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SUMMARY o o .

Baékéroundi The objective of theﬁlinica[‘ study was to investigate the-efficacy and
toléranc‘e of a homeb;ﬁaihic miasal spray in casfés of hay féi/e'f (seasonal a[]eréic rhin‘itis) in
| bor_npaﬁson -v:rith the conventi’ona.! intranésa[ _cromblyn_lsodiu'm -thgrap}y. Patie‘nts_ and
;nethl".}‘dS:A In total 146 out-patients with symptoims of ﬁay fever were en_ro]lecf into the clin.icaf
stycﬁy (randomizevd,_" double-blind, equivalénce -tfia])- (time of treatment;l 42 days). The -
homeopéthic remedy (Luffa c'omﬁ.;H.eeI" Nasal Spray, dosage: '0.14 ml per application, 4
times a day/naris) consisted of a fixed combination made up of Luffa operculata, Galphimia
glauca, histamine, and sulfur. The main outcome measure of the efficacy was the quality of ’
lifé as. measured by means of the Rhinoconjunctivitis Quality of Life-duestionnaire (RQLQY).
The tolerance of the trial medication was registered ‘by means of global assessment,
rhinoscopy, recordingl of adverse events and with the aid of vital and laboratory p;arameters_
Results: The results of the study demonstrate a quick and lasting effect of the >treatment,
that was independent frorﬁ the medication applied and produced a nearly complete
remission of the hay fever symptoms. The RQLQ global score changed significantly in the
‘course of the treatment indicating thefapeutic equivalence between the t\)vo ‘form‘s of
treatmént_ Adverse systemic effects did not occur. Local adverse events appeared in three
patients. Conclusions: The study proved that for the treafment of hay fever the
homeopath.ic nasal spray is as efficient and well tolerable as the conventional therapy with

cromolyn sodium.



. ..‘;INTRODUCTION S |
_ - Seasonal aI]erg|c rhlnltrs (hay fever) is wrdespread among general populatlon The
:.preva]ence of the drsease in Central Europe is estlmated to range around 20% [1 2].
Seasonal allerglc I'hll'l[tlS is provoked by pollen from variots plants V|a an rmmunologlcal‘
-mechanlsm they cause lnﬂarnmatlon of the nasal mucosa which Js assomated with .
' '-‘charactenstrc symptoms mcludrng nasal hypersecretlon and obstructlon mucosal erythema .
‘a and edema sneezmg, ‘and ltchy nose. Accompanylng symptorns of allerglc conjunctrvms
-fatrgue and headache may in addrtron lmpalr subjectlve well-being. The lntensrty ‘of these
symptoms depends on the extent of antlgen exposure ‘and s - thus season-specrf‘c
| Concentratlons of tree pollens are generally hlghest in spring, while grass pollens are more ’
abundant in summer and weed poliens in late summer and early autumn [3]

' Slnce pollen allergens are ubrqurtous and dlft"cult to avoid, and since desensitization |
may take- years, lS not always successful, and carries nsks (e. g anaphylaxis), symptomatlc
treatment of hay fever’ is often. necessary. Conventtonal medicine offers several well-
established therapeutrc strateg:es such as |ntranasal cromolyn sodium, intranasal or oral
antlhlstamlne_s as well as lntranasal and if necessary oral_ corticosteroids.

A homeopathicremedy for seasonal allergic rhinitis was developed as a therapeutic

' option comprised of Luffa operculata, 'Galp'himia glauca, histamine, 'and sulfur. The
constituents of this remedy (manufactured and marketed as Luffa comp.- Heel Nasal.
Spray, by HeeI GmbH, Baden—Baden Germany) ‘have -accordingly been co—ordlnated in

such a manner that they effectrvely complement each other in their therapeutic action:
Galphlmra glauca and hlstamlne are two agents whose therapeutic ‘effectiveness is well
known especially for affections of the skin and ITIUCOUS membranes. Their therapeutic
| action is enhanced by sulfur as strmulatron (reversal) remedy for chronic and |nflammatory |
~:d|seases and Luffa operculata tndlcated for common colds and allergic affectlons of the
resplratory organs such as hay fever and asthma The homeopathlc nasal spray used in this

