Annals of Medicine and Surgery 70 (2021) 102830

ANNALS OF
MEDICINE
SURGERY

Contents lists available at ScienceDirect

Annals of Medicine and Surgery

journal homepage: www.elsevier.com/locate/amsu

ELSEVIER

Case Report

Newly acquired factor VIII deficiency in a male Ex-smoker — A case report

Pratishtha Singh ", Brian Gorman, Nardine Abdelsayed, Mohamed Faris

Department of Internal Medicine, Grand Strand Medical Center, Myrtle Beach, SC, USA

ARTICLE INFO ABSTRACT

Keywords:

Acquired factor VIII deficiency
Solid malignancy

Isolated PTT elevation
Acquired hemophilia A

Introduction: Acquired hemophilia A (AHA) also known as acquired factor VIII (FVIII) deficiency is an acquired
inhibition of coagulation by antibodies that either inhibit the activity or increase the clearance of a clotting factor
(FVIID). Mortality in patients presenting with AHA is related to bleeding and hemorrhage, therefore rapid
diagnosis and effective treatment are needed.

Case presentation: We present a case of a 59-year-old male with acquired VIII deficiency presenting with diffuse
ecchymosis and bleeding diathesis. The patient was treated successfully with steroids and rituximab.

Clinical discussion: It is a rare autoimmune disorder caused by neutralization of Factor VIII by IgG antibodies. This
can lead to severe, life threatening bleeding. Treatment involves replacement of FVIII and immunosuppression.
Conclusion: A key point to successfully treating AHA is to remove inhibitors and stop bleeding. Mortality in
patients presenting with AHA is related to the bleeding and hemorrhage, therefore rapid diagnosis and effective

treatment are needed.

1. Case report

A 59-year-old male with a medical history of chronic obstructive
pulmonary disease and tobacco use presented with symptoms of weak-
ness, left hip pain and diffuse ecchymosis. Two weeks prior to admission,
the patient reported a skin tear which had been bleeding persistently
that was evaluated in the emergency department (ED) and he was
advised to stop his home aspirin and discharged home. However, his
symptoms never resolved and no etiology was identified. Records from
that visit showed labs remarkable for an isolated elevated partial pro-
thrombin time without any other abnormalities and a mild normocytic
anemia of unknown chronicity. On the patient’s second visit, he re-
ported lightheadedness with palpitations and shortness of breath. He
denied any melena, hematochezia, or mucosal bleeding.

Upon review, his family history was positive for prostate cancer
however no bleeding disorders were identified. He reported a personal
history of negative colonoscopies, no alcohol use, no illicit substance
abuse, and no recent medication changes. He had a long-standing his-
tory of smoking and had quit 2 years prior to presentation. He denied
any history of autoimmune disorders. Of note, he had a recent follow up
with his primary care physician and a lung cancer screening computed
tomography (CT) was performed that noted a new multiloculated right
upper lobe 2.9 cm nodule. A follow up positron emission tomography
scan performed two days prior to admission showed a standardized
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uptake value of 2.1 which was nonspecific in etiology. He was admitted
for hematologic workup for symptomatic anemia in the presence of
persistent bleeding and diffuse ecchymosis.

On admission, his vital signs were remarkable for a blood pressure of
88/50 mmHg, tachycardia with 120 beats per minute. Physical exam
findings were consistent with diffuse ecchymosis and petechiae
throughout his extremities as can be noted in Figs. 1-3. His labs were
notable for a white count of 15,300/mm3, hemoglobin 11.4 gm/dL,
MCV 91.4fL and platelet count 478,000/mm3. Reticulocyte count of
4.7%, ferritin 123 ng/mL, iron saturation 14% and TIBC 261 mcg/dL.
Coagulation studies revealed a fibrinogen of 301 mg/dL, PT of 9.7 sec-
onds, APTT of 55 seconds and repeat of 61 seconds.

Hematology was consulted and further imaging of CT abdomen and
pelvis revealed enlargement of the left iliacus muscle with what
appeared to be intramuscular hemorrhage, findings that were consistent
with a spontaneous hematoma with some extension into the peritoneum
(Fig. 4). Further workup revealed a PTT mix 1:1 41.6 (upper limit 36.5),
Factor VIII antigen 38 (lower limit 64), Factor VIII activity 1%, and
Factor IX activity 146% (65-150). The patient was given prothrombin
complex concentrate and high dose prednisone and transferred to a
university hospital for further management. There he was treated with
steroids and rituximab and achieved complete remission. The patient’s
lung nodule was followed up and noted to be a confluence of tissue from
emphysema.
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Fig. 2. Left arm with diffuse ecchymosis.

