
CASE  REPORT  –  OPEN  ACCESS
International Journal of Surgery Case Reports 79 (2021) 146–149

Contents lists available at ScienceDirect

International  Journal  of  Surgery  Case  Reports

j ourna l h o mepage: www.caserepor ts .com

Unforeseen  encounter  of  acquired  hemophilia  A  in  a  preoperative
case  of  periampullary  carcinoma:  A  case  report

Suvendu  Sekhar  Jena a,∗,  Dibyasingh  Meher b, Neha  Dhankar c

a Surgical Gastroenterology and Liver Transplantation, Sir Ganga Ram Hospital, New Delhi, 110060, India
b General Surgery, VSS Institute of Medical Science and Research, Burla, Sambalpur, Odisha, 768017, India
c Dermatology, Venerology & Leprology, Pt. B.D. Sharma PGIMS, Rohtak, Haryana, 124001, India

a  r  t  i  c  l e  i  n  f  o

Article history:
Received 18 December 2020
Received in revised form 7 January 2021
Accepted 9 January 2021

Keywords:
Case report
Paraneoplastic syndrome
Acquired hemophilia A
Periampullary carcinoma
Factor VIII antibody

a  b  s  t  r  a  c  t

INTRODUCTION:  Acquired  hemophilia  A (AHA)  is  a  rare  disorder  characterized  by  development  of  anti-
bodies  against  factor  VIII,  which  can present  as  paraneoplastic  syndrome  in  various  malignancies  like
periampullary  cancer,  cancer  of lung,  prostate,  gastrointestinal  stromal  tumour  and  non  malignant  cases
like  pregnancy,  autoimmune  disease  and  medication.
CASE PRESENTATION:  We  report  a  case  of  elderly  man  presented  with  paraneoplastic  AHA in periampullary
carcinoma  in  preoperative  period  which  was  diagnose  by  mixing  study  and  inhibitor  assay  and  managed
with  bypass  agents  like recombinant  factor  VII,  FEIBA  and  immunosuppresion  to  eliminate  inhibitor
with  help  of steroid,  cyclophosphamide  and  emicizumab.  Patient  underwent  Whipple’s  pancreaticoduo-
denectomy  after  which  coagulation  study  became  normal  in immediate  postoperative  period.  Patient
was  discharged  and  followed  up  with  chemotherapy.
CLINICAL  DISCUSSION:  Periampullary  carcinoma  presenting  as  AHA  is  rare  and  rarer  in pre-operative

settings.  The  usual  mode  of  presentation  is bleeding  after  biopsy  and  from  minor  surgical  scars.  The
pathogenesis  is  yet  to be delineated.  It  is  managed  by factor  VIII administration  and  immunosuppressive
therapy.
CONCLUSION:  High  index  suspicion  should  be there  to  diagnose  AHA  as  a paraneoplastic  manifestation
and  elective  surgery  should  be  delayed  till normalization  of coagulation  parameters.

©  2021  Published  by  Elsevier  Ltd on  behalf  of IJS Publishing  Group  Ltd.  This  is an  open  access  article
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1. Introduction

To identify the cause of recent onset bleeding in patient with
any malignancy is quite challenging [1]. Disseminated intravascu-
lar coagulation and autoimmune thrombocytopenia are frequently
encountered cause of malignancy associated bleeding. A rare cause
of malignancy associated bleeding is inhibitory antibodies against
coagulation factors [2]. Acquired hemophilia A (AHA) is rare but
potentially life threatening bleeding disorder characterized by
development of auto antibodies against factor VIII in cases of malig-
nancy, autoimmune disorders, pregnancy and due to medications
[3]. AHA presenting as paraneoplastic syndrome in lung, prostate,
bladder, gastrointestinal and hematological malignancy had been
described before in postoperative cases [4]. Only few cases of AHA

associated with periampullary carcinoma had been reported in
literature and mostly in postoperative period. We  report our expe-
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ience of a case AHA presenting as paraneoplastic syndrome in
eriampullary carcinoma during pre-operative period.

