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The authors are to be congratulated on
the remarkably low operative mortality for
the whole series (1 death in 567 operations)
and for an excellent review of the results of
the various operations.-I am, etc.,

H. A. DANIELs
Barrow and Furness Group of Hospitals,
Lancs

Malignant Cells in Sputum

SIR,-It is a pity your leading article about
sputum cytology (1 January, p. 6) did not
mention the work done by Dr. Brenda
Gray,' who used to work here. She did a
comparative study of the results obtained by
the smear method (discussed in your article)
and the section method whereby sputum is
expectorated into a fixative and sections are
cut from the paraffin-embedded mass. She
showed that this method gave a higher yield
of positives and was also much less laborious
than the smear method.

Dr. Gray's method has been in use in this
department now for a number of years. No-
body who has used both the smear method
and the section method can doubt that the
latter is far less laborious and far less time-
consuming for the microscopist. Anybody
who is proposing to do this sort of work
should favourably consider its use.-I am,
etc.,

R. RP WILSON
Stobhill General Hospital,
Glasgow G21 3UW
1 Gray, B., Lancet, 1964, 2, 549.

Evaluation of Drugs

SIR,-You recently published an article by
Dr. S. S. Davis on the scientific principles
in the design of drug dosage formulations
(8 January, p. 102). Unfortunately, he has
allowed himself to become entangled with
the question of new drug development.

Dr. Davis entitles his Figure 1 "Flow
chart development of new drug dosage
form." What he has really drawn is a sug-
gestion for a flow chart development of a
new drug. It is at this point that he ob-
viously moves out of his field. He writes:
"The discovery and development of a new
drug can be a lengthy and expensive busi-
ness (Fig. 1)." If all new drugs dosage forms
were evaluated along the lines suggested in
this flow chart the work would be a great
deal more lengthy and more expensive than
it is at present. Not only are the suggested
pathways impractical in their time relation-
ships, but the words used are ambiguous.
For example, he defines "Biochemical
Pharmacology" as "Tissue distribution, Ab-
sorption, Metabolism, Excretion," and yet in
another part of his chart he uses the words
"Pharmacokinetic studies." Now, from
Dorland's Dictionary,. "pharmaco" means
"combining form denoting relationship to a
drug or medicine." "Kinetics" is defined as
"the branch of dynamics that pertains to
the turnover, or rate of change, of a specific
factor . . . commonly expressed as units of
amount per time." What does Dr. Davis mean
by "Pharmacokinetics" if not what he has
already defined under "Biochemical pharma-
cology"? If he means a first look at clinical
effectiveness, in many instances this cannot
be done in healthy volunteers as one needs

ill patients (for example, schizophrenics) to
evaluate efficacy. He adds the word "volun-
teers" in brackets under "Pharmacokinetic
studies" in man. Virtually all patients treated
with a new drug until it is licensed should
be, ethically, volunteers and should give their
consent to the experiment.
Anyone concerned with the development

of a new drug owes a responsibility not only
to the patients but to society. This respon-
sibility includes the evaluation of the drug
in the shortest possible time with the least
expenditure of money and technical re-
sources consistent with patient safety and an
acceptable chance of getting the right
answer; by this I mean an acceptable chance
of committing neither a Type I nor Type II
error. Anyone with experience in this field
will know that, despite whatever work-up
is done on animals, the vast majority of new
drugs tried in humans are failures for
reasons of toxicity in man or lack of efficacy,
usually the latter. One simply must have
acceptable evidence (three to five double-
blind comparative safety and efficacy studies)
of efficacy before undertaking huge amounts
of work and spending immense amounts of
technical resources on "biochemical pharma-
cology" and certain long-term toxicology
studies (for example, carcinogenic). With
certain compounds and "cold" techniques it
can take years to develop methods for their
measurements in biological fluids. With
"hot" compounds it still takes a great deal
of time and many resources.

