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Case Profile

5-month-old female infant
Resident Of Rawalpindi
Presented In Holy Family Hospital
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Dr Ali Murad Jamal | Resident Hematology

Presenting Complaints

FEVER FOR ONE MONTH
Low-grade, intermittent; rigors and chills

BREATHING DIFFICULTY FOR ONE
MONTH

Continuous moderate dyspnea with dry
cough

FAILURE TO THRIVE
weight and height below 3rd centile
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Clinical examination: vital signs at presentation

SpOZ

Pulse

Respiratory rate

Temperature

Blood pressure

88% room air

150/min

25/min

101 °F

100/60 mmHg

Dr Ali Murad Jamal | Resident Hematology

Immediate bedside
impression
Hypoxia: SpO, 88% on room air

Fever with tachycardia

Detailed system-wise examination follows
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General physical examination

System-wise findings shifted from the previous clinical examination slide

RESPIRATORY GIT CARDIOVASCULAR OTHER
SpO, 88% on room air Liver palpable 2 cm below Pulse 150/min Weak, pale and mildly
RR 25/min costal margin Blood pressure 100/60 distressed
Right upper-zone bronchial Spleen palpable 2cm mmHg Temperature 101 °F
breathing below costal margin No specific murmur No lymphadenopathy
Coarse crepitations Organomegaly suggests reported Failure to thrive

extramedullary

Dry cough with dyspnoea haematopoiesis

Key message: the clinical picture combines hypoxia, pallor and organomegaly.

Dr Ali Murad Jamal | Resident Hematology



Chest imaging supported concurrent respiratory infection

CLINICAL CORRELATION

Hypoxia, dry cough, bronchial breathing Recorded radiographic
and coarse crepitations -
findings

* Right apical opacity

» Bilateral para-hilar haze

Symptoms + examination supportrespiratory
infection/hypoxia

Dr Ali Murad Jamal | Resident Hematology
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Initial laboratory data showed Bicytopenia with leukocytosis

PARAMETER RESULT INTERPRETATION

Haemoglobin 7.4 g/dL Low

WwBC 27,470/uL High

Neutrophils 80% High
Lymphocytes 15% Low relative %
Monocytes 2% Within listed range
Platelets 50,000/uL Low

LDH 2,356 Markedly high

Anaemia + thrombocytopenia indicated reduced marrow reserve; leukocytosis and LDH heightened
concern for malignancy.

Dr Ali Murad Jamal | Resident Hematology



Urea

Creatinine

Sodium

Potassium

Bilirubin

SGPT

12 mg/dL

0.8 mg/dL

140 mEqg/L

3.9 mEq/L

0.8 mg/dL

40 U/L

Dr Ali Murad Jamal | Resident Hematology

Calcium

Albumin

Uric acid

CRP

PT /| APTT

INR

Biochemistry and coagulation were largely preserved

9.3 mg/dL

3.5 g/dL

2

50

10/10 s+ 33/35s

1.0
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Peripheral film created the malignancy trap

Film description

. Leucoerythroblastic Blood
Picture

. Thrombocytopenia
confirmed

* Left shift in myeloid series

showing myelocytes and
-, meta myelocytes and the
apparent increase in WBCs
was due to nRBCs

Dr Ali Murad Jamal | Resident Hematology



Initial Suspicion

* |eukemia/ Infiltrative marrow Disease
* Severe Infection

* Infantile Osteopetrosis

* Storage Disorder

Neutrophils

Lymphocytes

Monocytes

Myelocytes

Metamyelocytes

nRBCs

Blasts

38%

22%

5%

19%

15%

16/100 WBCs

1.0%



Hb electrophoresis findings

Normal pattern — no abnormal haemoglobin band detected

Electrophoresis interpretation Finding Result
. . HbA Present/ expected
HbA HbA, HbF L
HbA, Within expected range
No HbS / HbC / HbD / HbE band HbE Age-approprite
Reported as normal for age Abnormal Hb Not detected
band

Clinical meaning: Hb electrophoresis did not explain the cytopenias, so marrow/bone
pathology remained the focus.

Dr Ali Murad Jamal | Resident Hematology



Bone marrow aspiration: procedural clue

The aspirate was difficult because the bone was hard; dry tap / very diluted aspirate was obtained.

What happened during aspiration?

Bone felt unusually hard and resistant
Aspiration was technically difficult
Dry tap / diluted aspirate obtained

This redirected the differential toward
osteopetrosis

Hard bone + marrow failure = major clue

Take-home: the procedure itself provided diagnostic information, not justthe aspirate smear.

