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Abstract 
A controlled clinical trial was conducted to assess the effectiveness of Oscillococci­
numR in the trealment of patients with influenza-like: syndromes. 188 patients received 
the test drug and 184 patients were assigned to the placebo. Data were recorded by the 
participating physicians at the beginning of the;: treatment, after 48 hours and after 7-10 
days. During the first few days. the patients recorded their rectal temper.:l.ture twice: a day 
(mornings and t::venings). t} symptoms on a rating scale (cough, catarrh, sore throat, 
muscle pain. t:tc.), and use of medication. Recovery was defined as follows: 'rectal 
tempernturc < 37.5°C and no headache or muscle pain', Etfectivene.')s was defined:1.., ... a 
statistically significant greater decrease in symptoms after 48 hours in the verum group 
or a shorter duration of symptoms in comparison to the placebo group. After 48 hours 
the symptoms of the patients in the yerum h'TOl1P were significantly milder (p == 0.023) 
than in the placebo group. The number of patients with no symptoms was signi~c:mtly 
higher in the verum group from the second day onwards (verum: 17.4%. placebo: 6.0%) 
until the end of the patients' recording (day 5 in the evening: verum: 73. 7%, placeho: 
67.7%). The biggest group difference was recorded for the time between the evening of 
the second day (10.6% more patienrs with no symptoms) and the morning of the fourth 
day (W.2% more patients with no symptoms). The clinica.l trial showed that treatment 
ur influenza-like syndromes with OscillococcinwnR has ;]. positive effect on the decline 
of symptOms and on the duration of the disease. 
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Introduction and object of tbe study 
In medicine • .influenza-like syndromes are of 
minor importance since this viral disease disap­
pears witttin 5- 10 days and usually does not 

. result in negative consequl!nces. However, the 
impaired well-being of the patients makes 
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prophylactic and curative mca.o;UfCS necessary. 
Furthermore, for economic reasons, remedies 
are needed as one third of absenteeism is due to 
influenza-like syndromes . 

So far more than 200 pathogenic organisms 
are icnowrl'to ca.use these infections ofrhe upper 
respiratory tract 5 rhino trope viral strains are 
responsible for half of all colds. How the 
infection is transmitted, eicher via droplet emis­
sion or Ir.lnsferby hand(e.g. by shaking hands) 
is not yet known. 

However. help might be expected from a 
homoeopathic preparation which is widely 
used in France as prophylaxis and therapy 
to patients suffering from influenza-like 
syndromes. The drug is Anas Barbariae Hepatis 
and Cordis Extractum HPUS 200K, commer-



cialised under the trademark Oscillococcinum R 

(Bci ran I~boratories). 
Despite the widely asswned methodological 

difficulties in clinical trials of homoeo­
pathic medicines, .:Juite a few studies have 
been performed.2 The most rigorously 
designed study on OscillococcinwnR was 
performed by Ferley et a./. 1 

This study was a placebo-controlled, rando­
mised double-b lind evaluation on 478 patients 
with a mild influenza-like syndrome during an 
epidemic of the A HIN I influenza virus. The 
patients who were treated with Oscillococci­
numR recovcn:d earlier. thi s was statistically 
significant. 

Our clinical trial was performed with 
patients suffering from influenza-like syn­
dromes and was essen tially a replication of 
the study of Ferley et ae-In addition, there 
may also be a non-specific effect of the prepara­
tion, since it can be asswned mat a different 
virus from that of tht: Ferley srudy was respon­
sib le for the infection in the present study. 

The primary object of the !>rudy was to 
answer the following questions: 
, 1) After 48 hours of treatment with [h~ active 

drug, has the patient's condition improved 
more than with the placebo? ' 

2) Were tht: !>ymptoms eliminated faster in 
the verum group than in the placebo b7fOUP? 

,Data on coqcorri itant medication. compli­
ance: and fiOless for work were also collected. 

Method! 
Stu.dY design 
The trial was a prospective placebo.control1ed 
double·blind multicentric study. Enrolment in 
the study for 7-10 days was planned for 400 
patients, to be recruited from 15-20 medical 
practice::; of general practitioners OT specialists 
for internal diseases. The study was conducted 
in Germany from November 1990 until Spring 
1991. 

