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Recurrent second-trimester pregnancy loss is an important obstetric complication that
may occur due to cervical insufficiency, maternal autoimmune disorders, and endocrine
or metabolic abnormalities, potentially leading to significant maternal and fetal com-
plications. Cervical insufficiency is characterised by premature cervical dilatation,
which may result in pregnancy loss, particularly during the second trimester. We report
a case of a 30-year-old woman who presented at 17 weeks and 4 days of gestation with
per-vaginal bleeding and lower abdominal pain, with a history of two previous second-
trimester pregnancy losses associated with cervical incompetence. Her medical history
was significant for antiphospholipid antibody positivity, pregestational diabetes mellitus
and hypothyroidism. Early ultrasonography demonstrated a viable intrauterine preg-
nancy with a cervical length of 4.2 cm and a closed internal os. Although cervical cer-
clage was planned, spontaneous fetal expulsion occurred before the procedure could be
performed. The placenta remained undelivered and required manual removal under
general anaesthesia, followed by the development of uterine atony and haemorrhage.
This was managed with uterotonic agents, tranexamic acid, intrauterine Bakri balloon
tamponade and blood-product transfusion, resulting in clinical stabilisation.
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INTRODUCTION

Definition

Second-trimester pregnancy loss refers to the loss of a
pregnancy between 13 and 27 completed weeks of
gestation. Recurrent pregnancy loss during this period
is an important obstetric concern that may arise from
maternal, fetal or placental factors. Cervical insuffi-
ciency is one of the recognised causes and is charac-
terised by the inability of the cervix to maintain the
pregnancy, resulting in premature cervical shortening
and dilatation, often without regular uterine contrac-
tions. This may lead to bulging of the fetal membranes,
membrane rupture and subsequent pregnancy loss. %

Etiology

The causes of second-trimester pregnancy loss are
varied and may involve anatomical, immunological,
endocrine and metabolic factors. Cervical insufficiency
may be associated with congenital cervical abnormali-
ties, previous cervical trauma, surgical procedures or
weakness of the supporting connective tissue. An-
tiphospholipid syndrome is another important cause of
pregnancy morbidity, as it may interfere with normal
placental function. Maternal conditions such as
pregestational diabetes mellitus and hypothyroidism
may also contribute to adverse pregnancy outcomes,
particularly when inadequately controlled. Other pos-
sible causes include uterine abnormalities, maternal

infections, placental disorders and fetal abnormalities.
[3,4,5]

Pathophysiology

The underlying mechanisms of second-trimester preg-
nancy loss depend on the associated maternal or fetal
condition. In cervical insufficiency, inadequate cervi-
cal strength and structural support may result in pro-
gressive shortening and premature dilatation as
pregnancy advances. This allows the fetal membranes
to descend through the cervical canal, increasing the
possibility of membrane rupture and pregnancy loss. In
antiphospholipid syndrome, circulating autoantibodies
may affect endothelial activity, platelet function, co-
agulation pathways and placental development,
thereby interfering with normal pregnancy progression.
Similarly, poorly controlled diabetes and inadequate
thyroid hormone levels may disturb maternal metabolic
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and hormonal functions, potentially affecting fetal and
placental development. -7

Epidemiology

Second-trimester pregnancy loss is less common than
early miscarriage but remains a significant cause of
adverse pregnancy outcomes. Women with a previous
history of mid-trimester pregnancy loss, particularly
those with suspected cervical insufficiency, require
careful assessment because of the possibility of recur-
rence. Antiphospholipid syndrome is a recognised
autoimmune cause of recurrent pregnancy morbidity,
while endocrine conditions such as diabetes mellitus
and thyroid dysfunction are also important considera-
tions during evaluation. The identification of these
underlying conditions helps guide appropriate antena-
tal surveillance and preventive management. %%

Diagnosis & Treatment

The evaluation of recurrent second-trimester preg-
nancy loss involves a detailed obstetric history, clinical
examination and appropriate investigations. Cervical
insufficiency is assessed through transvaginal ultra-
sonography to determine cervical length and identify
premature shortening or dilatation. A cervical length
below 25 mm before 24 weeks of gestation is an im-
portant finding in women with relevant obstetric risk
factors. Evaluation for antiphospholipid syndrome
includes testing for lupus anticoagulant, anticardiolipin
antibodies and anti-beta-2-glycoprotein 1 antibodies,
with persistent positivity on repeat testing at least 12
weeks apart required alongside appropriate clinical
criteria. Blood glucose, HbAlc and thyroid function
tests are also useful in identifying associated metabolic
and endocrine abnormalities. !> ¢