: study contalns a fixed comblnatron of Luffa operculata and Galphlﬂla glauca in dliutlons 4X,
12}( and SOX and hlstamlne and sulfur in dllutlons 'lZX 30X, and 200X (the degree of

dtlutlon s md|cated by an X, whrch |nd|cates the rati of 1 part of active |ngred1ent to 10

- parts of dlluent A "1X” mdrcates a ratio of 1: 10, a "2X” indicates a dllutlon of 1:100, etc..

- [4, 5]) Ina meta—analy51s of seven randomlzed double—bllnd tnals Galphrmra glaUCa proved. o
supenor to placebo in reducing ocular hay fever symptoms the response rates of Galphlmra
. glauca were estimated to e srm|lar to those speclr"ed for conventlonal antuh:staml ;es [6l.
The p.esent study was desrgned to compare Luffa comp HEE: Nasal Spray wrth a hasal
_spray c:ontamlng 20 mglml cromolyn sodium (usual coric entratron marketed in Gennany)

, w1th respect to both effi cacy and tolerance in the therapy of seasonal allerglc l‘hll’lltls '




'PATIENTS AND METHODS
‘ "The study protocol *was approved by - an independent Ethics :Committee
(Ethikkommittee der Landesalztekammer Rhelnland—Pfalz) and implemented in accordance
with the Deolaratlon of Helsinki and the pnnuples of Good Clinical Practice. All patients
participating 1n the study gave written informed consent The study was performed
according to a parallel group design. Within each study. center the patients wére evenly
randomized to cromolyn sodium or homeooathic treatment (because the number of patients
| recruited by each center could not be estimated aprton random:zatron was performed in
blocks of 2). ln a double—ohn_d manner, one spray, about 0.14 ml, was admlnlstered 4 times
- daily-into eaoh nostril. During acute exacerbation of symptoms, up to 8 sprays per nostil
were allowed. To ensure blinded conditions both compounds (representing ac‘;ueouef_
solutions and containing benzalkonium chloride as a presewati\}e) were dispensed in
dentloa! neutral bottles (eventually by direct and lmmedlate comparison the preparations -
were distinguishable by, taste). Sealed envelopes contalnmg the code for each patlent were
supplied by the sponsor to the investigators. 1t was only allowed to break ihe individual
random code in cases of emergency {the code was broken after data entry and the decision
about protocol deviations/evaluations groups through the responsnble biostatician).
Patients were recruited from different study centers located in the same geographic
region {Upper Rhine Vailey of Germany) during the hay fever seasons of 1896 and 1997.
They were to be seen for assessment of baseline status (visit 1}, and after 7+1, 1412, 2843
and 42+3 consecutive days of treatment (visits 2 to 3). The treatment duration of 6 weeks
was chosen hased on clinical expenenoe it was short enough to ensure that in the majority
of patients antigenic exposure permsted throughout their participation in the trial and long

enough to compensate for variation of weather conditions affect;ng pollen concentrations.

Study Population ‘

Male and female out-patients,.aged 18 to GO years, suffering from seasonal allergic
rhinitis as diagnosed by RAS’;T'-(lgE—antlbody mea__surement), scratch or skin-prick test v:ere
,ehglb[e for the study. Patientsriwere excluded if they had a diagnosis of perennia[ allerqio
rhinitis or infectious diseases of the upper respiratory- tract; known hypersensxtlwty to the
_study rnedication; treatment with drugs containing cromolyn sodium or corticosteroids within '
two weeks of the: study-start' treatnnent with .antihistamines or alpha-sympathomimetics

within 24 hours of the study start or reguiar use of antl inflammatory agents and
analgeSIcs No pregnant or nursing women were accepted. In addition, to reduce the risk of
dropouts due to the need for prohibited co-medication, patlents were disqualified from stud\
partlonpation if they had a history of emergency treatrnent of aHerg[c symptoms or of regutar