Dr Ali Murad Jamal | Resident Hematology



Hard bone and osteoclasts redirected the diagnosis

MARROW IMAGE A MARROW IMAGE B MARROW IMAGE C
Arrow: osteoclast in diluted aspirate Arrow: osteoclast on second field Osteoblasts
Procedural clue Bone was unusually hard and irregular during aspiration; the aspirate was

diluted and contained clumps of osteoclasts.

Dr Ali Murad Jamal | Resident Hematology
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RADIOLOGICAL FINDINGS












The skeletal survey supplied the decisive pattern

Dr Ali Murad Jamal | Resident Hematology

Labelled radiological
features

Diffuse increased bone density

Loss of corticomedullary
differentiation

Dense linear lines and
concentric rings

Bone-within-bone appearance
in long bones and pelvis

Clinicoradiological diagnosis:

infantile osteopetrosis
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Multiple radiographs demonstrate diffuse,
symmetrical increase in skeletal density
involving the skull, spine, pelvis and long
bones, with reduced corticomedullary

differentiation.
These findings are characteristic of
generalized osteosclerosis in osteopetrosis.



Radiograph of both upper limbs
demonstrates diffuse sclerosis of
bones of the hands, with loss of
normal corticomedullary
distinction. bone-within-bone
appearance are typical
osteopetrotic changes

Lateral skull radiograph shows
diffuse thickening and increased
density of the calvarium and
skull base.

Skull-base sclerosis in
osteopetrosis

Accentuated vertebral
endplates may produce the
characteristic ‘sandwich
vertebra’ appearance of
osteopetrosis



Clinicopathological correlation resolves the apparent
contradiction

01 02

Defective osteoclast function Progressive medullary encroachment
Failure of normal bone resorption Anaemia + thrombocytopenia

03 04

Compensatory haematopoiesis Marrow stress

Hepatosplenomegaly Myelocytes, metamyelocytes and nRBCs circulate

Normal calcium does not exclude infantile osteopetrosis

Dr Ali Murad Jamal | Resident Hematology
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Why osteopetrosis can imitate malignancy

Defective osteoclast-mediated resorption produces dense but fragile bone and
progressively narrows the marrow cavity.

_— ] | |
01 02 03
Marrow failure Extramedullary Marrow stress /
haematopoiesis displacement
Anaemia, thrombocytopenia, Hepatosplenomegaly Leukoerythroblastic blood film
infection risk and circulating immature cells

The word malignant refers to the aggressive infantile course—not neoplasia.

Dr Ali Murad Jamal | Resident Hematology 02
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What is osteopetrosis?

“Marble bone disease” — dense bone, but
not strong bone

A rare inherited disorder of bone
remodelling.

*Main defect: osteoclasts cannot resorb
bone normally.

*Bone becomes radiodense, brittle and
poorly remodelled.

In severe infantile disease, marrow spaces
narrow — cytopenias and infection risk.

Defective _ | Poor bone , , Dense, brittle — Marrow
osteoclast resorption bone compression




Clinical features: haematology

Marrow-space loss causes cytopenias, marrow stress and a leukemia-like peripheral picture.

Main haematology
findings

Anaemia *
thrombocytopenia /
pancytopenia
Recurrent infections and
bleeding tendency
nRBCs, myelocytes and
metamyelocytes can
circulate
Can mimic acute leukemia
or JMML until bone clues
are recognised

Peripheral film: leukoerythroblastic stress Osteoclast-rich aspirate field

Case link: Hb 7.4 g/dL, platelets 50,000/uL, leukocytosis and high LDH raised the initial
malignancy concern.

Dr Ali Murad Jamal | Resident Hematology Sources: case smear + online marrow reference



Clinical features: growth and systemic illness

Severe infantile disease is multisystem: poor growth, infection, organomegaly and marrow failure evolve together.

Growth/systemic clues
Failure to thrive / poor weight
gain
Recurrent fever, pneumonia
or hypoxia
Hepatosplenomegaly from
extramedullary
haematopoiesis
Raised infection risk due to
marrow failure

Infantile skeletal survey

Bone-within-bone

In this case: failure to thrive, fever, respiratory infection/hypoxia and palpable liver + spleen matched the severe infantile
phenotype.

AliMuradamal | Resicent Hematclogy Sources: online radiology teaching images

168



Clinical features: bone manifestations

Dense radiographs do not mean strong bone: remodelling failure produces sclerosis plus fragility.