Management depends on the underlying cause and
individual obstetric history. Cervical cerclage may be
considered in selected women with cervical insuffi-
ciency, while serial cervical length monitoring and
progesterone therapy may be appropriate in certain
cases. Women with confirmed obstetric antiphospho-
lipid syndrome may require low-dose aspirin combined
with prophylactic heparin under specialist supervision.
Appropriate glycaemic control and levothyroxine
therapy are important in managing pregestational dia-
betes mellitus and hypothyroidism, respectively. 7

1759 | Page



Nandana R. S., Int. J. of Pharm. Sci., 2026, Vol 4, Issue 11, 1758-1765 | Review

Retained placenta and uterine atony are rare complica-
tions that may occur following second-trimester
pregnancy loss. Failure of placental separation or
expulsion may necessitate manual removal under
appropriate anaesthesia. Uterine atony occurs when the
myometrium fails to contract adequately, resulting in
continued bleeding from the placental implantation
site.  Initial management includes uterotonic
medications, fluid replacement and tranexamic acid
when indicated. Blood-product transfusion may be
required in cases of significant blood loss, while
intrauterine balloon tamponade, including the Bakri
balloon, may be used when bleeding persists despite
initial treatment. 1'%

This case describes recurrent second-trimester preg-
nancy loss in a 30-year-old woman with a history of
cervical incompetence and antiphospholipid antibody
positivity, along with pregestational diabetes mellitus
and hypothyroidism. The pregnancy was complicated
by spontaneous fetal expulsion at 17 weeks and 4 days,
followed by retained placenta requiring manual re-
moval under general anaesthesia. Subsequent uterine
atony and haemorrhage were managed with uterotonic
agents, tranexamic acid, Bakri balloon tamponade and
blood-product transfusion, resulting in maternal stabil-
isation.

CASE PRESENTATION

Patient information and obstetric history
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A 30-year-old woman, gravida 3 with two previous
pregnancy losses (G3A2), presented at 17 weeks and 4
days of gestation with complaints of per-vaginal
bleeding and lower abdominal pain. Her obstetric his-
tory revealed two previous spontaneous second-
trimester pregnancy losses, at approximately 20 weeks
and 16 weeks of gestation, respectively. Both previous
losses were documented as associated with cervical
incompetence. The current pregnancy was sponta-
neously conceived. Her medical history was significant
for antiphospholipid antibody positivity, pregestational
diabetes mellitus and hypothyroidism. She was receiv-
ing treatment for diabetes mellitus and levothyroxine
12.5 micrograms once daily for hypothyroidism. Dur-
ing the current pregnancy, low-dose aspirin and in-
jectable enoxaparin were also documented in her
antenatal medication history.

Antenatal assessment

Early obstetric ultrasonography demonstrated a single
live intrauterine pregnancy corresponding to approxi-
mately 6 weeks and 2 days of gestation, with fetal car-
diac activity. The cervical length was recorded as 4.2
cm, and the internal os was closed. First-trimester
screening was reported as normal, with a nuchal
translucency measurement of 1.5 mm and a low-risk
combined screening result. Although the early ultra-
sonographic findings were reassuring, the patient's
previous history of recurrent second-trimester preg-
nancy loss required careful antenatal surveillance and
further obstetric assessment.

Clinical presentation and examination

At 17 weeks and 4 days of gestation, the patient pre-
sented with per-vaginal bleeding accompanied by
lower abdominal pain. She was conscious and oriented
and was documented as afebrile, with no evident pallor
or pedal oedema. Cardiovascular, respiratory and cen-
tral nervous system examinations were unremarkable.
Abdominal examination revealed a soft abdomen, with
the uterine size corresponding approximately to 18
weeks of gestation. Pelvic examination revealed vagi-
nal bleeding with bulging fetal membranes. Consider-
ing her previous obstetric history and current clinical
findings, cervical cerclage was planned.

