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C onsidcrable iiitc~04 has been cvinccd recently in the> h~poscnsitixatiori 
tl*catment of ragweed hay fever with an alum-prcciI,itat(~d pyridine extract of 
whole, undcfatted ragweed polLen, designated as “Allpyral.” The initial clinical 
rclport concerning its use was by Fuchs and Strauss’ in 1959. They found, in it 
series of 78 adult patients highly sensit,ive to ragweed pollm, that the USC of 
this extract produced cyually good or even slightly better clinical results than 
in a control group given aqueous extracts. Fewer iqjections were required; also, 
they could be given safe]>- at longer intervals, and there was a definitely lcssencd 
tendency to constitutional mlctions. Since then, (iaillard and his co-workers” 
and Mam~lok,” in larger series of patients, have reported similarly favorable 
results. The possible advantages offcrcd by this method of trclatmcnt prompt4 
the authors to undertake further trial. 

Acrordingly, in 1961, a small scricls of rag\l-ccd hay fcvcr patients was 
treated with ragweed Allpyral. The results of this study wert’ rcportrd in May, 
1962.’ A larger series of patients was trcatcd in the 1962 season, and the results 



reported in March, 1963.” I)ur%na thcl 1968 seasotr, a still lill’#‘r s4lricls \vilS 
treated. Bccausc of the increasing interest by allergists in this method 01’ treat- 
ment, it was felt that a report of the authors‘ r’(>sults during the 1963 S~VISOI~, 
i18 Wtlll as our pO~lPril1 r~sprrirnc~c~ with this method of’ trf?atrllcIlt ai’tc>r tllWC 

years’ trial, might prove helpful to those allergists contemplating its USA. Al- 
though tht> authors IlavcL used other Allpyral extracts (grass, try, dust, anirnal 
danders, etc.), WC are limiting the present report of our results duriri~ thcl 1963 
season solely to ragweed, Ceelin, 0 that it wor~ltl lend itself to I~OW starrdar*d and 
uniform clinical evaluation. 

MATERIALS AND METHODS 

A total of 114 patients wc~e treated with the ragweed Allpyral extracts 
during the 1963 season. All patients were personally supervised by the authors. 
Eighty-three were seen in the private office of the senior author. Twenty-eight, 
patients, mostly medical personnel, were seen in the outpatient clinic of Temple 
17niversit,v Medical C’entcr. Thirty-three patients were treated by one of us 
(P. T.) in the Allergy I)cpartment of the Bet,hesda Naval Hospital. 

Of the 144 patients, ,56 had had no previous ragweed hypos,ensitization thrr- 
spy, and 30 had been treated the prccedin g season or seasons with ayucous rag- 
weed cdracts. Twenty-four patients, who formerI>- rrccived aqueous ragweed 
extract on a perennial basis, wcrc’ trclated with ragweed Allpyral extract on a 
preseasonal basis in 1963. In 31 patients receiving treatment perennially, the 
aqueous ragweed extract was changed to Allppral extract during the winter or 
early spring of 1962-l 963 and trratment continued on a perennial basis. Five 
of the 711 patients rqorted just before the ragweed season (none ca.rlier than 
July 28, 1963). They had to he given a “rush” trcatnicnt similar to that, usualI> 
designated as “coseasonal” trcatmcnt. 

The plan of treatment followed was similar to that employed by Fuchs and 
Strauss, with certain modifications. All patients included in the group had 
definite ragweed hay fever as vrrified by history, by skin test, and, in some 
instances, by ophthalmic tests with dry ragweed pollen. All patients had skin 
tests with different conccnt>rations of the aqueous ragweed pollen extract for 
purposes of classification, according to the rncthod suggested originally b) 
(looke.” Those giving a rnarked positive reaction to ragweed 0.0001 N (IO PNV) 
were classified as “AA”; those giving marked reaction to 0.001. ?J (100 PNV) 
were classified as class “A”; those giving positive reactions to st,ronger concen- 

_ trations (R 0.01 N or 1,000 Phi 1 or stronger) were designated as class “B” and 
“C.” ITpon the basis of t,his classification, Fuchs and Strauss suggested a dosage 
schedule for each class, But, since some of the initial closes seemed a little high, 
we modified their schedule somewhat, as a safety precaution. 