Diffuse osteosclerosis
Loss of corticomedullary
differentiation
Bone-within-bone / dense
metaphyseal bands

Fragile bones: fractures and
deformity may occur

Fracture / modelling defect Sandwich vertebra pattern

Important phrase for viva: “marble bone disease” = radiodense but brittle, poorly remodelled bone.

Dr. 2 Murad Jamai | Resldent Hematology Sources: online osteopetrosis radiology references
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Clinical features: cranial nerve and skull-base disease

Skull-base sclerosis narrows foramina and canals, causing irreversible neurological complications if treatment is
delay

Compression effects

Optic canal narrowing -
optic atrophy / visual loss
Hearing impairment from
skull-base involvement
Hydrocephalus / raised
intracranial pressure

Facial nerve palsy and other
cranial neuropathies can
occur

Optic canal narrowing Dense calvarium / skull base

Neurological damage may not reverse after transplant, so visual/hearing assessment and early
HSCT referral are urgent.

Sources: online skull-base radiology references 16D



Clinical features: dental and facial involvement

Craniofacial bone remodelling failure affects teeth, jaws, sinuses and facial growth.

Delayed tooth eruption or
embedded teeth
Enamel/dentin defects, caries
and poor healing

Mandibular osteomyelitis risk
after infection or extraction

Macrocephaly / frontal bossing Macrocephaly, frontal bOSSing
and altered facial growth

AP + lateral skull views

Clinical warning: jaw osteomyelitis and dental sepsis can be serious because dense sclerotic bone
has reduced marrow space and vascularity.

AlMurad Jamal | Residenthematology Sources: online craniofacial radiology references 16E



Bone marrow aspirate: morphology clues

The aspiration itself is diagnostic information: hard bone, dry tap or diluted aspirate should change the differential.

.2

CASE ASPIRATEA

CASE ASPIRATEC

Diluted marrow field with Low-yield aspirate; Large _
osteoclast-like giant cell abnormal stromgl/osteoblastlc cells
highlighted. osteoclast/osteoblast-rich may distract from the

primary skeletal

fragments may be seen. _ .
diagnosis.

How to report the aspirate
Difficult / dry or haemodilute tap; assess particle adequacy.

Look for osteoclasts, osteoblasts, marrow dilution and paucicellularity rather than calling blasts
too early.
Correlate immediately with radiology when leukoerythroblastosis and hard bone coexist.

17
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Trephine biopsy morphology in osteopetrosis

More representative fields: widened trabeculae, narrowed marrow spaces and osteoclast-rich bone surfaces.

Report these features

Stony-hard bone / dry or haemodilute
aspirate
Thick, irregular trabeculae narrowing

? intertrabecular spaces
Low power: broad anastomosing Dense trabeculae + retained Suppressed trilineage haematopoiesis
bone cartilage

Osteoclast rimming, retained cartilage and

19 s seces ;;‘,”.{6.' : :
"t e focal fibrosis may be present

i c\; )
p 0SS

Trephine is often more helpful than
aspirate because architecture proves

- that bone is replacing the marrow
High power: osteoclast on Osteopetrosis aspirate/giant cavity

bone surface cell correlate

Dr Ali Murad Jamal | Resident Hematology Sources: upbaded morphology images; ASH mage Bank descriptions; Alied Academies infantile osteopetrosis trephine case
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Juvenile / intermediate osteopetrosis: marrow morphology

Childhood cases may show less explosive presentation than infantile disease, but aspirate and trephine clues remain the same.

Juvenile marrow teaching
points

Aspirate may be difficult, dry or dilute
Look for osteoclasts / osteoblast-rich
fragments
Trephine: increased bone, retained
cartilage and compressed marrow
Correlate with skeletal survey and
genetics

field

Use “intermediate/juvenile” carefully: morphology overlaps with infantile disease, while severity
depends on genotype and complications.

Dr Ali Murad Jamal | Resident Hematology Sources: anine paediatric csteopetross case reports; ASH Image Bank osteopetrosks aspirate /trephine teaching images
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Adult / autosomal-dominant osteopetrosis: marrow morphology

Adult disease is often milder; marrow failure is uncommon, but biopsy can still show osteosclerotic architecture.

Adult marrow teaching points
Often discovered after fractures, back
pain, dental infection or incidental X-ray
Cytopenias are less common than in
malignant infantile disease
If sampled, trephine can show thick
trabeculae and reduced marrow spaces
Always interpret with imaging: “bone-
in-bone” / sandwich vertebrae support
diagnosis

Aspirate: osteoblast/osteoclast- Trephine: bone encroachment
rich stromal elements pattern

Do not overcall adult osteopetrosis as myelofibrosis/metastatic infiltration without the radiological
osteopetrosis pattern.

