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I N KEEPING with today’s economy, newer modalities are sought for in the 
management of allergy, as, for example, the one-injection treatment in hay 

fever. But even this one, as well as a method of fewer injections for the treat- 
ment of hay fever, has distinct disadvantages, as for example in those individuals, 
especially children, who refuse to submit to the “needle.” More important is 
the possibility of systemic reactions which can result from injections even when 
administered by the most experienced allergist. 

A successful oral administration of pollen extracts under medical super- 
vision would be a most desirable alternative method of treatment. 

TouarP in 1922 reported the relief of symptoms after the daily adminis- 
tration of tablets containing 0.1 mg. of the pollen protein. This one report 
seems to have stimulated interest in this form of therapy for, in the subsequent 
twerny years, there appeared numerous studies of this met,hod of hay fever 
treatment. Many investigators reported good results in between 40 to 85 per 
cent of the patients treated while, on the other hand, other investigators re- 
ported less happy results and, in some cases, almost complete failures, even 
when the identical methods were employed. 

IIt would appear, at least historically, that the cooperative study which Dr. 
Feinberg and his co-workers7 reported in the Journal of the American Me&cd 
Association in 1940 caused a loss of interest in oral ragweed. hyposensitization. 
Their conclusion was that this oral method of treatment was definitely inferior 
-to that obtained by parenteral administration of pollen extracts. 

ICt is impossible to give a fair account of the average results of oral pollen 
treatment in the past because of the conflicting results in the published reports; 
beca,use many different preparations of the pollen had been. used and because 
there had been no apparent standardization of dosage. 

Although previously published reports present conflicting conclusions as to 
the [effectiveness of this oral treatment of hay fever, they are more or less 
unanimous on a number of points. These are : (1) that the oral ingestion of 
pollen is a safe procedure, (2) that gastrointestinal reacti0n.s are frequent and 
troublesome, sometimes severe, but never dangerous, (3) that only very rarely 
were seen focal symptoms of mild hay fever and asthma, or systemic reactions 
of d.ermatitis, pruritis, urticaria, malaise, headache, or feeling of exhaustion, 
-- 
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(4) that severe constitutional reactions of ana.phylaetic character were almost 
tinknown, and (5) that t,hc pollen is absorbed entrrally but that the rate anti 
hat-ure of this absorption is variable. 

For four years a suspension of the alumprecipitated pyridine ragweed 
complex parenterally administ,ered has been successfully used in the treatment of 
ragweed hay fever in the Allergy Clinic of the Kern York Un.iversity Medical 
Center, University Hospital, and by associate physicians. This product solved 
many problems relative to parenteral prophylaxis because of its delayed ab- 
borption due to the complex formed in its preparation. 

The successful use of this pyridine ragweed complex, as well as the resulbs 
reported in the use of a chemically similar pyridine ivy complex in the oral 
treatment of poison ivy, prompted us to prepare the pyridine ragweed com- 
plex in tablet form for oral administration. 

For convenience of administration, the pyridine ragweed complex was 
placed in tablets so that they contained 2,000 PNU per tablet. An empirical 
dosage schedule was established for the pie-seasonal treatment which was started 
in mid-May 1960, The initial dose was 1,000 PNU (one-half tablet.) given every 
other day for two weeks. The dose was gradually increased, until four tablets 
(8,000 PNU) were given daily just before the onset of the season. It was es- 
peeted that this dose, or a smaller dose, depending on the response of the patient: 
wou1.d be continued t,hroughout the ragweed pollen season. 

Thirty patients, ranging in a.ge from 13 to 74, were studied. Eighteen 
patients were chosen who had had no treatment for at least two years, and 
twelve others who had objected in the past to the conventional multiple injec- 
tion treatment because of poor results or the inconvenience associated with the 
therapy. These patients were unaware of their participation in this study. They 
visited the same clinic as did the hay fever patient.s, who were being treated 
by conventional methods, but received injections of buffered saline. 

Eighteen of the thirty patients studied had no allergies other than ragweed 
hay fever. Four patients had a complicating pollen asthma. The intradermal 
method of skin testing was employed to classify the patients. Eleven patients 
were classified as Class A or AA, very sensitive; fourteen patients were classi- 
fied as Class B, moderately sensitive. The remaining five patients were Cims C 
or D, slightly sensitive. 