treatment of hay fever with oral corticosteroids and/or antihistamines during the past two
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years (by this restrlctlon an overrepresentatlon of patlents suffering from mild to moderate :
symptoms ‘was faVOred) Prohlblted co- medlcatlon encompassed any compounds used for
: treatment of hay fever (even if they were not prescnbed for this indication) other than the
respectwe study drug (in partlcular" alpha—sympathomlmetrcs corhcostenods and

antlhlstamines) thls also applled to the therapy of ocular hay fever symptoms

: Assessments :
‘_ . Drug efficacy was assessed prlmanly with a validated self-rating (patlent) 1nstrument
" the Rhll‘lOCOﬂjUﬂCth]tlS Quallty of Lfe Questtonnalre (RQLQ) [7,8]. The German adaptation
of the queshonna;re [9] was completed at visits 1 through 5. The questionnaire consists of
28 items that pertain to partlcular symptoms and their practlcal consequences for daily life.
The items are SUblelded into seven -domains: 1} nasal symptoms (4 items); 2) ocular
-symptoms (4 items); 3) general non- hay fever symptoms (7 items}; 4) sleep disturbances (3
ltems) 5) practical problems associated with rhinoconjunctivitis, such as carrying tissues
and nose blowing (3 items); 8) implications on 3 personal activities named by the patient at
the outset (3 items); and 7) emotional symptoms such as frustration (4 items). The
particular items are represented by guestions of the general form ‘how froubled have you
| been by (e.g. stuffy nose)’ that refer to the preceding week. Patients rated the degree’
(physu:al symptoms and their practlcal implications} or the temporal extension (emotional
" symptoms) of their subjective impairment on a 7-point scale ranging from O (not troubled at
all; none of the time) to 6 (extremely troublesome; all the time). Domain- spec1f1c scores
were obtained by averaging the numerical values of the pertment items. Division of the sum
of the domain- specrfc scores by the number of domains yielded an overall score reflecting
the quality of lifé¢ of patlents suffering from seasonal allergic thinifis. This overall score,
ranging from 0 to 6 (highest to lowest quality) was the main efficacy parameter
In addiiion, effcacy was measured by using the domain- spec1fc subscores and the
global assessm"lt of the present quality of.life on a Vlsua[ analog scale that ranged from O
mm-("could ot be worse“) to 100 mm (“could not be bettu") at visits 1 through 5. The
glok al assessment of therapeutic efficacy at the end of trezinent was measured by ‘hoth
patient and mvestngator on a 4-point scale rangmg from "excellent” to "poor.”

_ Local tolerance was assessed at visits 2 through 5 by l’hll‘lOSCOplC exammatlon '
(uslng a nasal speculum) of the nasal mucosa.for erythema edema, and dryness of nose. -
These symptoms were classnf"ed ona 5- pomt scale ranging from "mlss:ng" to “strong."- .

' Patfents also rated nasal pruntus urge of sneezmg, and feellngs of buming and dryness of

nose i 5-category scales according to frequency (from never to "after each

admmtstratlon") and intensity (from "slight" to "very strong”).




chemlstry, and unnaly5|s at. wsnts 1 and 5

At the end of treatment tolerance was globally assessed by both the patleﬂt and the . :

: -mvestlgator ona 4~po|nt scale ranglng from 'I (very good) to 4 (poor) Physmans performed . .

drug safety evaluations based on the lnCIdence of. adverse events’ reported at visits 27;_ s

. through 5, and ‘monitoring of \ntal stgns and laboratory status such as hematology, chnlcal :

' Statlstlcal Evaluatlon L RIS

To show the non- lnfenonty of the homeopathlc group accordlng to the “Statistical

Pnnt:lples of Clinlcal Trlals a one—srded (1 o) confdence mterval was. used Equwaience'k-u .

