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Subjects, methods, and results

We examined 54 normal people (30 women, 24 men) aged from 40 to 60
years; 27 of these were hospital staff or relatives of patients and 27 were
patients in hospital being treated for a variety of non-neurological conditions.
No individual was found to have or gave a history of neurological disease.
We were careful to exclude all patients being treated with drugs that are
known to be potential causes of peripheral neuropathy such as nitrofurantoin,
isoniazid, and phenytoin. Patients suffering from illnesses that may be
associated with peripheral neuropathy such as malignancy of any sort were
also excluded. No subject had a family history of diabetes and all had normal
fasting blood sugar concentrations. No severely ill patient was included in
our study. All patients gave informed consent to the procedure.

Testing was carried out by seating the person comfortably and immersing
one hand in warm water (40-45°C). The hand was examined before
immersion, when all pits or creases resembling wrinkles in the pulps of all
the fingers were noted; examination was repeated after 20 minutes of
immersion.
We found a gradation between abundant wrinkling of the skin of all five

fingers and mild wrinkling of only one finger. Results were tabulated as:
(a) where wrinkling could- be observed in one or more fingers; and (b) where
fingers emerged from immersion flat and often a little swollen.
We observed wrinkling in 38 individuals, but there was no apparent

wrinkling in 16. There was no difference between the sexes.

Comment

The fact that some of the normal subjects examined developed
extensive creasing of the skin of the fingers while others did so to
only a modest extent is probably within the bounds of normal
biological variation. The finding that stands out is that nearly one-
third of these normal people showed no wrinkling of their fingers at
all. It seems safe to say that sympathetic function is preserved if
finger wrinkling after immersion in water is observed, but if the
fingers emerge smooth it cannot be assumed that there is a lesion to
the autonomic supply or to -the peripheral nerves of the hand. This
high proportion of false-positives limits the usefulness of this test.
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Comparison of two combination
chemotherapy regimens in advanced
colorectal cancer
Methylchloroethyl-cyclohexyl-nitrosourea (methyl CCNU) and 5-
fluorouracil reportedly gave a 47% response rate in colorectal cancer.'
We have therefore examined whether adding a further agent
(vincristine or mitomycin C) would prove more effective for response
and survival.

Patients, methods, and results

Patients-Thirty-one consecutive patients, who had not been treated with
chemotherapy and had histological confirmation of adenocarcinoma of the
colorectum, were entered into the trial. Fifteen patients were given regimen
A and 13 regimen B. Three patients were excluded from analysis because of
violations of protocol. The patients were aged between 33 and 73 years
(median 57). There were 20 men and nine women.

Disease sites-Patients with pretreatment disease sites included all those

with local or residual disease, 24 with hepatic metastases, eight with intra-
abdominal lymphadenopathy, three with lung metastases, and seven with
involvement of other sites.

Pretreatment evaluation included some or all of the following: measurement
of the tumour at laparotomy, CT scan of abdomen, liver function tests,
ultrasonic examination of abdomen, isotope liver scan, and testing for
carcinoembryonic antigen.
Assessment-Follow-up procedures for response included evaluating

clinical state of patients and repeating pretreatment tests.
Treatment programme-Regimen A: methyl CCNU 150 mg/M2 given by

mouth on day 1, then 5-fluorouracil 10 mg/kg/day given intravenously on
days 1-5; vincristine 1-5 mg/M2 (maximum 2 mg) given intravenously on
day 1. Regimen B: methyl CCNU 150 mg/M2 given by mouth on day 1, then
5-fluorouracil 10 mg/kg/day given intravenously on days 1-5; mitomycin C
25 ng/m2 given intravenously on days 1-5. Both regimens were repeated at
six-weekly intervals. If there was evidence of myelosuppression the doses,
time intervals, or both were adjusted. Most patients were treated as out-
patients. Chemotherapy was continued until death or until other forms of
management such as operation or radiotherapy were indicated for palliation.
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Survival from diagnosis in two groups of patients with
colorectal cancer taking different regimens.

There was one complete response and two partial responses. The median
survival for both regimens was five months from onset of treatment and 17
and 14 months from diagnosis for regimens A and B respectively. The
figure shows the survival curves. Nausea and vomiting were noted in most
patients after day 1. These were attributed to methyl CCNU. Leucopenia
and thrombocytopenia were noted but these were reversible. Neurotoxicity
with vincristine was noted occasionally as areflexia or paraesthesiae.

Comment

Chemotherapy with 5-fluorouracil, methyl CCNU, vincristine, and
mitomycin C has been used before for treating advanced colorectal
cancer.1 2 We have attempted to compare two combinations of these
agents, with particular emphasis on survival. Neither combination
affected the natural progression of advanced colorectal cancer. This is
in keeping with the results of other similar studies.3-5

Future trials of chemotherapy should therefore include a control
group given no chemotherapy. Furthermore, the effects of single
agents should now be more carefully assessed before embarking on
combination chemotherapy that may be more toxic but has so far
proved no more effective.

