Figure 4.4: Clinical history time-
line of patient 1. Blue tone
colours are indicative of clinical fea-
tures, while yellow-red tone boxes
indicate treatments. Key events
are colour matched between patients
1-3 (on the opposite page). The
numbered age boxes represent each
year of life. Small purple time-point
boxes indicate specifically recorded
events or assays. The onset and fea-
tures of disease that are common
to all patients can be seen, support-
ing TET?2 deficiency as the common
cause of disease.

Patient 1

Clinical features

Main treatments

= 4 weeks Pneumonia

Failure to thrive
developmental delay

Ganciclovir

- Lymphadenopathy

Recurrent respiratory infections
Autoimmunity Anti-nuclear antibody

Positive Coomb’s test Rheumatoid factor

- Diagnosis of ALPS

Defective Fas-mediated apoptosis
Raised double Neg T cells
IViG, Rituximab, corticosteroid
Initial response to treatment
Deteriorated markedly
Massive hepatosplenomegaly

Liver dysfunction Hard lymphadenopathy

Lymph biopsy:EBV-positive Hodgkin-like polymorphic
B-cell lymphoproliferative disorder

Low dose chemotherapy (vincristine, rituximab)
Prolonged intensive care

Tumor lysis syndrome with acute renal failure

Hard lymphadenopathy Sepsis

Stenotrophomonas pneumonia 4 dose adoptive EBV-specific cyto T-cell

Splenectomy

- Matched sibling donor bone marrow HSCT
Some autologous T-lymphocyte reconstitution

Mixed chimerism

Risk of rejection (recipient T-cells (22% donor, 100%
donor myeloid cells))

Stem cell top up
100% T-cells, 18% B-cells

2 years stable

* Recurrent lymphadenopathy hepatomegaly

Hypercalcemia of unknown cause

Thrombocytopenia positive ANA

Ongoing widespread lymphadenopathy

Relapse ALPS Rituximab

* Central cyanosis and lung disfunction

Lymphadenopathy and hepatomegaly reduced
New scrotum and tongue lumps

Excised tumours completely
Cirrhosis of liver

Severe immune thrombocytopenia

* Anemia Seizure
Rituximab
Ascites Non-invasive management

Granular cell tumor in arm
Thrombocytopenia Lymphadenopathy incr.
Respiratory and gut failure, febrile diarrhea

Blood transfusion for thrombocytopenia, anemia

Palliative care as he was severely debilitated and
not expected to survive

Post-transfusion with remarkable recovery in the
home environment.

Thrombocytopenia
Increased lymphadenopathy
Respiratory and gut failure, febrile diarrhea

Requires supplemental oxygen and his exercise
capacity is severely limited

Short stature and failure of pubertal development
Transfusion-dependent for chronic anemia

Declined further bone marrow investigation
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Hematuria and nephrotic
range proteinuria

Hypothyroidism and
hypogammaglobulinemia  Thyroxine and immunoglobulin

ICU, aspiration pneumonia

" CMV viremia

L opathy Hepatc

Lymph node - peripheral T-cell lymphoma of T
follicular helper phenotype and clonal TCRG gene
rearrangement

Thrombocytopenic

Granulomatous nephritis  Anti-mycobacterial therapy for BCGosis

Diagnosis of ALPS

Defective Fas-mediated apoptosis,
DN TCR T cells, raised FasL

Cyclophosphamide and methylprednisolone for
lymphoma

... Amaternal CD3/CD19-depleted haploidentical
peripheral blood HSCT

Unsuccessful - early graft rejection and autologous
reconstitution

Respiratory failure and presumed sepsis

" Died

< Recurrent respiratory infections

Multiple antibiotic courses
2x pneumonia Acute respiratory failure
Impaired humoral immunity
Bronchiectasis despite treatment
IViG, antibiotic prophylaxis, and physiotherapy

Significant global developmental delay

; Learning to walk

" Not able to attend mainstream school

Pathological lymphoproliferation:
hepatosplenomegaly, lymphadenopathy, and
increased DNT cells

Hard lymphadenopathy

7 is as well as T-p
response were normal

Lymph node EBV-associated follicular hyperplasia

No evidence of malignancy at that time

No definite evidence of autoimmunity but moderate
thrombocytopenia was evident over several years.

Two benign skin tumors: a cellular dermatofibroma
and a pilomatrixoma

Feeding problems and there was a suspicion of
recurrent aspiration

Managed by fundoplication and creation of a
gastrostomy for enteral feeding.

Mediastinal mass and pericardial effusion

_ Investigations revealed a primary mediastinal large B-
<" cell lymphoma

Tolerated R-CHOP chemotherapy and went into
remission

Worsening headaches
Idiopathic intracranial hypertension

Skull thickening - extramedullary hematopoiesis

Allogeneic HSCT
Tolerated myeloablative conditioning poorly

Developed multi-organ failure requiring intensive care

Very early reconstitution of autologous T-cells

Progressive loss of her graft

Graft-versus-host disease, skin and liver
Palliative care

Died

Figure 4.5: Clinical history time line of patient 2 and 3.



