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for the fasting group (-8'7%) but not for
the conventional managed patients (+ 0 5 %).
Proportionate weight loss was greater for
men than for women, for the 30-49 years
age group than for the younger or older
subjects, for diabetics than for non-diabetics,
and for persons whose weight exceeded 250
pounds (114 kg). The initial fasting pro-
gramme inproved the long-term results of
conventional low-calorie dietary treatment
for obesity.-We are, etc.,

MAURICE L. SIEVERS
MARGARET E. HENDRIKX

Phoenix Indian Medical Center,
Phoenix, Arizona, U.S.A.

1 Sievers, M. L., and Hendrikx, M. E., Health
Services Reports, 1972, 87, 530.

Frustrations in Community Paediatrics

SIR,-Though working in a completely
different field to Dr. Terry Hamblin (10
August, p. 407) his feelings of frustration
with the status quo echo mine. As a clinical
medical officer in community medicine (my
new title since reorganization) I have tried
to give good service in the often forgotten
but important area of community paediatrics.
I looked forward to reorganization as a time
of expansion with developmental paediatrics
coming to the fore and the opportunity to
carry out real preventive medicine among
the babies and children of today who are,
of course, tomorrow's adults.
Four months after reorganization I have

seen my work virtually nullified as facilities
such as special school places, nursery care,
physiotherapy, and speech therapy services
dwindle while waiting lists lengthen. Add to
this very inadequate secretarial help, little or
no equipment, and total administrative chaos
where there are three doing one person's job
is it surprising that morale among health
visitors, district nurses, psychologists, and
others as well as doctors is at an all-time
low?-I am, etc.,

P. E. NEWTON
Sale, Cheshire

Aspirin and What Else?

SIR,-I was interested to read the leading
article (6 July, p. 5) entitled "Aspirin and
What Else?" The writer has done a real
service by speaking in favour of an invalu-
ajble drug, which it is fashionable recently
to criticize for little or no valid reason. Not
long ago in a series of cases aspirin was
exonerated from causing analgesic niephro-
pathy. Attempts have been made to hang
this label round aspirin's neck without justi-
fication.
The leading article refers rightly to the

large amounts of aspirin consumed by the
population, which would be impossi3ble were
it not such a safe drug. It is interesting to
consider the problem the other way round
and pose the question: What other drug
could be taken in equal amounts that would
give rise to less trouble than aspirin? It
could well be that some of the major
haemorrhages supposedly caused by aspirin
are in fact cases of von Willebrand's disease,
which is hinted at in this article. They
might also be due to thrombocytopenia or to
purpura due to other drugs or senility-or

even to subclinical scurvy. Should such a
patient start to bleed from any cause and
feel unwell the drug he is likely to resort to
is aspirin, which may, then be blamed as the
sole causative agent for the haemorrhage.
-I am, etc.,

H. C. STEWART
Medical Consltant,
Aspirin FPundatin

St. Mary's Hospital Medical 6CSOl,
London W.2

Acute Myelofibros.ind Chromosome
Damage after Procarbazine Treatment

SIR,--Acute -myelofibrosis is an unusual
variant of myelofibrosis characterized by an
acute onset, anaemia, and thrombocytopenia.
The spleen is not palpable and lymph nodes
are not enlarged. A total of about 10 cases
have been published. The course is rapidly
progressive, death usually occurring within
eight- months after diagnosis.'

Recently we have seen a 66-year-old patient who
developed acute myelofibrosis. After being treated
for six months with procarbazine (a hydrazine
derivative) for Peyroni's disease he developed
hypoplasia of the bone marrow. This was first
attributed entirely to a direct toxic effect of the
drug, but the bone marrow biopsy specimens
showed that myelofibrosis was also partially
responsible for the pancytopenia and the rapid
deterioration of the patient's condition. Chromo-
some preparations of blood showed 28 8%
aneuploid cells and 6-8% cells with structural
abnormalities such as breaks, deletions, transloca-
tions, and dicentrics in the metaphases (see fig.)
but no marker chromosome was found. The
patient died eight months after the appearance of
the symptoms. Necropsy showed a slightly enlarged
spleen (315 g) and a normal-sized liver. The
histological findings showed extramedullary hemo-
poiesis. The penis showed the typical signs of
Peyroni's disease.

