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Abstract: Acquired Hemophilia A (AHA), a rare bleeding disorder caused by autoimmune suppression of coagulation factor
VII(FVII), has a low incidence in perinatal women but carries significant risks of severe hemorrhage. The lack of consensus
guidelines and limited clinical data from developing countries underscore the importance of this case report. Consequently, this report
informs clinical practice and expands the evidence base for the treatment of AHA. This case describes an extensive abdominal wall
hematoma and hemorrhagic shock following a cesarean section in a patient. The condition was successfully managed through
comprehensive interventions, including shock resuscitation, endovascular embolization, pharmacological hemostatic therapy, removal
of circulating immune complexes, and immunosuppressive therapy. AHA usually causes acute bleeding, and early identification and
removal of acquired inhibitors are the main treatment methods. In such cases, endovascular embolization is an effective procedure to
control bleeding.
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Introduction

Acquired Hemophilia A (AHA) is characterized by the production of neutralizing autoantibodies (inhibitors) against
coagulation factor VIII (FVIII). AHA typically presents with significantly reduced FVIII activity levels (<0.3 TU/dL,
often <0.01 IU/dL), while FIX, FXI, FXII, and vWF levels remain unimpaired. With an incidence rate of approximately
1/350,000 deliveries during the perinatal period, it carries a mortality rate as high as 20-30%.' > The clinical significance
of perinatal AHA has become increasingly prominent due to the growing number of older mothers and the widespread
use of assisted reproductive technologies. In research on perinatal AHA, the identification and analysis of risk factors are
crucial. Key contributing factors include pregnancy-related factors (such as multiple pregnancies, hypertensive disorders
of pregnancy, and placental abnormalities), histories of autoimmune diseases (like systemic lupus erythematosus and
rheumatoid arthritis), and genetic predisposition (eg, specific HLA genotypes.® ® Researches indicate that altered immune
tolerance during pregnancy serves as a critical mechanism for the development of anti-FVIII autoantibodies.”” '
Specifically, some women may experience dysregulation of immune regulatory mechanisms during gestation, leading
to autoantibody production and subsequent bleeding associated with AHA. Clinically, this manifests as increased
bleeding primarily during delivery and perinatal procedures rather than throughout pregnancy.'>'® Typical clinical
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presentations include postpartum hemorrhage and non-uterine bleeding.®'**!” Given the persistent bleeding risks during
the puerperium, clinicians typically adopt two approaches: avoiding surgery (which may delay critical treatment windows
and potentially lead to organ failure or death) or performing early surgery (which may cause unnecessary interventions
and worsen patient outcomes). Therefore, minimally invasive endovascular embolization therapy, which is associated
with fewer complications, has been shown to be superior for patients with acute active bleeding, significantly reducing
mortality and recurrence rates related to hemorrhagic management.>'®'® Isolated prolongation of APTT may be
observed in some patients. The clinical differential diagnosis should encompass various possibilities, such as hereditary
coagulation factor deficiencies; acquired anticoagulants; and drug-induced effects. Therefore, an integrated assessment of
the patient’s medical history, specific clinical symptoms, and laboratory findings is essential to facilitate timely
identification of the underlying cause and guide appropriate therapeutic interventions.'” We present a case of post-
cesarean section abdominal wall hematoma with hemorrhagic shock due to AHA. Through comprehensive treatment,
including anti-shock therapy, endovascular embolization, pharmacological hemostasis, antibody elimination, and immu-
nosuppressive therapy, complete remission was achieved. Follow-up examinations over six months showed no recur-
rence. Despite delayed diagnosis in this case, endovascular embolization proved essential for rapid hemostasis and risk
reduction in this case, which provided new clinical insights into early recognition and emergency intervention for
peripartum AHA. The study was approved by the Ethics Committee of Shenshan Medical Central, Memorial Hospital of
Sun Yat-sen University (2025-SSKY-078), including the permission of publication of case details.

Case Presentation

Written informed consent for publication has been obtained from the patient. A 33-year-old multiparous woman was
transferred to our hospital’s obstetrics department on January 3, 2025. She had persistent postoperative incision bleeding
from a cesarean section that had lasted for one day. Prior to pregnancy, the patient maintained regular menstrual cycles
without history of menorrhagia, easy bruising, skin rashes, joint pain, or fever. She denied previous hematological
disorders or family genetic predispositions. This pregnancy resulted from assisted reproductive technology (ART) due to
tubal factors. Prenatal checkups showed no abnormalities. On January 2, 2025, she underwent a second cesarean section
under general anesthesia for threatened labor, scarred uterus, and full-term pregnancy. Preoperative activated partial
thromboplastin time (APTT) was prolonged to 90.7 seconds but was not immediately addressed due to urgent surgical
needs. The surgery was completed smoothly, with intraoperative blood loss of 300 mL. Two hours after surgery,
continuous incision bleeding developed, necessitating secondary suture reinforcement, hemostatic injections, intramus-
cular vitamin KI, intermittent transfusion of 4.5U suspended red blood cells, 800 mL frozen plasma, and 12U
cryoprecipitate. However, the bleeding continued. Twenty-seven hours postoperatively, the patient was transferred to
our hospital. Physical examination revealed an anemic appearance without skin rashes, petechiae, or ecchymosis. The
uterine fundus was firm and transverse. The incision site showed active dark red oozing with firm tissue within 5 cm
around it. A hard subcutaneous nodule approximately 5x5 cm was palpable 4 cm lateral to the left umbilicus, with mild
tenderness. No other abdominal tenderness or rebound was noted. Vaginal examination showed scant dark red bloody
lochia, while cervical and vaginal mucosa remained normal with no abnormalities. Blood tests revealed: red blood cell
count 2.21 x 10712/L, hemoglobin 60 g/L, platelet count 190.0 x 1079/, hematocrit 16.6%. Coagulation tests showed
prothrombin time 10.0s, international normalized ratio (INR) 0.84, fibrinogen 3.14 g/L, activated partial thromboplastin
time 67.7s, thrombin time 14.3s, and D-dimer 1.46 pg/L. Simultaneous treatment with wound compression and
hemostatic therapy.

