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It has been claimed # that disodivm cromoglycate makes 1t
pssible to reduce the dose of long-term steroid therapy or even
9 withdriaw it completely. This may prove to be s most
aluabte operty. However, any reduction ol the maintenance
ase of steroid should be atemipred only it paticots are closcly
wpervised, with  regular measurement  of  Jurced  expiral
wlume i vne second, ur peak expiratory How, The subjective
lief which disodiutm cromoglycate uadoubtediy confers in
any paticats maty ohscure the development ol o potentiaily
angerous sttuation 1 which cthe paticnt is deprived of symp-
wms whivh otherwise might give warning of an acute relapse
# a3 time when he iy especiilly vulaceable by reason of the
owered dose of steroid. This seemed to be the only explanation
o a recent case o) very sudden desth which occurred in a boy
of 14 whe was under the aire of the outpaticnt department of
dis hospital.

The criteria for sclection of patients for treatment with
Ssodium cromoglycate are still fur from clear. As your
mnotation points out, the drug appears to inhibit the cffects of
“¢ertatn antigen-antibody reactions ' (type 1). This suggests
tat in clinicsl use it should be most effective in allergic
sthma, its action being more of a prophylactic than a thera-
Jeutic nature. My own expericnce of its use in a small number
¥ carefully sclecred patients in both hospital and gencral
sactice confirms such a view, I have found it to be of great
rlue in some paticnts, particularly children, who have chronic
*extrinsic ' asthma, whereas [ have not found any significant
»nefic from its use in patients with non-allergic or ** intrinsic **
sthma. [n the former group of paticents its action appears to
% on¢ of maintaining a state of remission rather than of
mppressing active asthma,

It seems likely that general practitioners will soon find
Wmselves under increasing pressure to prescribe disodium
romoglycate. I hope that much more information about its
xtion and usc in clinical practice will bé available before it
ames to be prescribed widely and, possibly, indiscriminately.

Brompton Hospital,
London $.\W.3. IaN GRreGG.

Sir,—W'e are grateful to Dr. Grant, who wrote last week
p. 282), for pointing out some obscurity in the description of
wr trial * of disodium cromoglycate, However, we believe
Aac the situation is made clear three paragraphs later and
o in the tables; and, indeed, Dr. Grant has correctly inter-
sreeed the design of the trial,

As we stated, our record card was of similar design to that
o Smith and Devey,” but it was not identical. The difference
1 unimportant. We¢ expected thar purulence of the sputum
sight be important in assessing response and therefore gave
aver scores to purulent than to non-purulent sputum. This
acreased the number of possible scores describing sputum
meduction to seven.

The average difference between mean scores for active
iwg and placebo included, of course, those patients who
dowed no response or even deterioration. The facts are that
4 differences described as significant are normally accepted
8 such, and that when all criteria were used 10 of the 21
atients showed much improvement and 5 more showed
wme improvement ont disodium cromoglycate. This is more
4 “ an occasional casc ”’

The discrepancy between the F.E.V., results and other indices
{improvement underlines the inadequacy of information both
=nthe meaning of the F.EV., in asthma and on the mode of
xtion of Jssodium cromoglycate, We claim only that our
muls suggest that disedium cromoglycate “ will improve
A general level of well-being of many patients with allergic
sonchial asthma ™, not that it should be regarded as " a
zjor advance ”'. We do, however, helieve, with Professor

—

§. Altounyan, R. E. C, Howeli, J. B. L.. I’rocecdings of the 2nd Interna-
tional Sympasium on Tubersutesis, Climate, Asthma and Bronchitis,
Davos. Medna Therae. 197 (in the press). Morrison Smith, ..
Devey, G. F. 8r. med. 7. 1908, ii, 340.

L Moran F., Bankier, §. D. H,, Bovd, G. Lancet, July 20, 1968, p. 137,

. Smich, J. M, Devey, G. . Br. med. 7. 1968, ii, 3140,
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Pepys and his colleagucs (July 20, p. 134), thac it * promises
to be a valuable tool for the study of immunological mechanisms
of respiratory atlergic discase.”

Res [nvestigation Uni I*. MoraN
ipiratury [nvestigation Unit X 3
Raval Lafirmury, ' J.‘ 12. H, BANKIER

Glasgow 4. (i, Boyp.

r"“ WHAT'S IN PV.C.?

