OCP use than clinic users (unadjusted
HR: 1.48, 95% CI: 1.07 to 2.04); this estimate changed only slightly in the adjusted model and remained statistically significant
(adjusted HR: 1.58, 95% ClI: 1.11 to 2.26).

b. Blinding was not possible given the nature of the intervention, and outcome may have been affected by blinding (self-report).

c. Single study.

d. Border Contraceptive Access Study: At least one category 3 or 4 contraindication, OTC vs. clinic: OR: 1.69 (95% CI: 1.22 to
2.36), P = 0.002; adjusted OR: 1.59 (95% ClI: 1.11 to0 2.29), P = 0.012.

2000 Mexican National Health Survey analysis: Hypertension and/or smoking over age 35 (the most common category 3 or 4
contraindications), OTC vs. clinic: 4.5% vs. 3.6%, non-significant.

e. No significant statistical heterogeneity (I? = 0%).

f.  Population studied was from the 1970s, who were using older formulations of OCs and may be different in a range of other
ways from OC users today.
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3. HOME-BASED OVULATION PREDICTOR KITS (OPKs)

GRADE table

PICO question: For individuals attempting to become pregnant, should home-based ovulation predictor kits (OPKs) be made
available as an additional approach for fertility management?

Certainty assessment No. of patients

Fertility

management Relative Absolute
without (95% CI) (95% ClI)
OPKs

Fertility
management
with OPKs

Certainty

No. of Study Risk of
studies design bias

Inconsistency
Indirectness
Imprecision

considerations

Importance

Time to pregnancy — RCTs (follow-up: 2 cycles)
212 randomized | serious®® | not not not publication | There was no evidence of difference in time- ®®00
trials serious | serious |serious | bias to-pregnancy (indicated by positive pregnancy LOW
strongly test) in either study. In one study, 46 of 500
suspected® | participants in the OPK group (9.2%) became
pregnant during the 1st menstrual cycle,
compared with 27 of 500 (5.4%) in control group;
during the 2nd cycle, another 23 in the OPK
group became pregnant (cumulatively 22.8%)
and another 23 in the control group (cumulatively
10%).2 The other study found pregnancies _
among women before the 1st menstrual cycle 8
(22 of 87 in the OPK group compared with 13 of g
68 in the control group); after the 1st cycle, 30
of 55 women using OPKs were found pregnant
compared with 9 of 54 in the control group; and
after the 2nd cycle, 7 of 44 women using OPKs
were found pregnant compared with 6 of 43
in the control group.’ Pre-cycle 1 pregnancies
were included in this study, as participants
were sent study materials after recruitment and
randomization and may have become pregnant
by the 1st timepoint (day 6 of cycle 1).¢
Pregnancy (clinical and self-reported) — RCTs (follow-up: range 2-3 cycles)
3123 randomized | serious®® | not not not publication 129/695 89/675 RR 1.36 | 47 more | ®®0OO
trials serious | serious |serious |bias (18.6%) (13.2%) (1.07to |per1000| LOW T
strongly 1.73) (from 9 f.-:)
suspected® more to G
96 more)
Pregnancy (clinical only) - RCTs (follow-up: 3 cycles)
13 randomized | not not serious' | serious? | publication 12/80 11/80 RR 1.09 | 11 more | ® OO0
trials serious | serious® bias (15.0%) (13.8%) (0.51- |per1000| VERY _
strongly 2.32) | (from69 | LOW | &
suspected® fewer 5
to 182
more)
Pregnancy (self-reported only) - RCTs (follow-up: 2 cycles)
212 randomized | serious®® | not not not publication 117/615 78/595 RR 1.40 | 52 more | ®®0OO
trials serious | serious |serious |bias (19.0%) (13.1%) (1.08to |per1000| LOW _
strongly 1.80) (from 8
suspected® 10 more 5
to 105
more)
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Certainty assessment

