MARÍA ADELINA PRIETO PATRÓN
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Primary immunodeficiency

Primary immunodeficiency

Newborn, unknown cause


             INSTITUTO NACIONAL DE PEDIATRIA
                    SERVICIO DE INMUNOLOGIA - México

              OMENN SYNDROME
Case Report

A male newborn  product of  a G:5 A:1 P:3 C:1. Both parents in good health, non-consanguineous. Their first daughter is a 7 years old healthy girl. The second child was a female dead at the age of 3 months old, with the diagnosis of Job´s syndrome. The third was a male  child who died due to a sepsis by Pseudomonas aureginosa .

The pregnancy was uneventful, the patient was  delivered by cesarean section at 9 months of gestation, birth weight 3000grams, APGAR 5/7. Perinatal course was complicated by respiratory distress, requiring mechanical ventilation during 48hrs, neonatal pneumonia was diagnosed and treated with ceftazidime/amikacin for 11 days. Since birth the patient presented diffuse erythematous rash. He was diagnosed with Omenn Syndrome, he received Intravenous immunoglobulin and was transferred to our hospital. 

The patient was admitted with a generalized erythematous rash, hepatosplenomegaly and pneumonia. 

A skin biopsy was done at 18 days of life, with the following report:
Interphase damage, and small vessel vasculitis with hemorrhage, suggestive of graft versus host disease. 
It was initiated treatment with prednisone 30mg/square meter body surface,  cefotaxime, dicloxacilin, during 12 days, with improvement of respiratory pattern and remission of the rash.  
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BLOOD COUNT





FLOW CITOMETRY
	Hb
	Leuc
	LT
	NT
	PLT

	19.3
	16900
	9126
	5239
	397,000

	Total leucocytes
	14,375

	Lymphocytes
	8,997

	Monocytes
	317

	PMN
	3309

	T
	8028

	B
	-

	NK
	563

	CD4
	6694

	CD8
	1176


IMMUNOGLOBULINS




	IgA
	-5.72 

	IgM
	21.9

	IgG
	1150

	IgE
	10854 UI/ml


The patient was feed with  infant formula, with weight gain, received replacement theraphy with IVIG, trimetroprim/sulfamethoxazole and fluconazole prophylaxis. He presented urosepsis by Klebsiella pneumoniae, treated with meropenem. 
After signing an informed consent, the complete pre-transplant work up  was done. The patient was evaluated by the following pediatric specialities: Cardiology, Pneumology, Dermatology, Neurology, Nephrology, Dental, Gastroenterology and Nutrition, founding no contraindication for the bone marrow transplant. 
The HLA study was done, founding that her sister was HLA identical:
HLA study 

Patient

  A34(10)

B35

DR 16 (2)

DQ5 (1)



 A1

  
B35

DR 11 (5)

DQ7 (3)
Donor

A34(10
)

B35

DR 16 (2)

DQ5 (1)

(Sister)

A1


B35

DR 11 (5)

DQ7 (3)

The bone marrow transplant from HLA identical donor (sister) was not posible 
because of complications during placing  central venous catheter to the donor. The patient received a non relationed, matched blood umbilical cord. 
BLOOD UMBILICAL CORD DATA:

Celularity: 3.7x10 7 x kg(host)

Viability: 61% of CD34+ cells.

VDRL, Hepatitis, HIV negative.

Donor: Male newborn, weight 3400grams, full term product of a healthy 34 years old mother.
HLA:

A2

B35

DR4

DQ8(3)

A24(9)
 
B35

DR16(2)
DQ7(3)
The conditioning regimen for bone marrow transplant was the following:
CONDITIONING REGIMEN
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	Busulfan 4mgkgd
	 
	 
	 
	 
	 
	 

 

	 
	 
	 
	 
	Ciclophosphamide
50mgkgd
	 
	 
	 
	 
	 
	

	 
	 
	 
	 
	 
	 
	Anti-Thymocyte Globulin
30mgkgd
	 
	 
	 
	

	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	Metilprednisolone
1mgkgd

	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	Difenhidramine


At the age of 2 months 11 days of the patient the bone marrow transplant took place.  Since day +2 post transplant, the patient presented an erythematous rash. He received treatment with ciclosporin 3mg/kg, IVIG weekly, trimetroprim/sulfamehoxazole. He required mechanical ventilation due to respiratory distress secondary pneumonia and tracheonedobronquitis, receiving antibiotic treatment with vancomicine, meropenem and amphotericine B. He received granulocyte colony stimulating factor, periodic blood and platelet transfusions, intravenous nutrition.
Ay day +9 a skin biopsy was realizated, with the following result:
· Interphase dermatitis,  sugesting graft versus host disease. 
He presented signs of graft versus host diesase grade I, with skin lessions and elevated liver enzimes. (AST:111, ALT:220, GGT:197)  Cyclosporine dosis was incremented to 5mgkg. 

The patient presented arterial hypertension treated with captopril, prazosin, furosemide and felodipine.  
The patient course was complicated with partial seiuzures. In CT scan it was shown cerebral atrophy, bilateral cysts, and a parietofrontal hipodense zone  due to a probably infarct. Phenobarbital was initiated and the seizures were controled.  The patient evolution was favorable, feeded with infant formula,  with weight gain, continued receiving IVIG.
He was discharged at day +47, with ciclosporin and prednisone. The engraftment was corroborated with 50% of quimerism at day +18, determined by VNTR´s. 
The patient was admited to the emergency department at four and a half months old (day +55) with 14 hours of cianosis and respiratory distress. Septic shock was diagnosed. It was started treatment with IVIG, antibiotics, vassopresors, mechanical ventilation. The patient presented trombocytopenia, complicated with intraventricular hemorrage, presented brain death and died 8 days after.
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