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with regimens outlined in our article, which include pred- 
nisone at doses of 15 mg every other day or less, two have 
been lost to follow-up, and the two remaining women cur- 
rently are enrolled in clinical trials with investigational 
agents other than luteinizing hormone-releasing hormone 
(LHRH) agonists. Consequently, we presently have no plans 
to use LHRH agonists in these patients. 

We believe a relationship between progesterone levels and 
episodes of recurrent anaphylaxis remains to be established. 
As Slater et al.’ state in discussing patients in their article, 
“It is also possible that the cause of anaphylaxis in these 
patients is some other substance (or substances) entirely, 
and that there is no causal association with medroxypro- 
gesterone injection and conditions known to be associated 
with elevated progesterone levels.” 
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Sustained-release theophylline preparations 
To the Editor: 

The article by Arkinstall et al, ’ concludes that their study 
“demonstrated that the release mechanism of Uniphyl tablets 
is not adversely affected when the drug is taken after a high- 
fat meal.” In point of fact, their data demonstrated a mean 
10% difference in area under the concentration-time curve 
(AUC) after the study dose. Moreover, the protocol indicates 
that the specified condition of dosage administration with 
regard to meals was maintained only for each study dose, 
and examination of the data in Fig. 1 of their article’ in- 
dicates that the 24hour serum concentration was rising (by 
about 14%) after the postprandial dose and falling (by about 
23%) after the 6-hour fast. This suggests that the observed 
differences in AUC would have been larger had the study 
conditions been maintained for further doses. 

Arkinstall et al.’ acknowledge that grossly incomplete 
bioavailability had been demonstrated by Karim et al.’ after 
an overnight fast but rationalize that “a major difference 
between the two studies is that our study was a multiple- 
dose study with the phatmacokinetic parameters measured 
at steady state, whereas that of Karim et al.’ was a single 
dose evaluation.” However, their data were not measured 
at steady state (since pmdose serum concentrations were 
increasing in the postprandial group and decreasing in the 
other), and patients of Arkinstall et al. ’ were compared after 
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a 6-hour late afternoon fast rather than an overnight fast. 
Moreover, another study has confirmed results of Karim 
et al.’ in both a single-dose study and under true multiple- 
dose, steady-state conditions in which the same conditions 
of administration were maintained for 3 consecutive days. ’ 

Thus, it can be stated unequivocally that theophylline is 
substantially malabsorbed from the Uniphyl formulation 
when it is taken after an overnight fast, and data of Arkinstall 
et al.’ are consistent with previous studies that absorption 
is more complete when theophylline is taken after a meal. 
I support the argument made by Arkinstall et al.’ that the 
evening dose is preferable to a morning dose (in part because 
of the greater assurance of postprandial conditions that in- 
creases the likelihood of complete absorption). However, 
this does not belie the previous studies demonstrating gross 
malabsorption after a morning dose under fasting condi- 
tions. Although the evening dose strategy might minimize 
the clinical consequences of this quirk in the formulation, 
the Uniphyl formulation nonetheless differs qualitatively 
from products, such as Theo&r tablets and Slo-bid 
Gyrocaps, two products with the same approval by the Food 
and Drug Administration for once-daily dosing claims as 
Uniphyl, but without systematic effect of food on the extent 
of absorption. Whatever the wisdom of once-daily dosing, 
it is difficult to rationalize the use of formulations, such 
as Uniphyl, Theo-24, or Theo-dur Sprinkle, that de- 
liver substantially less than the administered dose under 
some, but not all, conditions likely to be encountered in 
practice.’ 
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Rwhf 
To the Editor: 

Once again Dr. Weinberger has provided us with the 
opportunity to reply to his comments on the use of sustained- 
release theophylline preparations and to clarify certain 
points in his discussion of our study. Dr. Weinberger cer- 



VOLUME 85 
NUMBER 2 

tainly provided a significant service to respirology by pop- 

ularizing the use of sustained-release theophylline, partic- 
UIUIY Theo-Dur. However, in our view, his continued 
challenge of most other sustained-release theophylline for- 
mulations on the basis of pharmacokinetic projections is 
becoming tedious. 