No. of patients

1)
5 o c 2 o g
3 8 2 2 Fertilit Fertility ety | 4
No.of  Study  Riskof % £ 2 B en"'ent management Relative Absolute Certainty S
studies design bias = Qo g o . g without (95% Cl) (95% Cl) =
o 5 17} with OPKs =
o c £ = OPKs
c = = 1<}
= o
Pregnancy (clinical only) - observational study (follow-up: 6 cycles)
14 observational | not not serious" | not publication | 6/64 (9.4%) 14/53 RR 0.35 172 ®000
studies serious | serious® serious | bias (26.4%) (0.15to fewer VERY
strongly 0.86) |[per1000| LOW IS
(]
suspectedr® (from =
225 o
fewer to
37 fewer)
Stress (PSS, higher scores indicate higher stress) — RCTs (follow-up: 2 cycles)
1 randomized | serious® | not not not publication OPK Mean: 17.76, SD: 6.48, Total: 37; ®®00 | _
trials serious® | serious | serious' | bias Control Mean: 15.78, SD: 6.25, Total: 40; LOW _S
strongly Mean difference: 1.98, 95% CI: -0.91 to 4.87, *g
suspected® P-value: 0.18
Stress (PANAS positive affect, higher scores indicate stronger positive emotion) - RCTs (follow-up: 2 cycles)
11 randomized | serious® | not not not publication OPK Mean: 29.75, SD: 10.24, Total: 36; ®®00 | _
trials serious® | serious | serious’ | bias Control Mean: 34.26, SD: 8.06, Total: 38; LOW _S
strongly Mean difference: -4.51, 95% ClI: -8.77 to -0.25, E
suspected® P-value: 0.04
Stress (PANAS negative affect, higher scores indicate stronger negative emotion) - RCTs (follow-up: 2 months)
11 randomized | serious® | not not serious* | publication OPK Mean: 17.55, SD: 6.97, Total: 38; ®000 | _
trials serious® | serious bias Control Mean: 16.9, SD: 6.64, Total: 40; VERY _S
strongly Mean difference: 0.65, 95% Cl: -2.42 to 3.72, Low | §
suspected® P-value: 0.67
Stress (SF-12 physical, higher scores indicate better health-related quality of life) - RCTs (follow-up: 2 cycles)
1 randomized | serious® | not not serious' | publication OPK Mean: 41.86, SD: 4, Total: 38; ®000 | _
trials serious® | serious bias Control Mean: 41.12, SD: 3.14, Total: 40; VERY _8
strongly Mean difference: 0.74, 95% CI: -0.88 to 2.36, LOW %
suspected® P-value: 0.37
Stress (SF-12 mental, higher scores indicate better health-related quality of life) - RCTs (follow-up: 2 cycles)
1 randomized | serious® | not not serious™ | publication OPK Mean: 46.40, SD: 7.15, Total: 38; ®000 | _
trials serious® | serious bias Control Mean: 46.15, SD: 5.11, Total: 40; VERY _8
strongly Mean difference: 0.25, 95% CI: -2.54 to 3.04, LOW %
suspected® P-value: 0.86
Stress (cortisol : creatinine ratio, higher ratio indicates higher stress) - RCTs (follow-up: 2 cycles)
1 randomized | serious® | not not serious" | publication OPK Mean: 139.30, SD: 59.03, Total: 37; ®000 | _
trials serious® | serious bias Control Mean: 156.23, SD: 89.44, Total: 38; VERY .8
strongly Mean difference: -16.9, 95% CI: -51.87 to 18.07, LOW %’
suspected® P-value: 0.34
Stress (estrone-3-glucuronide [E3G]: creatinine ratio, higher ratio indicates higher depression/anxiety) - RCTs (follow-up: 2 cycles)
11 randomized |serious® | not not serious® | publication OPK Mean: 101.59, SD: 52.34, Total: 37; ®000 | _
trials serious® | serious bias Control Mean: 95.24, SD: 52.43, Total: 38; VERY | 8
strongly Mean difference: 6.35, 95% CI: -17.76 to 30.46, LOW g
suspected® P-value: 0.60
Live birth — not reported
Social harms/adverse events - not reported

ClI: confidence interval; OPK: ovulation predictor kit; PANAS: The Positive and Negative Affect Schedule; PSS: Perceived Stress
Scale; RCT: randomized controlled trial; RR: risk ratio; SD: standard deviation; SF-12: Short-Form 12 Health Survey
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Explanations

a.

