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A CompLEX HOMEOPATHIC PREPARATION FOR THE SYMPTOMATIC TREATMENT OF
UrpER RESPIRATORY INFECTIONS ASSOCIATED WiTH THE COMMON COLD: AN

OBSERVATIONAL STUDY
Volker Schmiedel, MD," and Peter Klein, Dipl-Math?*

Backgmund The use of complementary medicines Is large and

prepnratmn— gystol Heel GmbH, Baden-Baden, Germany)
with those of curfvcnhonal therapies with antihistamines, anti-
tussives, and nonstei'mdal antiinflammatory drugs on upper re-
spiratory symptums of the common cgld:in a setting closely
related to everyday chm,_cal practice,

Design: Nonrandomized, fvational study

0 Gyer a treatment
period of maximally two weeks. :

Hammatory agents was not permitted. Pahemts were ﬂlowed‘

nonpharmaceological therapies such as vitamins, thermothera-
pies, and others.

Main outcome measures: The effects of treatment were evalo-
ated on the variables fatigue, sensation of illness, chill/tremor,
aching juints, overall severity of illness, sum of all clinical vari-
ables, temperature, and time to symptomatic improvement.

Resnlts: Both treatment regimens provided significant symp- -
tomatic relief, and this homeopathic treatment was noninferior
in a noninferiority analysis. Significantly more patents (P< .05)
using Engystol-based therapy reported improvement within 3
days (77.1% vs 61.7% for the control group). No adverse events
were reported in any of the treatment groups.

Conclusion: This homeopathic treatment may be a usefid com-
ponent of an integrated symptomatic therapy for the common
cold in patients and practitioners choosing an integrative ap-

;;p;qach to medieal care.

ey -words: Complementary medicine, observational study,
nonmfen nry, viral infections

 (Explote 2006 2:109-114, © Elsevier Fc. 2006)

INTRODUCTION
The common cold is a prominent example of an ailmen
which multiple therapeutic approaches are commonly used in
both alternative and conventional medical practices. Thereis no
universally accepted therapy for the common cold, and no li-
censed-antivirals appear to be effective for this condition. Some
strategies, such as prolonged prevention of community colds
with interferon are associated with adverse effects and are not
recommended.! Thus, most treatments are addressed toward
symptomatic relief, and there is a substantial component of
selfmedication involved.

Alternative medications are frequently used for treatment of
musculoskeletal symptoms, vertigo, or mild viral infections,
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homeopat}:m: preparanon basé _dn_ Ewn main active ingredients,
Vincetoxicum birundinaria (r:nmmo 1 name, swallowort) and sul-
phur, at high djlutlons (107 to 10 ‘3‘73”) Both ingredients are
listed in the Hamznpd.'btrPhﬂnﬂatﬂpaem of the United States.® This
homeapathic treatment is used for acute symptoinatic therapy as
well as for prophylactic treatment of infections-diseases. In re-
cent years, studies have reported beneficial effects gFEngystol in
different settings, such as prophylaxis in patients with influenza
antd carmnmen eold,® and there are reparts suggesting shmulahan
of phagocytic activity of granulocytes in vitro.® A recent, assay
(Enbergs 1, Immanol Inwest, 2006, in press) indicated that Engys-
tol might increase the percentage of interferon-y producing lym-
phocytes in vitro, ©

This pilot study attempts to assess the clinical benefits of this
homeopathic treatmnent compared with conventional treatment
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strategies in a real-life scenario and provide information that
would be useful to plan 2 larger scale randomized controlled
clinical trial. The duration of this study was not more than two
weeks per patient, which corresponds to the maximum duration
of the illness that might be encountered in clinical practice.