Sir,—In your annotation (July 6, p. 34), discussing the
nced for standards specifications for the usc of plastics in
medicine, you mention that Parkhouse and [ ' drew acttention
to this necd scveral years ago. This seems an appropriate
time to amplily that suggestion.

There are two main approaches to the problcm. One is to
provide a Jetailed recipe for the manufacture of cach plastic;
and the other to define a scries of properties which those
plastics which arc used in medicine shouid possess. It is at
once apparent that to specify in detail the composition of
acceptable plastics, and issue these in the form of a “ white *
list, would hinder progress, and probably prevent the devclop-
ment of more suitable plastics for any particular purpose.
There is alrcady e¢vidence that preliminary attempts in this
direction have failed to take intoe account the properties
required for each specific use. A silicone sponge, for example,
intended for usc outside the body succceded in reaching
approval as a ** medical ”* grade, and has since been used for
implants. On the other hand a carefully purified and prepared
grade of silicone fluid, having been used in an obviously
unsuitable manner with adverse results, has been rejected.
So for more legitimate uses doctors are falling back on less
well purified grades never intended for the purpose and
therefore not subject to the ban.

The need, therefore, is for specifications of the properties
which plastics must have, whatever their composition. But
the properties which arc specified neced to be relevant to the
problem. To take the example quoted by Dr. Duke and
Professor Vane (July 6, p. 21), the tubing found to be unsuit-
able for their purposes did comply to 2 Food Packaging regu-
lation which specifies the total weight of material which can
be leached out. For reactions with tissues this is meaningless.
A comparatively large amount of a non-toxic material could
be tolerated, but not a3 much smaller amount of toxic material.
You rightly point out that all tests should be performed after
the same sterilising procedure as that which will be used in
practice. One might doubt, however, the statement that
trradiation *‘ can render P.v.C. toxic by the formation of
hydrochloric acid . In practice, for the uses to which poly-
vinylchloride (P.v.C.) is normally put, abrasion from filler
particle seems to be the cause of a number of effects reported
as *““ toxic *. One grade of green tubing has produced chlorine
during irradiation, but the manufacturers tell me this has
now been withdrawn from producrion.

These examples taken from The Lancet of July 6 illustrate
the two cssential points 1o be remembered in devising a
standards specification. One is that a particular plastic not
only must be thoughr of as ““ suitable » or ‘* not suitable ** for
general medical use, but also each plastic must be considered
for the situation for which it is intended. The other is that the
tests should be relevant. It can only induce a false sense of
security if tests are adopred because * one ought to do some-
thing ™

I would suggest that, as basic research reveals the pro-
perties that arc genuinely meaningful, then tests should be
devised to meet these situations as they arise. Thus with
biological testing, the tssue-culture methods using fibroblasts
and chick-embryo cells devised by W. L. Guess and J. Autian
give a reliable indication of the toxicity of the materials under
test. Bug subcutancous and intramuscular implantation tests
suff’cr frorn the disadv antages ¢ thar both taxic matcnals and ones

Lmle K P;rk.house,] Lanru, l962, i, 857
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with unsuitable surtiaces produce evll reactions, so that the
stupe of the implant is important. Although they are invalu-
able ncthods tor invesugating the properdcs lue which other
fests must be devised, they are unsititable fur routine wsting.
The third type of biotogical tese is the long-term implant, in
the chint saitaation required, o find out how the plastic itself
withstands degradation by surrounding tissuce fluids,  Such
oty need W be contimucd lor periods up to 5 years, and there
is Gt present no satistactory chemical acthod for abtaining
the infornuation. Atempes are being made to devise a [ormu-
lanon such that so nuny hours exposure to a chemical brew
will be cquivalent to a number ol moaths or years of implan-
trion, but o do this there is u need to have plastics which
have been i the bady tor o number of yeurs {vither human or
anioal) for cumparisen. I any of your readers, removing
plastic devices ar cither openstion or aecropsy, were to send
them here fue evaiuttiion ol the plastic, it would be most
helpiul.

