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Clinicopathological Conference

An elderly patient with chronic myeloid leukemia presented with

massive gastrointestinal bleeding
(the 34th case)
Department of Gastroenterology ,Chinese PLA General Hospital

Case presentation

A male patient, 86 years old, was admitted to
our department on Dec 13, 2008 because of mele-
na, fatigue and loss of appetite for 3 days.

Present history: Three days ago, the patient’s
food intake decreased significantly with no obvious
incentives, and his complaints were left upper ab-
dominal discomfort and sour regurgitation after
meal, with a little melena once on that day, but
without fever, bone pain, nausea and vomiting,
hemoptysis, mucosanguineous  feces, and
tenesmus, so he did not care, The next day, the
patient defecated about 500g melena again, with
fatigue and hyperhidrosis. He couldn’t stand by
himself. The night before hospitalization, the pa-
tient defecated about 100g melena again, with fa-
tigue aggravated, but without syncope, and no
medication was performed then. The next day, he
was carried to the emergency department, the
blood routine showed: haematoglobin(HB)58g/L,
white blood cell(WBC)82. 04X 10°/L, and neutro-
phil was 91. 6%, which was considered as leuke-
moid reaction by hematologist. The blood bio-
chemical test indicated high urea nitrogen level.
The patient was admitted to our department with
the diagnosis of gastrointestinal bleeding. Since
this episode, the urinary volume was about 500-
1000 ml per day, and his body weight decreased
significantly in recent half years.

Past history: The patient had gastroduodenal
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ulcer, chronic bronchitis, old tuberculosis, old left
basal ganglia hemorrhage, senile tremor, benign
prostatic hyperplasia, post operation of left femo-
ral neck fracture fixation. He was hypersensitive
to erythromycin, isoniazid and streptomycin,
Physical examination: The patient was thin,

his face was pale. No jaundice, rash and hemor-
rhage were seen on the skin, but the skin tempera-
ture was low, and the peripheral circulation of
limbs was poor. No superficial lymph nodes could
be palpated, and no sternum tenderness was
found. The conjunctivae were pale, the breathing
sound of both lungs was clear and no obvious rale
could be heard. His cardiac rhythm was regular at
105 per minute, and no obvious pathological mur-
mur could be heard on the valve auscultation areas,
He had scaphoid abdomen without visible intestinal
peristalsis; the abdominal aortic pulsatility could
be seen on the abdominal wall. The abdomen was
soft with no tenderness and rebound tenderness,
no mass could be touched. The liver and spleen
could not be palpated below the costal margin,
Murphy's sign was negative. The abdominal per-
cussion sounded like drum, the shifting dullness
was negative, and the bowel tones couldn’t be”

heard. There was no edema on the legs. The ap-

pearance of genitalia and anus was normal, EI

Blood test: The blood routine showed: HB °
58g/L, WBC 82. 04 X 10°/L, neutrophil 91. 6%
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and red blood cell (RBC) 1.44X10%/L. The bio-
chemical test showed: blood urea nitrogen (BUN)
29. 4 mmol/L, uric acid 465. 6 pmol/L and lactic
dehydrogenase (LDH) 560. 9 U/L. Arterial blood
gas analysis: pH 7. 419, PO, 86. 7 mmHg, PCO,
28.5 mmHg, SpO, 96. 4%, HCO; 18. 1 mmol/L,
BE -5. 5 mmol/L.

The primary diagnosis: (1) anemia of un-
known origin; (2) chronic bronchitis; (3) old tu-
berculosis; (4) old left basal ganglia hemorrhage;
(5) senile tremor;(6) post operation of left femo-
ral neck fracture fixation; (7) prostate hyperplasia.

