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	2. Clinico-Pathological
Conference
DEPARTMENT OF PEDIATRICS
  


	3. PRESENTED BY
Aazma Mirza
  


	4. HISTORY
  


	5. Demographic Data
• Name:  Baby Naseeba
• Fathers Name: Alla dino
• Age: 16 months
• Sex: Female
• Address: Mirpur Sakro
• Present address: Jumma Goth Korangi 6
• Mode of Admission: OPD
• Date of Admission: 10th May, 2011; 12pm
• Informant: Aunty
 


	6. Presenting Complaint
Baby Naseeba
Patient  presented with
• Pallor -1month
• Difficulty in breathing -
5days
 


	7. History of Presenting  Complaint
• Naseeba was completely alright at 6months of
age, after which it was noticed that she had
pallor and difficulty in breathing.
• She was taken to various doctors who gave
multiple drugs but the condition remained the
same, so she was brought to Karachi and taken
to a local hospital, where she underwent a blood
CBC which showed severe anemia.
 


	8. From there, she  was taken to Civil hospital, where
electrophoresis was done and showed the
following…*
 


	9. Hb electrophoresis report
•  Dimorphic picture
• Anisocytosis, hypochromic, microcytic, p
oikilocytosis
• Tear drop cells
• Fragmented cells
Peripheral
Film
• Hb A2--------------3.9% (1.3.3.5)
• Hb F ---------------96.1%
• Interpretation A2 + F
• [High F consistent with thalassemia
major]
Hemoglobin
 


	10. At 8 months  of age, she was given a blood
transfusion and was sent home.
• Pre transfusion Hb : 3.3 g/dl
• Post transfusion Hb: 9.5 g/dl
 


	11. • 4 months  back (at 1 year of age) she was taken to
another hospital and again received a transfusion.
▫ Pre transfusion Hb : 3.0 g/dl
▫ Post transfusion Hb : 11.1 g/dl
• Throughout this time, her health had deteriorated
and she developed the initial complaints again, and
was eventually brought to JMCH.
 


	12. SYSTEMIC REVIEW
• No
vomiting,  diarrhoea, constipation, a
bdominal pain, weight
loss, dysphagia
GIT
• Mild difficulty in breathing
• No
cough, dyspnea, hemoptysis, wheezi
ng, or nasal discharge.
Respiratory
• Absence of cyanosis, orthopnea,
CVS
• No fits, dizziness, loss of
conciousness, visual
defect, trauma,
CNS
• No joint deformity, restricted
mobility, or signs of
inflammation.
MSK
• No
polyuria, dysuria, anuresis, or
hematuria
UGT
 


	13. PAST HISTORY
• Medical:
She  was admitted at Civil hospital on 2nd
May,2011, where she was diagnosed and
treated as a case of pneumonia.
• Blood transfusions received (twice)
• No surgical history, accidents or injury.
 


	14. DRUG HISTORY
Blood transfusion
Folic  acid
Bactroban (topical skin ointment)
 


	15. BIRTH HISTORY
• Mother  had
mild fever,
undocumented,
on and off, no
hospital visits or
ultrasound
scans done.
Antenatal
• full term
baby,
Hospital
delivery,
SVD cry was
immediate
and good,
Natal
• No neonatal
jaundice, or
cyanosis urine
and stool
were passed
within
24hours
Postnatal
 


	16. NUTRITIONAL HISTORY
• Pre  lacteal feed in the form of honey was given
• Exclusive breast feeding was started within 1hour of birth
• Complimentary feed started at 5months
• Present diet:
Calories:
• Un diluted cow milk(375 ml) 240
• Bananas 4 (80 x 4) 240
• Bowl of porridge 160
________
Total: 640 Cal
________
Should be taking a minimum of 12oo calories.
 


	17. DEVELOPMENTAL HISTORY
• Gross  motor: Sitting without support, Stands with
support
• Fine motor: Pincer grasp present
• Speech and hearing: Responds to her name and loud
noises, and babbles.
• Personal & Social: Irritable; shows fear of strangers
• Impression: Slightly delayed milestones (10months)
 


	18. IMMUNIZATION
• BCG and  2 doses of pentavalent
 


	19. FAMILY HISTORY
• No  known family
illnesses.
• Mother has had 4
miscarriages
• Father alive and healthy
• Grandparents alive and
healthy.
 