In an attempt to capture a5 wide a range of patients and
therapeutic strategies as possible, this study used a nonrandem-
ized, observational approach and inchides capturing data on the
use of concurrent medications. A disadvantage associated with
this choice of design is the possibility that patients groups would
not be comparable for all variables at baseline, which confounds
the analysis of the results. To attempt to address this con-
founder, propensity score analysis was applied to the data. Such
methods have been used in other studies with alternative medi-
cine, eg,‘in 3 recent comparison of the homeopathic therapy
Cralonin wﬂh cunvennonal medications in patients with mild
heart failure.”,

METHODS ST _
This observational study was-tarted out in S'ijr;ir:tices in Ger-
] "bruary 29, 2004, Inr_lusmn

many from November 1, 2003 'td" i

tients received Engystol-based thempy or commion over-the
counter {OTC) treatments (antipy':enc/ana]gesmlantu ﬂamma—
tory) for the common cold. The choice of treatment: Was' j
decision of the practitioner and the patient, Engystol wis ‘given
as tablets (active constituents: Vimeefoxicim hirndinarid Dﬁ

7 - gystol-based  and

symptoms. Temperature was measured in degrees Celsivs. 1n
patients with diagnosis of rhinitis, pharyngids, laryngitis, or
bronchitis, changes in symptoms related to these diagnoses were
also monitored. Rhinitis was assessed on sneezing, burning, or
tickling sensadons; nasal congestion; and reduced sensation of
smell and nasal speech. Pharyngitis was evaluated as throat
burns, pain with swallowing, and redness of muecous mem-
branes. The laryngitis variables were loss of voice, hoarseness,
cough, and soreness of throat. Finally, bronchitis was evaluated
on cough, hoarseness, productive cough, and chest pain.

Tolerability was assessed through the monitoring of adverse
events. Furthermore, the practitioner as well as the patients did
an assessment of overall tolerability during the course of the
study. The subjective tolerability experience was graded on a
four-term scale: 0, excellent (no adverse reactions); 1, good (oc-
casional adverse reactions); 2, moderate (frequent adverse reac-
tons), and 3, poor {adverse reactions associated with every ad-
ministration of study medication).

Statistical comparisons were conducted with ANOVA and
Fischer's exact test as appropriate. To adjust for patients groups
not being statistically comparable for certain variables at base-
line, propensity-score analysis was carried out as previously de-
scribed.® Patients were stratified into quintiles according to pro-
pensity score hased on all baseline variables, The two treatment
strategies were analyzed for noninferiornty of Engystol-based
therapy compared with conventionally based therapy. The non-
inferiority analysis compared the lower border of the 95% con-
dence interval between the differences in change between En-
‘ conventionally based therapies. The
nonmﬁ:nonty limits were set to 0.2 units f"ur all symptomat:c

D10, D30; sulphur D4, D10). To reflect everyday t:reah'nem‘f‘---r

practices, in both groups, the deses were not stipulated in the’,

protocol but were decided for each individual patient for a max-
imum of two weeks. No limit was set to the number of different
therapies in the control group. In the homeopathic treatment
group, patients were atlowed other short-term medications, but
the long-term use of analgesics, antibiotics, and antiinfamma-
tory agents was not permitted.

All patients were informed about the background and purpose
of the study, which was conducted in full compliance with the
principles of the Declaration of Helsinld and with the German
recommendations for the planning, execution, and evaluation
of observational studies (Bundesanzeiger Federal Gazette Na.
299 of December 04, 1998).

All variables were selected to reflect patients’ experiences of
illness. Treatment effects were evaluated on the following vari-
ables: fatigue, sensation of illness, chill/tremor, temperature,
aching joints, overall severity of illness, and the sum of all clin-
ical variables. For the variahles fatigue, sensation of illness, ‘ehill/
tremor, aching joints, and overall severity of illness, severity was
assessed on a scale from zero to three, where zero was asymp-
tomatic; one, mild symptoms; two, maderate; and three, severe

but the dlffﬁrcnces were'no 5t nsncally 51gmﬁcant The treat-
ment groups differed significantly’ on four characteristies (P <
.05 for the dlEﬁﬂ’_ﬂCE) weight, iiicidence of tracheitis and acute
bronchitis, and fitigae score. Patients. reeeiving the homeo-
pathic remedy tended to.be lighter and have lower incidences of
tracheitis and acute bronchitis than the contrdl:patients, but
they had slightly higher scores on fatigue than the control pa-
tients. Propensity score stratification adequately compensated
for these differences, which were reduced beyond the threshold
of significance (P < .05).