Dr Ali Murad Jamal | Resident Hematology Sources: adult/autosomal-dominant osteopetross imaging reviews; online marow biopsy teaching images; uploaded morpholkgy mages 18B



Differential diagnosis before morphology review

Before looking at DD pictures, decide what each mimic should show on smear, aspirate, trephine and imaging.

Differential Why it mimics Morphology clue How to separate

Acute leukemia Anaemia, thrombocytopenia, high WBC/LDH, Marrow dominated by blasts; Auer rods possible in Flow cytometry + cytogenetics; no diffuse skeletal
blasts suspected AML osteosclerosis
JMML Infant/child, organomegaly, leukocytosis, Monocytosis, myeloid left shift, dysgranulopoiesis; Clinical criteria + RAS-pathway genetics
monocytosis variable blasts
Neuroblastoma metastasis Cytopenias, bone pain, leukoerythroblastosis Small round blue cells, clusters/rosettes; CD45 Neuroendocrine markers, imaging and tumour
negative markers
Storage disease Hepatosplenomegaly and cytopenias Gaucher-like macrophages with wrinkled cytoplasm Enzyme/genetic testing; no hard sclerotic bone
pattern

Practical separator in this case: hard bone + osteoclast/osteoblast-rich marrow fragments + diffuse osteosclerosis moved the diagnosis away from
primary malignancy.

Dr Ali Murad Jamal | Resident Hematology Sources: Bain morphology principles; ASH Image Bank 0D morphology descriptions; uploaded case deck 18C



DD morphology I: acute leukemia

Compared with osteopetrosis: both can show cytopenias and organomegaly, but marrow pattern differs.

ACUTE LEUKEMIA OSTEOPETROSIS

Blasts dominate the marrow; high

N:C ratio, nucleoli, abnormal Aspirate may be dry or haemodilute.
granules/Auer rods may be present. Giant osteoclasts/osteoblasts and
Diagnosis requires flow cytometry hard bone point toward skeletal

and genetics. remodelling failure, not primary

neoplasia.

Dr AliMurad Jamal | Resident Hematology Sourc ea: Bs in marphology princple s, ASH Image Bank AML dese rip tion & uplo sde d ca se d eck



DD morphology ll: JMML and neuroblastoma

These are important paediatric mimics when the filmis leukoerythroblastic.

%"

i

JMML pattern
Absolute monocytosis; myeloid left
shift

Dysgranulopoiesis; variable blasts

Confirm with clinical criteria and RAS-
pathway genetics

Neuroblastoma infiltration
Small round blue cells in clusters

Homer-Wright rosettes / neuropil may be
seen

CD45 negative; neuroendocrine markers
positive

20
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DD morphology lll: storage disease

Storage disease can also present with cytopenias and hepatosplenomegaly, so morphology must be specific.

Gaucher / storage cells
Large macrophages with eccentric
nuclei

Wrinkled “tissue-paper” cytoplasm
Confirm with enzyme assay /
genetics

How it differs

Does not cause hard sclerotic bone at
aspiration

No classic bone-within-bone radiology
May mimic malignancy through
organomegaly and cytopenias

Practical message: in an infant with cytopenias, immature circulating cells and
hepatosplenomegaly, the smear alone cannot settle the diagnosis. Bone
hardness + trephine architecture + skeletal survey are decisive.

21

Dr AliMurad Jamal | Resident Hematology Sowrces: ASHImage Bank Gaucher cell ] Bain des; upload ed case deck




Main variants of osteopetrosis

The clinical type determines urgency, complications and treatment planning.

Malignant infantile
AR osteopetrosis

Intermediate AR

Autosomal dominant
Typelll

Osteoclast-poor
forms

Infancy

Childhood

Later childhood
/ adult

Infancy

Severe marrow failure, infections,
cranial-nerve compression

Fractures, anaemia, dental and growth
problems

Fractures, osteomyelitis; marrow failure
uncommon

Dense bone with reduced/absent
osteoclast formation

TCIRG1, CLCN7,
OSTM1, SNX10

Multiple osteoclast
pathway genes

Usually CLCN7

RANK / RANKL
pathway

This case clinically fits the severe infantile autosomal-recessive spectrum, but genotype is unconfirmed.