The a,verage dosage according to the skin test classification used in our pa- 
tients is shown in Table 1. Patients treated preseasonally received the injections 
at weekly intervals; howerer. in those patients previously treated prcseasonallp 



Table I. Average domge schedule with ragweed Allpyml extmct 

vrry scnsitice 
AA or A 

10’ 

Mildly or modrrately 
scnsitira 
B or C 

30 

Preriozcsly frcatcd 
High dosage 

50 
30 B(I 

1:: 100 300 

200 500 
400 1,000 
600 2,000 

1,000 3,000 
2,000 

“Protein nitrogen units per cubic centim&r. 

100 
400 

1,000 
3,000 
5,000 

10,000 

whose dosage tolerance was known, the injections were given weekly 3 or 4 times 
and then biweekly until the point of maximum tolera,nce was reached. Regard- 
less of the skin test classification, the actual dosage of the Allpyral extract given 
to all patients was regulated by the degree of local reaction and the presence 01 
absence of constitutional symptoms, as in treatment with aqueous extracts. More 
care was exercised with those patients treated for the first time, regardless of 
the skin test classification. But with patients xho had been treated previousl! 
and whose maximum tolera,ted dosage in the previous sea.son or seasons was 
known, the doses were increased slowly or rapidly depending on what they 
previously had tolerated. As will be pointed out later, this knowledge made it 
possible to reach the maximum tolerated dose more quickly in some patients 
so that few-er doses were required. 

Those patients treated previously on a preseasonal basis began their trcat- 
merit either in late March or early April. Patients receiving perennial ragweed 
t,reatment at intervals of 2 to 4 wcleks throughout the year werp converted to 
t,he Allpyral treatment usually in the late winter months of 1!NL!-1963. In the 
pereanial group, the dose of Allpyral extract. was purposeI)- made smaller dur- 
ing thr conversion period, to avoid reaction. It was then increased faSrly rapidI\ 
at 2 to 4 week intervals until the maximum toleratc>d dose was reached and 
continued at 2 to 4 week intervals. However, it was found out later that thcsc 
precautions were unnecessary, since no reactions orcurrrd daring the conversion 
period. Patients reporting late for treatment were given the injections weekI) 
until the maximum dose was rea.chcd. 

Most of the patients wcw not informed that a different type of extract w;~s 

being used. Therrforc. to make certain that the clinic*al evaluation of the n(‘\1: 
t,rea.tment by the patient would not be influcnccd b,v the lengthened interval, 
the patient was given his regular dose one week and the Allpyral placei>o 
(diluent without the ragweed) the succtieding week. In most patients, the in- 
jections were continued until the first week in August, which, in the Plliladtl- 
phia area, is just before the beginning of the appearance of demonstrable yo]]en 
in the a.tmosphcre. Most of the patients rcturnrd at weekly intervals throughout 
the season. Many did not receive further injections of ragweed Allpyra] but, 
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Highly sensitive patients 

The results in this group of patients art! of special interest, bccauso one of 
the supposed advantages of Allpyral extract is that reactions arc less frequent 
with the latter than with the aqucons form. Tmcnty-nine patients i\rc includccl 



in this group. In previous yars, none of the 2) was abIt> to tolcratc what, would 

he consider4 avcragc doses of the ac~ucous extracts (1,000 I’NI- or more) with- 
out reaction; in fact, inory~ than ha1 1’ of tlir group M (‘1x1 unahlc to tolcr”atc dosagcls 
in ~~SCCRS of 50 I’NI-. Yet, in 1968, of 2-L patic‘rrts trcatcd 1)~ the senior* author, 
22 tolcratcd much larg(br doses of Alpvral extract without. reaction; for es- 
ample, 13 patients reached a masirnum’ dose between 1,OO’O and 10.000 PRT. 
Two patients in the group, who formerly devclopc~d reactions from very small 
~OSPS of the aqueous extract, likewise could not tolerat(x lar+ger ~OSCS of thr 
A1lpyral cstract. One patient, develcqxd a ltli~rkd local rcactiori from 50 units 
and a second one from 10 units. The remaining five patients treated by tlrc 
junior author (I’. T.) arc of particrrlar interest in r*clation to reactions. All fin 
patients llild rcccivcd injcc’tions of acpous ragweed txtract in 1962, hut dr- 
vcloped constitutional reactions on r*cpcatrd occasions, following injections of 
the aqueous cstracts in the following relatively low dosage (listed in PNI’ 
units)-10, 60, 100, 100, and 200 units. All five were ilt)l(’ to tolerate fairly large 
tloscs of the Xllpyral extract (thrclc, 3,000 PNI’, another, 1,000, and the fifth, 
5,000) with no constitutional reactions, and with only slight local l~cwctions in 
two of the five patients. 

