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EXPLANATIONS 

GRADE Working Group grades of evidence 
High certainty: we are very confident that the true effect lies close to that of the estimate of the 
effect. 
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to 
be close to the estimate of the effect, but there is a possibility that it is substantially different. 
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially 
different from the estimate of the effect. 
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be 
substantially different from the estimate of effect. 

CI: confidence interval; RR: Risk ratio; OR: Odds ratio 
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III. Treatment 

III.1 Expectant management 

PICO QUESTION: WHAT IS THE VALUE OF EXPECTANT MANAGEMENT COMPARED TO ACTIVE 

TREATMENT FOR PATIENTS WITH UI?  
 

CLOMIPHENE CITRATE WITH TIMED INTERCOURSE (+/- OVULATION TRIGGER) 

CC + timed intercourse compared to expectant management for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: CC + timed intercourse 
Comparison: Expectant management 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
expectant 

management 
Risk with CC + 

timed intercourse 

Live birth rate 
(Bhattacharya et al., 2008) 156 per 1,000 0 per 1,000 

(0 to 0) not estimable 340 
(1 RCT) 

⨁⨁◯◯ 
Lowa,b  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of inconsistency because only 1 RCT. 
b. Small sample size with a low event rate and effect estimate with a wide confidence interval. 
 

 

INTRA-UTERINE INSEMINATION (IUI) IN A NATURAL CYCLE VS. EXPECTANT MANAGEMENT 

IUI in a natural cycle compared to expectant management for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: IUI in a natural cycle 
Comparison: Expectant management 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
expectant 

management 
Risk with IUI in a 

natural cycle 

Live birth rate 
(Bhattacharya, et al., 

2008) 
156 per 1,000 

0 per 1,000 
(0 to 0) not estimable 332 

(1 RCT) 
⨁⨁◯◯ 

Lowa,b  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of inconsistency because only 1 RCT. 
b. Small sample size with a low event rate and effect estimate with a wide confidence interval. 
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OVARIAN STIMULATION WITH IUI VS. EXPECTANT MANAGEMENT 

OS+IUI compared to expectant management for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: OS+IUI 
Comparison: Expectant management 

Outcomes 

Anticipated absolute effects* 
(95% CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
expectant 

management 
Risk with 
OS+IUI 

Cumulative live birth rate, 
poor prognosis patients 

(Ayeleke et al., 2020) 
90 per 1,000 

307 per 1,000 
(165 to 497) OR 4.48 

(2.00 to 10.01) 
201 

(1 RCT) 
⨁⨁◯◯ 

Lowa,b  

Cumulative live birth rate, 
moderate prognosis patients 

(Ayeleke, et al., 2020) 
238 per 1,000 

204 per 1,000 
(123 to 318) OR 0.82 

(0.45 to 1.49) 
253 

(1 RCT) 
⨁⨁◯◯ 

Lowa,c  

Multiple pregnancy rate 
(Ayeleke, et al., 2020) 4 per 1,000 13 per 1,000 

(2 to 79) 
OR 3.01 

(0.47 to 19.28) 
454 

(2 RCTs) 
⨁⨁◯◯ 

Lowc  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of inconsistency because only 1 RCT. 
b. Small sample size with a low event rate. 
c. Small sample size with a low event rate and effect estimate which includes the point of no effect.  
 

 

IVF VS. EXPECTANT MANAGEMENT 

IVF compared to expectant management for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: IVF 
Comparison: Expectant management 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
expectant 

management Risk with IVF 

Live birth rate 
(Pandian et al., 2015) 37 per 1,000 458 per 1,000 

(90 to 879) 
OR 22.00 

(2.56 to 189.37) 
51 

(1 RCT) 
⨁◯◯◯ 

Very lowa,b  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of inconsistency because only 1 RCT. 
b. Small sample size with a low event rate and a wide confidence interval. 
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III.2 Active treatment 

PICO QUESTION: IF ACTIVE TREATMENT IS PURSUED, WHICH TYPE OF ACTIVE TREATMENT FOR UI?  