2. Discussion

Factor VIII (FVIII) is produced in the liver and is an important protein
in the coagulation cascade. It is normally bound to and stabilized by von
Willebrand factor in the circulation. Acquired Hemophilia A is caused by
neutralization of Factor VIII by IgG antibodies (an acquired ‘inhibitor”).
This is a rare immune process that is most commonly idiopathic but has
been associated with cases of malignancy, pregnancy, postpartum
period, and rheumatologic disease. Incidence is 1.3-1.5 cases per
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Fig. 3. Right foot with dorsal surface petechial lesions and ecchymosis.

Fig. 4. Computed tomography of abdomen and pelvis revealing enlargement of
the left iliacus muscle representing an intramuscular hemorrhage. Findings
were noted to be consistent with a spontaneous hematoma with some extension
into the peritoneum.

million population per year and individuals with predisposing factors
such as HLA phenotype are at higher risk. Age of presentation is bimodal
and more incidence of disease arises in patients over the age of 50.
Hematologic cancer and solid tumors have both been cited as the most
common causal malignancies [1,2]. However, it has also been noted in
gastric cancer, hepatocellular carcinoma, lung cancer, colon cancer, and
prostate cancer [3-6]. Factor VIII deficiency is most commonly diag-
nosed concurrently with the underlying cancer although in rare cases it
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has been diagnosed two to seven months before or one to six months
after surgical resection [1].

Hereditary hemophilia A mainly present with spontaneous
hemarthrosis. In contrast, patients with acquired hemophilia A will
present with bleeding diathesis and ecchymosis. The bleeding is
commonly severe and could include intramuscular hemorrhage, hema-
turia, epistaxis, GI bleeding, and intracranial hemorrhage. Workup
shows isolated elevated partial thromboplastin time (PTT) with normal
prothrombin time (PT). Since heparin causes an elevated activated PTT,
the first step is to rule out the recent use of heparin products. A detailed
history may suffice, but retesting a second sample at a later time is also
an option. A blood test that may be utilized is ‘reptilase time’ and
‘thrombin time’ since heparin prolongs thrombin time but does not
affect reptilase time. Next a ‘mixing’ study can be utilized to differen-
tiate factor deficiency from factor inhibitors. Addition of normal plasma
to the patient’s plasma in a 1:1 ratio would result in an initial shortening
or PTT, and subsequent prolongation in the presence of an inhibitor. Had
the PTT improved on mixing study, the likely diagnosis would be factor
deficiency which can be seen in acquired von Willebrand factor defi-
ciency. Bethesda Assay can then be used to quantify the concentration of
Factor VIII inhibitors. Factors VIII activity and factor inhibitor anti-
bodies may also be measured directly. Bleeding is a cause of mortality
along with sepsis which can arise when a patient is undergoing treat-
ment with immunosuppressive therapies.

Treatment is targeted at controlling the bleeding and eliminating the
inhibitor. Controlling the bleeding depends on the severity of the bleed
and utilizes a variety of regimens. Some commonly used are desmo-
pressin (DDAVP), factor VIII concentrates, activated prothrombin com-
plex concentrate (bypass factor VIII activity), recombinant human factor
VIla, and recombinant porcine sequence factor VIII concentrates.
Eliminating the inhibitors involves the use of steroids in combination
with rituximab or cyclophosphamide. In cases of severe bleeding
extracorporeal removal of antibody may be indicated such as plasma-
pheresis and immunoadsorption to staphylococcal protein A [8]. Disease
course can then be monitored by PTT in two to four weeks and a repeat
of Factor VIII activity level in about four weeks. Complete remission has
varying definitions however it can be defined as an undetectable in-
hibitor and FVIII more than 70 IU/dL when immunosuppression is
stopped [7].

Of note, although rare, bleeding diathesis may be a presenting
symptom in a cancer patient. In a review of 27 analyzable cases, there
was a close temporal relationship between detection of the inhibitors
and diagnosis of the tumor [8]. This warrants a thorough workup for a
possible underlying malignancy in these patients. Our patient had a lung
nodule noted on a recent CT chest and although it was found to be
negative for malignancy, a workup was warranted given his presenting
signs and symptoms.

3. Conclusion

A key point to successfully treating AHA is to remove inhibitors and
stop bleeding. Agents chosen for therapy depend on severity of bleeding
and inhibitor titre. Most effect treatment involves increasing plasma
FVIII levels to sufficiency control bleeding and immuno-modulators to
eradicate the inhibitors at play. The patient mentioned above was able
to achieve complete remission with use of steroids and rituximab.
Mortality in patients presenting with AHA is related to bleeding and
hemorrhage, therefore rapid diagnosis and effective treatment are
needed. Prognosis remains variable and a meta-analysis reveals inde-
pendent factors that are associated with variable clinical outcome.
Future studies and analysis can focus on other prognostic factors which
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can further help understand the biology of disease and tailor treatment
accordingly.
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