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ABSTRACT:

Background: Acute myelogenous leukaemia is a type of acute leukaemia more commonly.seen in
adults than in children and usually presents with features of anaemia, neutropoenia and
thrombocytopoenia (pancytopoenia). Red cell transfusions and the use of granulocyte colony
stimulating factor usually correct the anaemia and neutropoenia respectively while platelet
concentrates are required for correction of thrombocytopoenia. However, some patients develop
platelet refractoriness where they fail to achieve expected increment in platelet count following
platelet transfusions which may be fatal because severe thrombocytopoenia may lead to bleeding into
vital organs including the brain. The aim of this report is to document the management of platelet
refractoriness in a patient with acute myelogenous leukaemia and paraplegia, with correction of
thrombocytopoenia in a low resource setting.

Methods: Data was obtained from the case notes of a. 14 year old male with acute myelogenous
leukaemia and paraplegia who developed platelet refractoriness. A review of literature was done by
searching on Google and PubMed.

Results: A 14 year old male who presented with pancytopoenia and paraplegia was diagnosed with
acute myelogenous leukaemia. He had multiple transfusions and developed platelet refractoriness.
Despite severe thrombocytopoenia and platelet refractoriness, he was commenced on chemotherapy
and achieved remission.

Conclusion: Paraplegia is an uncommon presentation of central nervous system involvement in acute
myelogenous leukaemia. Platelet refractoriness is a feared complication occurring in haematological
malignancies. The acute myelogenous leukaemia complicated by platelet refractoriness was treated
successfully in a low resource setting.

Key words: Platelet refractoriness; Acute Myelogenous Leukaemia; Acute myeloid leukaemia;
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Introduction:
The acute leukaemias are clonal haematological malignancies of myeloid or lymphoid origin. In
both cases they are characterized by the proliferation of immature haemopoietic cells known as

blast cells which accumulate in the bone marrow and circulate in the peripheral blood. This
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accumulation may also occur in other organs such as the spleen, liver, testes, skin or central
nervous system.

In 2008, the revised World Health Organization diagnostic criteria for acute leukaemias required
the demonstration of = 20% blast cells in the peripheral blood or bone marrow.! Acute
lymphoblastic leukaemia (ALL) is the commonest malignancy in children23 while acute
myelogenous leukaemia (AML) occurs more commonly in adults.45> The French American British
classification of AML uses morphology to classify AML into 8 subtypes, from MO to M7: The MO
subtype is undifferentiated, M1 and M2 are myeloblasts without or with maturation respectively.
Acute promyelocytic leukaemia is the M3 sybtype while M4 and M5 show monocytic differentiation.
M6 is erythroleukaemia while M7 is acute megakaryoblastic leukaemia.6

Extramedullary leukaemia occurs when leukaemic cells are found in other organs outside the bone
marrow. Central nervous system (CNS) involvement in acute leukaemiasis more common in ALL,
however it may occur in AML.” Patients with AML may have symptoms and signs of CNS disease at
presentation, or may develop it later while on chemotherapy or-even after chemotherapy. CNS
disease is diagnosed when blasts are present in the cerebrospinal fluid, if there is cranial nerve
palsy or meningeal involvement, or the presence of a non-haemorrhagic CNS chloroma (solid mass
of leukaemic cells) on CT scan. Central nervous system disease in AML although unfavourable
(because it is difficult to completely eradicate it) does not affect survival in AML.89

Patients with AML commonly present with clinical and laboratory features of anaemia,
neutropoenia and thrombocytopoenia (pancytopenia). Haemoglobin levels generally vary for
different age groups and sex but normal values range from 11.5 - 15.5g/dL in pre-teen and early
teen years.!0 The normal white cell count for this age group is from 5-13 X 109/L with absolute
neutrophil counts ranging from 2-8 X109/L.10 Normal platelet counts in Africans have been
reported to be 10 -20% lower (95 - 322 X 109/L) compared to Caucasian values (150 - 445 X
109/L) 10.11,12,13 Cytopoenias occur when a patient presents with full blood count parameters below
expected values for their age group, sex or ethnicity.