TIMED INTERCOURSE 

Letrozole + timed intercourse compared to CC + timed intercourse for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: Letrozole + timed intercourse 
Comparison: CC + timed intercourse 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with CC + 
timed 

intercourse 

Risk with 
Letrozole + timed 

intercourse 

Ongoing PR 
(Harira, 2018)) 81 per 1,000 0 per 1,000 

(0 to 0) not estimable 172 
(1 RCT) 

⨁⨁◯◯ 
Lowa,b  

Multiple pregnancy rate 
(Harira, 2018)) 23 per 1,000 0 per 1,000 

(0 to 0) not estimable 172 
(1 RCT) 

⨁⨁◯◯ 
Lowa,b  

Multiple pregnancy rate 
(Ibrahim et al., 2012) 214 per 1,000 0 per 1,000 

(0 to 0) not estimable 44 
(1 RCT) 

⨁⨁◯◯ 
Lowa,c  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of inconsistency because only 1 RCT. 
b. Small sample size with low event rate.  
c. Very low event rate. 
 

 

TIMED INTERCOURSE VS. IUI IN A NATURAL CYCLE 

Natural cycle + IUI compared to CC + timed intercourse for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: Natural cycle + IUI 
Comparison: CC + timed intercourse 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with CC + 
timed 

intercourse 
Risk with natural 

cycle + IUI 

Live birth rate 
(Bhattacharya, et al., 

2008) 
133 per 1,000 

0 per 1,000 
(0 to 0) not estimable 338 

(1 RCT) 
⨁⨁◯◯ 

Lowa,b  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of inconsistency because only 1 RCT. 
b. Small sample size with a low event rate 
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TIMED INTERCOURSE VS. OVARIAN STIMULATION AND IUI  

OS+IUI compared to CC + timed intercourse for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: OS+IUI 
Comparison: CC + timed intercourse 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with CC + 
timed 

intercourse Risk with OS+IUI 

Conception rate 
(Agarwal and Mittal, 2004) 182 per 1,000 0 per 1,000 

(0 to 0) not estimable 113 
(1 RCT) 

⨁◯◯◯ 
Very lowa,b,c  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of attrition bias and unkown risk of performance bias. 
b. Serious risk of inconsistency because only 1 RCT. 
c. Small sample size and calculation of optimal information size was not stated. 
 

 

OS+IUI compared to Gonadotropins + timed intercourse for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: OS+IUI 
Comparison: Gonadotropins + timed intercourse 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
Gonadotropins 

+ timed 
intercourse Risk with OS+IUI 

Live birth rate  
(Ayeleke, et al., 2020) 255 per 1,000 352 per 1,000 

(231 to 496) 
OR 1.59 

(0.88 to 2.88) 
208 

(2 RCTs) 
⨁⨁◯◯ 

Lowa,b  

Multiple pregnancy rate 
(Ayeleke, et al., 2020) 38 per 1,000 59 per 1,000 

(17 to 188) 
OR 1.61 

(0.44 to 5.89) 
208 

(2 RCTs) 
⨁⨁◯◯ 

Lowb,c  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Statistically significant heterogenity between studies (I²=72%) 
b. Large confidence intervals in the individual studies, and the effect estimate includes the point of no effect.  
c. Small sample size with a very low event size.  
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IUI IN A NATURAL CYCLE VS. OVARIAN STIMULATION AND IUI 

OS+IUI compared to natural cycle IUI for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: OS+IUI 
Comparison: Natural cycle IUI 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
natural cycle IUI Risk with OS+IUI 

Live birth rate  
(Ayeleke, et al., 2020) 139 per 1,000 251 per 1,000 

(165 to 361) 
OR 2.07 

(1.22 to 3.50) 
396 

(4 RCTs) 
⨁⨁◯◯ 

Lowa,b  

Multiple pregnancy rate 
(Ayeleke, et al., 2020) 0 per 1,000 0 per 1,000 

(0 to 0) 
OR 3.00 

(0.11 to 78.27) 
39 

(1 RCT) 
⨁◯◯◯ 

Very lowc,d,e  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of bias due to incomplete reporting of methodology in included studies.  
b. Small sample size with a very low event rate. 
c. Unknown risk of performance and attrition bias. 
d. Serious risk of inconsistency because only 1 RCT. 
e. Serious imprecision because only 1 event, very large confidence intervals.  
 

