Il ASBAI-BRAGID Meeting
2016

Case Presentation

Renan Pereira, MD

Hospital Pequeno Principe
Instituto de Pesquisa Pelé Pequeno Principe

Curitiba - Brazil

equeno
PRINCIPE



10 years old boy
non consanguineous parents
Curitiba- Brazil

TTTTTTTTT
SSSSSSSS

pequeno equeno
PRINCIPE PRINCIPE



Bronchiolitis
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Bronchiolitis

?

4 hospitalizations to treat
respiratory infections;

Surgery to remove adenoids; Low IgG and IgA

Rotavirus infection (3x); ) IgM 720 mg/dl

Diarrhea (“fungi”). Normal leucocyte count
A
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Hyper IgM Syndrome
IVlg replacement
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Hyper IgM Syndrome
IVlg replacement

Infections- sinusitis,
otitis, pneumonia;
Prophylactic antibiotic.
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Infections- sinusitis,
otitis, pneumonia;
Prophylactic antibiotic.

Hyper IgM Syndrome ‘

IVIg replacement CD40L- 95%:

CD40- 100%
B cell lymphopenia
Polymorphism exon 5
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Infections

Hodgkin
Lymphoma
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PID Clinic- 2014

Increased |VIg
21 days

SMZ+TMP
lgG pre-infusion 946mg/dl

Low CD4 and CD19 cells
IgM 81 mg/dl
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Cervical

lymphadenomegaly

T CMV + EBV
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Never free of infections
Hodgkin Lymphoma + CMV/EBV
T and B cell lymphopenia
Normal expression CD40/CD40L

Physical malformation
Acrosyndactyly

Absence of 2 toes on the foot

Chromosomal Abnormality??
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Total Leucocytes- 10630
Lymphocytes- 2561 (24,1%)

% LINFOCITOS | N° Absol. (ul)
LINFOCITO T
CD3+ 84,43 2.162,9
CD3CD4+ 13,1 3356
CD3CD8++ 64,8 1.660,0
CD3+CD8+ 2,7 69,2
CD3CD4+CD8+ 0,03 0,8
CD3CD4(-)CDS8(-) 3,8 97,3
RELACAO CD4/CD8 0,20
CD27+CD45RO(-)CD4+ 0,4 10,2
CD27+CD45RO+CD4+ 10,5 269,0
CD27(-)CD45RO+CD4+ 2,2 56,4
CD27(-)CD45RO(-)CD4+ <0,1 —
CD27+CD45RO(-)CD8+ 3,8 97,3
CD27+CD45RO+CD8+ 16,8 4304
CD27(-)CD45RO+CD8+ 20,2 517,5
CD27(-)CD45RO(-)CD8+ 24,0 6148
CD45RA+CD3 1+CD4+ 0,4 10,2
CD45RA+CD3 1+CD8+ 23,9 612,3
CD57+CD28(-)CD4+ NR —
CD57+CD28(-)CD8+ NR —
CD25GITRCD4+ 0,3 7.7
CD3+CD16+CD56+ 10,4 266,4




Total Leucocytes- 10630
Lymphocytes- 2561 (24,1%)

% LINFOCITOS | N° Absol. (ul)
INFOCITC

CD3CD4+ 13,1 335,6
CD3CD8++ 64,8 1.660,0
CD3+CD8+ 2,7 69,2
CD3CD4+CD8+ 0,03 0,8
CD3CD4(-)CDS(-) 3,8 97,3
RELACAO CD4/CD8 0,20
CD27+CD45RO(-)CD4+ 0,4 10,2
CD27+CD45RO+CD4+ 10,5 269,0
CD27(-)CD45RO+CD4+ 2,2 56,4
CD27(-)CD45RO(-)CD4+ <0,1 —
CD27+CD45RO(-)CD8+ 3,8 97,3
CD27+CD45RO+CD8+ 16,8 4304
CD27(-)CD45RO+CD8+ 20,2 517,5
CD27(-)CD45RO(-)CD8+ 24,0 614,8
CD45RA+CD31+CD4+ 0,4 10,2
CD45RA+CD3 1+CD8+ 23,9 612,3
CD57+CD28(-)CD4+ NR —
CD57+CD28(-)CD8+ NR —
CD25GITRCD4+ 0,3 7.7
CD3+CD16+CD56+ 10,4 266,4