We thank Dr T A Lister, senior lecturer, Imperial Cancer Research Fund,
department of medical oncology, for his constructive criticisms; Mr W M
Gregory, mathematician at the research centre for the mathematical
modelling of clinical trials, University of Warwick, for helping with the
statistical analysis; and Dr A Stansfeld, reader in histopathology, for his
work on the histological diagnosis of the patients.
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Extreme eosinophilia due to
common streptococcal infection in
an adult
The occurrence of severe leucocytosis with eosinophilia in blood and
bone marrow together with lymphadenopathy during the course of a
common infection such as sore throat is an unusual phenomenon and
not known to occur in adults. We describe such a case, in which
extreme eosinophilia developed in an adult.

Case report

A 27-year-old man was admitted to this department in June 1979 with
fever (388°C), malaise, anorexia, and cervical lymphadenopathy. He had a
sore throat, and examination showed acute tonsillitis. Slightly to moderately
enlarged lymph nodes were palpable in cervical, supraclavicular, and
submandibular areas as well as a solitary enlarged lymph node in the right
axilla. There was no enlargement of the liver or spleen. Laboratory examina-
tion showed (figure) hyperleucocytosis with extreme eosinophilia (white cell
count 28 x 109/1 (28 000/mm3), eosinophils 23 x 109/1 (23 000/mm3-85 %),
neutrophils 4 %, lymphocytes 10%, monocytes 1 %); packed cell volume
45 %; haemoglobin 15-7 g/dl; erythrocyte sedimentation rate 13 mm in first
hour; and antistreptolysin 0 titre 625 Todd units; cultures from the throat
yielded P-haemolytic streptococcus.
During the course of the illness the leucocytosis increased further to

64 x 109/1 (64 000/mm3) with an absolute number of eosinophils of 56-3 x
109/1 (56 300/mm3). Bone-marrow aspiration showed hyperplasia of white
cell series with a predominance of eosinophils, both mature and immature.
A Paul-Bunnell reaction, Casoni skin test, and Weinberg serological tests
were negative. A chest x-ray film was normal, and no parasites were found in
stools.
He had no history of allergic or other serious illness. Penicillin 4 x 106

units daily and streptomycin 1 g daily were started; after three days of
treatment the temperature returned to normal, and the sore throat and
enlarged lymph nodes subsided gradually and vanished in a few days.
Serial examinations of peripheral blood showed that the number of leucocytes
fell abruptly to normal (figure) and eosinophils fell to an absolute number of
0-91 x 109/1 (910/mm3) on the twenty-first day of admission. Three months
later the patient had no abnormal clinical signs and his blood picture was
normal (white cell count 7-4 x 109/1 (7400/mm3) with an absolute number of
eosinophils of 0-222 x 109/1 (222/mm3)).

Comment

Several patients with severe eosinophilic leucocytosis, hepato-
splenomegaly, bronchial asthmatic attacks, fever, and cervical lympha-
denopathy have been described.' 2 Most have been children, and the
symptoms were often attributed to parasitic infestation with, for
example, Toxocara canis, Paragonimus westermani, and Ascaris.
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Certainly many other -parasites, especially those invading the tissues,
may produce severe eosinophilia in children and in adults.' Persistent
and pronounced eosinophilia in blood and bone marrow with extreme
leucocytosis and visceral lesions also occurred in a syndrome ofobscure
aetiology described by Zuelzer and Apt.3 Such cases have also been
reported by other authors but always in children. Scarlet fever is
occasionally accompanied by slight eosinophilia during the conva-
lescence period.4
Our case was unrelated to any of the above syndromes. We excluded

Loffler's syndrome1 2 because of the absence of pulmonary symptoms
and pulmonary infiltrations on x-ray films. From the clinical and
laboratory data we also excluded other causes of eosinophilic leuco-
cytosis with fever and lymphadenopathy such as chronic myelocytic
leukaemia, Hodgkin's disease, and tropical eosinophilia. The absence
of any evidence of previous allergic disorders and the return of the
eosinophils to normal counts, plus the absence of splenomegaly, make
the possibility of a concurrent allergic condition or inherited eosino-
philia improbable.
Our case represents an unusual example of eosinophilic leucocytosis

with an extremely high eosinophil count and concomitant hyperactivity
of bone marrow after a common streptococcal infection. Lymphadeno-
pathy was also an interesting feature.
There is evidence5 that in some persons with no previous allergic

conditions appreciable eosinophilia associated with infections of the
upper respiratory tract is likely to indicate a hyperimmune sensitivity
reaction in response either to micro-organisms or to their products
(not necessarily any specific infection).
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