On January 3, 2025, we performed an exploratory surgery under general anesthesia to examine the incision, debride
the hematoma, and suture the wound. This procedure was necessary due to continuous bleeding from the incision site,
and vascular activity in the wound could not be ruled out. During the procedure, extensive subfascial and dark red blood
clots were observed. The hematoma extended approximately 3 to 4 centimeters above the umbilicus. Active bleeding was
noted from both infraperitoneal arterial branches traversing the fascia. Dense adhesions between the rectus abdominis
muscle and peritoneum caused multiple active hemorrhages in the rectus space and on the peritoneal surface. No active
bleeding was detected in the pelvic or abdominal cavities, only a small amount of old dark red exudate was present
(Figure 1).
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Figure | Bleeding from the inferior epigastric artery during debridement.

The urinary catheter was removed 24 hours after debridement. Following ambulation, significant swelling developed
around the incision 2 centimeters above the umbilicus, accompanied by fever and tachycardia. Repeated blood tests
showed a progressive decrease in hemoglobin to 55 g/L, accompanied by hypotension (blood pressure 80/50 mmHg) and
active bleeding at the incision site. Intravenous fluid resuscitation and blood transfusion were immediately administered.

Following a multidisciplinary(MDT) consultation on January 6, a definitive abdominal artery angiography with
selective embolization was planned. During the Seldinger procedure for right femoral artery, leakage of contrast agent
was detected in the left and right inferior epigastric arteries puncture (Figures 2—6). After embolization of these sites, the
patient was transferred to the ICU for continued intensive care.

Previous laboratory tests showed a coagulation factor VIII level of 0.2%. The inhibitor titer was 64 Bethesda Units
(BU). After excluding lupus anticoagulants and disseminated intravascular coagulation (DIC), routine parameters
including fibrinogen, lactate dehydrogenase (LDH), uric acid, and antiphospholipid antibodies were found to be normal.
The diagnosis was confirmed to be acquired hemophilia A (coagulation factor VIII deficiency). Treatment focused on
controlling and preventing bleeding, as well as eliminating inhibitors. The patient was then transferred to the hematology
department for further therapy, including hormone therapy with methylprednisolone, immunosuppressant therapy with
azathioprine, rituximab therapy. Subsequent testing revealed undetectable coagulation factor VIII inhibitors, with
prothrombin time (PTT) and coagulation factor VIII levels normalized. The timeline for the entire episode of treatment
outlined above is shown in a diagram (Figure 7).

Discussion
Diagnosing and managing perinatal acquired hemophilia A is challenging. This is mainly because standardized guide-
lines are lacking, and the pathophysiology is not well understood. Bleeding symptoms of AHA include soft tissue
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Figure 2 Angiography of the inferior epigastric artery branch (left). A red circle marks the area of contrast extravasation, identifying the active bleeding site.

hematomas, mucosal bleeding, genital bleeding, intracranial hemorrhage, and persistent bleeding following trauma or
surgery.'*?°? Even in patients without visible bleeding, prolonged activated partial thromboplastin time (APTT)
suggests possible acquired coagulopathy.'” This case report demonstrates a definitive diagnosis of acquired hemophilia
A following postpartum fatal hemorrhage caused by progressive surgical wound hematoma with persistent coagulopathy.
Diagnosing AHA requires distinguishing it from primary hemophilia, disseminated intravascular coagulation (DIC),
hemolytic anemia, and other rare diseases.”**> As AHA is exceptionally uncommon, most cases are identified
incidentally during post-hemorrhagic etiological investigations, often leading to delayed diagnosis and treatment after
excluding other potential causes. Persistent APTT prolongation unresponsive to mixed prothrombin time (PTT) testing
suggests possible antithrombotic factor deficiency or severe coagulation factor depletion. The mixed prothrombin time
test evaluates PTT changes through plasma mixing with normal plasma. Therefore, when isolated PTT elevation is
detected preoperatively in patients without prior coagulation abnormalities, particularly when no identifiable etiology
exists, AHA should be urgently considered.'” In clinical practice, early identification of high-risk factors is crucial.
Studies indicate that patients undergoing ART face higher relative risk of perinatal coagulation disorders compared to
naturally conceived women.>'*!7** This phenomenon may result from hormonal fluctuations and placental dysfunction
in ART recipients, leading to increased coagulation risks. Research suggests that placenta-derived FVIII antigen
exposure, Treg cell dysfunction, and abnormal B-cell activation may be primary mechanisms disrupting perinatal
immune tolerance.”>° This phenomenon may result from hormonal fluctuations and placental dysfunction in ART
recipients, leading to increased coagulation risks. Therefore, enhanced coagulation monitoring and personalized inter-
vention strategies are necessary in prenatal care for these high-risk groups. In this case, the patient conceived through
ART, although laboratory tests showed significant prolongation of APTT, AHA was not initially considered, and further
confirmatory tests were not performed. The plasma inhibitor was not removed promptly, and coagulation did not
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Figure 3 After interventional embolization of the inferior epigastric artery branch (left).