Total Leucocytes- 10630
Lymphocytes- 2561 (24,1%)

% LINFOCITOS | N° Absol. (ul)

INFOCITC
cp3+ . 8443 | 21629 |
cD3CD4+ 131 | 3356 |
CD3CD8++ 64,8 1.660,0
CD3+CD8+ 2,7 69,2
CD3CD4+CD8+ 0,03 0,8
CD3CD4(-)CDS8(-) 3,8 97,3
RELACAO CD4/CD8 0,20
CD27+CD45RO(-)CD4+ 0,4 10,2
CD27+CD45RO+CD4+ 10,5 269,0
CD27(-)CD45RO+CD4+ 2,2 56,4
CD27(-)CD45RO(-)CD4+ <0,1 —
CD27+CD45RO(-)CD8+ 3,8 97,3
CD27+CD45RO+CD8+ 16,8 4304
CD27(-)CD45RO+CD8+ 20,2 517,5
CD27(-)CD45RO(-)CD8+ 24,0 614,8
CD45RA+CD31+CD4+ 0,4 10,2
CD45RA+CD3 1+CD8+ 23,9 612,3
CD57+CD28(-)CD4+ NR —
CD57+CD28(-)CD8+ NR —
CD25GITRCD4+ 0,3 7.7
CD3+CD16+CD56+ 10,4 266,4




Total Leucocytes- 10630
Lymphocytes- 2561 (24,1%)

4 Differenciated

effectors

% LINFOCITOS | N° Absol. (ul)

INFOCITC
cp3+ . 8443 | 21629 |
cD3CD4+ 131 | 3356 |
CD3CD8++ 64,8 1.660,0
CD3+CD8+ 2,7 69,2
CD3CD4+CD8+ 0,03 0,8
CD3CD4(-)CDS8(-) 3,8 97,3
RELACAO CD4/CD8 0,20
CD27+CD45RO(-)CD4+ 0,4 10,2
CD27+CD45RO+CD4+ 10,5 269,0
CD27+CD4SRO+CD8+ 16,8 4304
CD27(-)CD45RO+CD8+ 20,2 517,5
CD27(-)CD45RO(-)CD8+ 24,0 614,8
CD45RA+CD31+CD4+ 0,4 10,2
CD45RA+CD3 1+CD8+ 23,9 612,3
CD57+CD28(-)CD4+ NR —
CD57+CD28(-)CD8+ NR —
CD25GITRCD4+ 0,3 7.7
CD3+CD16+CD56+ 10,4 266,4




Total Leucocytes- 10630
Lymphocytes- 2561 (24,1%)

LINFOCITO B %

CD19++CD20++ | 15 | 384 |
CD19+CD10+ 1,0 25,6
CD19+IgM+ <0,1
LINFOCITO NK:

NK 14,07 360,5
CD3-CD16+CD56+ 12,87 329,7
CD3-CD16+CD56- 0,8 20,5
CD3-CD16-CD56+ 0,4 10,2
CD45 100 2.561,8
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Total Leucocytes- 10630
Lymphocytes- 2561 (24,1%)

LINFOCITO B %

CD19++CD20++ | 15 | 384 |
CD19+CD10+ 1,0 25,6
CD19+IgM+ <0,1 ——

20,5

CD3-CD16+CD56- 0,8
CD3-CD16-CD56+ 0,4 10,2
CD45 100 2.561,8
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Exome Sequence
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CGH

Exome Sequence

Single nucleotide substitution
PIK3R1 gene
c.1425+1 G>T
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| 2

| TGAAGAATATACCCGCACATCCCAG| GAGTTTTCTATGAAAATCAGAT

TCGAAGAATATACCCGCACATCCCAGIGITGAGTTTTCTATGAAAATCAGAT

AVAVAYAV NAYAVAVAYAVAYAVAVAVAV.AVAV VAV AVAVAVAYA ANNANNANANNNNANNAANA N

Both parents:

no mutations in PIK3R1




Suggestions for management are very welcome:

HSCT?
mMTOR inhibitors?
others?
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Thank you!

renanpereirahpp@gmail.com

carolina.prando@fpp.edu.br
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