Our experience with these low-dosage patients suhstantiatrs a professed 
advantage of the Allpyral extracts over the aqueous form, narnel?-, that it pro- 
vides a means of giving the extracts to reactive piltiPlltS in larger dosa%p than 
was possihltx with the aqueous form. 

Coseasonal type of treatment 

In pr’evions years, when a patient would present hirnself for hyposensitiza- 
tion treatment either just l)eCore or at the onset of the ragweed season, “rush” 
or coseasonal treatment was given. This consisted of administering small doses 
of the ayucons extract at 2-t or 48 hour intervals and increasing the dose slowly, 
often by not more than 10 or 20 units, to avoid either a possible reaction or 
an increase in s;vmptoms; also, at tirnrs, the extract, w-as given in small doses 
irrtracutarrcousl~-. Therefore, the results ohtairred in five patients (Table II ) 

I Trcntmcnt 

Skin test Maximum auring 

olassifica- First dosr dose season Total No. 
Uinical 

Pati, 11.t i4gr lion Datrz 1 PNO Date ( PND IlatP 1 P&O Doscsl PNU Yesult 

.T. R 26 n 8/L 20 8/72 1,200 S/28 10 7 2,390 Good 
9Jli 10 

,L H. 30 n i/%8 50 u/9 3,000 0 0 7 6,030 Gootl 

A. F. 36 h i/t'8 20 X/i 600 s/30 1 0 6 1,37rJ E',air 
9/11 IO 

.T. p'. 36 AA i/31 10 H/12 2,000 9/i 10 8 3,990 Good 

R.P. 19 c U/6 50 S/12 4,000 S/21 10 7 7,850 Fair 
9/11 10 



trea.ted in the coseasonal manner with Allpyral extracts arc of special interest. 
All five patients had positive clinical histories of ragweed hay fever and posi- 
tive skin and ey-c tests to ragweed pollen. None had had previous hyposensitSiza- 
tion therapy. All five patients rcceivcd treat,ment no earlier than Jnly 28, 1964, 

with initial doses of 10 to 50 units, dcpendin g upon skin test classitication. The 
dosage usually was doubled and given daily or cvcry 48 hours in order to reach 
a rnaxirnurn just before the onset of the season. It can be seen from the table 
that doses of 2,000, 3,000, and -4,000 wcrc given to three patients without rc- 
action. Once the season had begun, very small doses ( 10 units) were given 
when deemed necessary, along with whatever symptomatic therapy (usually 

antihistamines) was requirtd. There were no significant reactions, and the 
clinical results in three patients were good and only fair in the other two. If 
similar results could bc obtained in a larger series of patients, this method of 
treatment might find wider application in patients coming in late for trcat- 
merit or even in the form of booster doses given to patients previously treat4 
with Allpyral extracts. 

Perennial group 

As previously indicated, 34 patients who had been getting injections of the 
aqueous cxtiacts on a perennial basis were converted to t,he Allpyral extract 
during the winter of 1962-1963. The conversion usually wa,s made by giving 
small doses of Allpyral ext,ract at. first and then increasing to the equivalent 
dosage or even to a larger one as quickly as possible. In all insta.nces, this con- 
version was completed before the end of July. h-o difficulty was experienced in 
making the conversion; in fact, after our initial experiences with the extracts, 
we gave some patients a dose of Allpyral ext,ra,ct equivalent to the arnount of 
aqueous extract, which the patient previously received, without inducing a re- 
action. Furthermore, in at least three patients, the interval bet,ween injections 
wa,s lengthened to 6 weeks, and in three patients to 8 weeks, without rea,ction. 
From our experience wit,h this group of patient,s, we believe that, patients get- 
ting aqueous ragweed extract on a perennial basis safely could be given the 
equivalent dose of the Allpyral extract without fear of reaction and cvcn at 
intervals up to 6 or 8 weeks. 