Platelets are the smallest sized of all the blood cells and have an average lifespan of 7-10 days. They
are anucleated cells produced by megakaryocytes in the bone marrow. Normally, about a third of
platelets are stored in the spleen. Platelets are essential for haemostasis and achieve this by
forming a mechanical plug when there is vascular injury. In the cell based theory of coagulation,
platelets provide a rich phospholipid framework for coagulation to occur, they also release some

stored coagulation factors when activated.'* Thrombocytopoenia is a reduction in the platelet count
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below the normal reference value. Since platelets are required for haemostasis, thrombocytopoenia
results in bleeding which may be fatal especially at counts <10 X 109/L because it can result in
intracranial haemorrhage. Thrombocytopoenia in AML is both due to reduced platelet production
(due to bone marrow infiltration by the blast cells) and shortened lifespan of the platelets.15
Platelets also have impaired function in AML patients due to reduced platelet activation.16 About
20-32% of patients with AML and thrombocytopoenia have haemorrhage.l”

The cytopoenias in AML require correction; red cell transfusions and the use of granulocyte colony
stimulating factor usually correct the anaemia and neutropoenia respectively while platelet
concentrates are required for correction of thrombocytopoenia. Platelet concentrates may be
harvested from a single donor (apheresis platelets) or pooled from about 4 -6 donors’ whole blood
by the use of a cold centrifuge. One unit of apheresis platelets is estimated to increase the platelet
count by 30 X 109/L - 50 X 109/L, while a single donor unit (before pooling) can increase the
platelet count by 5 X 109/L.18.19 However, about 30% of patients develop platelet refractoriness
(PR) where they fail to achieve expected increment in platelet count following platelet
transfusions.20 This poses a great challenge in managing patients with acute myelogenous
leukaemia as severe thrombocytopoenia may lead to bleeding into vital organs including the brain.
Causes of PR may be immune or non-immune mediated. The immune mediated causes may be due
to development of alloantibodies against the'ABO blood group antigens, human leukocyte antigens
(HLA) and or human platelet antigen (HPA) systems on the transfused donor platelets which
destroys them. Autoimmune causes such.as immune thrombocytopoenia or thrombotic
thrombocytopenic purpura may also.cause PR. Up to 80% of PR arise from non-immune causes
which include fever, sepsis, splenomegaly, hepatomegaly, disseminated intravascular coagulopathy
(DIC), active bleeding and drugs such as heparin, quinidine, penicillin or aspirin.18,20, 21

There are several ways of assessing response to transfused platelets. The corrected count
increment (CCI)is cumbersome to calculate and uses the formula: - [(post platelet count - pre
platelet count) x Body Surface Area] / platelet dose. With the CCI, a platelet increment of <7.5 X
109/L isregarded as suboptimal. The percentage of platelet recovery (PPR) is the second method
which uses the formula: - (number of platelets transfused X 0.67 X 10E3) / blood volume in mL,
where 0.67 is the factor for splenic pooling. A PPR of <30% is suboptimal. The third method is the
post-transfusion platelet increment and is the easiest and most practical to calculate. It is calculated
simply by subtracting the pre-transfusion platelet count from the post-transfusion platelet count.

An increment of <11 X 109/L is regarded as suboptimal and if it occurs on 2 consecutive occasions
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then there is platelet refractoriness. For the PPR and post-transfusion platelet increment, platelet
count is assessed at one hour after transfusion of platelets but for the CC], it is assessed both at one
hour and twenty-four hours post transfusion.15 22

The risk for developing PR is increased in multiply transfused patients, the use of non-
leukoreduced blood and blood components, pregnancy, in the transfusion of ABO-mismatched
platelet concentrates or stored platelets of more than three days.15 Leukoreduction involves
removal of white cells from blood components, this reduces the risk of developing PR or the need to
use HLA matched platelets.23.24.25 Treatment of PR involves treating the underlying cause in cases of
non-immune PR, or the use of HLA or HPA matched platelets for transfusions.In immune mediated
cases, the use of intravenous immunoglobulins, Rituximab and Cyclosporine A have all been
proposed.18

In a low resource centre, there may not be facilities for blood component preparation. Presently,
the University of Port Harcourt Teaching Hospital in Rivers, Nigeria is one of the handful of centres
that can provide this service in the country. This is the first case of PR recorded in our centre. The
aim of this report is to document the PR which occurred in a patient with AML and CNS disease that
was successfully treated in a low resource setting:

Case Report

M.T. was a 14 year old male referred to the University of Port Harcourt Teaching Hospital in Rivers,
Nigeria with recurrent fever, bone pains and tiredness of three months duration. He also
complained of a two week history of pallor of his palms and soles; and inability to walk for a few
days. He had received two units of blood at a peripheral centre because he had a haematocrit of
12%. On examination at presentation at our centre he was severely pale, anicteric, febrile with a
temperature of 40.5°C. There was no peripheral lymphadenopathy and no pedal oedema.
Examination of the abdomen revealed hepatomegaly of 7cm below the costal margin. The CNS
examination showed he was oriented in time, place and person. The power was five in the upper
limbs but zero.in both lower limbs.

