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Case report

Treatment of Primary Myelofibrosis with Valproic acid
Thongchai Benjchareonwong', Puangpen Ritteeverakul’, Kunyaprin Bhummichitra’, Chuleeporn Kongchana'

and Ponlapat Rojnuckarin®
"Department of Clinical and Anatomical Pathology, Chumphon Ket-Udomsak Hospital; ‘Department of Pharmacy, King Chulalongkorn
Memorial Hospital; ‘Division of Anatomical Pathology, Suratthani Hospital; ‘Department of Medicine, Faculty of Medicine, Chulalongkorn

University and King Chulalongkorn Memorial Hospital

Abstract:

Primary myelofibrosis is a group of hematologic malignancies with genetic, chromosomal and epigenetic
abnormalities causing myeloproliferation and abnormal cytokine expression. The marrow fibrosis (collagen or
reticulin) and extramedullary hematopoiesis results in anemia, thrombocytopenia, splenomegaly, bone marrow
failure and may turn to acute myeloid leukemia. The median survival rate is short. Treatment options depend
on patients and their economic status including medications, supportive blood component transfusion and
symptomatic treatment. This report uses valproic acid acting as a histone deacetylase inhibitor in a 62-year-old
female patient. She showed improved complete blood count parameters (CBC), decreased blood transfusion,
splenomegaly, bone marrow fibrosis and marrow failure symptoms. After stopping valproic treatment for 6, 7
and 8 years, the hematocrit remained within normal limit. Other laboratories assays such as liver function test,
renal function test, fasting blood sugar and lipid levels were also normal. The survival was longer than that
predicted by the IPSS score.

Keywords : @ Primary myelofibrosis @ Valproic acid @ Histone deacetylase inhibitor
® hone marrow failure @ Survival rate
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Figure 1A and B: Core marrow biopsy before valproic acid treatment showed hypercellular marrow with moderate

myelofibrosis. Moderately increased of myeloid and erythroid series with intact maturation. Markedly increased

megakaryocytes with aggregations and hyperlobation. Myeloblasts were 2%.
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Table 1 Complete Blood Count (CBC) at each visit before and after treatment with valproic acid

Date Hb Het MCV MCH MCHC RDW "EC § L M g Clatelet  reticulocyte
fuL. fuL. count
6Jul10 106* 32 8 28 33 22 5260 77 13 4 6 24,000
7Ju10 86 26 8 28 33 21 2750 68 22 4 6 16,000
8Jull0 84 26 8 28 33 22 4010 73 17 3 6 25000
8Jul10 102 31 8 28 33 22 380 69 21 2 6 31,000
10Ju10 85 26 8 28 32 22 3810 64 26 4 6 40,000
11Ju10 80 25 8 28 33 21 450 68 22 4 5 15000
13Ju10 83 25 8 28 33 21 4180 70 21 4 5 16,000 18
15Ju10 78 24 8 28 33 21 370 70 21 4 5 30,000 BM study
17Ju10 69 21 8 28 32 22 350 65 24 5 5 15000
18Jul10 80 24 8 29 33 20 320 65 21 8 5 15000
2110 66 21 91 29 32 21 2640 60 25 9 5 20,000
2700110 70 22 92 29 31 20 2980 64 25 6 3 13,000
6Aug10 85* 26 9 29 33 20 6710 65 24 7 4 76000
10Sep10 77 22 93 30 32 18 8020 63 20 11 6 95000 3.3
150ct10 84 28 94 28 16 16 8280 5 30 7 8 123,000 3.1
7Dec10 109 35 8 28 31 15 11,180 44 28 4 23 174,000
17Dec10 107 33 8 27 32 16 7440 43 32 7 18 168,000
25Feb11 127 40 84 27 32 15 8200 45 42 5 7 150,000
10May11 140 42 8 28 33 15 10010 3 36 6 22 153000
9Aug1l 130 40 8 28 33 15 6840 42 47 6 4 152,000
8Nov1l 131 39 8 28 34 14 8090 4 5 6 3 139,000  BM study
7Feb12 134 40 84 28 34 14 6930 41 47 9 3 126,000
15May12 122 39 8 27 31 16 5680 36 53 7 3 111,000
16Mar19 136 40 83 28 34 14 5840 76 18 5 1 130,000

25 Feb 20 NA 42 NA NA NA NA NA
23Feb 21 NA 44 NA NA NA NA NA

NA NA NA NA NA
NA NA NA NA NA

Note: * post red cell transfusions; BM, Bone marrow; NA, Not available
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Figure 2A and B Core marrow biopsy 11 months post valproic acid treatment showed normocellularity with mild

paratrabecular fibrosis and adequate trilineages precursors. Myeloblasts were 2%.
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Figure 3: Hemoglobin level (g/dL) at each visit before and after treatment with valproic acid. There was no

available data on 25/02/20 and 23/02/21.
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Figure 4: Hematocrit level (%) at each visit before and after treatment with valproic acid.
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Figure 5: Platelet count at each visit before and after treatment with valproic acid. There was no available data

on 25/02/20 and 23/02/21.
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