At the time our study was designed, the major issue 
surrounding food-versus-fasting administration of the the- 

ophylline formulations was the dramatic increase in both 
rate and extent of theophylline absorption (“dose dumping”) 
that occurred when Theo-24 was administered with a high- 
fat meal.’ Accordingly. our study was primarily designed 
to determine whether or not evidence of “dose dumping” 
might occur with Uniphyl tablets. The results revealed no 
evidence of “dose dumping” and indicated that the difference 
in bioavailability between food and fasting administration 

of Uniphyl was approximately 10%. 
Since our rigid dosing conditions were maintained for 

only one dose, Dr. Weinberger has suggested the possibility 
of a much larger difference in the food-versus-fasting bio- 
availability of Uniphyl if the dosing conditions had been 
maintained for a longer period of time. This is a valid 
questlon, which we have recently addressed in a crossover 
study in which Uniphyl was administered for 14 days, 7 
days with food and 7 days under fasting conditions.* The 
difference m serum theophylline concentrations between the 
two i-day periods was similar to differences observed in 
the present study and therefore confirm, even with prolonged 
fasting administration. that the difference between food and 
fasting bioavailability of Uniphyl is limited to approximately 
10% 

Dr. Weinberger has referred to the study of Karim et al.’ 
as evidence of substantial malabsorption of Uniphyl, when 
it is administered under fasting conditions, but has not com- 
pared the magnitude of this difference with that reported in 
his own single-dose study. which demonstrated only a 15% 
decrease in bioavailability of Uniphyl when it was admin- 
istered under fasting conditions.” Moreover, Dr. Weinber- 
ger’s study demonstrated that under multiple-dose condi- 
tions. the bioavailability of Uniphyl, when it is admini- 
stered in the morning with food, was 86%. In two other 
studies’ ” in which Uniphyl was administered with food in 

the evenmg rather than in the morning. its bioavailability 
was found to be 100%. Since we have previously reported’ 
that morning administration of Uniphyl results in approxi- 
mately IO% reduction in bioavailability compared with eve- 
ning administration, we believe that the difference between 
Dr. Wemberger’s estimate of bioavailability and the 100% 
reported In our studies is due to the effect of morning dosing 
in Dr. Weinberger’s study. 

We note that Dr. Weinberger agrees that Uniphyl should 
be administered in the PM, albeit for the wrong reason. We 
have repeatedly stressed evening administration of Uniphyl 
with food, not only to optimize bioavailability but also, 
more importantly, when administered in the PM, Uniphyl 
has been clearly demonstrated, in a double-blind clinical 
comparison, ro be superior to twice-daily Theo-Dur. par- 
ticularly in controlling early morning symptoms and im- 
proving spirometv.” It is our strong contention that too much 
emphasis has been given to the position, frequently ex- 
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pressed by Dr. Weinberger and his colleagues. 01 the nc- 
cessity of maintaining constant theophylline concentrations 

around the clock. The benefit of once-daily evening dosmg 
of Uniphyl occurs because peak theophylline concentrations 
are maintained in the early morning. thcrefon. provtdrnp 
maximum bronchodilation at the time of greatest riced. dur- 
ing the characteristic early morning increase 111 airway rc- 
sistance. Achieving a stable tbeophylline ccmcentratlon 
around the clock may be satisfying to the clinician. oricntcd 

to pharmacokinetics, and is of much less importance to the 
patient whose primary need is addressed by rtahlli/a!ion ot 
symptoms and spirometric values. 
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Essential rcqc~ired coid urticaria 
To rhe Editor. 

I would like to comment on “Essential (acqured, cold 

urticaria.” which is part of a recent article by Casale et al.’ 
in THEJ~URNALOF ALLERGY AND CLINICAL IM.w~'~c~LO(~~ 
One of the diagnostic tests advised by the author- is “hand 


