
Recurrent Miscarriage



This is also referred to as recurrent spontaneous 
abortion and recurrent pregnancy loss. It is 
classically defined as three or more consecutive 
pregnancy losses at 20 weeks or less or with fetal 
weights less than 500 grams.

•Most women with recurrent miscarriage have 
embryonic or early fetal loss, and the minority of 
losses are after 14 weeks









RISK FACTORS AND ETIOLOGY

Only in 50 %, the cause can be determined 

Etiological categories:

Immunologic(AUTIMUNE,ALLOIMMUNE)

Endocrine(DM,PCOS,THYROID DYSFUCTION, Progesterone Deficiency

 Genetic

•Thrombophilic

Environmental

Anatomical

 Infection



1-ParentalChromosomal

Abnormalities
these account for only 2 to 8percent of recurrent 
losses, karyotypic evaluation of both parents remains 
a critical part of evaluation

The ratio of female-to-male abnormalities was 
approximately 2:1. 
Balanced reciprocal translocations accounted for 50 
percent of identified abnormalities; 
Robertson an translocations for 24 percent;
X chromosome mosaicism such as 47,XXY—Klinefelter 
syndrome—for 12 percent; 
and chromosomal inversions,deletion and a variety of 
other anomalies comprised the remainder 





if one parent carries a balanced translocation, the 
karyotype of a resultant pregnancy may be normal, 
the same balanced translocation, or an unbalanced 
translocation. Balanced translocations are likely to 
cause subsequent recurrent miscarriage in the 
offspring. An unbalanced translocation may 
produce a miscarriage, fetal anomaly, or stillbirth

Thus, a history of second-trimester loss or fetal 
anomaly should raise the suspicion that an abnormal 
chromosome pattern is present in one parent. Couples 
with an abnormal karyotype should be offered 
preimplantation genetic counseling 



Routine karyotyping of products of conception is costly, may
not accurately reflect the fetal karyotype, and we do not
recommend it. That said, some recommend routine
chromosomal analysis following a second consecutive

miscarriage











































Of APLS Treatment
There are treatment regimens for antiphospholipid
syndrome that increase live birth rates

Women who received both aspirin and heparin had 
asignificantly greater percentage of viable infants—80 
percent

The American College of Obstetricians and Gynecologists 
(2005a) recommends low-dose aspirin—81 mg orally per day, 
along with unfractionated heparin—5000 units 
subcutaneously, twice daily

This therapy, begun when pregnancy is diagnosed, is 
continued until delivery. Although this treatment may 
improve overall pregnancy success, these women remain at 
high risk for preterm labor, prematurely ruptured 
membranes, fetal-growth restriction, preeclampsia, and 
placental abruption 



These are genetically determined abnormal clotting 

factors that can cause pathological thrombosis from an 

imbalance between clotting and anticoagulation 

pathways.

Inherited 
Thrombophilias









ENDOCRINE FACTORS

Thyroid disease and antibodies

Severe iodine deficiency is associated with excessive 
early     pregnancy loss 

Thyroid hormone deficiency from an autoimmune 
cause is common in women, but any effects it has on 
miscarriage have not been adequately studied. And 
although thyroid auto antibodies are associated with an 
increased incidence of spontaneous abortion, their role 
in recurrent miscarriage is less convincing 



Because it is not clear that thyroid disease causes 
recurrent miscarriage, the American College of 
Obstetricians and Gynecologists (2001) concludes 
that there is no indication for screening 
asymptomatic women. Conversely, overt 
hypothyroidism may be difficult to detect clinically, 
testing is inexpensive, and treatment is highly 
effective. Thus, we recommend thyroid-stimulating 
hormone (TSH) screening for women with 
recurrent miscarriage.





Luteal phase defect

Progesterone is essential for 

implantation and maintenance of 

pregnancy

A defect in C.L.  impaired 

progesterone production

•Mechanism is unknown

•Insulin resistance 

↑ LH, Testosterone, and androstenedione  adversely 

affect the endometrium

Polycystic Ovarian Syndrome
Because of oligo- or anovulation, these women are 
subfertile. When pregnant, there also may be an 
increased risk for miscarriage



Hyperprolactinemia

Normal levels play important role in maintaining 

early pregnancy (in RPL















GA & characteristics (anembryonic pregnancy, live embryo) 

of all previous pregnancies.





RPL typically occurs at a similar GA

Most common causes of RPL vary by trimester

○Chromosomal & endocrine earlier than anatomic 

or immunological causes

Uterine instrumentation  intrauterine adhesions

Menstrual cycles regularity  endocrine 

dysfunction

Galactorrhea, Headache, Visual disturbances 



 Thyroid related symptoms 

Hx of congenital or karyotypic 

abnormalities  heritable

Was cardiac activity detected? If not 

suggests chromosomal abnormality

Does F.Hx display patterns of disease 

consistent with strong genetic 

influence? consanguinity 

 Exposure to environmental toxins

Hx venous thrombosis  thrombophilia

or APAS

 Information from previous laboratory, 

pathology, and imaging studies 





PHYSICAL EXAMINATION

•General physical 

•Signs of endocrinopathy

(hirsutism, galactorrhea, 

thyroid ,BMI) 

•Pelvic organ 

abnormalities (uterine 

malformation, cervical 

laceration)



LABORATORY EVALUATION

•1-Karyotype (Parental)

Low yield & limited prognostic value  only if 

the other work-up was negative

•Karyotype (Embryonic)

Not really needed

May consider after 2nd loss

If abnormal karyotype + normal parents  “bad 

luck”



2-UTERINE ASSESSMENT

Sonohysterography (SIS)
More accurate than HSG 
Differentiate septate & bicornuate
uterus

Hysterosalpingogram (HSG)
Does not evaluate outer contour
Not ideal for the cavity

Hysteroscopy
Gold standard for Dx + Rx intrauterine 
lesions
Cannot differentiate septate from 
bicornuate
Reserved for when no Dx is made



Ultrasound
Presence and location of uterine 
myomas
Associated renal abnormalities 

MRI
Differentiate septate from 
bicornuate

Hysteroscopy, laparoscopy, or MRI 
 second-line tests when additional 
information is required 



3-APAS

Dx: one lab & one clinical criteria are met
Clinical criteria:

Venous or arterial thrmobosis
RPL

Laboratory criteria
Lupus anticoagulant
Anticardiolipin antibody (IgG and IgM)
Medium or high titers of both
Low to mid positive can be due to viral 

illness 
Repeat twice, 6-8 weeks apart



4-THROMBOPHILIA

Evaluate if loss > nine weeks + 

evidence of placental 

infarction or maternal 

thrombosis 

5-THYROID TSH +/- FT4 & FT3

More important in ♀ with 

clinical manifestations but even 

in asymptomatic 

Thyroid peroxidase antibody