improve. This led to a worse prognosis, a longer and more difficult treatment, and increased the financial burden on the
patient’s family.

The patient in this case presented with persistent postoperative active bleeding accompanied by signs of shock. For
emergency management, bypass agents such as recombinant activated factor VII (rFVIla) or activated prothrombin
complex concentrate (aPCC) should be prioritized as hemostatic agents.'*'7*” The patient with hemodynamic stability
during acute active bleeding may benefit from conservative measures like fluid transfusion and coagulation factor
correction, while unstable patient may require aggressive treatment. Nowadays, percutaneous endovascular embolization
can rapidly control bleeding and reduce complication risks in perinatal-onset hemophilia A patient, especially those
undergoing frequent short-term surgeries and experiencing tissue edema. After multidisciplinary consultation, we decided
to implement shock treatment alongside percutaneous transcatheter arterial embolization to achieve hemostasis. This
approach successfully controlled the bleeding and avoided the trauma associated with a repeat surgical intervention.
Studies have shown that early identification and accurate diagnosis are key factors in improving patient outcomes, while
timely initiation of immunosuppressive therapy is crucial for controlling disease progression and enhancing survival
rates, 17:21:28.29

Immunosuppressive therapy plays a crucial role during the perinatal period in treating acquired hemophilia A (AHA)
and related coagulation disorders. These treatments aim to control bleeding and improve overall patient outcomes. In
clinical practice, glucocorticoids, rituximab, and combination chemotherapy regimens (such as cyclophosphamide) are
primary treatment options.'” Studies have shown that patients receiving glucocorticoid therapy experienced significantly
reduced bleeding incidence and improved post-treatment prognosis.®!’>° However, for patients who still develop severe
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Figure 4 A bleeding artery with contrast extravasation, marked by a red circle to identify the active site.

Figure 5 Angiography of the inferior epigastric artery branch (right). A red arrow marks the area of contrast extravasation, identifying the active bleeding site.
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Figure 6 After interventional embolization of the inferior epigastric artery branch (right).
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Figure 7 Timeline of key events, laboratory values, and interventions for the patient. Activated partial thromboplastin time (APTT); Hemoglobin (HB); Coagulation factor
VIII activity (F-VIII:C); Bethesda Units (BU).

bleeding or coagulation dysfunction after glucocorticoid use, rituximab can substantially enhance clinical outcomes.***"

Evidence indicates that combining rituximab with glucocorticoids enhances therapeutic efficacy while reducing bleeding
risks.'” Through judicious use of medications including glucocorticoids, rituximab, and cyclophosphamide, effective
bleeding control and improved patient outcomes can be achieved. However, clinicians must closely monitor treatment
responses and adjust regimens promptly to ensure optimal therapeutic effects and minimize side effects. This case report
presents a patient who achieved complete remission through these therapies, with no recurrence observed over a six-
month follow-up period, indicating a favorable prognosis. This case report demonstrates that effective blood vessel
embolization, combined with appropriate use of glucocorticoids and rituximab, improved the patient’s prognosis. This
improvement followed successful hemorrhage control. It should be noted that this study is a case report with a limited
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follow-up duration and therefore may not adequately reveal long-term effects or late complications associated with the
disease.

Conclusion

We report a rare case of perinatally acquired hemophilia A, in which the patient developed an abdominal wall hematoma
following cesarean delivery; this hematoma led to hemorrhagic shock, underscoring the critical importance of timely
diagnosis and decisive intervention. Percutaneous embolization targeting the bleeding vessels played a key role in
controlling the acute hemorrhage. Successful management of perinatally acquired hemophilia A requires close multi-
disciplinary collaboration, including obstetrics, hematology, anesthesiology, and interventional radiology. Given the rarity
and diagnostic challenges of this disorder, enhancing awareness, establishing early identification protocols, and imple-
menting standardized management protocols are essential to reducing maternal and neonatal hemorrhagic complications
and improving survival and functional outcomes.
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