“‘was lnferred |f the Iower I|m|t of the intervat was Iarger than the equwalence limit. For the -
lmaln efficacy parameter (overa!l RQLQ scores at V|s[ts 2 through 5) ‘a generalized_ .
Wllcoxon Mann-Whltney procedure was used (dlrecttonal test for. stochastlc orderecl.
a]ternat[ves accordlng to Wei ‘and Lachln) [10—12] A one—5|ded equwalene test can be’
- fonnulated usmg the Mann—Whltney statlstlc P(X<Y)+O SP(X-Y) [abbrev;ated as PX<Y)]- It

o is a measure, of stochastic SUpenonty Values Iower then 0.5 denote mfenonty and values

h|gher then O 5 denote superiority. The test for one- slded equivalence ("equivalent’ o
"better’) can be performed by means of a one- ~sided (1-0) confidence interval (Cl) in the
' followmg way: If the Iower bound of the Ct is farger then 0.36 (corresponding to a .medium-
sized mfenonty accordlng to Cohen [13]) the nulf hypothes:s of inferiority. can be reJected
(null hypothesis Ho: P(X<Y)<O 36 alternattve hypothesis HA F'(X<Y)>O 36).
Analy51s of ali randomized patlents may be b|ased toward demonstratlng equwalence _
.For thls reason the firstling analy5|s for efficacy was a per-protocol analysis consudenng
dropout rates and ma}or study protocol deviations.- Mlssmg values because of dropouts
- 'were replaced usmg the pnnc1ple of "last vaIUe carned fonNard" None’ of the patlents :
‘ excluded frorn per—protocol analy5|s had an observat|on after med1cat|on Therefore an
addltlonal intention-to- treat analysis was not performed Demographlc data and baseline
charactensbcs were analysed by means of Mann Whltney s U-test and Fsher‘s exact test. '
: Domaln specific RQLQ scores “visual. analog SCOres, resuits of global assessment of
| _ therapeutlc eff' cacy, and tolerance ratrngs performed by pattents and’ lnvestlgators were
analyzed by means of exploratwe methods based on Mann-Whitney statistics and pertinent.
5% CI An ana!y5ts of homogenelty of eff' cacy data across study centers was performed '
by prowdlng an ovemew of treatment effects by .mean scores. Because there was no

ev1dence of. nteract:on betWeen centers and treatment no supportive "naly51s was done "



‘ Sample Size Calculatlon ‘
‘ At the time the study was des:gned (1 995) there was no sample algonthm aValIable
for the test to be used. Thus, an appropnate procedure was used: t-test one- srded with the

: analog dn‘ference Wthh was a standardlzed difference of 0.5. When the sample 512e in
B each group is 72, & two group 0.05 one—srded t-test will have 91% power to I’EJEC'E the null
hypothe5|s that the test and standard are not equrva]ent (the dlfference in means is 0 5or
ferther from zero in the same dlrect:on) in favor of the alternatlve hypothesrs that the means
_ of .the two groups. ‘are equwalent assumrng that the expected dlfference in means is 0. 0

