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CASE REPORT

Hemophilia A–Acquired During 

Coronary Artery Bypass Grafting

ABSTRACT
We report a challenging case of a rare cause of post operative bleeding that 

occurred after the coronary artery by-pass graft procedure. We believe that acquired 

hemophilia A was the main culprit. Patient post CABG developed  nonsurgical 

bleeding with new isolated PTT prolongation. Bleeding was resistant to conventional 

therapy. Mixing studies didn’t correct PTT, thus we ruled out factor defi ciencies. 

Heparin effect was excluded by normal factor X levels. Patient received factor VIII 

inhibitor bypass therapy after which corrected PTT and stopped bleeding. The triad 

of acquired coagulopathy, noncorrectable PTT, and exclusion of heparin effect, make 

acquired hemophilia A the most likely diagnosis. 
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A 68-year-old, man with medical history of diabetes and 
chronic hypertension presented for coronary artery bypass 
grafting surgery. Patient had normal coagulation proÞ le 
prior to surgery. Initiation and weaning from cardiopul-
monary bypass (CPB) were uneventful with total CPB time 
of 197 minutes. In the Intensive care unit (ICU) patient was 
treated for retractable hypovolemia and increased chest 
tube output. Patient was stabilized over night with the use 
of blood products. Subsequently he underwent surgical ex-
ploration for continuous bleeding and coagulopathy. It was 
noted that bleeding was from the soft tissues and not sur-
gically correctable. Coagulaton proÞ le was characterized 
by signiÞ cantly elevated PTT despite administration of 

multiple blood products, including 17 units of FFP, 5 units 
of cryoprecipitate, 15 units of platelets, 12 units of PRBCs 
and 750 ml cell saver return. In addition, patient received 
aminocaproic acid, DDAVP, Factor VII a, vitamin K and hy-
drocortisone. The patient returned to ICU with bleeding 
rate of 1750ml/h and persistently elevated PTT>240 with 
all other coagulation parameters essentially normal. Unre-
markable values of Þ brinogen, heparin, PT, INR and plate-
lets were noted.  Mixing studies showed correction of PT 
with time but PTT remained elevated. These results could 
be heparin effect (The factor Xa was normal and ruled out 
heparin effect.) vs. true inhibitor (Figure 1).  Hematology 
service considered that this could be acquired hemophilia 

Table 1. Medications associated with acquired Hemophilia A. Frequently, drug-induced anti-FVIII arises after hypersensitivity reactions 

and remits shortly after withdrawing the offending drug. The pathophysiology of this phenomenon remains unknown. However, the strong im-

mune properties of both interferon (IFN) alpha and fludarabine may explain the appearance of autoantibodies against FVIII and other immune 

phenomena reported with their use.1,

Antibiotics Anticonvulsants Miscelaneous

Penicillin Phenytoin Clopidogrel

Sulfonamides Methyldopa

Chloramphenicol Interferon alpha

Fludarabine
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A with factor VIII inhibitor antibody. In the last effort they 
recommended giving FEIBA (factor VIII inhibitor bypass-
ing agent) to counteract a possible inhibitor antibody to 
FVIII. The next morning there was noted marked clinical 
improvement. Chest tube output subsided, cardiac param-
eters improved and patient was weaned from hemody-
namic support. He was discharged to rehab facility with no 
neurological sequel. 

Discussion
Acquired hemophilia A is a rare bleeding diathesis caused 
by antibodies directed against clotting factor VIII (FVIII). 
It involves mostly soft tissues. Precipitating factors/condi-
tions associated with acquired hemophilia A are advanced 
age, autoimmune conditions, malignancies, diabetes, cer-
tain viral infections, or postpartum. It may be associated 
with the use of certain medications (Table 1). We present 
a case where this immune deregulation developed during 
open-heart surgery.

Acquired inhibitors against factor VIII, also termed acquired 
hemophilia A, occur in non-hemophilic population with 
an incidence of 1-4 per mil/year. Mortality rate, as severe 
bleeding occur in up to 90% of cases, range from 8-22%.2  

The treatment priority is to arrest the acute bleeding and to 
eradicate the factor VIII antibody.3 Acute bleeding episodes 
in patients with high-titer inhibitors can be treated using 
human factor VIII bypassing agents, such as prothrombin 
complex concentrates or recombinant activated factor VII.
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Figure 1. Elevated PTT – initial work-up

Hemofi lija A koja se pojavila u vreme koronarno-

arterijskog premoštavanja 

APSTRAKT
Prikazali smo rijedak uzrok koji je doveo do postoperativnog krverenja nakon premošćavanja koronarne arterije (CABG). 