IVF  

IVF compared to natural cycle + IUI for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: IVF 
Comparison: Natural cycle + IUI 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
natural cycle + 

IUI Risk with IVF 

Live birth rate  
(Pandian, et al., 2015) 184 per 1,000 358 per 1,000 

(211 to 536) 
OR 2.47 

(1.19 to 5.12) 
156 

(2 RCTs) 
⨁⨁◯◯ 

Lowa  

Multiple pregnancy rate 
(Pandian, et al., 2015) 30 per 1,000 31 per 1,000 

(1 to 460) 
OR 1.03 

(0.04 to 27.29) 
43 

(1 RCT) 
⨁◯◯◯ 

Very lowb,c  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. The quality rating was downgraded by 2 levels due to serious imprecision. There were only 44 events and there was substantial statistical heterogeneity 
(I²=60%) though the direction of effect was consistent. 
b. Serious risk of inconsistency due to only 1 study. 
c. There was only 1 event and the pooled estimate includes the line of no effect. 
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IVF compared to OS+IUI for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: IVF 
Comparison: OS+IUI 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
OS+IUI Risk with IVF 

Live birth rate  
(Nandi et al., 2022) 318 per 1,000 490 per 1,000 

(331 to 726) 
RR 1.54 

(1.04 to 2.28) 
1391 

(7 RCTs) 
⨁⨁◯◯ 

Lowa,b  

Multiple pregnancy rate 
(Nandi, et al., 2022) 126 per 1,000 105 per 1,000 

(63 to 174) 
RR 0.83 

(0.50 to 1.38) 
507 

(6 RCTs) 
⨁⨁◯◯ 

Lowa,c  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Risk of bias because blinding of participants and personnel and of outcome assessment was not specified or not blinded in most studies.  
b. Significant heterogeneity among included studies (I²=83%). 
c. Wide confidence intervals in the individual studies and the pooled estimate includes the point of no effect.  
 

 

PICO QUESTION: WHAT IS THE VALUE OF IVF VERSUS ICSI?  
 

IVF compared to ICSI for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: IVF 
Comparison: ICSI 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments Risk with ICSI Risk with IVF 

Live birth rate  
(Foong et al., 2006) 500 per 1,000 0 per 1,000 

(0 to 0) not estimable 60 
(1 RCT) 

⨁◯◯◯ 
Very lowa,b,c  

Live birth rate  
(Dang et al., 2021) 367 per 1,000 378 per 1,000 

(290 to 495) 
RR 1.03 

(0.79 to 1.35) 
382 

(1 RCT) 
⨁⨁◯◯ 

Lowb,d  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Risk of selection and performance bias due to poor reporting of methodology. 
b. Serious risk of inconsistency because only 1 study. 
c. Very small sample size, no calculation of optimal information size reported. 
d. The CI crosses the clinical decision threshold between recommending and not recommending treatment 
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III.3 Mechanical-surgical procedures 

PICO QUESTION: WHAT IS THE VALUE OF MECHANICAL-SURGICAL PROCEDURES?  

RESECTION OF POLYPS OR FIBROIDS 

Resection of polyps/fibroids compared to expectant management for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: Resection of polyps/fibroids 
Comparison: Expectant management 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
expectant 

management 

Risk with 
resection of 

polyps/fibroids 

Ongoing PR  
(Seyam et al., 2015) 100 per 1,000 430 per 1,000 

(229 to 807) 
RR 4.30 

(2.29 to 8.07) 
200 

(1 RCT) 
⨁⨁◯◯ 

Lowa,b  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Risk of selection and performance bias.  
b. Serious risk of inconsistency because only 1 RCT. 
 

 

TUBAL FLUSHING 

Tubal flushing with oil-based contrast media compared to expectant management for unexplained 
infertility 
Patient or population: Couples with unexplained infertility 
Intervention: Tubal flushing with oil-soluble contrast media (OSCM) 
Comparison: No tubal flushing 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
expectant 

management 

Risk with tubal 
flushing with 

OSCM 

Live birth rate  
(Wang et al., 2020) 111 per 1,000 290 per 1,000 

(164 to 461) 
OR 3.27 

(1.57 to 6.85) 
204 

(3 RCTs) 
⨁⨁◯◯ 

Lowa,b  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Small sample size with a low event rate 
b. Optimal information size not met.  
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Tubal flushing with water-based contrast media compared to expectant management for unexplained 
infertility 
Patient or population: Couples with unexplained infertility 
Intervention: Tubal flushing with water-soluble contrast media (WSCM) 
Comparison: No tubal flushing 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
expectant 

management 

Risk with tubal 
flushing with 

WSCM 

Live birth rate  
(Wang, et al., 2020) 205 per 1,000 225 per 1,000 

(147 to 330) 
OR 1.13 

(0.67 to 1.91) 
334 

(1 RCT) 
⨁⨁◯◯ 

Lowa,b  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of inconsistency because only 1 RCT. 
b. Small sample size with a low event rate 
 