‘and thé comimon standard deviation is 1.0

RESULTS
Demographic and Baseline Characterlstlcs
A total of 148 patients. (82 male, 64 female) recrurted from ‘IT centers (each
contributing 1-25 cases) [nc[udlng 10 general, 5 ear—nose—throat physmlans and 2 internists
in private practice, were enrolled in the study. From this populatlon 72 patients were
randomly assigned to the homeopathic group and 74 to the cromolyn sodium group. A total
of 135 patients (68 in the homeopathic, 67 in the cromolyn sodium group) completed the
trial accordlng to protocol Seven patients dropped out after visit 2 (2 patients in either
group due to end of pollen season; one from the homeopathic and 2 from the cromolyn
sodium graup due to lack ofeffcacy/wsh of patient/or other reasons). They were included
in the analysls of efficacy, whereas 4 ather patients could nat be included because they
dropped ‘out before visit 2 (one of the cromolyn sodium group due to adverse events and 2
from the cromolyn sodtum ‘group and one from the homeopathlc group due to lack of
efficacy/wish of patient/other reasons}). (l“ g. 1)
Demographic characteristics of the total study populatron are summarized in table ‘l
There were no statlsttca!ly SIgnlf icant differences between the two treatment groups with
: respect to sex, age, height, welght The same applies to the overall RQLQ score at visit 1
~which averag-#i- 2.37 in the cromolyn sodium and 2.41 in the, homu. cpathic group (but
nd:v1dually reizhed up to 4.7 and 4.9, respectwely, thus indicating 1 :at higher besellne
scores were disfavored in this study but not exduded) Comparablllty can also be assumed
for the essential anamnestic parameters (table 2). In only 4 of the enrolled patients hay
: fever was newly dlagnosed the others ‘had suffered from one or more prewous eprsodes of
the disease (mean duration of medlca[ history: 9.3 years in the homeopathic and 7.2 years
in the cromolyn sodium. gI'OLIp) most of them for 1-6 months dunng spring and/os summer.

ln the 51 patlentc «of either group for-which they were documented the proviking allergen(s) |




were tree pollens“(mostly hazel birch, alder ash) alone or in comblnatlon with grass ors
: weed pollens (such as mugwort and rye) without notable group—speuf ic dlfferences
. Since the patients lrved in the same geograph:c reglon it’ can be concluded that the-
: patlents and thus the treatment groups were stmuitaneously exposed to roughly the same '
pollen types and concentratlons (fig. 2). ln both groups the beginning of treatment was
5|mllarly dlstrlbuted o the months of the year (between February and August with an -
'accumulatton in spring). Equwalence consrderatlons can - therefore be carr:ed out
drsregardtng environmental and predispositional conditions. ' L .
An influence of concomltant medlcatron (whtch was used by 16 patients in the homeopathlc
group and 12 patlents in the cromolyn sodtum group) on the study results did not become'
evident. The average compllance with the admlnlstratlon of the two study drugs (93% 1 in the

homeopathic group and 98% in the cromolyn sodtum gl’DUp) was comparable

r

Efficacy _ _ _
Data from a toial of 142 patients (71 homeopathic and 71 cromolyn sodium) were
sub]ected to effcacy analysrs Figure 3 which illustrates the time course of the mean overall
'RQLQ score from visit 1 to visit 5 reveals a marked reductlon of subjective impairment in
‘both treatment groups starting from nearly equal basefine levels. The decrease of the
pnmary parameter was sllghtly more pronounced in the cromolyn sodium group {from 2.37
to 1.33) than in the homeopathlc group (from 2.41 to 1. 57). Under both treatments the
effect was most strtklng during the first week. The alternative, hypothesis (therapeutlc non— .
.inferiority of homeopathic versus cromolyn sodium treatment) with a=0.05 with the chosen .
equrvalence bound P(X<Y) O 36 is conﬂrmed The Man'n-Whltney statistic for the combined
(dlrectlonal) test of thls study ‘was P(X<Y) =0.44, showmg the homeopathic group to be
:sllghtly inferior. However the lower bound of the confidence interval was 0.37 which is
above the equivalence bound of 0.36. Thus, equivaience (efﬁcacy) of the homeopathtc _
4-eatment could be proven. * . _ .. - S
' All RQLQ subscore means, showed ttrm.— cou'rses Smilar to that of the overall score.