No correlation could be drawn between the effectiveness or tolerance to 
this oral preparation and the skin sensit,ivity of t,he patient. There was also no 
uniformity of results obtained when compared to the results of past conven- 
t.ional multiple injection therapy, either with aqueous ragweed extracts or 
with pyridine ragweed complex extracts, With but one exception, the patients 
concerned in this study were considered to ha.ve had about the same exposure 
to the ragweed pollen during the 1960 season. Also considered in eomp&g 
the following results of treatment with this oral preparation was the fact tha,t, 
in spite of the detailed daily log of symptoms kept by the patient and the results 
of careful questioning of the patient at the time of his weekly visits, the appr&& 
of symptoms was subjective. 
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Excellent results were reported by four patients, good results by fourteen, 
fair results by three, and poor results by nine. This satisfa,ctory result of 
relief of symptoms in 60 per cent of the patients treated is consid.erably less than 
that which can be expected in the conventional multiple injection treatment 
of hay fever. A more careful study of the results of treatment with this oral 
preparation, however, produces some interesting observations. 

Of the thirty patients studied, nineteen had had previous treatment by 
the multiple injection method. Of these nineteen patients, only five or 23 per 
cent had derived satisfactory results with their last course of conventional 
treatment. The incidence of satisfactory results was increased. to 63 per cent 
(twelve patients) after oral therapy in this group. 

Another very interesting observation was that eight of the nine patients 
who reported poor results observed that their hay fever symptoms began with 
the very onset of the presence of pollen in the air. Indeed, these patients COX- 
plained of symptoms at least one week before the first patients receiving con- 
ventional treatment reported any symptoms. Six of these patients were asked 
to discontinue their oral treatment just prior to the traditional season’s peak 
period at the very beginning of September in the New York area. Of these, 
four reported some lessening of their symptoms and two reported no change 
after the cessation of therapy. One patient, who had omitted to take any pills 
during the first eight days of August because of an intercurrent illness, was 
asked to increase the dose when she developed severe hay fever on August 15. 
She reported that she felt quite well after September 5, the period of highest 
pollen incidence and in which the most severe symptoms were reported. Two 
patients were continued through the peak of the season on their pre-season 
dosage level with a persistence of severe hay fever. 

Four patients had a history of asthma complicating their ragweed hay 
fever. On oral treatment, one patient, considered a poor result, was unchanged. 
Two patients, who were markedly benefited by this form of treatment, also had 
far fewer symptoms referrablc to their lower respiratory system. The fourth 
patient, reported that he had only fair relief of hay fever, but that the com- 
plicating asthma was also less than in previous years. 

There were no serious side reactions observed during the course of this 
study. In only one patient was gastrointestinal distress of any severity re- 
ported. This patient complained that a dose greater than one-half tablet daily 
caused nausea and abdominal cramps. This paCent finally tolerated one tablet 
daily. The results of her treatment were only fair. These results were eom- 
parable to those obtained with conventional treatment, the injections of which 
she also tolerated poorly. 

Two other patients complained of very mild gastrointestinal symptoms 
of a j’leeting nature. And last, one patient complained of an increase of hay 
fever symptoms of approximately two hours’ duration following each tablet 
taken during the pollen season. 

It is interesting that one patient who had a demonstrable duodenal ulcer 
prior to onset of treatment did not complain of any gastrointestinal distress. 



Two of the patients studied had an associated atopic dermatitis. This skin 
eruption was not influenced by this oral pyridine ragweed complex. 

A complete blood count and urine analysis was performed on each patieni 
prior to the onset of treatment and prior to the end of treatment. In no in- 
stance ma,s there any change which was a result of the treatment. 

We were unable to produce consistently positive reactions in previou& 
sensitized skin sites of nonallergenic individuals after feeding this preparation 
in large doses. This, we believe, is due to the fact that the rate of absorption 
from the gastrointestinal tract is much too slow to produce sufficient antigen 
concentration in the blood to react locally at the sensitized sites, 

Our studies to determine serologic changes in pre- and post-treatment sera 
are not yet completed. They will be reported later if they fail to conf?rm 
the reports of other investigators. 

We conclude that, although in this pilot study the results obtained were 
inferior to those expected with conventional therapy, the oral administration 
of the pyridine ragweed complex deserves additional investigation because of 
t,he folowing findings : 

1. The ora.1 ingestion of the pyridine ragweed complex in tablet form was 3. 
completely safe procedure, 

2. In the nineteen patients who had had past treatment,, the results with 
oral therapy were superior. 

3. Three of four patients, who reported asthma as a cornplic&ion of ha;w- 
fever in the past, had considerably less asthma on oral therapy. 

4. The early appearance of hay fever symptoms, particularly in those 
patients in whom the results of oral treatment were considered to be poort 
suggests that these patients were overdosed. A more adequate dosage schedule 
is still to be established. 
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