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the concentrations achicved in Niey’ patient were very high.

" The Denver group-do not state their normal disopyramide con-
_ centrations but here, in.a group of 19 mpa‘uems (13 males, 6
" females, mean. age 541133 [s.0.] years] receiving 600 mg dxs—

opyramide daily, the mean plasma drug: concentration in a

blood-sample collected close 1o the time of oral dosage was.
T .3.09+1.28 gl (s.B.). Only gne patient was reported to have

side-cflects—namely, dry mouth, blurred vision, drowsiness,
nausea, vomiting, and ancrexia. The disopyramide concentra-

_tion was 3-9 mg/l but the plasma digoxin concentration at this
ume was 3-0 ug/l; none of these symptoms had been present -

2 weeks earliet when the disopyramide and digoxin concentra-

-tions had been 4-3 mg/ and 1-8 pg/l respectively. Our results.

are very similar to the mean plasma concentration found by C.

Oshrain and others (G. D. Searle, unpublished) of 2:9 mg/l =
- achieved in a previous study, in which patients received 150

mg disopyramide four tmes a day for § weeks,

Other factors could explain the high piasma concentrations
in Nies’ case, such as impaired renal clearance or the effects
of other drug therapy on absorption, distribution, and metab-

“olism of disopyramide. It is not, therefore, advisable 1o rely too

heavily on the prescribed dose as a measure of therapeutic effi-

* -cacy. Whilst it is right 1o urge due caution in the prescription
" .of potent antiarrhythmic agents we would suggest that
measurement of the plasma drug concentration at an earlier |
_stage might have helped o eluc:ddie this cnmplex pharmaco— :
- logical pmblem. L :
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TH‘EOPHYLL'NE PHARMACOKII\ETICS DUFING
. RESPIRATORY VIRAL INFECTION

" S1R,—There has been mmch intcfest of l-aic‘ in’ factors
which' affect theophylline pharmacokinetics, including age,-
. body-weight, smoking, diet, and concurrent illness, particu-

larly liver dysfunction. Fleetham et al.? found a doubled serum

. halfHife of theophylline during an acute viral iliness in a single

subject, following an éarlier report by Chang et al.? of reduced
theophylline clearance during acute respiratory viral infection:

" in children with chronic asthma. The iraplication is that pa-
Tents previously well maintdined on theophylline derivatives

might require a modification of their drog dosage if toxic side-

-effects are o be avo:dﬁd dunng an acute resplratory ural ill- '
. ness,

We have looked at sxde»eﬁ“cts in twclve patients recewmg

mainténanice therapy with a . sustzined-reledse theophyiline:-

derivative (*Phyllocontin®). The patienis had established un- -
. complicated chronig brenchitis. Four had serological evidence

of acute viral-infection with symptoms of respiratory-tract in-.
" fection during the é-week assesgment period. The other-eight -

patients. were screened over the same period and had no clini-

cal evidence of respiratory infection or change in virai titres.
. Comparison of factors affecting theophylline pharmacokinetics -~
. in these two groups provided vo evidence of an increased pro-

pensity to reduced theophylline clearance in the four patients
with viral infection. Moreover, they were heavier smokers than
those in the non-infected group and this would tend to lower

" rather than raise serum-theophyliine levels.* Of the four pa-

tients ‘with vira! infection three had side-effects (compared
with four out of the other eight) and mean serum-theophylline
levels were increased (11.2ug/ml compared with 7-5 pg/ml).

Estimation of theophyline levels in the post-infection period .
was possible in only one of the four patients because the others

experiencing IGXLCI..y preferred to dlscammuc the theophyiline

i. Ogilvie, R. 1, Clim, Pﬁarmawkiﬂzt. 1978,3,267.

. % Fleetham, J. A., and others Lancer, 1978, ii, §52.

3. Chang, K., and others ibid. 1978, i, 1132

4, Powell, 1. K and others 4rr, Rew, resp. Dis. 1977, 116 17.
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“preparation. This one patient had a s‘cru‘m—theophyl!iné of 9.6
“ yg/ml compared with "13.4° ug/ml turing the viral ilness.

These findings support Chang’s comsmsnts relating to reduced -
theophyline clearance during acuté virdl respiratory infection,
and we support the view of Chang and colleagues that clin-
icians should be aware of the mcreased habﬂu}' o mx;cuy dur~ :
ing these periods, :
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LY%OSOMAL ENZYM.ES AND: PANCREATITIS
DURING RIFAMPICIN THERAPY. - .

SiR,—Rifampicin has! potent’ hepatic microsomal emeyme-.
inducing properties in man' and we have recently extended our
studies to its effect, in combination with isoniazid, o the lyso-
somaf enzymes jglucuronidase and §-N-acetyl-glucosamini-
dase.? Both enzymes were significantly increased in plasma
whereas neither the microsomal enzyme y-ghutamyltranspepti-

-dase nor the <ytosol enzvme alanine transaminase (monitored

te exclude hepatocelluiar damage) were affected. Rifampicin

and isoniazid thus contrast with anticonvulsents which raise
both * 3-glucuronidase ~and wglutamvlman:.peptidaae? This -
finding emphasises the va*labdny of enzyme nduction by dlf— :
ferent active dmgs. - E

‘MEANTS.D. LYSOSOMAL ENZYME ACTIVITIES (rnmo‘/lfmm\
BEFORE AND DURING R!FAM_]"!(:N/STREPTO“YCI\{ THERAFY? .

S © Before - During
Enzymet No. ‘Treaument cotreaument” . B

s-glacuronidase " 10 0~443._J50.;132_;6.98610.496 <001
3-N-acewvlglucos- p7-- | B S
aminidase 1 8. 0-773'i0-137 1.1?1_+0._235 ; «:.0 801

*Rifampicin 450 'mg + streptomycin 075 or i-00g zniramuscu?arly . ._ :
daily for 3--43 days. R

"]'\'ielhods ochxﬂIen and Walkzr

We have now established chat this Iysosoral cnzyme effect

is due to rifampicin alone. Individual patients were followed -
-up before and during early treatment with’ rifampicin com-
~ bined for the purpose of this study with sireptomycin {see.

table). Both lysosomal enzyme sactivities rose significanty but -
subsequent substitution.-of strepwmycm by isoniazid dld not,
furtherchange cnzymé activity. .

- One patient had developed acuts pancreatms 1753 the seven-

* - teenth day of treatment with rifampicin and streptomycin (ser-

um-amylase 4300 1.u./). -Although subsequent investigation -

. showed multiple gallstones, pancreatitis.can dezasionally com-
~ plicate rifampicis therapy® and the questzc-n arises’ as o

whether this is connected with the observed rise in !_vsusamal_

“enzymes. Two  possible mechanisms, other than amibody-

mediated reactions, include concentration of rifamplitin or'its
metzebolites in lysosomes with resulting toxicity, or adeficiency
of tissue inhibitors of these epzymes in susceptible patients: -
Drug-lysosomal interactions are well-recognised in experimen-
tal pharmacotogy’ but mere work neetis to be done on these in- -
teractions in man.
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