High risk of bias in Robinson et al., 2007:2 Blinding of participants and personnel not possible, based on the intervention.
Blinding of outcome assessment not possible for self-reported pregnancy (via positive pregnancy test). Unexplained high
dropout rate (35%): 191 non-responders in the OPK group and 144 in the control group. Unreported outcome (live birth). Study
reported results from two menstrual cycles, instead of from the pre-specified three cycles (“Although women were recruited

to the study for three cycles, insufficient evaluable data were provided for the third cycle of the study, and therefore data were
analysed for the first two complete cycles following confirmation that the participants were not pregnant at baseline. The
reason for the limited third-cycle data was thought to be related to confusion on the part of the participants regarding returning
data at the end of cycle 3”).

High risk of bias in Tiplady et al., 2013:" Blinding of participants and personnel not possible, based on the intervention.
Blinding of outcome assessment not possible for self-reported pregnancy (via positive pregnancy test). A second (biased,
ratio 2:1) cohort was recruited into the OPK group to increase the power of the data for the outcome stress, because of higher
pregnancy rates in the OPK group.

Due to the commercial nature of the OPK product, negative results may go unpublished. Some studies were funded by the
manufacturer.

No hazard ratios reported for either study.
Single study.

Leader et al., 1992:® Study conducted among couples with unexplained infertility or whose fertility was thought to be due to
reduced sperm motility.

Downgraded for imprecision because study shows both meaningful benefit and harm.
Anderson et al., 1996:* Study conducted among women using donor insemination services.

PSS: Higher scores indicate higher stress, based on perceptions of how unpredictable, uncontrollable and overloaded
participants find their lives (range 0-40). Scoring falls into three categories: low perceived stress (0-13), moderate perceived
stress (14-26) or high perceived stress (27-40). Though the 95% CI crosses 0, there is no appreciable clinical difference in
benefits and harms.

PANAS comprises 10 positive affects (interested, excited, strong, enthusiastic, proud, alert, inspired, determined, attentive,
active) and 10 negative affects (distressed, upset, guilty, scared, hostile, irritable, ashamed, nervous, jittery, afraid), where
higher scores indicate stronger emotion (range 10-50). Though a small sample size, PANAS positive affect scores have a 95%
Cl that has a relatively small width, does not cross zero, and is all in the same direction. Participants in the OPK group had
decreased positive affect.

PANAS negative affect scores have a small sample size. The width of the 95% Cl is small and shows both appreciable benefit
and harm.

SF-12 is a short, reliable, validated generic questionnaire for functional health status and outcomes, with both physical and
mental health composite scores (range 0-100). This SF-12 physical outcome has a small sample size. The width of the 95% CI
is small and shows both benefit and harm.

This SF-12 mental outcome has a small sample size. The width of the 95% Cl is small and shows both benefit and harm.

Ratio of cortisol (ug/dl) to creatinine (g/dl), where a higher ratio indicates higher stress, has a small sample size and the 95% CI
shows both appreciable benefit and harm.

Ratio of estrone-3-glucuronide (E3G) (ng/ml) to creatinine (g/dl), where a higher ratio indicates higher depression/anxiety, has a
small sample size and the 95% CI shows both appreciable benefit and harm.
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4. HUMAN PAPILLOMAVIRUS SELF-SAMPLING

GRADE table

PICO question: For individuals aged 30-60 years, should human papillomavirus self-sampling (HPVSS) be offered as an
additional approach to sampling in cervical cancer screening services?