Despite their fallibility, we base trials in
man on the results from animal experiments.
In the early stages the drug is used in very
simple formulations for these early experi-
ments. If it is absorbed in two or more sub-
human species from this simple formulation
it will probably be absorbed by man. Thus
the first efficacy and safety studies should
usually be on a rising dose schedule (with
the simple formulation) wherever possible
in patients suffering from the disease state.
This last point is highly important, as one
of the principles to be remembered is that
absorption, metabolism, and excretion can
be considerably different in the diseased
organism when compared to the healthy.
Of course we will continue to make

mistakes and miss certain effective drugs
which are not absorbed from simple
formulations in man whereas they are in
animals. However, the probability of success
will be much higher if we want to find safe
and effective drugs with a more practical
anproach to their evaluation than that out-
lined by Dr. Davis. There are not enough
scientific resources in the world, nor the
money to pay for them, to evaluate more
than a comparatively few compounds in the
way he has outlined. Hundreds must be
evaluated to find one significant advance in
therapeutics.-I am, etc.,

J. C GARNHAm
Penn, Bucks
1 Dorland's Illustrated Medical Dictionary, 24th

edn. Philadelphia and London, W. B. Saunders,
1965.

Practice Manager

SIR,-I was interested in the article entitled
"The Practice Manager" (25 December 1971,
p. 807). I am practice administrator in a
practice which is similar in size to that in
which "Mrs. A" works. Numbers of patients,
doctors, attached ancillary staff, students,

and reception staff are comparable, but there
the similarity ends.
We have a personal secretary who

organizes the work of a junior medical
secretary, and two part-time shorthand
(and audio) typists. She also acts as my
partner in the organization of wages, book-
keeping, and so on. Both she and the medical
records officer (or senior receptionist) have
an admirable working knowledge of the
numerous duties which I usually carry out.
We make a firm rule that at least two

(and preferably three) members of the staff
are capable of carrying out each of the
duties necessary in running a practice of
this size. Our junior medical secretary acts
as receptionist whenever necessary, and one
of our receptionists with a flair for figures
lends a hand with all financial matters at
regular intervals. During my long associa-
tion with this practice I have had a number
of illnesses, varying in duration from one to
two months, but never have I found any
backlog of work to clear up on my return
nor any deterioration in the work or morale
of the staff (a blow to my vanity perhaps).
I take my holidays when I wish, with the
full knowledge that all will be well while I
am away, though my colleagues have to work
flat-out during my absence and suffer all
the inconvenience which is caused when any
full-time member of the staff is absent.

I agree that a practice administrator is
an essential member of the staff of any
large practice: it should indeed be she who
carries out the co-ordinating functions to
which the article refers. The point with
which I disagree is that any one member
of staff should be regarded as indispensable.
A well-trained and well-balanced team
should be able to manage admirably for
periods of holiday or sickness. If this is not
so then there is definitely something wrong
with the administrator's organization.-I am,
etc.,

MARGARET M. STAMPS
Worcester

Pathogenesis of Diabetes Mellitus

SIR,-Your leading article on the patho-
genesis of diabetes mellitus (11 September
1971. p. 594) was of particular interest to me,
especially the reference to the hypothesis
put forward by M. D. Siperstein and his
colleagues' that the changes in the capillary
wall basement membrane were possibly a
primary cause rather than result of the
diabetic syndrome. In fact, this is my con-
clusion from a study (in press) in which
insulin was found to encourage the trans-
mission of glucose across the capillary wall
from the intravascular side outwards-that
is, towards the tissue fluid. The experimental
model for the study was patients with
ascites, in whom the ascitic compartment was
considered as an expansion of the tissue fluid
space. It was conceived that insulin might
probably act in some diabetic states as a
factor needed to overcome a primary patho-
logical dysfunction that develops in the
capillary wall and which interferes with the
transport of glucose through this wall.-I
am, etc.,

M. M. ARAB
University of Alexandria,
Alexandria,
Egypt
1 Siperstein, M. D., in Pathoeenesis of Diabetes

Mellitus, ed. E. Cerasi and R Luft. Stockholm,
Almqvist and Wiksell, 1970.
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