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Letters 

Problems Associated with the Study of 
Cytokines in Patients with Leukaemia 

H.D. Preisler and A. Raza 

THE CLINICAL USE of cytokines may favourably alter the prolifer- 
ative behaviour of leukaemia cells. The lack of a consistent 
relation between the cell cycle characteristics of leukaemia cells 
and the course of the disease or treatment outcome results 
from two problems inherent to cell cycle studies. First is the 
inaccuracy of the assessments of the per cent cells in S-phase 
due to variable dilution of marrow aspirate cells by peripheral 
blood cells 2-4. Then, even if an accurate labelling index (Li) 
were available, the data would still be of marginal interest since 
the most important characteristic is length of the cell cycle [4]. 

One attempt to overcome the problem of dilution by periph- 
eral blood is to estimate the extent of dilution [4]. Other 
approaches include the release of cells from marrow biopsy 
samples by shaking or enzymatically [ 1,2]. While these 
approaches demonstrated that many more cells were in S-phase 
than had been observed when aspirates were used, there has 
been no demonstration that all marrow cells are released or that 
the released cells are representative. To avoid these problems, 
we administer halogenated pyrimidines embed marrow biopsy 
specimens in plastic and use monoclonal antibodies to identify 
S-phase cells [4]. Our studies demonstrate that use of cells 
“released” from biopsy samples underestimates the proportion 
of leukaemia cells in S-phase [5]. We use Li with measurement 
of the duration of S-phase (Ts) to calculate cell cycle time (Tc). 

Patient 1 (Table 1) did not receive any cytokine. The biopsy 
Li, Ts and Tc were unchanged over the 3 days of study. But if 
the aspirate Li is used, there would appear to be a 235% increase 
in Li. If this Li is used to calculate Tc, the proliferative rate of 
the leukaemia cells would seem to have dramatically increased. 
Also if the spuriously low aspirate Li is used, Tc is extremely 
long. Patient 2 received a 3 day course of retinoic acid and 
interferon IS]. Li fell in both the aspirate and biopsy samples. 
Unexpectedly, however, Ts also fell, i.e.an acceleration of the 
proliferative rate rather than a slowing as would have been 
concluded if only Li was used. Patient 3 received recombinant 
human granulocyte-macrophage colony-stimulating factor 
(rhGM-CSF). While the aspirate Li doubled, that of the biopsy 
specimen fell. Ts was slightly prolonged. Thus, rhGM-CSF was 
associated with a slowing of the leukaemia cell proliferative rate 
and not with acceleration, as would have been concluded if 
marrow aspirate data had been used. These paradoxical effects 
are not rare. 
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Thus, it is impossible to measure accurately the effects of 
cytokines on leukaemia cell proliferation in viva unless intact 
marrow biopsy specimens are used and unless Ts and Li are 
used to calculate Tc. The use of peripheral blood in these 
studies[6] further confounds the issue since apparent alterations 
in the kinetics of the cells in this compartment can be the result 
of the mobilisation of immature cells from the marrow and other 
sites of proliferation rather than an effect on cell proliferation. 

The failure to use appropriate methods in studies of cytokines 
will have a negative impact since inaccurate and/or incomplete 
cell cycle data will lead to erroneous conclusions about the effects 
of these agents and their clinical usefulness. Unfortunately, none 
of the reported studies of the effects of cytokines on leukaemia 
cell proliferation used methods capable of providing accurate 
and complete data [6-91. 
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Handedness and Breast Cancer 

