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Table 1 MPD Patients in This Study

PV 13
PV/AML 1
PV/CNL 1

ET 35
ET/AML 3

MF 10
MF/AML 1

Total 64

MPD, myeloproliferative disorder ; PV, polycythemia
vera ; ET, essential thrombocythemia ; MF, idiopathic
myelofibrosis ; AML, acute myelogenous leukemia ;
CNL, chronic neutrophilic leukemia

Table 2 PCR Primers Used in This Study (5'—3")

N -ras exon 1 ® CACTGAGTACAAACTGGTGG
(R) GGGCCTCACCTCTATGGTG
N -ras exon 2 (F)  GATTCTTACAGAAACAAGT
(R) GTAGAGGTTAATATCCGCAA
p53 exon 5 (® TTCCTCTTCCTACAGTACTC
R) GCAAATTTCCTTCCACTCGG
p53 exon 6 (F) ACCATGAGCGCTGCTCAGAT
(R) AGTTGCAAACCAGACCTCAG
p53 exon 7 (F) GTGTTATCTCCTAGGTTGGC

(R} CAAGTGGCTCCTGACCTGGA
p53 exon 8 & 9 (F)  CCTATCCTGAGTAGTGGTAA
(R} CCAAGACTTAGTACCTGAAG

F, forward ; R, reverse

Table 3 Mutations of The p53 Gene in MPD Patients

Case Age/Sex Diagnosis Mutated Exon Nucleotide Change Amino Acid Change
1 55/M PV/CNL 5 TGC—TTC Cys176 — Phe
2 69/M ET/RAEB -t 5 18 bp deletion 6aa (158-163) deletion
ET/AML 5 18 bp deletion 6aa (158-163) deletion
7 CTG—CCG Leu257 — Pro

MPD, myeloproliferative disorder ; PV, polycythemia vera ; ET, essential thrombocythemia,

CNL, chronic neutrophilic leukemia ; RAEB -t, refractory anemia with excess of blasts in transformation ;

AML, acute myelogenous leukemia
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Table 4 Changes of Chromosomal Abnormalities and p 53 Mutations in Case 2.

1990. 3 1998. 10 1998. 12
Diagnosis ET RAEB -t AML
Chromosomal Abnormality (=) =5 =7,20q — inv (3), —5, ~7,der (11)
p 53 Mutation n. d. del (158-163) del (158-163)
Leu 257 —Pro

n. d., not determined ; del, deletion.
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Examination of the Variation of N-ras in a Marrow Multiplication Syndrome, and p53 Gene

Shigeharu Tsurumi
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We investigated the involvement of the N-ras oncogene and
the p 53 tumor suppressor gene in samples from 64 patients
with myeloproliferative disorders (MPD), including poly-
cythemia vera (PV), essential thrombocythemia (ET) and
idiopathic myelofibrosis (MF). The mutations in N-ras
exons 1 and 2 (containing codons 12, 13 and 61) and p 53
exons 5 — 9 were tested by polymerase chain reaction
(PCR) - direct sequencing. No mutations in the N-ras gene
were detected in any cases. Alteration of the p 53 gene was

found in two patients, one with chronic neutrophilic leukemia

derived from PV and one with acute myelogenous leukemia
derived from ET. The former case exhibited a missense muta-
tion within exon 5. The latter presented a small deletion within
exon 5 and a missense mutation within exon 7 occurring inde-
pendently on both alleles. These results suggest that the
involvement of both genes are rare in chronic phase MPD and
inactivation of the p 53 gene might play a role in progression of

the disease.

Key Words | myeloproliferative disorder, N-ras, p 53, gene

mutation