ENDOMETRIAL INJURY/SCRATCH 

Endometrial scratching compared to no endometrial scratching for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: Endometrial scratching 
Comparison: No endometrial scratching 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with no 
endometrial 
scratching 

Risk with 
endometrial 
scratching 

Live birth  
(Wong et al., 2022) 65 per 1,000 89 per 1,000 

(34 to 220) 
OR 1.39 

(0.50 to 4.03) 
220 

(1 RCT) 
⨁⨁◯◯ 

Lowa,b  

Ongoing PR 
(Wong, et al., 2022) 65 per 1,000 89 per 1,000 

(34 to 220) 
OR 1.39 

(0.50 to 4.03) 
220 

(1 RCT) 
⨁⨁⨁◯ 

Moderateb  

Ongoing PR 
(Parsanezhad et al., 2013) 58 per 1,000 149 per 1,000 

(62 to 317) 
OR 2.83 

(1.07 to 7.49) 
217 

(1 RCT) 
⨁⨁◯◯ 

Lowc,d  

Ongoing PR  
(Yildiz et al., 2021) 48 per 1,000 0 per 1,000 

(0 to 0) not estimable 96 
(1 RCT) 

⨁⨁◯◯ 
Lowc,e  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of inconsistency because only 1 RCT.  
b. Small number of events, and the optimal information size was not met.  
c. Serious risk of bias due to incomplete reporting of methodology.  
d. Small number of events with a wide confidence interval. 
e. Small number of patients with a small event rate, no calculation of optimal information size provided. 
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III.4 Alternative therapeutic approaches 

PICO QUESTION: WHAT IS THE EFFECTIVENESS OF ALTERNATIVE THERAPEUTIC APPROACHES?  

ANTIOXIDANTS 

Antioxidants compared to placebo/no treatment for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: Antioxidants 
Comparison: Placebo/no treatment 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
placebo/no 
treatment 

Risk with 
Antioxidants 

Live birth rate  
(Showell et al., 2020) 150 per 1,000 209 per 1,000 

(96 to 396) 
OR 1.50 

(0.60 to 3.72) 
133 

(2 RCTs) 
⨁◯◯◯ 

Very lowa,b  

Multiple pregnancy 
(Showell, et al., 2020) 30 per 1,000 20 per 1,000 

(8 to 48) 
OR 0.65 

(0.26 to 1.62) 
804 

(1 RCT) 
⨁⨁◯◯ 

Lowc,d  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Possible risk of selection and publication bias, risk of performance, detection and attrition bias in one study.  
b. Very small sample size, and the cumulative effect crosses the line of no effect. 
c. Serious inconsistency because only 1 study. 
d. Low number of events and the cumulative effect crosses the line of no effect. 
 

ACUPUNCTURE 

Accupuncture compared to no treatment for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: Acupuncture  
Comparison: No treatment 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with no 
treatment 

Risk with 
Accupuncture  

Live birth rate  
(Guven et al., 2020) 278 per 1,000 0 per 1,000 

(0 to 0) not estimable 72 
(1 RCT) 

⨁⨁◯◯ 
Lowa,b,c  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Serious risk of performance bias.  
b. Serious inconsistency because only 1 study. 
c. Small sample size, optimal information size not met. 
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NUTRACEUTICALS (INOSITOL) 

Inositol compared to placebo for unexplained infertility 
Patient or population: Couples with unexplained infertility 
Intervention: Inositol 
Comparison: Placebo 

Outcomes 

Anticipated absolute effects* (95% 
CI) 

Relative effect 
(95% CI) 

№ of participants 
(studies) 

Certainty of the 
evidence 
(GRADE) Comments 

Risk with 
placebo Risk with Inositol 

Live birth rate 
(Montanino Oliva et al., 

2020) 
70 per 1,000 

0 per 1,000 
(0 to 0) not estimable 86 

(1 RCT) 
⨁◯◯◯ 

Very lowa,b,c  

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of 
the intervention (and its 95% CI). 

a. Possible risk of selection and performance bias due to incomplete reporting of methodology. 
b. Serious inconsistency because only 1 study. 
c. Low number of patients and a low number of events.  
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