Laboratory investigations
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Laboratory investigations were performed to assess the
patient's haematological status, coagulation profile,
metabolic condition and associated autoimmune
markers.

¢ Antiphospholipid antibody profile:

Previous investigations showed elevated anticardi-
olipin IgM (11.2 MPL U/mL) and anti-beta-2-

MICRO BIOLOGY

ANA 0.1

glycoprotein I IgM (30.2 RU/mL) levels according to
the laboratory report. Antiphospholipid IgG was less
than 0.5 U/mL, while antiphospholipid IgM was 8.1
U/mL. Anticardiolipin IgG was 4.3 GPL U/mL. Lupus
anticoagulant was absent, and the antinuclear antibody
test was negative.

<1.0 : Negative RATIO
> OR = 1.0 : Positive

ANTI-PHOSPHOLIPID IGG ANTIBODIES, <0.5
ERUM

Comments

<10 GPL U/mi : Negative
>10 GPL U/mL : Positive

ANTI-PHOSPHOLIPID IGM ANTIBODY, SERUM
ANTI-PHOSPHOLIPID IGM ANTIBODY 8.1

Comments

<10 MPL U/mi : Negative
>10 MPLU/mL : Positive

ANTI CARDIOLIPIN ANTIBODIES IGM, SERUM
ANTI CARDIOLIPIN ANTIBODIES IGM

METHOD : ELISA

ANTI CARDIOLIPIN ANTIBODIES IGG, SERUM
ANTI CARDIOLIPIN ANTIBODIES IGG 43

METHOD : ELISA

ANTI 62 GLYCOPROTEIN 1 IGM, SERUM
ANTI B2 GLYCOPROTEIN 1 IGM

11.2 High

30.2 High

EIA - AUTO IMMUNE

u/mL

<7 MPL U/ml - Normal
>=7 MPL U/ml - Elevated

MPL-U/mL

<10 GPL U/ml : Negative GPLU/mML
>10 GPL U/mL : Positive

< 20 (Negative) RU/mL
> or = 20 (Positive)

Figure 1: Laboratory evaluation showing antiphospholipid antibodies, including anticardiolipin and anti-f2-
glycoprotein I antibodies, along with antinuclear antibody (ANA) results.

e Haematological investigations:

The patient's blood group was A positive.
Haemoglobin was 9.3 g/dL, which subsequently de-
creased to 8.7 g/dL during the postoperative period.
The platelet count was 2.31 lakh/mm?, and the total
leukocyte count was 9,280 cells/mm?. The packed cell
volume was 23.4%.

e Coagulation profile:

Prothrombin time was 13.2 seconds, with an interna-
tional normalised ratio of 0.97. Activated partial
thromboplastin time was 31.5 seconds.

e Biochemical investigations:

The HbAlc level was 4.9%. Liver function parame-
ters showed total bilirubin of 0.29 mg/dL, alanine
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aminotransferase of 14 U/L and aspartate aminotrans-
ferase of 15 U/L. Total protein was 5.6 g/dL, albumin
was 3.3 g/dL and globulin was 2.3 g/dL.

e Microbiological and serological investigations:

High vaginal swab culture showed no microbial
growth. Serological screening for HIV, hepatitis B
surface antigen, hepatitis C and VDRL was non-reac-
tive.s

Clinical course and pregnancy outcome

Considering the patient's previous history of second-
trimester pregnancy losses and the presence of bulging
fetal membranes, cervical cerclage was planned. How-
ever, before the procedure could be performed, spon-
taneous fetal expulsion occurred. The expelled fetus
weighed approximately 170 g. Following fetal
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expulsion, the placenta remained undelivered, necessi-
tating manual removal under general anaesthesia.