The homeopathic treatment group received treatment in the
form of tablets, commonly given three times daily (69.6%). This
dosage was not fixed, and increased dosing was used intermit-
tently hy 73.7% of patients. The most commonly used other
stucly treatments in the control group were paracetamol (42%),
aspirin (16%), metamizol (18%), and ibuprofen (12%).
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Table 1. Baseline Characteristics Fatigue

Varlable Engystol {n = 175)  Control (n = 222)  Sensatios oflliness

Mean age years (SD) 35,1 (= 18.7) 38,6 (216.9) i“:l'::’]'“;’m
Female sex, n (%) 102 (56.3) 117 (52.7) overat sevonty of s
Mean weight, kg (SD) 5.7 (=18.5) 63,7 (£17.1) Suem of sl clinloal variables
Mean helght, cm (SD) 166.2 (£20.1) 189.0 (2185)  (ronwe
Nonsmokers, n {%) 135 (77.1} 167 (75.2) : I :
Acute bronchitis, n 69 (39.4) 113 (50.9) Fovomcomrol  Favers Engyeto e Uniie

(%) .

. Fignre 1. Point estlmate and left border of the 95% confldence

Trachaltis n (%) 39(22.3) 70(81.9) Interval for the difference between the Engystol and cantrol groups for
Baseling’values {mean the main varlables.

scure TSD)
Fat]gue : 2.2 (==0.7) 2.0{x07)
Sensation of: 2.2(x07) 2.1 {*0.7) _
Chil:ftremfar R e 15 (fO.B) 14 (fO.Q] Symptoms of common cold were reduced in both treatment
Aching fo nts. o 1.8 {*0.9) i 1.7(=09) groups during the observation period of maximally two weeks.
Overall severity of : 2.3 (x0.6) For most variables, there were no statistically significant differ-

iliness ences between the two groups. Fatigue was reduced by 1.8 & 0.7

Temperature (degress
Celslus =5D)

Subgroups (summary
scores £50)

38.0{x0.9) units (£SD) by Engystol-based therapy and by 1,7 % 0.8 units by
= ‘ control therapies, Far the variable sensation of illness, the reduc-
Hons were 2.1 & 0.7 and 1.9 = 0.7 units in the homeopathic
treatment and control groups, respectively. Chill/tremor scores

Rhiniils were reduced by 1.5 * 0.9 units in the Engystal-based therapy
Pharynpitis and by 1.3 * 0.9 units in the control therapies group. Aching
Laryngltis = joints score was 1.8 = 0.9 units Jower at the end of therapy than
Branchitls baseline with homeopathic treatment and 1.7 + 0.9 units

ower with antpyretic/analgesic/antiinflammatory treatments,
The ovcrall severity of illness score was reduced by 1.8 + 0.7
sinihe, homcnpathlc treatment group and by 1.8 £ 0.8 units

For the $um of all clinical variables, the rcductmus were 7.9 &
- 26 and 72 % 2 6 Amits in the Engystol and the control groups,
T spéctwe[y The” temperature was lowered by 1.5°C £ 0.9°C
with homeopathic ireatinent and by 1.3°C * 0. 9°C with the
contol ‘therapies,
- The resulis of the nonmfenonty analysis are summarized in
Figure 1 and’ Table 2. For thé vaiiables overall severity of illness,
thmg ]l:unts and tcmperaturc the hoint.estimate for the differ-

ment group, menthol- or camomile-based inhalations were i
by 57.7% of patients, vitamins by 37.7%, sympathomimetic de::
congestants by 27.4%, and antipyretics/analgesics by 23.4% of
patients. The most common nonstudy therapies in the control

group were cough remedies (anntussives/expectorants) (59.0%),

menthol- or camomile-based inhalations (33.5%), vitamins

. (34.7%), and decongestants (24.3%).