Dr AliMurad Jamal | Resident Hematology

Sources: wploaded case dack; SideShare OSTEOPETROSIS NR.pptx: Wu et al., 2017, Stark & Savarkayan 2009



Histology and marrow clues

Hlstology reflects failed resorptlon dense bone, narrowed marrow spaces and abnormal osteoclast act|V|ty

LN
\_-‘&‘:“r,.

1 Dense trabeculae

Retained primary bone/cartilage Reduced medullary space Extramedullary haematopoiesis
-> dense, abnormal bone -> marrow failure -> hepatosplenomegaly

Dr AliMurad Jamal | Resident Hematology




Radiology links the mechanism to the case

Classic skeletal pattern Why this mimicked
*Diffuse increased bone density mRlignaney
Loss of corticomedullary *Marrow failure — anaemia +
differentiation thrombocytopenia
«Bone-within-bone / nested *Extramedullary haematopoiesis
outlines — hepatosplenomegaly

Marrow stress — immature

‘Dense metaphyseal bands myeloid cells + nRBCs

may be present

Dense bone p— Narrow marrow — Cytopenias

Erlenmeyer-flaskchange Metaphyseal modelling defect may develop




Final diagnosis and take-home points

RECOGNISE RE-EXAMINE
Infant + cytopenias + Hard bone during aspiration is an
hepatosplenomegaly + immature important procedural clue

circulating cells

CONFIRM ACT EARLY

Diffuse sclerosis and bone-within-bone Molecular testing, counselling and HSCT
establish the radiological pattern assessment should not be delayed




Published cases show the same diagnostic overlap

Patient Haematology / presentation Diagnostic imaging clue Genetics / conclusion

Present case 5 mo, female Anaemia, platelets 50k, WBC 27.47k; Hard bone; diffuse sclerosis; Genetic testing
blast-like cells bone-in-bone advised

Hoyoux 2014 5 mo, male Anaemia, thrombocytopenia, leukocytosis, Dense radiopaque bone; bone-in- TCIRG1
monocytosis; JMML mimic bone

Bubshait 2020 2 mo, female Recurrent fever/pneumonia; Generalised increased density; OSTM1
hepatosplenomegaly; neurological femoral sclerosis
involvement

Prasad 2013 3 mo, male Chest infection, failure to thrive, Osteopetrosis reported Concurrent AML
hepatosplenomegaly; AML-M3 reported reported

Recurring lesson: radiography and molecular testing prevent misclassification of severe infantile
osteopetrosis as leukemia.

Dr Ali Murad Jamal | Resident Hematology 14



Genetic context and early transplant evaluation matter

Pakistani genetic series Immediate management
priorities

13 affected individuals * Treat infection, hypoxia and cytopenic

10 unrelated families complications

9 families with consanguinity * Genetic testing and subtype definition

TCIRG1 was the leading candidate

gene * Screen siblings and counsel the family

Six novel variants reported
* Assess vision, hearing, calcium and

neurological status

* Urgent HSCT evaluation when the

Relevance: the current patient's Subtype IS transp|ant-responsive
consanguineous background strengthens

the indication for molecular confirmation and
family counselling.

Dr Ali Murad Jamal | Resident Hematology



Haematological abnormalities evolve with medullary encroachment

Stage Blood / marrow finding Clinical meaning

Early compensation Reticulocytosis; nucleated RBCs; left-shifted Leukoerythroblastic film
granulopoiesis

Reduced marrow Anaemia and thrombocytopenia Transfusion need and bleeding risk
reserve

Extramedullary Hepatosplenomegaly; circulating precursors May mimic infiltrative or myeloproliferative
haematopoiesis disease

Advanced failure Pancytopenia and infection susceptibility Major contributor to early mortality

Dr Ali Murad Jamal | Resident Hematology 18



A structured work-up confirms severity and transplant

sunabﬂﬂx

01 02 03

Confirm the pattern Define complications Define the subtype

* CBQC, reticulocytes and * Calcium, phosphate, ALP, * Rapid molecular panel or
expert blood film vitamin D and PTH exome testing

* Skeletal survey / targeted * Liver/spleen assessment - Consider osteoclast-rich
radiographs and infection screen versus osteoclast-poor

biology

* Review marrow aspiration * Ophthalmology, hearing and * HLA typing and donor

difficulty and morphology neurological examination search in parallel

Do not wait for every result before referral: molecular testing and HSCT evaluation
should proceed urgently in severe infantile disease.