Reactions 

Of the 1,261 injections given to 105 patients as part. of their preseasonal 
treatment with the Allpyral extract, reactions considered constitutiond followed 
the injections on only three occasions. In one patient, the injection wa,s followed 
within ten to fifteen minutes by slight sneezing and slight local react.ion; in a 
second, by a slight increase in the at,opic dermatitis eruption of the hands; and 
in a third, by some generalized hives appearing 21 hours later. The reaction in 
the latter patient was rather mild and responded quickly to antihistamine thcr- 
spy. Even though this patient had been given the same dose of extract at the 
preceding visit without reaction, and, also, had eaten certain foods which could 
have been responsible for the hives, we classified it as a constitutional reaction, 
since we could not exclude the injection as a possible cause. On the whole, how- 



ever, the tendency to constitutional reactions in pa,tients getting Allpyral cx- 
tract was considerably less than that seen after therapT with aqueous extracts. 
None of the patients had angioedema, asthma., or constriction of the chest, which 
often arc part of the constitutional reactions following aqueous therapy. 

local reactions 

These were also much less frequent after injections of the Allpyral extract, 
than after injection of a.queous extract. Thus, of t,he total of 1,261 injections 
given, immediate slight local reactions occurred 36 times in 14 patients, an,d a 
delayed local reaction (two days later) in one pat.ient. It seldom was necessary 
to lower the dose upon subsequent visits; usually, the dose was repeated and, in 
some instances, even increased in regular fashion, especially if the local reaction’ 
was, slight. When a local reaction occurred, it consisted of swelling, redness, 
a,nd itching, similar to that seen after injections of aqueous extracts. In no 
insta.nce aid we observe any persistent indurat,ion or nodule such as has been 
reported after repository pollen injections. 

As previously indicated, many patients who previously could not tolerate 
large doses of aqueous extract received the Allpyral extract in larger dosage 
wit.hout undue reaction. This also was true of those patients treated by the 
“rush” or coseasonal method and of those who formerlp received aqueous ex- 
tract perennially but who were given injections of the Allpyral extract in 1963. 

On the whole, it would seem from our experience that a distinct advantage 
of the Allpyral extracts over aqueous ones is the greatly lessened tendency to 
reactions and, therefore, comparativel,v greater safety. 

Clinical effect 

The final test of a new method of treatment of hay fever is its clinical 
effectiveness. This is always difficult to estimate accurately, even when patients 
keep a, daily record of their symptoms and of the drugs required for relief in 
relat,ion to the pollen concentrabions of their area. No attempt was made to ob- 
tain an accurate estimate of our patients’ symptoms by means of diaries. How- 
ever, all patients were seen at regular intervals throughout the hay fever sea- 
son, and, at ea,ch visit, efforts were made to get dctailed information concern- 
ing their symptoms and the drugs being taken for relief. At the end of the 
season, the patients were asked specifically to compare their clinical results in 
1963 : (7 ) with that of untreated seasons and also (2) with that of their symp- 
toms in 1962 when treated (a) with aqueous extracts and (b) with Allpyal 
extracts. We arbitrarily classified the relief obtained according to the number 
of days of bad hag fever as: poor, or less than 50 per cent (7 days) ; fair, 50 
to 70 per cent. (5 dags) ; gooa, 70 to 90 per cent (3 days) ; and excellent,, 90 
to 100 per cent (less than 1 day). Even though the total pollen count in the 
Phila,delphia area in 1963 was 21/2 to 3 times as high as in 1962, the clinical 
results of treat,ment in all of the Id-2 patients were quite satisfactory. Only 8 
patients had poor results (less than 50 per cent relief), 12 ha,d fair results, 
84 had good results, and the remaining 10 had excellent results. Data as to the 
comparative results between aqueous and Allpyral treatment was obtained in 



On the whole, the clinical results in patirnts trcatvd with ~~gwet~l Allpy~~aI 
c&acts wcrc as good as and pclrliaps even better than in patients prcviousl~ 
tlTat?d with ~(I~wus I’ilgWCWl oxtracts. The :iI 1 Jl)7KiJ clXtriIctS, in 0111’ clsI)(“i- 
mcc, possess the added advantapc of ftvc~r in,jcctions (I,- 50 per cent) iyui ml. 
the ability of reactive paticmts to take Iarg!:cr doses thari when trc>atcd with thcx 
aqueous (1st ract, and ltli~n~- ftwcr rva~tions, Imth 1~~1 and rons~titntion;\I. T hcl 
good YesuIts ohtairicad in the five paticvlts treated hy the “rush” cosrasonal nlcttmtl 
suggest a wider application of this method in patients reporting late fog* treat- 
Jncut. Finally, th(t fact that patierlts gcxtting Ixminial trc~atnicnt could safcl~. 
tolerate doses given at intc~~rals of’ up to 6 or 8 w-eclks suggests the gossihilit?. 
that many ha>- fever paticlnts could gyt alun g on fcwrcr injections of the Allp~ral 
extract (6 or 8) given pcrcmnially than pr(lviousIy was possihlr with thci ily~~WLlS 

c~stract. 
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