. Mean basellne subscores ranged from 3.340 1.53 and mean final scores from 1.83 to

. 0.99. The most marked reductlons amountlng to 'l 2 to 1.6 points, were related to nasal
symptoms practical problems and lndlwdual actwlties (table 3). _

The results of the vrsual analog scores were in accordance with the 'RQLQ scores,

) mdlcatlng that the. oercelved guality of life increased durlng the study. Between visit 1 and

: visit 5, the visual analog scores of the homeopathic group increased 24% \from 55 to 68

mim) and those of the cro_molyn sodium group tncreased 29% (from 57 to 74 mm) {Visit 1: u-



test P=0. 72, P(X<Y) 047 95% Cl-LB=0. 38 \/ISI'[ 5: U-test P=0.92, P(X<Y) 0.43, 95% CI
. LB= 035) ‘

B Global assessments of therapeutlc eft"cacy did not markedly differ with respect to *
treatments or the rating person The therapeutuc efficacy of the homeopathic treatment (vs.
"‘the cromolyn sodium treatment} was rated as "excel]ent" by 13% (vs.. 24%) of the patients
and 16% {vs. 18%) of the investigators, as "good" by 63% (vs. 55%) and 83% (vs. 66%),
respectlvely, as "satisfactory" by 18% (vs. 14%) and. 17% (vs. 9%), respectively, and as
"poor" by 6% (vs. 6%) and 4% (vs. 6%) re5pect|vely (pat|ent assessment: U—test P=0.92, ‘
P{X<Y)=0.44, 95% CI LB= 037 lnvestlgator assessment: U- test P=0.82, F’(X<Y) 0.46, 95%
Cl LB 0.39).

Tolerance .

“Under both treatments I'hlﬂDSCOplC assessments of erythema, edema and dryness
of the nasal mucosa remalned {argely unchanged dunng wsnts 2 through 5. In the cromolyn‘
sodium group there was a sustained minor relief of all symptoms whereas the ratings in the
homeopathic group, also being consistently slightly better at the beginning than at the end"
of the observation period, were subjected to some intermediate fluctuation. Similar results
oceurred relative to patients' assessments of nasal pruritus, sneezing, and sensations of
buming and dryness of the nose. All of these symptoms were rated as less intense and less
frequent at visit 5 than at visit 2. The differences were small and comparable for both
treatments. | | _ N

The tolerance of the homeopathic treatment (vs. the cromolyn sodium treatment)
was assessed as "very good" by 25% (vs. 28%) of the-patients and 29% (vs. 31%) of the
investigators; as ;“good" by 69% (vs. 81%)' and 63% (vs. 58%), respectively; and as
"satisfactory/poor" by 4% (vs. 5%) and 7% (vs. '5%), .respectively. In general, the vast
majority of investigators and patients had no complaints about tolerance (patient
assessment: U-test P=0.70, P(X<Y)=O.4B,.95% Cl LB=0.41; investigator assessment: U-test
P=0.63, P(X<Y)=0.4€_35% Ci LB=0.40). o |

Safety .

A total of four adverse eVents (observed in 'thre.e patients) reported during the study
were rated as "possibly," "probably, r "very probably" related to treatment. ‘All were mild to .
moderate. Minor, interrmttent nose bleedihg occuirred for two days after 30 days ot-,
homeopathlc treatment. A ser.satlon of, burnlng in the nose, as well as discrete facsal
exanthema, occurred for, 8 days after 1 da:,r of homeopathlc treatment. A senuation of
burning in the nose, which caused the patient to dropout of the study, occurred after 5 days' '

of cromolyn sodium treatment. All adverse events disappeared spontaneously; a premature
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revelation of the random code was not necessary Ail clmrcally re]evant iaboratory values_ .
measured during the study resulted from concomitant or intervening dlseases Medians of‘:
-hematoiogy, clinical chemistry, urinalysis and vital 51gns at visit 1 and visit- 5. were
_ con51stent with normal values.” There was no ewdence of adverse systemio act|on for either