Full blood count done revealed pancytopoenia; there was severe anaemia with a haemoglobin
concentration of 7.3g/dl. Although the white blood cell (WBC) count was normal (8 X 109/L), the
differential WBC count was abnormal and showed presence of 95% blast cells with severe
neutropoenia; the absolute neutrophil count was 0.32 X109/L. The platelet count was also severely
reduced at 5 X10%/L (Table 1). The peripheral blood film showed blasts that were moderately large

in size with lacy or loose nuclear chromatin. The nuclei of the blasts generally had about 1-3
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nucleoli. Their cytoplasms were basophilic, several of them had granules and a few of them
possessed Auer rods, in keeping with myeloid blast cells- myeloblasts (Fig. 1). The patient’s bone
marrow aspirate showed a hypercellular pattern with depressed erythropoiesis and
megakaryopoiesis. There was proliferation of myeloid blasts with the bone marrow differential
count giving a value of 91% myeloblasts. The blasts were large sized cells with deeply basophilic
cytoplasm containing Auer rods and granules in some of them. The blasts had heterogeneous
nuclear shapes with nuclear indentations in some of them. Nuclear chromatin pattern of the
myeloblasts was loose in nature, with prominent multiple nucleoli (Fig. 2). There wereno foreign
cells in the bone marrow and there were normal iron stores. Other tests done included uric acid
which was markedly elevated at 721umol/L; the urinalysis, renal and liver functions tests were
essentially normal. Brain CT-scan requested for was not done by the patient. Lumbar puncture was
withheld until the time of intrathecal chemotherapy.

With the above clinical and laboratory features (including a blast count of 95% in the peripheral
blood and 91% in the bone marrow), a diagnosis of AML of the M1 subtype with CNS involvement
was made. He was optimized for chemotherapy with fresh whole blood (FWB) and four units of
freshly prepared ABO-blood-group-specific apheresis platelets (AP) harvested from donors with a
minimum platelet count of 250 X 109/L. He also had granulocyte- colony stimulating factor (G-CSF)
given subcutaneously at the dose of 300ug per day. The anaemia was corrected following the
transfusions however, the patient developed platelet refractoriness (PR) with lack of increment in
the post transfusion platelet 1 hour and 24 hours after each platelet transfusion. By the 21st day he
had received a total of 9 units of FWB and 6 units of AP but his platelet count was now 02 X 109/L.
He received prophylactic antimicrobials (Ciprofloxacin, Fluconazole and Acyclovir) for four weeks
with reverse barrier nursing care for neutropoenia. The fever subsided a few days after admission.
Following transfusion of AP, the patient had platelet counts done routinely within an hour of
transfusion. It was noticed that he failed to achieve platelet increments >11 X 109/L after AP
transfusions, therefore patient was diagnosed as having PR (Table 2). A decision to commence
chemotherapy despite the PR was taken due to increasing blast count in the peripheral blood.
Chemotherapy with Cyclophosphamide, Vincristine, Cytosine Arabinoside and Prednisolone (COAP)
was commenced at 75% of the calculated dose (due to severe thrombocytopoenia), while
withholding intrathecal chemotherapy (ITC). He had further daily alternating transfusions of FWB
or AP. By day 12 of the first cycle of chemotherapy, his platelet count started rising and at Day 21 of
chemotherapy his platelet count was 207 X 109/L (Table 1, Fig 3). He achieved haematological
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remission during the first cycle of 28 days (from the 21st day of the cycle) with regression of the
hepatomegaly, a normal full blood count and clearing of blast cells from the peripheral blood film
(Fig. 4). The blast count was 4% in the bone marrow aspirate done on Day 28 of the first cycle.
From the second cycle, chemotherapy dose was at 100%, platelet counts ranged from 109 - 397
x109/L at intervals and ITC commenced. During the first lumbar puncture for the ITC, cerebrospinal

fluid (CSF) sample was collected. Blast cells were absent and there were <5 WBC on CSF.

