How Should We Manage Myelofibrosis?
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Primary idiopathic myelofibrosis, often referred to inthe
USA as ggnogenic myeloid metaplasia, is = condition that
usually presents 2= = pancytopenia °+ leucoerythroblastic
blood picture[l 2], This is almost always associated with

; £
Marked gplenomegaly @nd = dry ma==ow tap. Biopsy ©
the marrow shows evidence of increased reticulin. There
are often numbers of teardrop poikilocytes 1™ the per-
?pheral blood and occasionally there is a leukaemoid
blood pictyre, which ugually eceurs in patients evolving
from polycythaemia rubra vera. Scl>metimes these con-
ditions co-exist in a hybrid state with features of both
conditions[3]. Thrombocythaemia is not wncommon and
the patients may first be seen with evidence of throm-

bosis. Gout is occasionally * presenting feature, with =

raised serum uric acid. Massive gplenomegaly <= =°m=-
times be associated with portal hypertension[4,5]. .Ther.e
1s evidence indicating that the marrow [ibrosis in this
condition is gecondary te the development ©f =n ab-
normal cell clone[6,71. It is important to exclude sec-
ondary causes, especially metastatic tumours, and isotope
studies should be done to demonstrate myeloid meta-
plasia. There is now considerable evidence of immuno-
logical gysfunction in myelofibrosis[g-10], and we have
demonstrated the pregence of immune complexes in all
?Ur patients[11]. This has led us to reconsider the

Management of this condition.

Traditionally, patients have received supportive ther-
aPy with blood transfusions. More active measures Such
2% anabolic gteroids[12-15], busulphan[14,16-18], splenic
lrradiation[19] and splenectomy([20,21] have all been
used with varied success. After five yearg or less, patients
usually develop increasingly severe @naemia and massive
splenomegaly. At this gstage splenectomy i ©ften con-
ternplated and has been shown to be heneficial[22]
Specially when portal hypertension ¢ present[23]. How-
ler, the results are frequently disastrous, with precipi-
tation of . blastic crisis[24], and many think that gplen-
ectomX has little to offer. Following our Observations, we

ave thosen to take a mowe active approach to the
Management of this condition and used repeated courses

chlorambucil and prednisone [25] . Our view is that
Patients need to be treated ggrly im their illness, and the
P een should not be allowed to extend beyond 10 =m
¢ ow the left costal margin as measured in the mid-
vicular line. Reduction of spleen size may be slow
Initially; but it is important to continue with treatment

eAn *» the yresence ©f pancytopenia. W€ prefer t° use

orambucil and prednisone, but other measures may P&

effective if introduced early and with perseverance. We
have used two or four weekly courses on a continuous
basis for more than three years without problems' Some
patients whose clinical and haematological parameters
remain gatisfactory may ©© given 168 frequent courses of
treatment.

Although we have oply been yging this pmanagement
for four years, 21 patients who had been suffering from

the disease for several years have been kept well, with

good haemoglobin levels and minimal gp]epomegaly. We
have endeavoured to keep the spleen size as small as

possible but it seldom becomes ipmpalpable and ygually
remains easily felt up t° 5 <m below the left costal
margin. During eur studies two patients have geveloped
increasing numbers of primitive cells, and one of them
has died; the work of Goldman[26] suggests that it yight
be possible after ablative measures to reconstitute with
peripheral blood stem cells obtained before treatment.
Three other patients died of unrelated diseases. In our
series portal hypertension has not occurred, no doubt due
to keeping splenomegaly under control. gop]epnectomy
does not appear t° be necessary @nd we have not used this
form of therapy for mowxe than three y.irg The im-
mediate gorpidity and mortality, together with the poor
long-term prospects[2l], seem to contra-indicate this
procedure, despite recent advocating splen-

ectomyA?] . Peripheral arterial disease often complicates
the condition in elderly males and this is certainly

papers

improved in patients treated in the mannexr we have
described. Patients with the hyhrid form of pyelofibrosis
often become parkedly polycythaemic. The initial red
cell mass qgy, Pe normal or slightly increased. Treatment
shrinks the gpleen, reducing the degree ©f pooling, and
accounting for an increase in haemoglobin and red cell
In these subjects we have continued to reduce the

spleen size, venesecting When pecessary to keep the PCV
below 45 per cent. In some instances we have clear

mass .

isotopic evidence of jmproved marrow function, but
morphological evidence is moxe difficult to obtain, as can
be expected from the variable nature of the marrow
biopsy findings. There are now methods to measure the
amount of peticylin[28] , but these seem to be unrelated to
haemoglobin levels, which are of clinical jmportance.

Although it is difficult to judge the effect of therapy with
an uncommon chronic condition such as primary myelo—

fibrosis, the evidence we have indicates that these more
active measures should be taken to improve both the

morbidity @nd mortality.
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