Certainty assessment No. of patients
P Q
2 2 - o Clinician- o
g o 2 2 HPV pased Certai £
No. of Study Riskof % £ 2 g soli.  Samplingand  Relative Absolute ertainty s
studies design bias 2 2 95’_ o . cervical cancer (95% Cl) (95% ClI) =
o 5 7] sampling . 3
9 £ £ S screening
= 3] services
Uptake of cervical cancer screening services — RCTs - overall
29120 randomized | not not not not none 64 852/ 36 318/ RR 2.13 |408 more| ®®®®
trials serious? | serious® | serious | serious 182 305 100 557 (1.89to | per 1000 HIGH _
(35.6%) (36.1%) 2.40) | (from 322 8
more 5
to 505
more)
Uptake of cervical cancer screening services — RCTs - kit directly mailed home
23'7% | randomized |not serious® | not not none 44 381/ 24 469/ RR2.27 [365more| ®®®O
1018, | trials serious? serious | serious 137 436 84 728 (1.89to | per 1000 | MODERATE | _
15-23, (32.3%) (28.9%) 2.71) (from 8
25-27.29 258 more 5
to 494
more)
Uptake of cervical cancer screening services — RCTs - kit offered door to door by health worker
581816, | randomized | not serious® | not not none 12 249/ 11 837/ RR 2.37 1000 R0
2122 trials serious? serious | serious 12 909 15798 (1.12 to | more per | MODERATE
(94.9%) (74.9%) 5.03) 1000 T
(from £
89 more °
to 1000
more)
Uptake of cervical cancer screening services — RCTs - kit on demand
581114 | randomized | not serious® | not not none 8200/ 2700/ RR1.28 | 37more | ®®®O
24,28 trials serious? serious | serious 31897 20 339 (0.90to | per 1000 | MODERATE | _
(25.7%) (13.3%) 1.82) | (from 13 8
fewer 5
to 108
more)
Uptake of cervical cancer screening services - RCTs - self-sample in clinic
112 randomized | not not not serious? | publication 22/63 12/31 RR0.93 | 28 fewer | ®®OO
trials serious? | serious® | serious bias strongly | (34.9%) (38.7%) (0.51 to | per 1000 LOW _
suspected® 1.69) | (from 190 8
fewer 5
to 267
more)
Uptake of cervical cancer screening services — RCTs - high-income countries
26112 | randomized | not serious® | not not none 55217/ 25 030/ RR224 |355more| ®®®O
1529 | trials serious? serious | serious 17 2484 87 736 (1.86 to | per 1000 | MODERATE | __
(32.0%) (28.5%) 2.71) (from 8
245 more 5
to 487
more)
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Certainty assessment No. of patients
Clinician-
based
sampling and Relative
cervical cancer (95% CI)
screening
services

HPV
self-
sampling

Certainty

No. of
studies

Study
design

Risk of
bias

Absolute
(95% Cl)

Inconsistency
Indirectness
Importance

Imprecision
considerations

Uptake of cervical cancer screening services - RCTs - low- and middle-income countries

311314 | randomized | not serious® | not not none 9635/ 11 288/ RR1.54 (475 more| ®®®O
trials serious? serious | serious 9821 12 821 (1.01 to | per 1000 | MODERATE | __
(98.1%) (88.0%) 2.34) (from 8
11 more 5
to 1000
more)
Uptake of cervical cancer screening services - RCTs — urban
13%% randomized | not serious® | not not none 25 345/ 14 607/ RR2.09 (440 more| ®®®O
81319 | frials serious? serious | serious 78618 36 016 (1.54 to | per 1000 | MODERATE | _
20,27,30 (32.2%) (40.6%) 2.83) (from _8
218 more 5
to 743
more)
Uptake of cervical cancer screening — RCTs - rural
41142930 | randomized | not serious® | not not none 10272/ 11 498/ RR1.40 ({322more| ®®®O
trials serious? serious | serious 12 837 14 326 (1.14to | per 1000 | MODERATE | _
(80.0%) (80.3%) 1.73) (from 8
108 more 5
to 586
more)
Uptake of cervical cancer screening services - RCTs - age < 50 years
12469 | randomized | not serious® | not not none 18 038/ 16 955/ RR1.95 (284 more| ®®®O
1018, | trials serious? serious | serious 51179 56 609 (1.61to | per 1000 | MODERATE | _
15,17, (35.2%) (30.0%) 2.36) (from 8
1822, 182 more 5
25,26 to 407
more)
Uptake of cervical cancer screening services - RCTs - age 50+ years
11489 | randomized | not serious® | not not none 6903/ 7147/ RR225 [313more| ®®®O
1018, | trials serious? serious | serious 26 341 28 418 (1.44 to | per 1000 | MODERATE | _
1517, (26.2%) (25.1%) 3.50) (from 8
2225, 111 more 5
2 to 630
more)
Uptake of cervical cancer screening services - RCTs - low socioeconomic status
41314, randomized | not serious® | not not none 10 042/ 11 373/ RR1.62 ({476 more| ®®®O
2580 trials serious? serious | serious 12 859 14 853 (1.15to | per 1000 | MODERATE | _
(78.1%) (76.6%) 2.28) (from 8
117 more 5
to 982
more)
Uptake of cervical cancer screening services - RCTs - high socioeconomic status
3132530 | randomized | not not not not none 881/ 347/ RR1.40 ([103more| Q®®®®
trials serious? | serious | serious | serious 2400 1352 (1.15to | per 1000 HIGH _
(36.7%) (25.7%) 1.71) (from 8
38 more 5
to 182
more)
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Certainty assessment No. of patients