All through his hospital stay, the patient had no bleeding episode. Due to multiple red cell
transfusions, he was commenced on oral iron chelators (Deferasirox) given daily. He started
rehabilitation for paraplegia and power in the lower limbs improved. His clinical and laboratory
parameters improved remarkably; however his parents had to relocate to another city so he was
referred after the fourth cycle of chemotherapy.

The child was apparently stable and on regular follow-up at the referral centre until he had a
relapse 15 months after diagnosis with severe anaemia, he died soon after. The cause of death was

not known.
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Fig. 1- Peripheral Blood Film, High Power View X100 objective: showing myeloblasts with
prominent nucleoli and thrombocytopoenia in the peripheral blood. (A) There is a single
myeloblast with severe thrombocytopoenia on film- only one platelet is seen (black arrow). (B)
Several large myeloblasts, one with an Auer rod (yellow arrow). (C) Red arrows point to granules in
the myeloblasts.
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Fig. 2- Bone Marrow Aspirate, showing marrowinfiltration by myeloblasts. (A) Low power view at
X10 objective: markedly hypercellular marrow made up of mononuclear cells. (B) High power view
x 100 objective: Several large myeloblasts:in a cluster, some with granules. They generally have
nuclei with prominent nucleoli. (C) & (D) Yellow arrows point to Auer rods in cytoplasm of the
myeloblasts. A few blasts also have prominent granulation (red arrow in picture D).
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Table 1: Post-transfusion haemograms prior to and during the 1st cycle of chemotherapy

Nor
Day mal Day Da Da Da Da Da Da Da Da Day Day Day Day Day Day Day Da
Post vy 1 Y Y Y Y Y ¥ Y Y 53 95 27 20 31 33 37 V
Adm. es 2 4 8 14 15 17 19 21 42
Da
Day Day Day Day Day Day Day Day y
of 2 4 6 8 10 12 16
Che N/A = = = = = = = = = 1st 1st 1st 1st 1st 1st 1st is];
mo. Cy. Cy. Cy. Cy. Cy. Cy. Gy Cy
Type
of Non FW FW FW FW FW FW No
Tran N/A o B B AP B AP AP AP AP B B B AP AP AP AP he
sf.
(H})d 11.5 11. 10 13
8 - 73 87 96 85 13 12 12 ) " .15 163 182 17.7 16 144 15 )
L) 1 8 2
15.5
WBC
(x10 5- 80 96 98 80 38 6.2 12.13. 13. 2.0 2.0 1.9 2.0 1.9 1.9 09 59
13 8 0 5
°/L)
ANC
(x10 2-8 032 0.3 0.4 0.4 0.2 1.0 1.1 & 0.8 0.22 0.19 034 045 045 043 0.78 L7
2 2 1 9 1
°/L)
Blast
Coun 0 73 79 65 82 88 .95 . 96. 93 97 97 81 66 51 32 26 17 0
t (%)
Plate
let 170
(x - 05 05 22 05 03 08 08 03 02 13 10 09 04 08 15 27 207
10°/ 450
L)

Transf.- Transfusion;

whole blood; AP- Apheresis platelet; Cy.- Cycle.

Adm.- Admission;

Chemo- Chemotherapy;

N/A- Not applicable; Hb-
Haemoglobin concentration; WBC- white blood cell; ANC- absolute neutrophil count; FWB- Fresh

Note- Patient received only ABO blood group specific units of transfused blood.
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Fig. 3: Platelet count on specific days, showing a sustained rising platelet count from Day 31

of admission (10t day of the first cycle of chemotherapy).

Table 2: Pre & Post-Transfusion platelet countst after transfusion of apheresis platelets

Expected Actual Platelet
Pre- Post- Platelet I 1
Day post Day of Component Transfusion = Transfusion Increment ncrement
Admission Chemo. Transfused PC PC ost AP hour post AP
p . transfusion
X10°/L) (X10°/L) transfusion 9
(X10°/L) (X10°/L)
8 - AP 5 18 35-55 13
15 - AP 8 16 38 -58 8*
17 - AP 8 15 38 -58 7*
19 - AP 3 8 33-53 5*
21 - AP 2 10 32-52 8*
29 8 AP 4 10 34 -54 6*
31 10 AP 8 19 38-58 11
33 12 AP 15 31 45 -65 16
37 16 AP 27 55 57 -77 28

tPost-transfusion platelet count was done one hour after transfusion of platelet concentrates.