the homeopathio or oromo[yn SOdlLIITl treatment

DISCUSSION ) _ . . A
- Toplcai cromolyn sodium is a well- established standard therapy for seasonal allergic
rhlrntls and conjunctivrtls that proved supenor to placebo in many ciinicai trials. and has
'frequently béen used as reference (e q. [14—21]) By this means it was p0551bie to avoid the
ethical problems. arismg from |mplernentat|on of a placebo treatment in patients suffenng
. from symptoms of considerable mtensnty For the present study these problems would have
been particularly relevant due to the long duration of & weeks. Moreover, to prevent a high
dropout rate.in a placebo group and yet to maintain double blind conditions it would have
been necessary to allow non- homeopathic rescue medicatlon (e.g. a topical antihistamine)
also to the patients of the homeopathio group; this, however, would have restncted the
validity of. the study results since the- 1nteract|on of homeopathic and non-homeopathic
" medication can not be evaluated. For the same reason the oniy rescue measure allowad in
this trial was a shart-term dose increase of the regular compound to which the particular
patient had been randomlzed ' |
However, even in the absenoe of a piacebo control the study results strongiy
suggest that both treatments were in fact effective. About 70-80% of the total mean overall
RQLQ score reduction occurred within the first two weeks of treatment in both groups.
Because most patients were experienced hay fever sufferers who consulted physicians at
an early stage of symptom development, it is likely that antigen exposure increased rather
than decreased during the initial treatment period. From anamnestic data we know that the
‘majonty of patients were sensitive to different antigens, being present during different
- periods so that their hay fever per5|sted for months. M"eover oniy 4 patients dropped out
- due'to end of poilen season (i.e. due to cessation of airborne pollen disseminatlon) It can
7 A therefore be assumed that antlgenic exposure was iTimﬂtEil"iEd throughout the 6 weeks of
treatment ' ‘ - ) |
| 1n their. validation studies Zander et al [9] found a mean overall RQLQ score of 1.0 in.
popuiation of asymptomatic hay fever patients. mvestigated dunng the winter; in a group-of
symptomatio patlents completlng the RQLQ dunng hay fever season they found a score of
.3 0 before and a scofe of 1.5 after 14 days of anti-allergir treatment For the present study

" these results suggest two conciusaons First at the end of both homeopathic and cromolyn
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sodlum treatment the remission -of hay fever symptoms and associated subjective
lmpairment was Iargely complete The t“nal mean RQLQ scores of 1.57 for the homeopathic
group and 1.33 for the cromolyn sodlum group (whlch correspond fal]y well to the post-
treatment result of the validation study) are close to the putative minimum level, which likely
could not have been reduced much further con5|denng the persistence of antigen exposure.
‘ Second the mean pretreatment overall RQLQ score in the symptomatlc groups of the 7

Zander et aI studies .[9] may have been more representat[ve than the mean pretreatment '

e scores in the present study, in which partlcrpatlon depended on' certain restrlctlons that

dlsfavored the enroltment of patrents with severe atlerglc reactlons Therefore the
statements about the eﬁ'“cacy of homeopathic and cromolyn sodium therapy may be
particularly valid in cases of mrld or moderate symptoms of seasonal allergic rhinitis that
prevail in the general populatxon

Interestingly, the intensity of ocular. symptoms in thlS study was reduced, according
to the pertinent drop in RQLQ score, from 1. 87 to 1.26 in the homeopathic group, and from
2.12 to 1.10 in the cromalyn sodium group, although only 6 patients in the homeopathic and
2 in the cromolyh sodium group used eye drops. This ocular relief has also been described
in other studies [17,22] invol\;ing intranasal cromo[yn sodium and antihistamines (and may
therefore represent a general indicator of & successful therapy) and was not aftributed to a
systemlc action but to an improved nasal drainage. -

A recent meta-analysis showed fhat the cllnlcal effects of homeopathy generzlly are
due to more than a ‘placebo effect [23], and in a study using an oral formulation of mixed
grass pollens this was demonstrated for the therapy of hay-fever in partrcular [24].
_ However, the mode of action of homeopathlc treatment is controversial. Accordmg to one
hypothesrs homeopathlc drugs act through regulation of gene expression [25]. A different
view suggests they act by st[mulatmg an :mmunologlcal bystander reaction [26,27]. Up to
now the effects of homeopathic remedles on the IgE- and mast cell-medizted
" pathopysro!ogy of allergic rhinitis have not been rnvestlgated ,