Ao o
2 2 - g Clinician 2
S 3 Ke) 2 HPV based c . g
No. of Study Risk of B £ 2 g self- samplingand Relative Absolute Certainty g
studies design bias 2 2 “5’_ el . cervical cancer (95% Cl) (95% ClI) £
9] 5 7] sampling . =
9 2 £ S screening
- o services
Uptake of cervical cancer screening services — RCTs - supervised
21424 randomized | not serious® | not not none 50 637/ 12 868/ RR2.21 [213more| ®®®O
trials serious? serious | serious 167 026 73229 (1.80to | per 1000 | MODERATE | _
(30.3%) (17.6%) 2.73) (from B
140 more 5
to 303
more)
Uptake of cervical cancer screening services — RCTs - unsupervised
273 | randomized |not serious® | not serious? | none 9362/ 11 111/ RR 1.63 (660 more| ®®OO
1523 | trials serious?® serious 9578 12 553 (0.74 to | per 1000 LOW _
26-29 97.7%) (88.5%) 3.61) | (from 231 _8
fewer ‘g’
to 1000
more)
Linkage to clinical assessment or treatment of cervical lesions following a positive result - RCTs
6391 randomized | not serious® | not not none 724/ 245/573 RR 1.12 | 50 more R®®®O
18.22, trials seriousf serious | serious 1162 (42.8%) (0.80to | per 1000 | MODERATE | _
2 (62.3%) 1.57) | (from 85 8
fewer 1:';
to 239
more)
Frequency of cervical cancer screening — not reported
Social harms and adverse events - not reported

Cl: confidence interval; RCT: randomized controlled trial; RR: risk ratio

Explanations

a. Not downgraded for risk of bias for the uptake of cervical cancer screening outcome. This outcome was measured by lab/
medical records (number of kits sent in for testing and number of patients who got the Pap smear or visual inspection with
acetic acid [VIA]), not by self-report. Though neither blinding of participants/personnel nor blinding of outcome assessment
occurred, blinding or not blinding should not have made a difference in uptake.

b. Downgraded for substantial heterogeneity (> > 80%).
c. Single study.
d. Downgraded because the 95% Cl includes both appreciable benefit and harm.

e. Publication bias suspected because the single included study for this self-sampling kit method of delivery had a small sample
size (and small number of events).

f.  Not downgraded for lack of blinding because linkage to care was measured by lab/medical records, not by self-report.
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5. SELF-COLLECTION OF SAMPLES (SCS) FOR SEXUALLY TRANSMITTED INFECTION (STI) TESTING

GRADE table

PICO question: For individuals using sexually transmitted infection (STI) testing services, should self-collection of samples
(SCS) be offered as an additional approach to deliver STI testing services?

