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Survival
Worldwide study of hematopoietic allogeneic stem

cell transplantation in pyruvate kinase deficiency

== gverall survival
-~ age <l10years
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Richard van Wijk'
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RED CELLS, IRON, AND ERYTHROPOIESIS

AG-348 enhances pyruvate kinase activity in red blood cells from
patients with pyruvate kinase deficiency
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NM/NM, N=29
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M/NM, N=52
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M/M, N=111

p-value®

Median (Range)

Median (Range)

Median (Range)

Age at diagnosis (years) 0.4 (0-10.9) 0.7 (0-42.3) 1.3 (0-60.3) 0.049
n=29 n=50 n=105
Hemoglobin (g/dl)** 7.9 (6.5-8.9) 8.4 (6.4-12.8) 9.2 (4.3-12.3) 0.003*
n=14 n=21 n=40
Total number of lifetime transfusions 65 (3-991) 25 (1-721) 16 (1-1915) 0.0013*
n=27 n=38 n=81
Maximum ferritin (ng/ml) 1787 (423-13,409) 604 (22-8,220) 573 (31-9,679) <0.0001*
n=22 n=37 n=75
PK enzyme activity normalized to patient- -41.6 (-152.4-15.2) | -51.9(-211.1-64.4) | -69.6 (-485.7-117.6) 0.16
specific normal range (%) n=18 n=24 n=60
n (%) n (%) n (%) p-value™
Prenatal complications 11/27 (41) 15/48 (31) 28/98 (29) 0.47
Exchange transfusion 9/20 (45) 17/41 (41) 34/78 (44) 0.97
Rate of splenectomy 21/29 (72) 26/52 (50) 49/111 (44) 0.024
Rate of cholecystectomy 13/29 (45) 25/52 (48) 45/111 (41) 0.63
Extramedullary hematopoiesis 3/25(12) 0/43 (0) 5/92 (5) 0.067
Iron overload*** 21/25 (84) 20/38 (53) 33/77 (43) 0.0013*
Transfusions during pregnancy 3/3 (100) 3/4(75) 8/12 (67) 0.77
Transfusion and splenectomy status**** 0.002*"
Currently on regular transfusions w/ SPL 7/29 (24) 4/52 (8) 8/111 (7)
Currently on regular transfusion w/o SPL 6/29 (21) 7/52 (13) 13/111 (12)
Historically on regular transfusion w/ SPL 12/29 (41) 11/52 (21) 23/111 (21)
Historically on regular transfusion w/o SPL 0/29 (0) 1/52 (8) 2/111 (2)
Occasionally transfused 3/29 (10) 16/52 (31) 37/111 (33)
Never transfused 1/29 (4) 10/52 (19) 28/111 (25)
# )+ J) # )
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Median age at diagnosis: 15 yrs (range 3 months-64 yrs)

Anaemia [FEERGGE T D e e e ) 61/64

Taundice [T 46/61
Neonatal jaundice [ ] 10/62
Splenomegaly FlGE e B R | 49/62

Splenectomy SR
Hepatomegaly | I 20/55
Gallstones FEEERGR G e 21/53
Cholecystectomy [T ]14/53

Transfusions | 17/63
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e Severe anaemian 12% of cases
 Median Hb = 9.5 g/dL (2.8-15.2 g/dL)
* Median Hb increase after splenectomy (7 ptsy 3.2 g/dL (0.5-5.2 g/dL)
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Effect of buffy-coat removal or RBC filtration on
WBC (% of cells in whole blood)
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Bianchi et al. AJH 2018
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