	20. SOCIOECNOMIC HISTORY
Environment:
• 1  room house, not cemented, poorly ventilated, 6
residents, unsatisfactory sanitary conditions, no
pets, consume water from hand pump.
• Parents are uneducated;
• Earning insufficient.
 


	21. Can you conclude  what she was
suffering from?
Patient is a known case of “Thalassemia Major”
with inadequate transfusion;
And Secondary malnutrition*
 


	22. EXAMINATION
  


	23. GENERAL PHYSICAL EXAMINATION
Patient  is an ill looking child, appears to be comfortably
sitting on bed, irritable in behavior.
Cannula placed in right hand.
• VITALS
• Temperature 98°F
• Pulse 112 bpm
• Respiratory Rate 28 brpm
 


	24. • ANTHROPOMETRY
▫ Head  circumference 48.5 cms [95th centile]
▫ Height 68.3 cms [below 5th centile]
▫ Weight 6.5 kgs [below 5th centile]
▫ Mid arm circumference 12.5 cms
▫ Weight/ height -2 SD (80%)
*According to Gomez classification: Required weight
10kgs (6.5/10 * 100 = 65% ) therefore, grade 2
PCM
 


	25. • Pustules on  neck and back of scalp
• Hair thin, scanty, easily pluckible
• Forehead shows frontal and
• parietal bossing
• Tongue slightly coated
• Cornea shiny and transparent,
• normal conjunctiva
 


	26. • Anemia +++
•  Jaundice +
• Mouth ulcers
• Lymphadenopathy
• Edema
• Leukonychia
• Koilonycia
• Cyanosis
Negative
 


	27. SYSTEMIC
EXAMINATION
  


	28. Palpation
Inspection
Distended abdomen
with centrally  placed but
everted umbilicus
No superficial tenderness or
rigidity
On deep palpation:
LIVER: 3cms from costal margin,
non tender, soft with smooth
margins
SPLEEN: 2cms from costal margin,
non tender, splenic notch palpable,
smooth margins
Percussion
No fluid thrill or shifting
dullness
Auscultation
Bowel sounds audible
ABDOMINAL
EXAMINATION
Palpation
 


	29. • Respiratory:
• Cardiovascular,
•  CNS: NO SIGNIFICANT
• Genitourniary: FINDINGS
• Muskuloskeletal:
 


	30. Investigations/Management
• *Hb before  blood transfusion = 4.5g/dl
• Multiple blood transfusions
• Hb after blood transfusion = 12.0g/dl
 


	31. Follow up Management
•  Regular CBC to check hemoglobin status
• Monitoring vitals
• Monitoring of growth & complications
• Immunzation for 3rd Pentavalent
• Folic Acid Supplements
 


	32. Advice given to  family:
▫ Regular checkups
▫ Nutritional care
▫ Screening of subsequent pregnancy
▫ When to receive chelation therapy
▫ Importance of hepatitis B vaccination
 


	33. DISCUSSION
  


	34. An introduction to  thalassemia..
“Thalassemias are a group of heterogeneous
disorders caused by mutations that decrease the
rate of synthesis of alpha or beta globin chains
that constitute hemoglobin, as a result causing
deficiency of hemoglobin and secondary red cell
abnormalities”
 


	35. Disease burden
• Aprox.  1.5% of the world's
population are carriers of β Thalassemia.
• The Southeast Asia Region accounts for about
50% of the world's carriers.
•
• Prevalence of Beta Thalassemia major is
5-7% in Pakistan.
 


	36. Pathophysiology
• Hemoglobin is  made of 2 genes
▫ Alpha
▫ Beta
• Thalassemia occurs when there is a defect in a
gene that helps control production of these
proteins
 


	37. Beta Thalassemia
SYMBOLISM
+: Indicates  diminished, but some production of
globin chain by gene:
+
 


	38. 0 :Indicates no  production of globin chain by
gene:
0
 


	39. Gene
deletions
  


	40. Clinical and Genetic  Classification
Gene
deletions
Clinical and Genetic Classification
Robbins
 



	42. • There are  2 major types according to the type
of gene defect in two main forms namely:
▫ Major
▫ Minor
▫ Major occurs if both parents have a defected gene
 



	44. Beta thalassemia major
•  Etiology: inherited autosomal recessive disorder
• Manifests clinically in homozygous state
• Heterozygous state may show minor
hematological abnormality
 