Tahle 2. Change From Basefine tp Final Visit In Main Variables

Left Border of 85%
Confidence Interval Noninferiority Limit

Variable {scare units) (score units)
Fatigue -0.19 -0.2
Sensation of Hiness -0.04 -0.2
Chill/tremar —0.06 -0,2
Aching joinls —0.03 -0.2
Qverall severity of liiness -0.13 —-0.2
Sum of all clinical variables —0.36 T =04
Temperature . 0.03 —0.2
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Table 3. Change From Baseline to Final Visit in Summary of Symptom Scores for Subgroups With Different Specific Diagnases

Ditfarence Control-

Subgroup  Engystol (n)  Comtrol {n}  Mean Change (95% CI), Engystol  Mean Change (95% CI), Gontro! Engystol (95% CI)
Rhinitis 124 149 —7.3(—7.810 —6.8) —7.0 (—7.61t0 —6.5) —0.2 {(—0.8-0.4)
Pharyngitls 17 140 —5,6 (—6.01o —5.3) 54 (~5.3t0 —4.7) 0.4 (—0,0~0.8)
Laryngitls 46 56 —5.8 (—6.51t0 —5.1) —6.0{—6,51t0 —5.4) —0.3{—1.0-0.4)
Bronehitis a2 136 —4.6(—5.1 to —4.0) —4.4 (—4.810 —4.0) 0.2 {(—0.4-0.8)

“

ward favormg Erlgystol treatment, The fatigue score tended to-

d' avoring conventional therapies, whereas, for the other
.mables, .t_hcre were no trends toward differences between the
groups. The'at alysis supported the noninfedority of Engystol-
based therapy. 'mpared with conventional therapy for these
vaniables (Table’ 2)

The subgroup annlyses_m the groups wi
laryngitis, or broncl:utls, ;
with the conventional tf
mtopathlc treatment, but

: b'm.itis, pharyngitis,

3; note that the numbers given ate ch:mgcsm summary scores of
a]l specific variables forfea i: ‘Imprﬂveme_ms from
baseline were observed:
course of the study

fied® (54.9% and 52.7% in the Engystol and contral groups,
respectively) or “satisfied” (42.9% and 45.5% in the homeo-
pathic treatment and contral groups, respectively). There were
no significant differences in satisfaction scores between the treat-
ment groups,

Tolerability was very good with both treatment regimens. No
adverse events were reported in any of the treatment groups.
More patients (89.2%) reported “excellent” overall tolerability
with homeopathic treatment than with control therapies
(81.2%; Figure 3A). For unadjusted data, this difference was
statistically significant (P = .01); however, when patients were
adjusted for propensity score, the differences in tolerability no
longer reached significance.

The good tolerability scores were further reflected in patient
complianee with both treatment strategies (Figure 3B). Compli-
ance was rated as “excellent®™ for 61.1% and 60.8% of patients in

" tHe homeopathic treatment and control groups, respectively, A

. group T
nlly 51gmﬁcant.

was statistically 51gmﬁcmt at a level of P < 05 .
Both r_hr:rapeutlc strategies :lChlE\'t’_'d high patient sa

p<0.05

100%

80%

60% -

40%

20% <2day5

- <t day <Tdny
(]
Engystol Control

Fignre 2. Time to first improvement In global symptoms 'in the
Engystol group {left-hand bar) and the conirol group (right-hand bar),
respectively, The differences betwean the groups wera significant at a
level of P < .05,

“scose;of “good” was given for 37.70% of patients in the homeo-

pathlc-treatment group and 37.4% of patients in the control
e differences in compliance scores were not statisti-

.Cnn!rul
Engystal

'Gogd'

"Very good’

Compllance

Talerability score
"Very good’

Figure 3. (A) Percentage of highest tolerability score as eva]uated
|ointly by physiglan and patient for the Engysiol (stippled bar} and
conitrol groups, respectively. (B) Percentages of the iwo highest scores
of physician-assessed compliance for the two treatmenl groups. The
differences between the treatments were not statistically significant,
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DISCUSSION