Sidney Lowry 

THE REPORT by Olsson and Ingvar [l] that left handedness is 
uncommon in breast cancer patients fails to mention a possible 
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important cause for this finding. A recent study in California by those that are most sensitive to the toxic effects of cisplatin [2]. 
Halpern and Coren [2] on handedness and life-span has shown Whereas renal regulation of calcium and magnesium excretion 
that the mean age of death in left-handed people is 9 years earlier is similar to that of sodium in the proximal part of the duct 
than in right handers. The reason for this 9-year reduction in system, the transport mechanisms in the distal part seem to be 
life span is unknown, but may be related to the fact that left- independent and different. Cisplatin-induced nephrotoxicity 
handed (and left-footed) people live in a right-handed world, may be due to a proximal tubule impairment [l]. Thus, hypona- 
and are more prone to accidental death. Breast cancer is primarily traemia should be as frequent as hypokalaemia and hypomagnae- 
a disease of older age groups. Perhaps fewer left-handed women semia. However, this is the fn-st report of a persisting hyponatrae- 
live long enough to develop breast malignancy. Whether the mia in an adult after cisplatin. The fact that the patient was of a 
numbers of patients involved are sufficient to account for Olssen special ethnic origin may be important and a pharmacogenetic 
and Ingvar’s findings remains to be determined. mechanism should be considered. 

1. Olsson H, Ingvar C. Left handedness is uncommon in breast cancer 
oatients. Eur 7 Cancer 1991.27.1694-1695. 

2. ‘Halpern DF, Coren S. Handedness and life span. N EnglJ Med 
1991,324,998. 
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Cisplatin-induced Sodium and 
- Magnesium Wastage 

Anne Brbo and Ernst Simonsen 

SELECTIVE RENAL wasting of magnesium combined with hypo- 
magnesaemia is a frequent side-effect after treatment with 
cisplatin [I]. However, hyponatraemia is rare: persisting hypon- 
atraemia has been reported in only 3 patients, all children [2, 

31. 
We report a case of severe, persisting hyponatraemia and 

hypomagnesaemia in a 53-year-old Lapp woman treated with 
cisplatin for adenocarcinoma of the endometrium. A simple 
hysterectomy and bilateral oophorectomy was initially perfor- 
med. Histological examination revealed a low differentiated 
(grade III) tumour infiltrating deeply in the uterine wall, affect- 
ing the upper part of the cervix. The patient was admitted to 
the University Hospital to receive adjuvant therapy consisting 
of external pelvic radiation (total dose 44 Gy), followed by four 
single courses of cisplatin 50 mg/m2 plus epirubicin 50 mg/mz 
every 4 weeks. The second course was given in the local 
hospital and the last course was cancelled. Serum creatinine and 
creatinine clearance were always normal. The concentrations of 
Na, K and Mg (in mmolil) were: 137, 4.0 after course one 
(magnesium not determined); 112, 1.2 and 0.47 after course 
two; and 109, 2.5 and 0.3 after course three. Serum values 3 
months after the last course remained low. 

Many side-effects of cisplatin have been described [2]. 
Nephrotoxicity, which is dose-limiting, may be manifested as 
azotaemia, hypokalaemia, hypocalcaemia and hypomagnesae- 
mia [ 1, 4-61. Our case is unusual, with persistent hyponatraemia 
with hypokalaemia and hypomagnaesemia after three single low- 
dose courses of cisplatin, a cumulated dose of 140 mg. 

Electrolyte wasting is thought to have its origin in tubular 
damage with destruction of the electrolyte regulating mechan- 
isms in the nephrons [4-6]. The sites of cation reabsorption are 
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Lethal Toxic Epidermal Necrolysis 
During Suramin Treatment 

G. Falkson and B.L. Rapoport 

WE READ with interest May and Allolio’s [IJ report of fatal 
epidermal necrolysis during suramin therapy as we recently 
reported this in a patient being treated with suramin [2]. 10 of 
the first 17 patients we treated with suramin developed skin 
toxicity of varying severity. We treated a further 29 patients 
giving hydrocortisone sodium succinate 200 mg intravenously 
before suramin administration and saw only one mild skin 
reaction in these patients. It therefore seems appropriate to 
consider giving corticosteroids before suramin. 

1. May E, Allolio B. Fatal toxic epidermal necrolysis during suramin 
therapy. EurJ Cancer 1991,27, 1338. 

2. Rapoport BL, Falkson G, Ansell SM, Lotz BP, de Wet M. A phase 
II clinical study of suramin in combination with mitomycin C in 
parients with non small cell lung cancer. Lung Cancer 1991,7, 323- 
328. 
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