*Denotes platelet increments <11 X 109/L signifying platelet refractoriness
PC- platelet count, AP- apheresis platelets
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Fig 4: Peripheral blood film sm %a‘y 42 post admission (211St day of the 1st cycle of
chemotherapy): High power vi 1 jective) showing 2 normal mature lymphocytes with
several platelets (black arr \Q
Discussion

)
Acute myelo%sle aemia is a clonal haematological malignancy resulting in uncontrolled

oid blast cells in the bone marrow and other organs. The blast cells also

circulate in the peripheral blood and almost any tissue. A diagnosis of acute leukaemia requires
>20% myeloblasts in the peripheral blood and/or bone marrow.1.14.15 At presentation and before
remission was induced by the chemotherapy; our patient had peripheral blood blast counts
persistently above 20% (73% at initial FBC and 95% on initial manual differential count of the

peripheral blood film. He also had a bone marrow blast count of 91%), therefore confirming the
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diagnosis of an acute leukaemia. He specifically had AML because the morphology of the blasts
showed Auer rods and granules, which are consistent with a diagnosis of AML.

AML is more of an adult disease; however AML may occur in children as was the case in our patient.
In both the acute myeloid and lymphoid leukaemias, there can be CNS disease. The CNS
involvement occurs less frequently in AML compared to ALL and therefore patients with AML do
not require prophylactic intrathecal therapy unlike those who have ALL.14 Across all age groups,
AML may present with extramedullary leukaemia in 9% of cases but in paediatric AML, this
increases to about 40%.7 CNS disease is a form of extramedullary leukaemia and in up to 29% of
paediatric AML cases have CNS disease at presentation. Diagnosis of CNS leukaemia requires the
presence of blasts in the CSF; presence of cranial nerve palsy or meningeal involvement; or the
demonstration of a non-haemorrhagic CNS chloroma mass on CT scan. CNS disease at presentation
can be graded into CNS1= <5 WBC and no blasts; CNS2= <5 WBC with blasts; CNS3= =5 WBC with
blasts in the CSF.8 9 Qur patient did not have blasts in CSF and the CT scan requested for was not
done; however because of the paraplegia of a few days duration; he had signs of CNS disease at
presentation. Some cases of CNS disease do not have blasts in the CSF (CNS1), as was seen in our
patient.8 9 Paraplegia in AML is an uncommon finding, but when present it is usually seen in young
males.2é Granulocytic sarcomas or chloromas cause spinal cord compression leading to paraplegia
in AML patients.?-26.27 These granulocytic sarcomas occur more frequently in children and young
adults.?-26 Unfortunately our patient was unable to have a CT scan done for financial reasons but
the paraplegia may have been as a resultof cord compression. Also, when treatment including
intrathecal therapy and physiotherapy was given, the patient responded and power improved in

the lower limbs.

Patients with AML usually have cytopenias, especially anaemia and thrombocytopoenia. The index
case had depression of all cell lines (pancytopenia) with severe thrombocytopoenia of 5 X 109/L
due to bone marrow suppression by the leukaemic blasts. Thrombocytopoenia increases the risk
for spontaneous haemorrhage with counts less than 50 X 109/L and life threatening haemorrhage
such as intracranial haemorrhage can occur at counts <15 X 109/L.15 Thrombocytopoenia in AML is
usually treated with platelet concentrate transfusions. Platelet concentrate can be prepared by cold
centrifuge or apheresis. Cold centrifuge platelets are prepared by pooling 4-5 units of blood from
random donor; while AP which are obtained from a single donor, have a higher platelet yield and

also have the added advantage of exposing the recipient to only one donor’s platelet antigens at a
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time thereby reducing the risk for PR. For these reasons, AP are preferred to cold centrifuge
platelets.18 Other factors shown to improve response to platelet transfusions include transfusion of
ABO-matched platelets and the use of fresh platelets which have been stored for less than 3 days.18
Our patient received single donor apheresis platelets and not cold centrifuge platelets pooled from
random donors. The AP he received were ABO matched platelets and they were freshly prepared on

the same day of transfusion (therefore they were not stored platelets), yet he developed PR.