The results of this exploratory nonrandomized, observational
study indicate that, for treatment of the common cold, a therapy
based on the complex homeopathic preparstion Engystol may
be noninferior to therapies based on conventional medications
for this condition. This conclusion was reached from an analysis
of the effects on five illness-related symptoms, on the summary
score of all variables, and on overall assessment of illness sever-
ity. The strengths and weakness of the study are associated with
its nonrandomized, observational design, and the fact that the
diagnosis studied is a selfdimiting dizgnosis. The design was
dmsen o, appmach as cluse]y as possible to clinical practice,

the potenual dravlv ack that patients groups are not likely to be
comparable for all vanables In the presenf.case, the treatrnent

in dosing and the fact that a ﬁumber of nonstudy iers
used in bath treatment groups in addmnn to the spécifi
regimens, Close to one in four pnh:qt Hr; o1
treatment group trmk anlipyretics/analgu

the analysis. Howevcr long—term use of anhpyrehcs/analgesxc&
was not allowed in t.he homeopathie treattnent grou La

the population was responsible for the effects seen in the :
homeopathic treatment group.
This treatment pattern in the homeopathic treatment groupis

interesting because it indicates a pragmatic approach to therapy °

in mamny patients opting for complementary therapy. This prag-
matism was evident, not only in the homeopathic treatment
group, but also in the control group, in which a large nurnber of
patients (>>35%) took supplementary vitamins, Particularly in
mild Hlnesses such as the common cold, there is no fixed border
between conventional and complementary medicine, and there
is 4 large component of self-medication. A number of remedies
are available to achieve symptomatic relief from cold symp-
toms,”'? and the willingness of study participants in both treat-
ment groups to use such options shows that public attitudes
toward medication crosses the borders between conyentional
and alternative medicines for mild illnesses.

Another possible weakness is that our scoring methods have
not yet been validated in independent studies. Furthermore, the
definitions of borders of any noninferiority analysis will be open
to debate, as recently seen in a randomized trial in 15,000 pa-
tients receiving two different treatments postmyocardial infarc-
tion.'! The noninferiority barders in our study were set quite
tight, at 10% to 15% of the respective baseline values, and the

. have shown stimulation by Engystol of the immune system in

i dltls !

differences between the treatment groups were small, which sup-
ports our conclusions.

It might be argued that acute mild viral infections such as the
common cold normally resclve spontaneously over a course of
several weels. 19 Although the natural course of infection may
push the outcomes at the end of the observational period toward
noninferiority, the high satisfaction and compliance scores with
both treatments indicate that patients perceived real benefits
from treatment in both groups, even if they were potentially not
related directly to the therapy administered. In a study attempt-
ing to capture real-life reatment situations, the patients’ perspec-
tive is an important factor in evaluating the effectiveness and
usefulness of therapies, It 1s worth pointing out that, in the
context of patients’ satisfaction, the differences in time to first
symptomatic improvement may be relevant. The time to fimst
symptomatic improvement was shorter with homeopathic treat-
ment than with the control therapies.

In a study involving a homeopathic preparation, the question
inevitably arises as to the potential mechanisms of acton behind
the effects. A placebo effect should not be ruled out, although it
appears unlikely for several reasons. Such an effect would have
to have been greater in the homeopathic treatment gronp than in
the control group, or, alternatively, the conventionally treated
patients would have experienced a paradoxical negative effect
from treatment. This hameopathic treatment has a history of use
as a prophylactic treatment of respiratory infections*? and as an
ncillary treatrnent of viral infections in infants.” [nvitro studies

[ sruf phagocytic activity. granular:yte function, and im-

¢medy by itself has a direct antiviral activity. A recent assay
ibergs H, Imm:mol Tnwest, 2006, in press) has indicated that
rigystol may intreasethe percentage of interferon-y producing
Iymphocytes in vitra.The need for biochemical mechanistic
data”on-this remedy as.with most of homeopathic treament
 unmet. -