. Case report

78 year old male, a known hypertensive since last 5 years was
ound to have intrahepatic biliary radical dilatation on ultrasound
uring routine health checkup. His LFT showed cholestatic pattern
ith elevated bilirubin (Total/Direct – 6.5/4.25). He was  evaluated
ith CECT abdomen which showed dilated common hepatic duct,

ommon bile duct (CBD) with an ill defined round hypodense lesion
easuring (19 × 19) mm in head of pancreas infiltrating into dis-

al CBD. He subsequently developed jaundice, ecchymotic patches
Fig. 1) over bilateral upper and lower limb along with bilateral
ower limb edema. CT angiography abdomen done to assess the
esectibility showed a nodular lesion at ampulla without any major
ascular involvement (Fig. 2). MRI  of lower limb showed diffuse
ubcutaneous and myofacial edema from gluteal area to proximal

eg region. Upper GI endoscopy showed an ulcerated exophytic
rowth at ampulla (Fig. 3) and biopsy was  suggestive of moderately
ifferentiated adenocarcinoma. Post biopsy patient had persistent
elena and fall in hemoglobin. On further evaluation, his aPTT was
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Fig. 1. Right upper limb showing subcutaneous bleeding.

Fig. 3. Periampullary lesion in upper GI endoscopy.
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Fig. 2. Computed tomography showing periampullary lesion (White arrow).

markedly elevated (105 s). The factor VIII assay revealed a value
of 2.5% and mixing study revealed late onset inhibitor. Bethseda
assay revealed factor VIII inhibitor titer of 34 BU/mL. A diagnosis
of acquired hemophilia A (Factor VIII inhibitor with high titer) was
made. There was no history of previous bleeding disorder, drug
history, known genetic predisposing factors or any suggestive fam-
ily history. He was then started on recombinant factor VII along
with steroid and cyclophosphamide, but he remained transfusion
dependent and melena persisted. The recombinant factor VII was

changed to FEIBA (Factor Eight Inhibitor Bypass Activity) but there
was no clinical improvement. In view of persistent transfusion
dependency, patient was started on emicizumab. Post emicizumab,
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ig. 4. Resected Whipple’s specimen showing periampullary lesion (White arrow).

elena stopped and he became transfusion independent. Repeat
PTT was 32 s and ROTEM showed normal INTEM/EXTEM graphs
uggestive of normal in vivo coagulation. He underwent Whipple’s
ancreaticoduodenectomy, by senior consultant gastrointestinal
urgery, who  regularly performs such surgeries; with an intraop-
rative blood loss of 100 mL.  Postoperative coagulation parameter
emain in normal limit with disappearance of echhymotic patches
nd limb swellings, without any need of further intervention. He
as  discharged on post operative day 11 with an uneventful post

p recovery. The biopsy showed moderately differentiated adeno-
arcinoma with lymphovascular, perineural invasion and received
hemotherapy (Gemcitabine + Cisplatin) and is doing well in sub-

equent follow up (Figs. 4 and 5).
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Fig. 5. Histopathology showing adenocarcinoma arising from duodenum.

3. Discussion

Para – neoplastic syndrome is a constellation of symptoms or
laboratory abnormalities not induced by metastatic tumor or any
local cause. This may  be due to immunological reactions or any
biological substance produced by the body in response to tumor
[5]. The prevalence of paraneoplastic syndrome in cancer patient
is 8% which is more likely to increase because of better diagnostic
method and increase in survival. The most commonly associated
malignancies include small cell lung cancer, breast cancer, gyneco-
logic tumors, and hematologic malignancies [6].

Autoimmune thrombocytopenia, factor VIII inhibitor, autoim-
mune hemolytic anemia, antiphospholipid antibody are usual
paraneoplastic hematological manifestation of malignancy [5,7].
AHA is a rare clinical condition which presents as sudden, severe
and potentially life threatening hemorrhages. It has an inci-
dence of 0.2–1.48 per 100,000 population. The postulated theory
behind AHA is development of immunue tolerance mechanism
which is characterized by the synthesis of lgG oligoclonal or
restricted polyclonal antibodies, that are targeted against and neu-
tralize the coagulation function of factor VIII: C. It is considered
as autoimmune paraneoplastic condition due to synchronous or
metachronous development with primary malignancy [8]. In many
solid tumor antibody against factor VIII can be seen which may  con-
sidered as paraneoplastic syndrome [3]. Case report of solid organ
malignancy with acquired hemophilia had been reported previ-
ously in gastrointestinal stromal tumor, duodenal and pancreatic
cancer [8]. Prevalence of paraneoplastic FVIII inhibitors is 11.8%
according to European Acquired Haemophilia Registry (EACH2) out
of which 67.8% associated with solid tumors and 32.2% in hemato-
logical malignancies [4]. Sometimes it disappears after surgery with
removal of cause as happened in our case [9].

Mavroeidis et al. and Geethakumari et al. had reported parane-
oplastic hemophilia associated with pancreatic cancer [10,11]. We
report our experience of another case of paraneoplastic hemophilia
associated with periampullary cancer in an elderly patient in pre-
operative period after thorough investigation and management.