‘ Homeopath:c theraples represent an - alternativ= to conventional methods for
physicians and patients who sesk unconventlona[ treaxments The demand for effectlve
r_nedical a[tematlves was hlghhghted by a study in 1980 which estlmated that Amerlcans :
made 425 miilton visits to provi_de.rs of Linconventional therapy, compared with 388 million
visits to all U S. primary care physicians [28]. In condlusion; the homeopathic nasal spray
-proved as effective, safe ar: z wel[—tolerated a therapy" for seasonal allerg|c rhinitis a3 the’

conventlunal cromolyn sodlum nasal spray in th|s study f
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Tab. 1: Demographic and basefine ;h'arac'téristics‘ of total population by freatment group

(SD=standard deviation). ST »

.| Number of patients enrolle NI - 72 . 7
Sex (male/fernale) IN] . ) 44/28 . 38135
Mean age + SD [yeafs] ‘ o | . 3B6.8 i 96 347 %_-.11.6
Mean height +: SD [gm] _ : 171.5+£9.3 ' : 172.3 7.7
Veanweigh+SD kal .. 707£158 - 687 =115
Mean overall RQLQ score al visit 1 +5SD 2.41+1.09 . 2.37+1.14
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At

Tab. 2: Ailergy—speciﬁc anamhestic;data éf patients included in efficacy evaluation by

treatment group (‘mean duration of. individual history before enrolmentSD [years],

_*duration unknown, *patients could be assigned to more than one category, SD=standard

deviation).

Past occurrence of hay fever

- nolyes'lyes® ' 3/64 (9.3+8.6)/4 1/69 (7.26.6)/1

Allergen(s) documented [N] 51 51

- tree polien/grass or weed polien 2012 2512

- tree and grass br weed pollen 18 13

- not élassiﬁed 1 1

- not documented 20 - 20

‘S.ea.son of past occurrence of hay fever [N]

- spring 47 52

- early summer/summer 41/18 43114

- late summer/autumn 5/2 6/0

Duration of hay fever in past years [N]

- < 11-2 month(s) 4114 2116
|- 2-3/3-5 months 13/13 913

-> 5 manths/unknown . T20 8/23

Past desensitization {N] 7 B

Environment of residence [N]

- ruraliurban ' 41130 36135
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Tab 3: Means+8D of RQLQ subscores at v15|t 1 and visit 5 (Mann-Whltney statistic P(X<Y)

and pertlnent lower 95% confidence bounds in parentheses, SD=standard deviation).

Nasal 3.07 325 . | - 05 ~1.86 170 0.47
symptomns 1131 | +1.51  (0.45) 4142 +1.34 (0.39)
Ocular 187 |, 242 | 055 126 1.10 0.50
symploms | +1.50 |- =153 (0.46) £1.34 +0.08 (0.42)
Non-hay fever|  1.99 T1.86 0.47 144 7.20 0.45
symptoms +1.38 +1.37 (0.38) +1.24 +0.08 (©.37)
Siesp 165 153 G546 . | 124 | 1.08 0.47
disturbances | +1.29 +138 | (0.38) . +1.18 +1.06 (0.39)
Practical 322 | 327 | 051 1.92 1.689 0.47
problems +1.67 +1.79 - (0.42) +1.62 +1.38 (0.39)
Individual 3.34 2.87 041 - 1.93, 758 | 043
activities - +1.45 +1.57 (0.32) £1.55 £1.37 (0.25)
Emotional 1.76 174 0.51 137 | 099 0.44
symptoms | +1.38 +147 042) | +1.36 +095 | (0.38)
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Fig. 1: Study profile.
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Flg 2: Classd“ cation of po[!en exposure (1=fi rst half of the month 2=second half of the
month, the data based on. the informations from the Deutsche Poilenflugwetterdlenst and

,were pooled for the years 1996/97 1= miid 2=moderate, 3=severe, 4=very severe).

.
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Fig. 3: Time course of the mean overall ROLQ 'scqre.upder'homeopathic and cromalyn

sodium treatment.
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