Table 1: Detailed characteristics of included studies.
	Study details
	Participants
	Interventions
	Methods
	Outcomes and Results
	Comments

	Full citation
	Sample size
	Interventions
	Methods detail
	Results
	Limitations

	Visscher, R.D, Visscher, H.C, Do Rh-negative women with an early

spontaneous abortion needs Rh immune prophylaxis? American Journal of Obstetrics and Gynecology, 113,

158-165, 1972 [12]
Country/ies where the study was carried out

USA

Study type

1.
Double blind trial of Rhogam vs. placebo
	N = 57

(Note: 48 women participated in the double- blind part of the study; 9 participated in the second part of the study, without intervention)

Characteristics

Gestational age/weeks (range): 8 - 24

But majority were between 8- and 16-weeks’ gestation, by dates.

Type of miscarriage, split by intervention received (number/total (%))

Complete miscarriage

- Rhogam: 5/19

- Placebo: 4/29

- No intervention: 0/9

Incomplete miscarriage with curettage

- Rhogam: 14/19

- Placebo: 25/29
	Rhogam (300 micrograms) (n = 19)

Placebo (homologous gamma globulin) (n = 29)

No intervention (n = 9)
	The first part of the study was a double-blind study comparing RhIG administration and placebo, in which 48 women participated. Coded ampules contained either 300 micrograms of Rh immune globulin (supplied as RhoGAM by the Ortho Research Foundation) or 1 ml of homologous gamma globulin with no demonstrable Rh (D) antibody. Women were then injected intramuscularly with the contents of one of the randomly selected coded ampules, within 72 hours after a spontaneous complete miscarriage or a surgical completion of an incomplete miscarriage. The results of the double-blind study were evaluated after 2 years, and as there was no evidence of isoimmunization, it was terminated. During the second part of the study, 9 women were followed as controls, with no one receiving any injection. All 9 had received a D&C for incomplete miscarriage.

Follow-up

All 57 women were followed up for 6 months. Sera was obtained at 3 and 6 months from all patients and screened for the presence of atypical antibodies. Subsequent pregnancies were then studied for clinical and serological evidence of Rh isoimmunization. Samples from pre-injection and follow-up samples were labelled, frozen and stored for future reference and to confirm any primary immune response. All sera were screened for atypical antibodies in two ways. The initial screen was performed with the Indirect Coombs test
	STUDY PART 1: TRIAL OF RHOGAM VS. PLACEBO

Evidence of sensitization (number/total (%))

a. At 6 months
Rhogam:0/19 Placebo: 0/29

(Note: 12 of the 19 who received Rhogam had evidence of passive antibody from the treatment, but this had disappeared by 6 months after injection)

b. In a later Rh+ pregnancy Rhogam: 0/3 (0)

Placebo: 0/6 (0)

STUDY PART 2: FOLLOW-UP OF PATIENTS WITH NO INTERVENTION

Evidence of sensitization (number/total (%))

a. At 6 months: 0/9 (0)

b. In a later Rh+ pregnancy: 0/2 (0)
	Method of randomization not reported.

Unclear that treatment allocation would be concealed, and blinding maintained, if one ampule contained 300 micrograms of RhIG and the other contained 1 ml of gamma globulin.

Small sample size in both parts of the trial, and particularly for follow-up of later pregnancies.

An unknown proportion of women had gestational ages outside the scope of the guideline.

Other information

	Full citation

Simonovits,I., Bajtai G, Kellner R, Kerenyl M, Rucz L, Szilvas R, Takacs S, Immunization of RhO(D)-negative secundigravidae whose first pregnancy was terminated by induced abortion, Haematologia, 8, 291-298, 1974 [24]
Country/ies where the study was carried out

Hungary

Study type

Prospective, observational study

Aim of the study

To clarify the frequency of antibody formation during the second pregnancy in women whose first pregnancy was interrupted in the first trimester.

Study dates

1971 to 1973

Source of funding

None stated
	Sample size

N = 397, (however, 156 of these had a pregnancy that ended in delivery and did not receive RhIG. Their outcomes are reported in another included study. Therefore, the population of interest for this review is N = 241)

Characteristics

Outcome of second pregnancy

a. In those who received RhIG after first abortion

Induced abortion: 53/96

(55.2)

Miscarriage: 3/96 (3.1)

Delivery: 39/96 (40.6)

 b. In women who did not received RhIG after first abortion

Induced abortion: 121/301 (40.2)

Miscarriage: 24/301 (8.0)

Delivery; 156/301 (51.8)

Inclusion criteria

Rh-D negative

Secundigravidae

Previous pregnancy ended by first trimester induced abortion

Exclusion criteria

Not reported
	Interventions

Some women received 50 micrograms of RhIG IgG after the first induced abortion (n = 96)

Some women did not receive any prophylaxis after the first induced abortion (n = 301)
	Methods detail

The study reports data from women in their second pregnancy, split into two groups:

- Women who received 50 micrograms of RhIG following a first trimester abortion in their first pregnancy

- Women who were not protected after the first abortion, and whose second pregnancy terminated in induced abortion, miscarriage, or delivery during the study period

The serological tests were made immediately after the obstetric event and then three to six months later. All the women were reported to be negative for immunization before their first abortion.