STls assessed in this review were: Chlamydia trachomatis (CT), Neisseria gonorrhoeae (NG), Treponema pallidum (syphilis), and
Trichomonas vaginalis (TV)

Certainty assessment No. of patients
®
5 ()] c 2 8
s g 2 = Self-  Clinician- inty ©
No.of  Study  Riskof % £ 2 E  olostion  oollooteq  Relative  Absolute  Certainty s
studies design bias 2 o “5’_ ko) . (95% Cl) (95% ClI) =
] 5 7] of samples sampling =
g £ E 5
= 13)
Uptake of STI testing services - RCT - any STI (CT, CT/NG)
58 randomized | serious?® |seriousP | not not none 1925/5649 | 420/5839 | RR2.94 (140 more | ®®0OO
trials serious | serious (34.1%) (7.2%) (1.19to | per 1000 LOW T
7.28) | (from 14 L;’
more to o
452 more)
Uptake of STI testing services — RCT — multiple STIs (CT/NG)
15 randomized | serious® |not serious® | not publication 162/211 117/209 | RR1.21 | 118 more| ®OOO
trials serious® serious | bias (76.8%) (56.0%) (1.01to | per 1000 | VERY LOW | ©
strongly 1.46) (from 6 S
suspected' more to o
258 more)
Uptake of STI testing services - RCT - CT
414 randomized | serious?® |serious | not not none 1763/5438 | 303/5630 | RR3.57 [ 138 more | ®®0OO
trials serious | serious (32.4%) (5.4%) (1.10to | per 1000 LOW ©
11.61) | (from5 =
more to o
571 more)
Uptake of STI testing services - RCT - any STI, females only (NG/CT, CT)
41235 |randomized |serious?® |serious® | not not none 1256/3509 | 309/3793 | RR3.29 [ 187 more | ®®0OO
trials serious | serious (35.8%) (8.1%) (1.07 to | per 1000 LOW ©
10.11) | (from6 2
more to o
742 more)
Uptake of STl testing services - RCT - any STI, males only (CT)
3234 randomized | serious?® |seriousP | not not none 669/2140 | 111/2046 | RR6.90 [ 320 more | ®®OO
trials serious | serious (31.3%) (5.4%) (1.72to | per 1000 LOW _
27.66) (from 8
39 more 5
to 1000
more)
Uptake of STI testing services - observational — multiple STIs (NG/CT, NG/TV, NG/CT, bacterial STIs not specified)
26789ah | observational | serious’ | serious’ | not serious® | none 965/1768 | 675/1576 | RR2.99 [852more| ®OOO
studies serious (54.6%) (42.8%) (0.43to | per 1000 | VERY LOW | _
20.98) | (from 244 8
fewer 5
to 1000
more)
Uptake of STI testing services - observational - syphilis
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Certainty assessment No. of patients

> D & 8
% 8 'E 2 Self Clinici i g
No.of  Study  Riskof £ 2 38 eton coloaey Relative Absolute Certainty %
studies design bias 2 o g 63 . (95% Cl) (95% ClI) =
1] 35 (7] of samples sampling =
o c £ <
< i= = I}
= o
17 observational | not not not not none 976/1510 | 962/1520 | RR1.02 | 13 more ®®00
studies serious | serious® | serious | serious (64.6%) (63.3%) (0.97 to | per 1000 LOW ©
1.08) | (from19 =
fewer to o
51 more)
Uptake of STI testing services — observational - CT
16 observational | not not not serious*' | none 195/258 18/56 RR2.35 [434 more| ®OOO
studies serious | serious® | serious (75.6%) (32.1%) (0.60to | per 1000 | VERY LOW | &
3.46) | (from 129 =
fewer to o
791 more)
Case-finding - RCT - any STI (CT)
41234 | randomized |serious?® |not not not none 186/1763 90/303 RR 0.72 | 83 fewer R®®®O
trials serious | serious | serious (10.6%) (29.7%) (0.58 to | per 1000 | MODERATE | &
0.88) | (from 125 g
fewer to o
36 fewer)
Case finding - RCT - multiple STis (NG/CT)
1° randomized | not not not not publication No significant difference in the rate of R®®®O
trials serious | serious® | serious |serious | bias incidence of STls detected during follow-up | MODERATE
strongly in the intervention group compared with the
suspected™ | control group (20.4 vs 24.1 infections per 100 =
woman-years, P = 0.28). The results were é
similar when restricted to chlamydia only (17.6 o
vs 18.9 infections per 100 woman-years) or
when restricted to gonorrhoea only (4.9 vs 7.9
infections per 100 woman-years).
Case finding - observational - multiple STls (CT/NG, CT/NG/TV)
2810 observational | not serious” | not serious*' | none 124/956 | 245/3587 | RR1.35 | 24 more ®000
studies serious serious (13.0%) (6.8%) (0.60to | per 1000 | VERY LOW | &
3.04) | (from27 =
fewer to o
139 more)
Case finding - observational - NG
36710 | observational | not not not very none 156/2995 | 100/1824 | RR0.94 | 3fewer ®000
studies serious | serious |serious | serious*" (5.2%) (5.5%) (0.56to | per 1000 | VERY LOW | &
1.58) | (from 24 e
fewer to o
32 more)
Case finding - observational - CT
4 671011 | observational | not serious® | not serious® | none 289/4190 7047/ RR 1.35 | 14 more ®000
studies serious serious (6.9%) 170 145 (0.62to | per 1000 | VERY LOW | &
4.1%) 295 | (from 16 2
fewer to o
81 more)
Case finding - observational - TV
2610 observational | not not not very none 15/328 2/30 RR 0.79 | 14fewer | ®0OOO
studies serious | serious |serious |serious®! (4.6%) (6.7%) (0.21to | per 1000 | VERY LOW | &
3.00) | (from53 g
fewer to °
133 more)
Frequency of STI testing — not reported
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Certainty assessment No. of patients