In the present case three factors can be
considered in relation to the chromosomal
abnormalities: (a) the patient's age, (b) the
procarbazine medication, and (c) the acute
myelofibrosis. A relationship between in-
creasing age and the development of chromo-
somal abnormalities is generally aocepted.2
In males of the age of this patient the re-
lationship is expressed in a decrease of
euploid cells to minimally 93 9%, with 3-4%
of the cells showing rctural defects
(acentrics, dicentrics, and translocations). In
our case both aneuploidy and structural ab-
nonmalities were present in a much higher
frequency. Thus the patient's age could not
be the sole cause of the observed ab-
normalities.
With regard to the induction of chromo-

sonal abnormalities iby procarbazine it
should be mentioned that alkylating agents,
as well as actinomycin and other cytostatic
drugs, are known to induce chromonal

damage.3 In cytogenetic studies with
1-methyl-2-benzyl-hydrazine (MBH), an-
other hydrazine derivative, chromatid trans-
locations have been observed in three types
of "mouse ascites tumours in viiro' but no
abnormalities -have been found in vitro.r
Procarbazine has also failed to produce
chromosomal damage in leucocytes in vitro.
This does not exclude the possibility of. in
vivo activation, -but positive evidence of in
vivo mutagenic effects of procarbazine on
chromosomes is lacking.

Previous studies on chromosomes in acute
myelofibrosis67 have shown a high percent-
age of translocated chromosomes in
peripheral blood and bone marrow cells.
Chronosomal abnormalities in chronic
myelofibrosis have also been reported.8 9

Recently a carcinogenic effect of methyl
hydrazine, a third hydrazine derivative, has
been shown in Syrian golden hamsters10 and
in mice.n Procarbazine is usually given in
combination with other cytostatic drugs in
Hodgkin's disease. This makes it very diffi-
cult to relate a myeloproliferative disease or
carcinoma developing in a patient with
Hodgkin's disease on a mukiple drug
regimen to procarbazine.
The possibility of the induction of acute

myelofibrosis and chromosomal damage by
procarbazine in our patient has to be con-
sidered seriously. The prescription of pro-
carbazine in benign disorders such as
Peyroni's disease12 and Dupuytren's disease1'
may well prove to involve more risk than is
believed at present.-We are, etc.,

H. M. PINEo
J. 0. vAN HEMEL

M. A. VRDE
J. VAN DER SLUYS VEER

University Hospital,
Utrecht

1 Lewis, S. M., and Szur, L., British Medicld
Yournal, 1963, 2, 472.

2 Brown, W. M. Court, et al., Chromosome
Studies on Adults (Eugenics Laboratory Memiar
No. XLII). London, Cambridge University

Press, 1966.
3 Hampel, K. W., Intermationale Zeitschrift far

klinische Pharmakologie, Therapie und Toxi-
kologie, 1968 1 332

4 Therman, E., 6ascer Research, 1972, 32, 1133.
5 Rutishauser, A., and Bollag, W., Experientia,

1963, 19, 131.
6 Mitts., W. J., Coleman, N., and Kiosoglou,

K. A., Archives of Internal Medicine, 1969,
123, 192.

7 Slyck, E. J. van, Weiss, L., and Dully, M., Blood,
1970, 36, 729.

8 Engel, W., et al., Humangeretik, 1968,6, 335.
9 Kiossoglou, A. K., Mitus, W. J., and Dame,

W., Blood, 1966, 28, 241.
10 Toth, B., and Shimizu, H., Cancer Research,

1973, 33, 2744.
11 Toth, B., International Yourmal of Cancer, 1972,

9, 109.
12 Aboulker, P., and Benassayag, B., Yournd

d'Urologie et de Ndphrologie, 1970, 76, 499.
13 Sturm, M., and Lebeuf, M., Bulletin 4e la Societe

Pran;aise de Dermatologie et de Syphiligraphie,
1971, 78, 523.E

joj
OP ~ uiP

Structural abnormalities (arrowed) found in blood cultures of patient with acute myeofibro (
chromatid breaks; (b) translocated D-cbromosome (normal D-elements); (c) a dicentrc chromo
(quinacrine fluorescence), probably a (4;10)-trans location.
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