Platelet refractoriness is said to occur if 2 sequential one-hour post-transfusion platelet increments
are < 11 X 109/L. In the index case, apart from the first AP that was transfused on Day 8 of
admission, the subsequent post transfusion platelet increments prior to commencement of
chemotherapy were all <11 X 109/L. This confirmed that our patient had PR. Platelet refractoriness
is a feared complication that arises in haematological malignancies, especially AML.28 Patients with
AML have a 10 - 15% risk of developing anti-HLA antibodies and therefore are at an increased risk
for PR.2% In a study by Ferreira et al to identify platelet refractoriness in 16 patients with
haematological malignancies who received multiple platelet transfusions; 2 out of the 3 confirmed
cases of PR had AML.20 Our patient did not have an identifiable non-immune cause of PR because
the usual causes such as fever, DIC, active bleeding, drugs and sepsis were absent. The fever had
subsided by the time platelet transfusions commenced; he did not have splenomegaly or DIC.
Identification of immune mediated causes of PR poses a diagnostic challenge especially in low
resource settings.2? In well-developed centres, the risk for development of PR due to alloantibodies
in multiple transfused persons can be determined using microbead flow cytometry.30 Diagnosis of
PR may be by lymphocytotoxicity test, enzyme linked immunosorbent assay (ELISA), antigen
capture ELISA, platelet immunofluorescence test (PIFT) or the use of panel reactive antibodies
against human leukocyte antigen class I (PRA-HLA).20 In a low-medium income country hospital
like ours we were not able to ascertain that our patient developed immune mediated alloantibodies
to the ABO, HLA or HPA antigens on the platelets.3! It is worthy to note that many patients may
concurrently have PR secondary to both immune and non-immune mediated mechanisms.1s
Therefore, although he had hepatomegaly which likely caused the PR, we could not identify if there

was also co-existing immune mediated PR.

Although leukoreduction can reduce the risk for PR, it is not commonly done in our environment.

Our patient received AP, but he also had several FWB which were not leukoreduced. This may have
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predisposed him to PR. Management of PR depends on the cause. In non-immune cases, the
underlying cause should be treated. In our patient the hepatomegaly which he had at presentation
was the most probable cause of hepatomegaly3?, especially as the liver regressed in size as
chemotherapy commenced. Treatment options in PR secondary to immune causes include
transfusion of crossmatch compatible platelets (which increases transfused platelet survival),
giving HLA matched platelets or identifying the offending alloantibody and transfusing only donor
platelets that lack the corresponding antigen.21.33 Due to practice in a resource poor setting, we
were unable to determine the presence of HLA or platelet specific alloantibodies. For this reason
also, transfusion of HLA/ HPA matched platelets or transfusion of crossmatched platelets were not
options for use in his management. Although intravenous immunoglobulin (IVIg) and Rituximab
can be used in immune-mediated PR3 the cost of these drugs posed a challenge in his
management.

The decision to go ahead with chemotherapy despite profound thrombocytopoenia and PR had to
be made because of the proliferative nature of AML and increasing blast count in peripheral blood
film. He was on admission for 21 days before chemotherapy was commenced. The PR eventually
resolved with chemotherapy and continued transfusion of FWB or AP which resulted in a gradual
rise by the 10t day of chemotherapy and a normal platelet count was achieved by 21st day of
chemotherapy. Since our patient subsequently responded to transfused platelets while on
chemotherapy, he may not have had an immune-mediated PR. This is because if alloantibodies were
present, with further transfusion during the chemotherapy he would still have had destruction of
platelets by the alloantibodies thereby causing thrombocytopoenia; however, this was not the case.
As management for AML was instituted with continued transfusions, the PR was corrected with
rising platelet count. Remission is achieved when there is normalization of the full blood count, no
blasts in the peripheral blood film, bone marrow blast count is <5% and a normal clinical state.14
Our patient went into remission during the first cycle of chemotherapy and he achieved remission
for AML. In this report, a patient with AML complicated by paraplegia and PR was successfully
managed with subsequent correction of thrombocytopoenia and attainment of remission in a low
resource setting.

Limitations of the study: The patient was not able to do brain or spinal cord imaging as requested,

due to financial constraints.

The Nigerian Health Journal, Volume 16 No 1, January to March 2016

www.tnhiph.cc

ANV LV PAL.COVIA




A cose of Platelet Refractoriness in AMU - Korubo K, et al - ISSN 1597-4292

REFERENCES

1 Vardiman JW, Thiele ], Arber DA, Brunning RD, Borowitz M], Porwit A, Harris NL, Le Beau
MM, Hellstrom-Lindberg E, Tefferi A, Bloomfield CD. The 2008 revision of the World Health
Organization (WHO) classification of myeloid neoplasms and acute leukemia: rationale and
important changes.