Self- Clinician- Certainty

sellzsien | collaae | FEEle | sl
i (95% Cl)  (95% ClI)
of samples  sampling

No. of Study Risk of
studies design bias

Indirectness
Imprecision
Importance

>
o
(=
[
-
1D
(7]
c
o
($)
<

considerations

Social harms or adverse events — not reported

Linkage to clinical assessment or STI treatment following a positive test result — not reported

Sexual risk behaviour - not reported

Cl: confidence interval; RCT: randomized controlled trial; RR: risk ratio

Explanations

a. Downgraded for risk of bias because of selection and attrition bias.
b. Downgraded for inconsistency because considerable heterogeneity.

c. Downgraded because of attrition bias. Uptake data reported solely in abstract, not in results section. Potential attrition bias,
with no reasons provided by authors for loss to follow-up. If using per-protocol analyses (as presented in the text), then the
GRADE data would be: self-collection of samples (162/197 [82.2%)]) vs clinician-collected sampling (117/191 [61.3%]) with RR
1.18 (95% CI: 0.99 to 1.42) and absolute effect 110 more per 1000 (95% CI: from 6 fewer to 257 more).

d. Inconsistency not possible to evaluate as only a single study.

e. Downgraded because the reported uptake outcome was defined as women who completed at least one NG/CT test when
asymptomatic — not all women all the time.

f.  Single study, small number of events.

g. Data from Habel et al., 20182 were not combinable. In 2013, 1014 male and 2711 female students used clinician testing for
chlamydia and gonorrhoea. In 2015, after adding a self-testing option (and retaining clinician testing), 1303 male (28.5%
increase) and 3082 female (13.7% increase) students tested for chlamydia and gonorrhoea. Of testers in 2015, 18.9% opted
for self-testing.

h. Data from Knight et al., 2013° were not combinable. After implementing Xpress clinic (with self-collection of samples for STI
testing), 5335 patients were seen (705 in Xpress clinic) compared with 4804 before. The ratio of total patients seen to clinical
staff hours rostered after implementing Xpress was 1.49 compared with 1.52 before. Total clinic capacity with Xpress was
8007 patients, compared with 6301 before. Utilization rates were lower after implementing Xpress (67 %), compared with 76%
before.

i. Downgraded because of differences between intervention and control group at baseline, and lack of clarity around
confounders.

j-  Considerable heterogeneity (I> = 95.33).

k. Downgraded because the 95% Cl includes both appreciable benefit and harm.

I.  Total number of events fewer than 300.

m. Single study, unknown number of events (reported as overall incidence rate by group with no raw data).
n. Substantial heterogeneity (12 = 70.98).

o. Considerable heterogeneity (> = 92.78).
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