No further methodological details are given.
	Results

Rates of immunisation at the end ofthe second pregnancy (number/total (%))

a. In women who were given RhIG following their induced abortion: 1/96 (1.0)

(Note: This woman delivered a baby at the end of her second pregnancy; therefore, it is likely that she became immunised during the pregnancy.

The evidence of sensitisation was from a positive papain-treated RBC test at the end of the second pregnancy. ICT result is not reported. This woman had also tested negative using ICT and papain-treated RBC about 6 months before birth) b. in women who were not given anti- D following their induced abortion: 2/145 (1.4)

(Note: Out of those sensitized, 1 woman had a miscarriage and 1 woman had an induced abortion in their second pregnancy. The former had a positive test result using papain-treated RBC (1:256) and ICT (1:128). The latter had received an intramuscular blood injection in childhood, and no details are given regarding her test results
	Limitations

Women were sensitized after an induced abortion, and therefore are not our exact population of interest.

Unclear if the fathers were Rh+ and therefore whether they were at risk of sensitization

The sensitization in the woman who received RhIG is likely to have occurred during the second pregnancy - she tested negative in February and May of the year that she became pregnant and gave birth (November).

Other information

This study population overlaps with the population of Simonovits et al. 1980.

Therefore, outcomes in women who were not protected and whose pregnancies ended in delivery will not be reported in this study, as they are reported elsewhere

	Full citation

Gavin P.S, Rhesus sensitization in abortion, Obstetrics and Gynecology, 39,

37-40, 1972 [26]
Country/ies where the study was carried out

USA

Study type

Clinical trial (not randomized)

Aim of the study

Not stated

Study dates

November 1st, 1969 to August 15th, 197
	Sample size

Total sample size N = 57 from which only 44 first trimester cases where included in the current review 

- Rhogam: 15

- Placebo: 29
	Interventions

Rhogam (n = 21)

Placebo (n = 36)
	Methods detail

During the study period, 491 underwent therapeutic abortions and 180 women were treated for an incomplete miscarriage. Of these, 57 were found to be eligible, as they were Rh- and indirect Coombs test negative at the time of the abortion. Out of these 57, 3 refused to participate, 9 were lost to follow- up and 1 was found to have a Rh- husband. Therefore, the remaining 44 patients were combined with 13 patients identified in the same manner from a different facility.

All participants were given Rhogam or a placebo in a double-blind manner within 72 hours after the abortion. The patients returned for a follow-up indirect Coombs test and paternal genotype after 4 months. Paternal genotypes were obtained in 50% of the couples, resulting in the elimination of one, as previously stated.
	Results

Incidence of sensitizations at 4months using indirect Coombs' test(number/total (%))

Rhogam: 0/21 (0)

Placebo: 2/36 (5.6)

Further information regardingsensitizations in placebo arm

Patient 1:

18 years old, Gravida 1, Para 0 Received therapeutic abortion by suction curettage at 81 days after onset of LMP.

Uterine size was noted to be 11 weeks gestation.

Patient 2:

17 years old, Gravida 1, Para 0 Received therapeutic abortion by suction curettage at 76 days after onset of LMP.

Uterine size was noted to be 10-11 weeks.
	Limitations

Not randomized, and method of treatment allocation is not described. Method of blinding not reported.

9/57 were lost to follow-up and excluded. They were then replaced with women from another facility.

Dose of Rhogam not stated

	Full citation

GOLDMAN, JACK A., and BENJAMIN ECKERLING. Prevention of Rh immunization after abortion with anti-Rho (D)-immunoglobulin. Obstetrics & Gynecology 40.3 (1972): 366-370. [28]
Country/ies where the study was carried out

Tel-Aviv, Israel.

Study type

Clinical trial(non-randomized)

Aim of the study

To investigate the incidence of post-abortal Rh immunization 
Study dates

Not stated


	Population and Sample size and
Rh negative with previous abortion and unsensitized to the Rh factor at the time of the abortion, no Rh antibodies in her blood and a negative Coombs test

N = 170

From which 102 of them had first trimester abortion hence interest of our review

- Rhogam: 29

- Placebo: 73
	Interventions

Rhogam (n = 29)

Placebo (n = 73)
	Methods detail

The study consists of 122 patients in the control group and 48 in the treated group but 29 in the treatment group and 73 in the control group where first trimester. Before the injection, serologic tests on each patient included ABO group and Rh type, saline and enzyme antibody titers and

an indirect Coombs tests.

All subjects in the treated and control groups, were observed for at least 6 months; antibody titers were determined at 6 weeks", and at 3 and 6 months after abortion. Patients in whom antibodies were detected at 3 months were requested to return for serologic follow-up analyses up to 24 months after abortion
	Results

Incidence of sensitizations at 6 months using indirect Coombs' test(number/total (%))

Rhogam: 0/29 

Placebo: 2/36 

From the two sensitized cases one is spontaneous and the other is induced abortion.
	Limitations

Not randomized, and method of treatment allocation is not described. Method of blinding not reported. Sample size not calculated