Usually AHA is seen in post operative period as seen in litera-
ture review by S. Reitter et al. in 4 cases of pancreatic cancer [4].
Similarly Mavroeidis et al. reported AHA in postoperative case car-
cinoma of ampulla of vater after two month of surgery which was
attributed to peritoneal metastatic disease which was  also con-
firmed by Geethakumari et al. adenocarcinoma of pancreas [10,11].

None of the cases reported in preoperative period as per our knowl-
edge.

According to Sallah et al. immune dysfunction caused by abnor-
mal  T cell response to tumor antigen or abnormal interaction of T
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nd B cell resulted in development of inhibitor antibodies against
actor VIII [12]. However it is established for hematolological malig-
ancy. The mechanism regarding developement of autoantibodies
gainst factor VIII in solid tumor is yet to be established. However it
s thought to be due to resemblance of factor VIII with tumor anti-
en and subsequent autoimmune respose [13]. S. Reitter et al. also
upported this theory [4].

Cases of anti-FVIII autoantibody patients bleeding into skin,
uscle, mucosal surface of nasal, digestive tract, genitourinary

ract in 80% of cases [3,14]. Fig. 1 shows typical presentation in
ur case. Bleeding into body cavities like intracranial, retroperi-
oneal, retropharyngeal also seen but bleeding into joint seldom
ccurs which is a characteristic of congenital hemophilia. Lab-
ratory investigation like full blood count, platelet count and
oagulation profile should be done. Usually a prolonged aPTT with
ormal PT is found in AHA [15]. Factor VIII inhibitor should be
ifferentiated from coagulation factor deficiency (FVIII, IX, XI or
II). Lupus anticoagulant can confuse with inhibitor but it is nor-
al  if inhibitor against factor VIII is elevated. Mixing test in which

atients plasma is mixed to pooled plasma at 1:1 ratio will differ-
ntiate between a inhibitor and factor deficiency. Bethesda assay,
nti-porcine inhibitor titer, anti FVIII immunosorbent assay can be
erformed to measure inhibitor [15].

Untreated cases may  result in worsening of condition in patient
ith intramuscular, mucocutaneous bleeding. Providing immedi-

te hemostatic therapy and monitoring its outcome by means of
mprovement in anemia and clinical condition is required [16].
ontrol of bleeding is the first priority followed by elimination
f inhibitor and finding of underlying cause. Bypassing agent like
ecombinant factor VIIa and activated prothrombin complex con-
entrate (APCC) containing factor II, VII, IX, X is beneficial for life
hreatening bleeding. Factor VIII administration can help in neutral-
zing inhibitor but the quantity and half-life is difficult to qualify
long with it monitoring of hemostatic function should be done
ith aPTT and FVIII:C [16]. If inhibitor titer is low, desmopressin

nd factor VIII replacement can be given. Desmopressin increases
VIII:C by release of factor VIII and Von Willebrand factor but less
ffective on repeated administration. If possible, invasive proce-
ure to be avoided otherwise replacement therapy before and after
he procedure to be given [10].

For normalization of hemostatic function, inhibitor immunosu-
ression is the main modality [17]. Combination therapy of high
ose FVIII administration, immunoadsorption and immunosupres-
ion reported to be effective for AHA treatment [18]. Steroid alone
r in combination with cyclophosphamide and rituximab are used

n most of centres [9]. Other immunosuppressive agent like aza-
hioprine, cyclosporine, mercaptopurine and vincristine can be
sed [15]. Protein A adsorption column and plasmapheresis can
emove inhibitor for short-time in case of active severe bleed-
ng [19]. Sallah et al. reviewed 41 patient of AHA associated with

alignancy and found 70% complete response with 22% com-
lete remission among responder after treatment of cancer [3]. M.
apolitano et al. also reported complete response in 62.1% [20].

. Conclusion

AHA as paraneoplastic manifestation of periampullary carci-
oma is itself a rare condition and to present in pre operative setting
akes our case a unique one. Clinician should have a low thresh-

ld and high index of suspicion while evaluating a pre operative
atient with recent onset bleeding. Multidisciplinary involvement
s a definite while managing such patients. Elective surgery should
e postponed till correction of coagulation parameters. There is a
eed of large sample study of paraneoplastic AHA in periampullary
arcinoma to establishment its etiology and management protocol.
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The work has been reported in line with the SCARE 2020 criteria
[21].
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