	45. Signs and Symptoms
•  Children born with thalassemia major are normal at birth, but
develop severe hemolytic anemia*and related symptoms during the
first year of birth
▫ Fatigue Pallor
▫ Failure to thrive Poor feeding
▫ Shortness of breath Recurrent fever
▫ Jaundice
▫ Bone deformities
▫ *Hepatomegaly
▫ *Splenomegaly
▫ [all of which were present in our patient]
 


	46. Laboratory Diagnosis
• Mircocytic
hypochromic
•  Anisocytosis
• Poikilocytosis
• Normoblasts
• Fragmented RBC’s
• Target cells
• Reticulocytosis
• :indirect BR raised
• MCH MCHC ↓
• TIBC ↓
Blood
examination
• Thal major:
Hb F 30-98%
Hb A2-
2%, no Hb A
• Thal minor:
Hb A2-3.5-7%
Hb F raised < 5%
Electrophoresis
• Should be done in
the first trimester by
chorionic villi
sampling performed
b/w 9-12 weeks of
gestation or
• Amniocentesis at
14-16 weeks
• DNA analysis is
performed
• Genetic counseling
of parents
Antenatal
Diagnosis
 


	47. Complications
Endocrine
• Growth Retardation
•  Delayed Puberty & Hypogonadism
• Disturbances In Carbohydrate Metabolism
• Hypothyroidism
• Hypo Parathyroidism
• Fertility Problems
• Osteoporosis.
Cardiac
• *Leading cause of death and one of the main causes of morbidity.
• Even after significant effects on heart muscle, aggressive iron
chelation can restore myocardial function to normality.
• The regular assessment of cardiac status helps physicians to
recognize the early stages of heart disease and allows for prompt
intervention.
 


	48.  Repeated Blood  transfusions
 Chelation therapy i.e Deferral
 management of cardiac
complications
 infectious diseases management
 management of endocrine
complications
 psychological, life style &
general health care concerns
 general & genetic counseling
 splenectomy
 bone marrow transplantation
 gene therapy*
 


	49. Guidelines to begin  transfusion..
• (i)Confirmed laboratory diagnosis of
• thalassaemia major;
• (ii) Laboratory criteria:
• Hb < 7g/dl on 2 occasions, > 2 weeks apart (excluding all other contributory
• causes such as infections)
or
• (iii) Laboratory and clinical criteria, including:
• - Hb > 7g/dl with:
• - Facial changes
• - Poor growth
• - Fractures, and
• - Extramedullary haematopoiesis
 


	50. Transfusion programs
• Recommended  treatment for thalassaemia major
involves:
• lifelong regular blood transfusions, administered every
two to five weeks, to maintain the pre-transfusion
hemoglobin level above 9-10.5 g/dl.
• A higher target pre-transfusion hemoglobin level of 11-12
g/dl appropriate for patients with heart disease or other
medical conditions.
 


	51. • The post-transfusion  Hb should not be greater
than 14-15g/dl and should be monitored to
assess rate of fall in the haemoglobin level
between transfusions, in evaluating the effects of
changes in the transfusion regimen, the degree
of hypersplenism, or complications of
transfusion.
 


	52. • Packed cells  are recommended; 15-20 mL/kg
Body Weight
• Chelating agents are used to prevent and treat
hemosiderosis which may result from repeated
transfusions
 


	53. Iron Chelation Therapy
•  WHEN TO INITIATE:
1.After 10 to 20 transfusions
2.Ferritin > 1000g/l
3.Liver iron content > 3.2 mg/g DRY WEIGHT
4.Age more or equal to 3 years
 


	54. IRON CHELATORS:
Desferioxamine (Desferal)
Deferiprone  (Feriprox)
Deferasirox (Exjade, Icl670)
 


	55. PROGNOSIS
• Quality of  life can drastically improve by
supertansfusion and chelation therapy
• Bone marrow transplant, if possible, is curative.
 


	56. Splenectomy should be  considered when:
 Annual blood requirements exceed 200 cc/kg/yr.
 Splenic enlargement is accompanied by
symptoms such as left upper quadrant pain or
early satiety.
 Leucopenia or thrombocytopenia causing clinical
problems (e.g. recurrent bacterial infection or
bleeding).
 



	58. 1.Negative attitude
towards prognosis
of  thalassemics
2.Doctors
lack Of
knowledge
3.Hepatitis
B Vaccines
& Hepatitis
C Screening 4.Pre
marital
counseling
5.Counsel
parents for
abortion
Take home message..
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