Vjerujemo da je glavni  uzrok tog krvarenja stečena hemofi lija  A. Nakon CABG procedure došlo je do krvarenja koje je praćeno 

prologiranim PTT (parcijalno tromboplastinsko vrijeme). Krvarenje je bilo otporno na konvencionalnu terapiju. Različitim 

ispitivanjima nije pokazano da PPT korigovano, stoga smo isključili njegovo pomanjkanje. Heparinski efekat  je isključen jer je 

nivo faktora X bio u granicama  normale. Pacijent je primio faktor VIII inhibitor kao terapiju kod bypassa što je normalizolo PTT i 

zaustavilo krvarenje. Trijada koja se sastoji od stečene koagulopatije, nekorektabilane PTT i izostanak efekta heparina, upućuje 

na to da je stečena hemofi lija A najvjerovatnija dijagnoza.

KLJUČNE REČI
Hemophilia A, premošćavanje koronarne arterije (CABG), infi bitor faktora VIII, parcijalno tromboplastinsko vrijeme, heparin. 
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CASE REPORT

Advanced Esophageal Carcinoma 

Expressing Human Chorionic 

Gonadotropin (HCG-b)

ABSTRACT
Human Chorionic Gonadotropin (HCG; HCGb) is expressed by various solid 

malignancies, including lung, pancreas, gastric and cervical cancers. Some previous 

studies suggest that this indicates an adverse prognosis. However, most of these 

studies evaluated HCGb expression by immunohistochemical methods, and the 

clinical signifi cance of elevated levels of serum HCGb is not known. It may indicate 

a particularly aggressive disease. This phenomenon has not yet been studied in 

esophageal cancers. Here we present a case of a middle-aged woman with a poorly 

differentiated esophageal carcinoma that expressed HCGb, and elevated levels of the 

hormone appeared in her serum.  These elevated serum levels were associated with 

a very aggressive clinical course. 
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A 46-year-old lady with a history of cholelithiasis pre-
sented with worsening, colicky epigastric and right upper 
quadrant abdominal pain that had persisted for four to Þ ve 
months with no aggravating or relieving factors. She had 
associated nausea, loss of appetite and a 40-pound weight 
loss. She denied fevers, chills, vomiting, diarrhea, urinary 
complaints or jaundice. She had regular but heavy men-
strual cycles and had four healthy children. SigniÞ cant 
family history included ovarian cancer in her mother and 
lymphoma in her sister. Our patient had never smoked, or 
abused alcohol/drugs. 

On physical examination, she was afebrile, pale but in no 
distress, with a regular heart rate of 82/min and a respira-
tory rate of 18/min. Her blood pressure was 161/92 mmHg. 
Systemic examination indicated normal lung, heart and 
neurological functions.  An abdominal exam revealed ten-
derness in the epigastrium and right upper quadrant with 
no guarding or rigidity, no shifting dullness, no masses or 
organomegaly and normal bowel sounds. Pelvic examina-
tion was normal.

Laboratory analysis showed normal serum electrolytes 
and lipase, as well as normal renal and liver function. 
Hemoglobin was 8.6 g/dL (normal = 11.7-14.9 g/dL) with 

an MCV of 68/fL (normal = 81.8-96.9/fL). Serum ferri-
tin was 88.7 ng/ml (normal = 11-307 ng/ml) with a serum 
iron of 9 mg/dL (45-182 mg /dL), low percent saturation 
and a total iron binding capacity of 225 mg/dL (normal 
250-425 mg/dL) consistent with anemia of inß ammation. 
A urine pregnancy test was positive with an HCGb level 
of 190 milli-International Units (mIU). A transvaginal 
ultrasound showed multiple Þ broids but no evidence of 
uterine or tubal pregnancy. A spontaneous abortion was 
suspected. However serial HCGb levels showed a plateau 
with levels of 156 and 166 mIU, a Þ nding that is incon-
sistent with spontaneous abortion. A CT scan of chest/
abdomen/pelvis showed irregular thickening of the distal 
esophagus and gastric cavity with multiple liver metasta-
ses, predominantly in the left hepatic lobe with peri-por-
tal and retroperitoneal adenopathy. All tumor markers 
CEA, CA 19-9, CA-125 and alpha-fetoprotein were nor-
mal. An esophago-gastro-duodenoscopy showed a large 
ulcerated mass in the distal esophagus, extending to the 
lesser curvature of the stomach. Biopsy indicated a poorly 
differentiated carcinoma with some squamous differen-
tiation on immunohistochemistry. The tumor was also 
stained for HCGb and was strongly positive, conÞ rming 
the ectopic secretion of HCGb by the tumor.
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The patient had an esophageal stent placed, which was 
then replaced with a jejunal feeding tube. She developed 
post-operative wound infection, which was treated with 
debridement and antibiotics. She was started on chemo-
therapy with cisplatin and 5-ß uorouracil for one cycle, 
but as her tumor progressed, she experienced worsening 
dysphagia and pain, and her functional status rapidly de-
clined. She enrolled in hospice services two months after 
the initial diagnosis.