After admission, enteroclysis was performed
for three times, plenty of black loose stools were
tested with positive occult blood. We treated the
patient with fasting, anti-infection, antiacid, fluid
replacement, hemostasis, blood transfusion (total
of 800 ml of erythrocyte suspension and 400 ml of
plasma) and supporting therapy, and his vital
signs stabilized, his heart rate was not more than
90 per minute, his blood pressure was kept at 120-
140/35—56 mmHg. The black stools turned into
yellow mushy, the appetite improved, the urinary
volume was 1300-1600 ml per day. Blood biochem-
ical test indicated that his liver function, renal
function and electrolyte were normal, plasma lev-
els of BUN and uric acid were reverted to normal
range, plasma LDH level declined significantly.
The blood routine showed: HB 72 g/L, WBC 12,91
X 10°/L, and neutrophil 79%. The patient experi-
enced repetitive slight fever, with the highest body
temperature 37. 5°C which could declined to normal
without treatment, The patient coughed and ex-
pectorated moderate white and watery sputum,
with the blood tubercular antibody positive, but no
acid-fast bacillus was seen in the sputum, Periph-
eral blood smear indicated that most of the neutro-
phils were myelocytes and metagranulocytes. The
neutrophil alkaline phosphatase (NAP) score was
elevated. Bone marrow smear and biopsy showed
proliferative response of bone marrow, the flow
cytometry showed doubtful myelodysplastic syn-

drome, the chromosome detecton showed positive

Pl’ chromosome: t(9;22) (Fig 1) and positive
BCR/ABL b3a2 fusion gene was indicated by gene
detection (Fig 2), which was considered as chronic
myelogenous leukemia (CML) by hematologist.
The patient was transferred to the Department of
Hematology, where the detection showed the posi-
tive rate of BCR/ABL fusion gene was 78%, and
imatinib mesylate (Gleevec) treatment was per-
formed, One month later, the positive rate of BCR/
ABL {fusion gene declined to 48. 4%. The blood rou-
tine showed; HB 86g/L, WBC 4. 82X10°/L, neutro-
phil 55% and RBC 2, 83 X 10'2/L. The biochemical
test showed: BUN 10. 24 mmol/L, uric acid 412. 1
umol/L and LDH 243. 2 U/L.

Discussion

Dr. CHEN Siwen: The patient was admitted
to the Department of Gastroenterology because of
melena with positive stool occult blood and elevat-
ed plasma BUN level, so the diagnosis of gastroin-
testinal bleeding was confirmed. Considering the
patient’s past history of peptic ulcer, we deduced
that the patient experienced upper gastrointestinal
bleeding induced by the recurrent peptic ulcer. The
blood routine after admission indicated severe anemia
with HB 58 g/L and RBC 1. 44X10"/L. To review
the past history of the patient, the WBC and neutro-
phil remained elevated for more than one year with the
ranges 11, 87 —27. 86 X 10°/L and 0. 714—0, 920
respectively, since his last hospitalization on Oct
2007 because of cerebral hemorrhage, which was
considered as leukemoid reaction then, and no spe-
cial treatment was performed. The last blood routine
test before admission to our department (Sept 10
2008) showed: RBC 3. 58X 10" /L and HB 129 g/L.
Three months later, HB was declined from 129 g/L to
58 g/L with severe anemia, while the patient only
defecated melena 3 times, accompanied with fa-
tigue and hyperhidrosis. Furthermore, the vital
signs of the patient after admission was stable,
without hypovolemic shock. The clinical manifes-
tation of the patient was conflicting to the labora-

tory examination, Moreover, considering the high
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level of WBC, we thought that the diagnosis of
leukemia couldn’t be excluded. So the peripheral
blood smear, NAP score, bone marrow aspiration
and biopsy were performed, which showed positive
BCR/ABL fusion gene and positive Ph’ chromo-
some, the diagnosis of CML was confirmed. I
think this case is an atypical CML.

Dr. WU Daohong : The patient was admitted
to our department with the diagnosis of "anemia of
unknown origin", which may be due to the gastro-
intestinal bleeding. But according to the patient’s
clinical manifestations, we deduced that the blood
loss was less than 10 percent of his total blood,
which could not result in the severe anemia, We al-
so noticed the high levels of WBC, neutrophil, uric
acid and LDH(the later two could be released from
the damaged leukocyte), which reminded us the
diagnosis of leukemia, but the spleen was not large
in physical examination and ultrasound examina-
tion, no sternum tenderness was found in the
physical examination. Fortunately, bone marrow
aspiration and biopsy showed positive BCR/ABL
fusion gene and positive Ph’ chromosome, which
confirmed the diagnosis of CML, To retrospect the
diagnostic procedure of the patient, his clinical
manifestations included light fever, weight loss,
anemia, and melena, but didn't include bone pain,
hepatosplenomegaly, elevated blood WBC more
than 100X 10°/L, and hemorrhage under the skin
and mucosa, which were the typical clinical mani-
festations of leukemia; moreover, he also experi-
enced chronic bronchitis and respiratory infection,
which resulted in the misdiagnosis and missed di-
agnosis, To review the published medical litera-
tures, CML without splenomegaly was not infre-
quent. All in all, to elderly patients with elevated he-
mogram and anemia which couldn’t be explained by
their symptoms, we should not only search for the
possible occult source of infection and bleeding active-
ly, but also think of the diagnosis of leukemia, even in
the absence of lymphadenectasis, hepatosplenomegaly
and sternum tenderness, the typical symptoms of