Blood. 2009 Jul 30;114(5):937-51. doi: 10.1182 /blood-2009-03-209262. Epub 2009 Apr 8.

2 Lo Nigro L. Biology of childhood acute lymphoblastic leukaemia: JPediatr: Hematol Oncol.
2013;35:245-52.

3 Bhojwani D, Yang JJ, Pui C-H. Biology of Childhood Acute Lymphoblastic Leukemia. Pediatric clinics
of North America. 2015;62(1):47-60. doi:10.1016/j.pcl.2014.09.004.

4 Puumala SE, Ross JA, Aplenc R, Spector LG. Epidemiology of Childhood Acute Myeloid
Leukemia. Pediatric blood & cancer. 2013;60(5):728-733. d0i:10.1002 /pbc.24464.

5 Babatunde A, Amiwero C, Olatunji P, Durotoye 1. Pattern of Haematological Malignancies in Ilorin,
Nigeria: A Ten Year Review. The Internet Journal of Hematology. 2008 Volume 5 Number 2

6 Walter RB, Othus M, Burnett AK, et al. Significance of FAB subclassification of “acute myeloid
leukemia, NOS” in the 2008 WHO classification: analysis of 5848 newly diagnosed patients. Blood.
2013;121(13):2424-2431. doi:10.1182/blood-2012-10-462440.

7 Ohanian M, Faderl S, Ravandi F, Pemmaraju N, Garcia-Manero G, Cortes ] and Estrov Z. Is acute
myeloid leukemia a liquid tumor? International Journal of Cancer. 2013;133(3):534-543.

8 Johnston DL, Alonzo TA, Gerbing RB, Lange B], Woods WG. The Presence of Central Nervous
System Disease at Diagnosis in Pediatric Acute Myeloid Leukemia Does Not Affect Survival: A
Children’s Oncology Group Study.Pediatric blood & cancer. 2010;55(3):414-420.
doi:10.1002/pbc.22511.

9 Abbott BL, Rubnitz JE, Tong X, Srivastava DK, Pui C-H, Ribeiro RC and Razzouk BI. Clinical
significance of central nervous system involvement at diagnosis of pediatric acute myeloid
leukemia: a single institution's experience. Leukemia 2003;17:2090-2096.
doi:10.1038/sj.leu.2403131

10 Bates I, Lewis SM. Reference ranges and normal values. Chapter 2 in Bain BJ, Bates |, Laffan MA,
Lewis SM. Dacie and Lewis Practical Haematology. Elsevier Churchill Livingston, 11t edition, 2011.

11 Essien EM, Usanga EA, Ayeni O. The normal platelet count and platelet factor 3 availability in
some Nigerian population groups. Scand ] Haematol 1973;10:378-83.

&

1& No 1, Janunry to March 2016

The Nigerian Health Jowrnal, Volum,

A Publication of Nigerian Medieal Assoclation, Rivers State, Nigeria



A case of Platelet Refractoriness in AML - Korubo K, et al - ISSN 1597-4292

12 Bain BJ. Ethnic and sex differences in the total and differential white cell count and platelet
count. Journal of Clinical Pathology. 1996;49(8):664-666.

13 Bain BJ. Normal Values. Chapter 5 in Bain BJ; Blood Cells: A practical guide. Wiley Blackwell, 5t
Edition, 2015

14 Hoffbrand AV, Moss PAH; Platelets, blood coagulation and haemostasis. Chapter 24 in Hoffbrand
AV and Moss PAH Hoffbrand’s Essential Haematology, Seventh Edition.. Published 2016 by John
Wiley & Sons Ltd

15Lichtman MA, Liesveld JL. Acute Myelogenous Leukaemia Chapter 89 in Kaushansky K, Lichtman
MA, Beutler E, Kipps TJ, Seligsohn U, Prchal JT; Williams Hematology, McGraw Hill Medical, 8t
Edition, 2010

16Psaila B, Bussel JB, Frelinger AL, Babula B, Linden MD, Li Y et al. Differences in platelet function in
patients with acute myeloid leukemia and myelodysplasia compared to equally thrombocytopenic
patients with immune thrombocytopoenia. ] Thromb Haemost 2011 ; 9(11): 2302-10

17Webert K, Cook R], Sigouin CS, Rebulla P, Heddle NM . The Risk of Bleeding In Thrombocytopenic
Patients with Acute Myeloid Leukemia. Haematologica 2006; 91: 1530-1537

18 Fletcher CH, DomBourian MG, Millward PA. Platelet transfusion for patients with cancer. Cancer
Control. 2015;22(1):47-51.