Dr Ali Murad Jamal | Resident Hematology 20



Genotype helps predict neurological risk and treatment

Gene

TCIRG1

CLCN7

OSTM1

SNX10

RANK /
RANKL

Biological defect

Proton-pump dysfunction; osteoclast-

rich

Chloride/proton exchange defect

CLCN?7 partner protein

Vesicular trafficking / ruffled border

Osteoclast differentiation failure;
osteoclast-poor

Phenotypic clue Clinical implication

Common severe infantile form; marrow failure HSCT generally indicated

prominent

Variable; may include primary neurodegeneration HSCT decision needs neurological
assessment

Severe osteopetrosis with major neurological Skeletal correction may not reverse

disease intrinsic neurodegeneration

Severe infantile disease; variable neurological Potentially transplant-responsive

features

Marrow failure with few/absent osteoclasts Response to standard HSCT may differ
by defect

For this patient: report the phenotype as genetically unconfirmed until testing is

completed.

Dr Ali Murad Jamal | Resident Hematology
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Genetic counselling: key messages for the family

Counselling is part of management in severe infantile osteopetrosis, not a separate step after

treatment.
] Autosomal recessive inheritance
Why counselling _
If both parents are carriers, each pregnancy has the same
matters

independent risk.

» Most severe infantile osteopetrosis is
autosomal recessive.

« Consanguinity increases the chance that both B

-

Mother

carrier carrier
parents carry the same pathogenic variant. | ‘
» Molecular confirmation identifies the causal
gene and enables accurate recurrence-risk . D D D
counselling. , , , 25% 25% 25% 25%
* The result also helps guide family screening, affected carrier carier unaffected
transplant discussions and future pregnancy
planning.

Recurrence risk for future pregnancies: 25% affected | 50% carrier | 25%

unaffected / non-carrier

Dr Ali Murad Jamal | Resident Hematology
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Genetic counselling in practice

Counselling should be clear, non-judgemental and ideally documented in writing for the family.

01
Confirm the variant

» Send rapid molecular testing / exome panel
where available.

* Report phenotype as genetically unconfirmed
until the result returns.

03
Discuss reproductive options

« Explain prenatal diagnosis and preimplantation
genetic testing where available.

 Future pregnancies should be referred early to
genetics / fetal medicine.

02
Test the family

« Offer parental carrier testing once the familial
variant is known.

» Assess siblings clinically and test when
indicated.

04
Provide psychosocial support

« Address guilt, stigma and the implications of
consanguinity sensitively.

* Give a simple family summary and coordinate
counselling with HSCT planning.

Key message: genetics referral should run in parallel with infection control, transfusion

support and HSCT evaluation.

Dr Ali Murad Jamal | Resident Hematology
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HSCT can restore osteoclast function

- Allogeneic HSCT supplies donor-derived osteoclast precursors

* Best outcomes occur before irreversible visual or neurological damage

- SNX10, TCIRG1, CLCNY

- Baseline multi-Organ diagnostics; Echocardiography, Full cranial fontanelle ultrasound

Dr Ali Murad Jamal | Resident Hematology
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HSCT- timing is critical

* Allogeneic HSCT must ideally be initiated prior to 3 months

- Before transplant:

* Treat active infection
* Address cytopenias, use leukoreduced, irradiated RBCs and platelets to

minimize alloimmunization prior to definitive transplantation
* Correct severe hypocalcemia

Dr Ali Murad Jamal | Resident Hematology
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Conditioning Regimen & Peri-Transplant Complications

- Myeloablative conditioning

- Primary Graft Failure: significantly higher risk

- Hepatic Veno-Occlusive Disease (VOD/SQOS)

Dr Ali Murad Jamal | Resident Hematology
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HSCT - Outcome

 Overall survival is heavily dependent on donor match type, age at the time of
transplant & underlying genetic mutations

* Matched Sibling Donors: 5 year survival rate around 73-80%

- Haploidentical Donors: 5 year survival up to 74%

Successful marrow recovery does not remove the need for sensory, skeletal
and developmental surveillance

Dr Ali Murad Jamal | Resident Hematology
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Final diagnosis and learning points

Malignant infantile osteopetrosis presenting as a leukemia mimic

RECOGNISE RE-EXAMINE

Infant + cytopenias + hepatosplenomegaly + Hard bone during aspiration is a major
immature circulating cells procedural clue

CONFIRM ACT EARLY

Diffuse sclerosis and bone-within-bone Molecular testing, counselling and HSCT
appearance establish the radiological pattern assessment should not be delayed

Dr Ali Murad Jamal | Resident Hematology
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