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+ A Rare Case of
Prednimustine-Induced
Myoclonus

Prednimustine is frequently used i
the treatment of chronic lymphocyti
leukemia, non-Hodgkin’s lymphoma
Hodgkin’s disease, and ovarian arn

- breast cancers. However, care should
" taken to recognize early neurologic sic
_effects that may have disabling cons

We report here a rare neurologic sig
effect associated with administration
prednimustine. A 79-year-old woma

sweats, asthenia, bilateral inguin
lymphadenopathy, and splenomega
d She had had a 19-year history of loy
- grade follicular lymphoma, which ha
% been treated 8 years previously by val
ous chemotherapy regimens, includi
prednimustine.
- A biopsy of an inguinal adenopath
I_Cally different from the previously
known lymphoma. She was treated wi
r an oral combination of lomustine at
dose of 80 mg/rhon day 1 and etopo-
_Jside at a dose of 100 mgfnand pred-
" nimustine at a dose of 60 mgfmboth
sQiven on days 1 to 5 (corresponding to
s total dose of chlorambucil of 6 mg/kg
5 and she was premedicated with allop,

® hoticed abnormal jerks of her hand

5; .
ment at the emergency room disclos

normal, and laboratory tests showed
electrolyte abnormalities. Clonazepa

" gradually decreased and disappeared

adisclosed Hodgkin's disease, histologi-induced myoclonus is not known. My:
oclonus arises from the central nervous

rinol and ondansetron. On day 3, sheating agent (5) is due to the interferenc
which increased during the subseque
e days and finally involved the four limbs,
On day 6, unable to stand, she fell and
" broke her right arm. Neurologic assess-
severe myoclonia of the four limbs. Her
mental state and conscious state werdReferences

was introduced, and the myoclonia

. day 8. A medical history revealed that

acetic mustard is prolonged after oral
administration of prednimustine com
pared with chlorambucil alone. Neurg
toxicity was dose limiting in a phase
trial of high-dose chlorambucill), and
chlorambucil-related myoclonus ha
nbeen described2) in a 71-year-old
c woman treated for a lymphocytic lym
, phoma with a 5-day regimen of chlor
dambucil and deltacortisone. In this

(]

leminated on day 7, and disappeare
e-gradually after another week.
Three cases of prednimustine-in
jeduced myoclonus have also been ri
of ported (3) in women previously treate
n with cisplatin for an ovarian cancer. Th
t myoclonia developed on day 4 during
al5-day regimen of prednimustine (12
ymg/n? per day) and disappeared afte

1 ministration of diazepam. Hypomagne-

tor.
y  The mechanism of chlorambucil

hsystem in a complex interaction betwee
a brain stem, cortex, and cerebellum. It

cluding mitochondrial myopathies with
central nervous system dysfunction,

, respiratory chain are observed)(
u-Similarly, the neurotoxicity of an alkyl-

s,with oxidative phosphorylation in the
ninitochondria by their metabolites.
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v- cessation of the chemotherapy and ad-

ri-semia found in these three patients was
1gconsidered a possible contributing fac-

found in several neurologic diseases, in-

awhich deficiencies of components of the

tine with prednisone in subsequent treat-

enent cycles, and the myoclonus did not
r-reappear.

Prednimustine is an ester of prednis-
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Circulating Prostate-Specific o ﬁ | .

Antigen/CD14-Double-Positive Bladder CA i BFH (n=9) PCaNOMD(n-m) PCaM1[n-11}
Cells: a Biomarker Indicating

Low Risk for Hematogeneous Fig. 1. In patients with NOMO or M1 stage prostate cancer (PCa), prostate-specific antigen (PSA)-positive
Metastasis of Prostate Cancer | cells (right Y axis) were increased compared with those in the control patients. Only in patients with stage
M1 disease were the PSA/CD14-double-positively stained cells (left Y axis) significantly decreased
compared with those in the control patienig<(05, paired Wilcoxon test). A statistically significan
. increase in PSA/CD14-double-positive cells was measured in patients with M1 stage prostate cancer
The presence of cells in the blood compared with patients with NOMO prostate cand@x.01). BPH= benign prostatic hyperplasia. Erro
stream of prostate cancer patients thabars represent standard deviations.
stain positively for both prostate
specific antigen (PSA) and for th
monocyte marker CD14 seems to indi- References
cate a low risk of metastasis formation. cific binding of the antibody, negatisz

This cellular biomarker might be help- controls with blood from healthy Wo+ (1) Hamdy FC, Lawry J. Anderson JB, Parson
ful in the assessment of the prognosismen, and positive controls with LNCaP ~ MA, Rees RC, Williams JL. Circulating pros-
for prostate cancer patients with of-cells were performed. The PSA-positive  tate specific antigen-positive cells correlate
gan-restricted disease. It could be usednd PSA/CD14-double-positive cells ~ With metastatic prostate cancer. Br J Urc
to define a subgroup of patients with awere counted by a count gate discrimj- __1992:69:392°6.
u
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; ; ; . . 2) Olsson CA, de Vries GM, Raffo AJ, Benson
low risk of life-threatening bone met { ; ' :
g nation procedure adjusted to the excl MC, O'Toole K, Cao Y, et al. Preoperative

tastasis, althO_UQh t_hese patients showijon of nonspecific, stained cells in th reverse transcriptase polymerase chain reac-
evidence of circulating prostate cancerFL1 (FITC)/FL2 (PE) plot of the nega tion for prostate specific antigen predicts treaft
cells by flow cytometry {) or PSA- | tive control: two million peripheral ment failure following radical prostatectomy. J
PCR2 (2). white blood cells were analyzed for each _ Urol 1996:155:1557-62. ,
We describe here 16 patients withsample after erythrocyte depletion. | ) ;mglh B(’:Sgllb.y gl'zsguihgt‘?‘te 2, eman
) P radley C, Blair GE. Detection of melanoma
NOMO St.age prostate cancer a.nd 11 pa The_ data in F'g' 1 suggest th_at the cells in peripheral blood by means of revers
tients Wlt_h prostate cancer with bone exclusive detection of molecular SIgna'S, transcriptase and polymerase chain reactig
metastasis (stage M1) as well as tWoejther by immunologic means or by  Lancet 1991;338:1227-9.
control groups (eight patients with blad- polymerase chain reaction, representlnd“) Brandt B, Junker R, Heidl S, Griwatz C, Sem
der cancer and nine patients with be-pSA-positive cells in the circulation, is JonoytAdBrlnkgnannlo el al. (;sol:illuoln ?f
. ; . . . X rostate-derived single cells and cell cluste
nign prostatic hyperplasia). So that wenot sufficient to estimate the risk of me-  pom puman periphe?al blood. Cancer Res.
could determine the number of PS/\/tastasis in prostate cancer. press.
CD14-double-stained cells in the pe- We are entering a new period of re
ripheral blood of the patients by flow search on circulating cancer cells. InNgtes
cytometry, 10 mL of EDTA-treated 1991, Smith et al. J) introduced the
blood was drawn from the patients by polymerase chain reaction for tissu Affiliations of authors:B. Brandt (Institut fu
venipuncture, and the erythr wer ifi i i e
de |pE[J ;tll; ea a qtt € edyt tocytetsff N ?spemﬁc cell deteCFlon' Modern tc?o'S N Kiinische Chemie und Laboratoriumsmedizin), Q.
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tion. The cells were stained simulta- now provide a means to unveil the westf. Wilhelms-Universita Minster, Federal
neously with anti-PSA-fluorescein meaning of circulating cancer cells (4). Republic of Germany; C. Griwatz, K. S. Zénker,
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