- Both treatipents demonstrated good tolerability pmﬁles, the

'dﬁtoward the scm‘e vr:ry gcmd” in more patients in the

Engystol group ias. not mgmﬁcant. Ccmplemenhry meclica-

tions in’ géneral are ass c;ated with low:incidences of adverse
effects’ (w) _ch'may be one Ieason for theu’ pcrpulanty) In more
serious medlc conchnons patmuts mtght ‘be unwilling to com-
ply with a trade [F between beneﬁts and adverse effects. There
are no kmown adverse effects reported for this complex homeo-
pathic remedy,'f :md I:hl  study is ednsistent with the findings
already on recard for thismedication. In’ surnmary, based on the
limited results of this observational study, Engystml appeats to be
an acceptable component of an integrated sym matlc therapy
for the commaon cold. '8 ;

REFERENCES
1. Jefferson TO, Tymell D. Antivirals for the common cold. C'n:bm.ue
Databuse Syst Rew: 2001:CD002743.
2. Rabe A, Weiser M, Klein P, Effectiveness and rolerability of a ho-
moeopithic remedy compared with conventional therapy for mild
viral infections. frt f Clin Pract. 2004;58:827-832.

Homeopathic Treatinent for the Common Cold

EXPLORE March 2006, Vol. 2,No.2 113



. The Homeapathic Pharmacopocia of the United States (HPUS). Bth ed.

Wayne PA: Homoeopathic Pharmacopoeia Convention of the
United States; 1979,

. Heilmann A. A combination injection preparation as a prophylactic

for (lu and common colds. Biomed Ther. 1994;12:249-253,

. Wagner H, Jurcic K, Doenicke A, Rosenhnber E, Behrens N. The
effect of homoepathic preparations an the phagocygotic activity of

granulocytes. Drag Res. 1986;36:1421-1426.

. Schribder D, Weiser M, Klein . Efficacy of « homeopathic Cratae-

gus preparation compared with usual therapy for mild (NYHA TI)
cardiac insufficiency: results of an observational cohort study. Enr
J Heart Fail. 2003;5:319-326.

. Blacl N. Why we need ohservational studies to evaluate the offec-

tlv:.m:ss af health care, BAJ. 1996;312:1215-1218,

. Ruscnbaum P. The central role of the propensity seore in observa-

for causal effects. Bipetrica. 1983;70:41-55.

. Smidh’ MB :ldman W. Over-the-counter cold medications. A crit-

ical rcw:wd
269:2258-226

Jlmcal trials between 1950 and 1991. JAMA, 1993;

. Lowenstein SR, Pamina JA. Manng:mcnt ofth: cammon cold. Ady

Intere Med, 1987, 32:207-233

12.

14.

15,

16,

. DPfeffer MA, McMurray J], Velazgquez EJ, et al. Valsartan, capto-

prif, or both in myocardial infarction complicated by heart fail-
ure, left ventricular dysfunction, or both. N Englf Med, 2003;349:
1893-1904.

Herzherger G, Weiser M. Hameopathic treatsnent of infections
of various origins: a prospective study. Biomed Ther, 1997;13:123-
127,

. Matusiewicz R, The eifect of a homeopathic preparation on the

clinical condition of patients with corticosteroid-dependent bran-
chial asthma, Biomed Ther, 1997;15:70-74.

Siewierrska K, Denys A. Efficacy of preopentive immunoprophy-
laxis in pagients with neoplastic diseases. I Phagocyte activity and
bactericidal properties of peripheral blood granulocytes, Jut Rew AL
lergal Clin Imnnzoral. 1999;5:39-45.

Denys A, Siewierrsia I Efficacy of preoperative immunoprophy-
laxis in patienls with neoplestic diseases, IT, Estimation of antihaem-
agglutinin and antinenraminidase antibody titre or influenza viruses
A and B. Jut Rev Allergol Clin Immmunnd, 195935:46-50,

Engystol tablets [package mscrt] Baden-Baden, Germany: Heel
GmbH; 2000.

114 EXPLORE March 2006, Vol. 2,No. 2

Honseopathic Treatment for the Common Cold