19 American Association of Blood Banks (AABB). Blood components. In AABB. Blood transfusion
therapy: a physician’s handbook. 11t Edition. 2014, AABB

20 Ferreira AA, Zulli R, Soares S, de Castro V, Moraes-Souza H. Identification of platelet
refractoriness in oncohematologic patients. Clinics. 2011;66(1):35-40. d0i:10.1590/S1807-
59322011000100007.

21 Adewoyin AS and Oyewale OA. Complications of Allogeneic Blood Transfusion: Current Approach
to Diagnosis and Management. International Blood Research & Reviews 2015;3(4): 135-151.Article
no.IBRR.2015.016

22 Gounder D. Guidelines for the management of patients refractory to platelets. (2011)
http://www.nzblood.co.nz/assets/Transfusion-Medicine/PDFs/Guidelines-for-the-Management-
of-Patients-Refractory-to-Platelets-111G002.pdf

Accessed 15t March, 2016

z3Matthew DS, Gershon HG, Petraszko T, Benny WB,Le A,Lee C et al. Universal prestorage
leukoreduction in Canada decreases platelet alloimmunization and refractoriness. Blood 2004;
103(1): 333-339
24 Bassunia WY, Blajchman MA, Al-Mosharya MA. Why implement universal leukoreduction?
Hematol Oncol Stem Cel Ther 2008; 1(2): 106-123

The Nigerian Health Jowrnal, vc‘,ume 16 No 1, January to March 2016

A Publication of Nigerian Medieal Assoclation, Rivers State, Nigeria



A cose of Platelet Refractoriness in AMU - Korubo K, et al - ISSN 1597-4292

25Sharma RR, Marwaha N. Leukoreduced blood components: Advantages and strategies for its
implementation in developing countries . Asian ] Transfus Sci 2010 ; 4(1): 3-8.

26 Eser B, Cetin M, Kontas O, Unal A, Er O, Coskun HS and Altinbas M. Facial Nerve Paralysis and
Paraplegia as Presenting Symptoms of Acute Myeloid Leukemia. Jpn. ]. Clin. Oncol. 2001; 31 (2):86-
88.doi: 10.1093 /jjco/hye013

27 Wiernik PH. Extramedullary manifestations of adult leukemia. Chapter 9 in Wiernik PH; Adult
Leukemias . American Cancer Society 2001:275 - 305

28 Schiffer CA. Management of patients refractory to platelet transfusion. Leukemia 2001; 15: 683-
685

29 Toor AA, Choo SY, Little JA. Bleeding risk and platelet transfusion refractoriness in patients with
acute myelogenous leukemia who undergo autologous stem cell transplantation. Bone Marrow
Transplantation 2000;26:315-320.

30Beligaswatte A, Tsiopelas E, Humphreys I, Bennett G, Robinson K, Davis K, Bardy P. The mean
fluorescence intensities of anti-HLA antibodies detected.using micro-bead flow cytometry predict
the risk of platelet transfusion refractoriness. British Journal of Haematology 2013; 162: 409-412

31 Tinmouth A. Platelet transfusion, Alloimmunization and management of platelet refractoriness. In
Cinical Guide to Transfusion.
http://www.transfusionmedicine.ca/sites/transfusionmedicine/files/PDF/CBC CGT 18.pdf
Accessed 25t February, 2016

32 Bock M, Muggenthaler KH, Schmidt U, Heim MU, Mempel W. [Post-transfusion rise in
thrombocytes: observations in a hematologic-oncologic patient sample].Infusions ther Transfusions
med. 1995; 22(6):350-4.

33 Hod E, Schwartz, ]. Platelet transfusion refractoriness. British Journal of Haematology. 2008;
142: 348-360. doi: 10.1111/j.1365-2141.2008.07189.x

34 Cid ], Magnano L, Acosta M, Alba C, Esteve ], Lozano M. Rituximab, plasma exchange and
intravenous immunoglobulins as a new treatment strategy for severe HLA alloimmune platelet
refractoriness. Platelets. 2015; 26(2):190-4. doi:10.3109/09537104.2014.895922

The Nigerian Health Jowrnal, Volum,

1& No 1, Janunry to March 2016

A Publication of Nigerian Medieal Assoclation, Rivers State, Nigeria