United Kmgdom Agomic Encerpy Autherity,

Wantaxe Researchr Laboratary {(ALIRLD,
Wantage, Borkshire,

K. LITTLE.

RESTRICTIVE VERSUS OBSTRUCTIVE
VENTILATORY IMPAIRMENT

Siv,—Dr. Prime and Professor  Scadding *
reminded us of the origin and definition of the terms * restric-
tve” and  *obstructive ' ventilatory  impairment. They
discuss the development of a lung-function defect with
decreased F.EV, (forced expiratory volume in Lo second) and
Fv.Cootorved vital capicity), bur with a relatively normal
FEN, F.V.Coratio, a5 a Lite conscequence of obstructive lung
disease. We wish w report data from a study on acute ven-
tilutory chunges in byssinesis which underline their commuent,
and which show that such ** pscudo-restrictive ™ patterns may
also by found in conditons of acutely induced broncho-
constriction. :

Hemp-duse  inhalation causes dvspnaza and  decreased
ventilatory capacity in workers in the industry as well as
heakkhy subjects.? The accompanying table shows average
results ol function teses in 2 healthy men and 11 hemp-workers
who were exposed to dust 143 minutes to 1 hours). Thesce are
all experiments, from a larger series, in which f.€.v., decreased
more than 0-20 litres during dust exposure, Tests were done
befare and after exposure, und again 30 minutes after inhalation
of an isoprenaline-phenylephrine mixtuse (¢ Medihaler Duo *).
The Jdust causes decreases of REY., and F.V.C. in about the
sumy propurtion, since the F.EV,  F.V.C. ratio changes little,
Since the Just offect is rapidly reversible by the bronchodilator
treatment, and little or go sputum i raised in association with

have aptly

J. G Luancer, 196, 0, 13720
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this improvement, we belicve that bronchial smoothi-musdk
contraction is the muin cause of these changes. There is
evidence that any mcechanism other than airway obstructios
causes these changes in the men exposed to dust; yet thew
changes would presumably be described as ** restrictive
in nature if one adheres 1o the criteria to which Dr. Primc ane
Professor Scadding object. Even il chis airway obstructive
would result in puimonary collapse, one would presumabl,
have to consider the defect an obstructive one, although in ow
view the definition then becomes a mater of semantic prefy-
cnce.

The nature of the pulmeonary-function change become
more clear tf one measures maximum expiratory flow-rates, »
different fung volumes, from maximum cxpiratary flow
volume (M.EFV.) curves. We recorded such curves ang
measured both peak expiratory flow-rate (P.E.F.R) and mm
mum expiratory flow-rate at a volume corresponding ro tor.
lung capacity minus 30", of the control v.c. (¢max at 50,
v.C.) (sec accompanying figure). Total lung capacity (T.L.C.
diJd nct change significantly after dust, nor again after broach
dilator, in these men, Therclore one may assume that the
measurement of vmax at 30, v.C. yiclds a measurement o
maximum expiratory flow-rate at a constant degree of Junc
inflation, The figute and the table show thar these flow-rata
show more pronounced changes, both after dust and afts
bronchodilator, than flow-rates such as p.£.¢.R., which are malc
at volumes near T.L.C. The decrease of F.Ev., roflects the
decrease of instantancous maximum  flow-rates througho.
the fiest second of che foreed expiration. The decrease of viid
capacity reflects the fact thar flow-rates are proportional's
more depressed ar low lung volumes, so that residual volume
(i.c., the lung volume at ‘which flow recaches zero) increas..
Since in many of these men flow-rates are extremuly low ace
residual volume, the end-point of the F.v.C. determination i
often hard to deline, in particular from a standard spirograph's
record. The more time the subject is able and willing to spets,
near residual volume, to expel the last bit of air, the larger ke
measured FV.Cowill be?

A more complete report of our findings is in preparation.
John B. Pivrce Fiwndation Laboratory
and Scctivn of Chest Discases,
Department of Interaal Modicing,
Yale University Schaol of Muedicine,
New Haven, Cannectivuet 06320,

A. Bounuys
K. P. vaN DE WOESTIINE.

BLOOD-GAS TENSIONS AND SPIROMETRIC
FINDINGS

SIR,—Dr. Grant and Dr. Harris (July 6, p. 45) suggest that
in our analysis of the changes in the forced expiratory spinw
gram uand their relation 1o changes in arwerial blood-ga
tensions in patients with bronchial asthma ' and chreni

partial rather than total correlation coefficicats

bronchitis,*
* resultsof &

should huve been ealeulated ; they also ask for the ¢
multiply corrclation procedure ™ on our data. Accordingly v
3. b, DL Lo, Mo, Jo T appl. Physiol. 1967, 28, 221
4, Pulmet, K. N. V., Diement, ML L Lasteer, 1964, 0, 314,
3. Padmwr, Ko NC VL, Diament, M. L tbid. p. 1233
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