leukemia. Bone marrow aspiration and biopsy exami-

nation could help us clarify the diagnosis.

Dr. WU Benyan: This is an elderly case of
CML who was diagnosed because of gastrointesti-
nal bleeding. To review the patients medical histo-
ry, he had been in hospital for cerebral hemorrhage
and respiratory infection for several times, Even
though his WBC had elevated for more than one
year, he still was misdiagnosed as leukemoid reac-
tion. Leukemoid reaction is a stress response to se-
vere infection, poisoning, hemolysis, malignant
tumors, blood loss, ete, The clinical manifesta-
tions of leukemoid reaction include elevated WBC
and appearance of naive cells in peripheral blood,
which are similar to leukemia. But in leukemoid
reaction, all of the above can be quickly restored
once the cause removed, and the Pk’ chromosome
is negative, which is different from CML. The rea-
son of being misdiagnosed in this case included;
(1) the non-specific clinical manifestations, such
as the absence of lymphadenectasis, hepatospleno-
megaly, hemorrhage under the skin and mucosa
and sternum tenderness, which are the typical clin-
ical manifestations of leukemia; (2) the complica-
tions, including respiratory infection, could also
result in the elevated WBC. The patient was diag-
nosed as CML for his melena, which could not ex-
plain the severe anemia. The diagnosis was con-
firmed by bone marrow aspiration and biopsy final-
ly. The patient experienced elevated WBC as 82, 04
X 10°/L after admission, and the highest WBC
was 97. 7X10° /L during the hospitalization, which
declined significantly to 12. 91 X10°/L, the percentage
of neutrophil also declined to 79% after anti-infec-
tion therapy, and the NAP score elevated, so we
deduced that the acute infection contributed to the
elevated WBC partly. Simultaneously, as a case of
gastrointestinal bleeding, we couldn’t exclude that
the elevated WBC were induced by pachyemia part-
ly. In addition, the patient had experienced elevated
WBC during the last hospitalization for cerebral
hemorrhage, we could not exclude that the cere-
bral hemorrhage was one of the clinical manifesta-

tions of CML. Fortunately, the patient was still in
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the chronic phase of CML, his condition improved
significantly after imatinib treatment, the positive
rate of BCR/ABL fusion gene declined significant-
ly, the neutrophil percentage, WBC and RBC
count returned to their normal ranges. It is a pity
that the patient was senile and asthenia, so he
couldn’t accept the endoscopic examination, and
the cause of gastrointestinal bleeding had not been
clarified finally. To review the published internal
medical literatures, elderly patients diagnosed as
CML with its primary symptom as gastrointestinal
bleeding was not rare. Of course, we were not
sure that if gastrointestinal bleeding was the clini-
cal manifestation of CML in this case, maybe the
CML of this case was so insidious that it was only
diagnosed when the active gastrointestinal bleeding
occurred. As the life-span of human prolonged,

the incidence of elderly patients’ leukemia was also

elevated, but the occult and non-specific symptoms
in the early stage, and the multi-organ, multi-sys-
tem diseases associated with elderly patients, such
as chronic obstructive pulmonary disease, diabe-
tes, hypertension, coronary heart disease and cere-
bral infarction always interfer our diagnosis and
easily lead to misdiagnosis and missed diagnosis.
In summary, to the elderly patients with anemia of
unknown origin, the gastroenterologist shoud con-
sider not only the diagnosis of gastrointestinal
bleeding, but also the diagnosis of leukemia,
When the gastroenterologist found that gastroin-
testinal bleeding could not explain the anemia, it is
necessary to perform bone marrow aspiration and

biopsy to make the correct diagnosis.

(Translator; CHEN Siwen)
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