Management of retained placenta and uterine haem-
orrhage

Following manual removal of the placenta, the patient
developed persistent vaginal bleeding consistent with
atonic postpartum haemorrhage (PPH). Immediate
management was initiated with uterotonic therapy and
other measures to control bleeding. Injectable tranex-
amic acid was also administered as documented in the
perioperative records. As bleeding persisted, an in-
trauterine Bakri balloon was inserted to achieve
haemostasis through uterine tamponade. Blood-product
replacement was provided to manage blood loss and
support haemodynamic stability. The patient received
one unit of packed red blood cells intraoperatively and
two additional units postoperatively, along with three
units of fresh frozen plasma and five units of
cryoprecipitate. Intravenous antibiotics, analgesic
therapy, fluid replacement and other supportive
measures were also provided during the postoperative

period.
Postoperative monitoring and additional findings

Following the intervention, the patient was closely
monitored for further bleeding, haemodynamic stabil-
ity, haemoglobin levels and blood glucose fluctuations.
A General Medicine consultation was obtained due to
elevated blood glucose readings during the postopera-
tive period, and continued glycaemic monitoring was
advised.

Ultrasonography of the abdomen and pelvis revealed
hepatomegaly with grade I fatty infiltration. The post-
partum uterus measured approximately 7 x 9 x 11 cm,
with an endometrial thickness of 19 mm. An ill-defined
heterogeneous area measuring 2 % 1.7 cm was noted in
the lower endometrial cavity, showing minimal internal
vascularity. Follow-up evaluation was suggested to
assess the possibility of retained products of concep-
tion. Mild free fluid was also observed in the pouch of
Douglas.

CLINICAL OUTCOME

Following treatment with uterotonic therapy, tranex-
amic acid, Bakri balloon tamponade and blood-product
replacement, the patient's clinical condition gradually
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improved. No further clinically significant bleeding
was documented, and she remained haemodynamically
stable during the postoperative period.

Supportive treatment and blood glucose monitoring
were continued. The patient was subsequently dis-
charged in a stable condition with advice for follow-up.

DISCUSSION

Recurrent second-trimester pregnancy loss is a signifi-
cant obstetric complication that may be associated with
cervical insufficiency, autoimmune conditions and
maternal medical disorders. Cervical insufficiency is
characterised by the inability of the cervix to maintain
pregnancy, potentially resulting in cervical dilatation,
bulging of fetal membranes and pregnancy loss. In the
present case, the patient had a history of two previous
second-trimester pregnancy losses associated with
cervical incompetence and presented during the current
pregnancy with vaginal bleeding, lower abdominal
pain and bulging fetal membranes at 17 weeks and 4
days of gestation. Although cervical cerclage was
planned, spontaneous fetal expulsion occurred before
the procedure could be performed. The subsequent
development of retained placenta and uterine atony
further complicated the clinical course. This case
highlights the challenges involved in managing recur-
rent second-trimester pregnancy loss in women with

multiple maternal risk factors. '

The American College of Obstetricians and Gynecolo-
gists (ACOG) highlighted the role of cervical cerclage
in women with a history suggestive of cervical insuffi-
ciency, particularly those with previous second-
trimester pregnancy losses. Similarly, Shennan et al.
described cervical cerclage as an important preventive
intervention in selected women at increased risk of
second-trimester loss or preterm birth. In the present
case, the history of two previous pregnancy losses
associated with cervical incompetence supported the
decision to plan cervical cerclage. However, sponta-
neous fetal expulsion occurred before the planned in-
tervention. Unlike cases in which cerclage can be
performed before advanced cervical changes develop,
this case illustrates the difficulty of preventing preg-
nancy loss when the patient presents with bulging fetal
membranes.
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Tektonidou et al. emphasised the association between
antiphospholipid antibodies and adverse pregnancy
outcomes, including recurrent pregnancy loss and pla-
cental complications. Their European League Against
Rheumatism (EULAR) recommendations highlight the
importance of evaluating the antiphospholipid antibody
profile when assessing suspected obstetric antiphos-
pholipid syndrome (APS). Similarly, Miyakis et al.
highlighted the importance of specific clinical and
laboratory criteria in the classification of APS. In the
present case, previous laboratory investigations
demonstrated elevated anticardiolipin IgM and anti-B2-
glycoprotein I IgM levels according to the laboratory
reference ranges, whereas lupus anticoagulant was
absent. However, these findings alone do not establish
APS, as persistent antibody positivity and the relevant
clinical criteria must be considered. Therefore, al-
though antiphospholipid antibody positivity was an
important clinical feature in this patient, the pregnancy
losses cannot be directly attributed to APS based on the
available findings. ¢