Discussion
Ectopic HCG (HCGb) secretion has been reported in sever-
al types of tumors, including cervical, gastric, pancreatic, 
ovarian and lung cancers, and several studies indicate that 
its expression is associated with a graver clinical outcome 
as well. However, the prognostic signiÞ cance of ectopically 
secreted serum levels of HCG in patients with esophageal 
cancers remains unknown. We present a case of HCG-se-
creting esophageal carcinoma with a very aggressive clini-
cal course.

HCGb expression correlates with reduced tumor cell apop-
tosis, and increased expression may be involved as well in 
tumor vascularization and dissemination in patients with 
invasive cervical squamous carcinoma.1 Moutzouris et al 
showed that HCGb expression increased with tumor in-
vasiveness and that such tumors were relatively resistant 
to treatment.2 Others found that the a false positive urine 
pregnancy test was neither sensitive nor speciÞ c enough to 
be used as a tumor marker for lung and esophageal cancer.3 
However, another report indicated that elevated HCGb lev-
els in serum and urine correlated with established tumor 
markers like CA 19-9 and carcinoembryonic antigen in pa-
tients with pancreatic and biliary cancers.4 

Most studies of HCG expression in invasive cancers have 
been based on immunohistochemical analysis, yet the 
practical role of this hormone in any tumor may differ de-
pending on the histological type. One study showed that 
53% of patients with malignant gastric tumors had cells 
that were immunohistochemically positive for HCG; the 
positivity was more apparent in poorly differentiated tu-
mors than in well differentiated tumors and more common 
in antral tumors than in other locations. This study did 
not Þ nd any prognostic signiÞ cance of HCG secretion by 
the tumors.5 Another immunohistochemical study of colon 
cancers showed that patients with positive HCG had sig-
niÞ cantly worse survival compared to those with negative 
HCG production. The authors also found higher HCG posi-
tivity in patients with poorer tumor differentiation as well 
as more advanced disease in those individuals who had 
lymph node metastasis, peritoneal metastases and liver 
metastasis than patients without metastases. HCG positiv-
ity also correlated signiÞ cantly with Dukes staging; Dukes 
stage D tumors had signiÞ cantly higher rates of HCG ex-
pression compared to lower stages.6 Others reported that 
metastatic pancreatic adenocarcinomas had a >50% inci-

dence of HCG positivity and that HCG positive tumors had 
statistically signiÞ cantly worse survival rates compared to 
those that were negative for HCG.7

HCGb secretion by esophageal carcinoma is rare, although 
some investigators identiÞ ed positive cells by immunohis-
tochemistry. Three cases of HCGb-secreting esophageal 
squamous cell carcinoma were described by Birkenfeld et 
al.8 Immunohistochemical positivity was noted in 71% of 
the 42 esophageal squamous cell cancers, along with sig-
niÞ cantly greater positivity in tumors with lymph node 
metastasis, but serum or urine levels were not reported.9 
The immunohistochemical expression of HCG in esopha-
geal cancers has been conÞ rmed and the greater positivity 
correlated with poorly differentiated squamous histology 
in lymph node metastases, but no correlation with serum 
levels of HCG has been reported.10 HCG production is rare-
ly reported in esophageal adenocarcinomas, although one 
immunohistochemical study reported HCGb positivity in 
adenosquamous esophageal cancers in both well differ-
entiated and poorly differentiated squamous cell carcino-
mas.11 

Conclusion
Our patient had a rapidly deteriorating clinical course with 
an aggressive HCGb-expressing, poorly differentiated 
metastatic esophageal carcinoma. Our Þ ndings conÞ rm 
previous studies of colon and pancreatic carcinomas that 
suggest a poor outcome for patients with HCGb-secreting 
tumors. Because there are, as yet, no studies that link el-
evated serum levels of HCG with prognosis in esophageal 
cancers, further evaluation is needed to determine if HCG 
secretion detected by serum analysis is a potential prog-
nostic marker for invasive esophageal cancers.
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Pojava hemofi lije A u vreme koronarno-arterijskog 

premoštavanja 

APSTRAKT
Ekspresija humanog horionskog gonadotropina (HCG; HCGb) je ustanovljena u različitim solidnim malignim tumorima, uključujući 

pluća, gušteraču, želudac i karcinom cerviksa. Neke predhodne studije sugerišu da ovo ukazuje na nepovoljnu prognozu. 

Međutim, većina ovih studija je procjenjivala ekspresiju HCGb imunohistohemijskim metodama, dok je klinički značaj povišenog 

nivoa HCGb u serumu još uvijek nepoznat, a može ukazivati na posebno agresivnu bolest. Ovaj fenomen još uvijek nije 

proučavan kod raka jednjaka. Prikazali smo slučaj srednjovječne žene sa slabo diferenciranim karcinomom jednjaka, ekspresijom 

HCGb i povišenim nivoom hormona u serumu. Povišen nivo ovog hormona bio je udružen sa veoma agresivnim kliničkim tokom.

KLJUČNE REČI
Karcinom jednjaka, humani horionski gonadotropin, HCG.