Pregestational diabetes mellitus and hypothyroidism
were additional maternal comorbidities in this case.
The American Diabetes Association (ADA) empha-
sised that appropriate glycaemic management before
and during pregnancy is important to reduce the risk of
adverse maternal and fetal outcomes. In the present
patient, the HbAlc level was 4.9%; however, this sin-
gle measurement does not establish glycaemic control
throughout pregnancy, particularly because elevated
blood glucose readings were observed during the post-
operative period. Similarly, Alexander et al. high-
lighted the importance of thyroid function assessment
and appropriate management of hypothyroidism during
pregnancy. Although the patient had a known history
of hypothyroidism and was receiving treatment, thy-
roid function results were not available for comparison.
These findings emphasise the importance of regular
glucose monitoring and thyroid function assessment in

pregnant women with pre-existing endocrine disorders.
[12,13]

Perlman and Carusi reported that retained placenta may
be associated with significant maternal blood loss and
may require manual removal and additional interven-
tions to control bleeding. Their review also highlighted
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the importance of preparing for haemorrhagic compli-
cations when retained placenta is encountered. A simi-
lar clinical course was observed in the present case, in
which the placenta remained undelivered following
spontaneous fetal expulsion and required manual re-
moval under general anaesthesia. The patient subse-
quently developed uterine atony with persistent
bleeding. This outcome highlights the importance of
timely placental removal and close monitoring for

haemorrhagic complications following pregnancy loss.
[7.8]

Escobar et al., in the International Federation of Gyne-
cology and Obstetrics (FIGO) recommendations, de-
scribed a coordinated approach to haemorrhage
management involving uterotonic therapy, tranexamic
acid, fluid replacement and additional interventions
when bleeding is not adequately controlled. The World
Health Organization (WHO) also emphasised the im-
portance of timely recognition and appropriate escala-
tion of treatment in the management of postpartum
haemorrhage. In the present case, persistent bleeding
associated with uterine atony was managed with
uterotonic therapy, tranexamic acid and intrauterine
Bakri balloon tamponade. Blood-product replacement
was also required, including packed red blood cells,
fresh frozen plasma and cryoprecipitate. The interven-
tions provided in this patient reflect the importance of
prompt recognition, escalation of treatment and coor-
dinated obstetric care. Following these measures, the
patient's condition improved, and she was discharged
in a stable condition. %!

Compared with previously published clinical recom-
mendations, this case demonstrates the complex man-
agement of recurrent second-trimester pregnancy loss
in a woman with a history of cervical incompetence,
antiphospholipid antibody positivity, pregestational
diabetes mellitus and hypothyroidism. The case is par-
ticularly important because spontaneous fetal expul-
sion occurred before the planned cervical cerclage,
followed by retained placenta and atonic haemorrhage
requiring multiple interventions. Although several
maternal risk factors were identified, the available
clinical findings do not establish a single cause for the
pregnancy loss. The successful control of haemorrhage
and subsequent maternal stabilisation highlight the
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importance of individualised obstetric management,
multidisciplinary care, timely intervention and appro-
priate follow-up in high-risk pregnancies.

CONCLUSION

Recurrent second-trimester pregnancy loss remains a
challenging obstetric complication that requires early
identification of underlying risk factors and appropriate
antenatal management to improve maternal and preg-
nancy outcomes. This case highlights the importance of
recognising cervical insufficiency, evaluating associ-
ated maternal comorbidities and providing careful
monitoring throughout pregnancy. The patient's clini-
cal course was complicated by spontaneous fetal ex-
pulsion at 17 weeks and 4 days, followed by retained
placenta and uterine atony with persistent haemor-
rhage. Timely obstetric intervention, including manual
placental removal, haemorrhage control measures,
intrauterine balloon tamponade and blood-product
replacement, resulted in successful bleeding control
and maternal stabilisation. The significance of this
report lies in highlighting the complex interplay of
obstetric history and maternal comorbidities in high-
risk pregnancy management. It also reinforces the im-
portance of individualised antenatal assessment, mul-
tidisciplinary care, prompt management of obstetric
emergencies and appropriate follow-up to support
favourable maternal outcomes.
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