Recruitment of patienB 
Patients included in the study were selected 
from those who had consulted a clinician with 
an influenza-like syndrome. The infection had 
to have occurred less than 24 hours before,entry 
in the trial. Rectal temperarure had to be equal 
to or above 38Q C and the patients 'had to suffer 
from muscle pain and headache and at least 
from one of the following symptoms: shiver­
ing, thoraGic or. periarticular pain, spinal pain, 

cough, irritation of the nasal mucosa, or a 
general ' feel ing of illness. Exclusion criteria 
were: patients under 12 or over 60 years of 
age; patients who, fo r preventive reasons, 
needed to be given an, anti- influenzal treatment 
during the first 48 hours of the study; patients 
with immune system disorders or local infec· 
tiODS and patients who had been immunised 
against influenza; patients who had been given 
additional ther.lpy in tbe form of immuno­
suppressants or immunostimulants; or those 
who had taken ami-influenzal medicines. 
analgesics or untibiorics during the fust 48 
hours of the trial. 

Patients gave written or oral consent before a 
witness, after having been informed as to the 
nature, meaning. and e::dent of the clinical mal, 

, The patients were randomly allocated to one 
of the 2 treatment groups. Oscillococcinum R or , 
placebo, The randomisation was performed in 
wo steps, verum and placebo were indisrin­
guishable. At Labor.Jtoires Boiran. each 
placebo and each verum treatment was givl!n a 
number according to a random Jist ofnwnb~rs. 
Then all the verurn and :til the placebo treat­
ments were put in two plain boxes, onl! box; 
being ve rum and the other placebo. Nt;:;:.;:t 
Anfomed asked an independent pen;on to 
prepare a, 4 treatment 'box for each doctor. 
each conta.ining 2 verum treacrnents and 2 
placebo treaunenrs, These 4 rreiJrment boxes 
in tum were known by the numbers of the 4 
treatments they contained. ' ' 

Study variables and ,,·twiy period 
At the start of the trial, the clinician recorded 
the patients' age, gender, weight, other diseases 
or abnoftnalities, a.dditional medication, rectal 
temperature and symptoms. After 48 hours, the 
clinician gavc a g lobal impression of the 
changes in the 'patients ' health and recorded 
any additional prescriptions. At the end of the 
trial period (after 7-10 days) the clin ician 
assessed the patients' compliance and recorded 
adverse events, as well as abscn'ce of symptoms 
and the date of fitness for work. Standardised 
questionnaires were used. 

Twice a day, mornings and evenings, during 
the fi'rst 5 days of treatment the patients bad to 
re,l:ord in a jOUITlill their rectal temperature and 
medication taken, and to rate 9 symptoms 
(cough, cold, sore throat, muscle pain, erc.) 
Target variables were: 1) The overali impres­
sion of the clinician concerning changes in the 



patit:nts' health after 48 hours, untl 2) The date 
of absence of symptoms. Recovery or absence 
of symptoms wa..'\ defined as '3 reccal tempera~ 
ture less than 37 .5'C and absence of headache 
and muscle pain {taken from the patient's daily ' 
journals)' . 

Other variables were: seventy of self~rated 
symptoms, amount of medication taken, date of 
return to work and adverse events. The severity 
of the symptoms of the influenza infection was 
determined by a totll score. This total score had 
a vatUI:': ' bc!tween 9 = abst!nl.:e of symptoms 
(18 = mild, 27 = modernte) and 36 = severe. 

Adverse events served as a confidence vari~ 
able. They were taken from the patients' or the 
clinicians' records. They gave information on 
any pathological changes during the time of 
treatmcnt whether they wcre linked to the 
active drug or not. Additional variables were 
premature terminarion of the trial and compli~ 
ance records. 

Medication 
The placebo was made of lactose .xnd sacchar~ 
?se. It was presl;nted like the active drug (sec 
mrroJuctlon) in 3 boxes of 3 doses each one 
dose ·consisted of 200 globules. All pat'ients 
were asked to take the contents of the rube of 
medication subiingually, 3 times a day for 3 
dnys. 

The first dose was administered at the 
doctor's offic:: but the following doses were: 
taken by the patients themselves in [he morn­
ing. at lunch time and in the t;vening. 

Slatistical hypotheses and experimental study 
design 
The main object of the trial was to test the 
effectiveness of OsciliococdnumR in influen­
za! conditions. Effectiveness was considered 
attaint::d, if tht: number of patients in the verum 
group, who showed no symptoms after the first 
48 hours, surpassed the number in the placebo 
group and/or ifthe time until elimination of the 
~mptoms was shorter in the verum group than 
lD the placebo group. In keeping with The aim of 
this srudy, the following 2 null hypotheseS were 
forrowated: ,. 

- H(O) 1: Th~ ~umber of patients taking the 
actIve medicme and showing no symptoms 
after 48 hours is equal to the number of 
patients ta~ng placebo and showing no 
symptoms_ 

- H(O~2: The duratiori of disease for the group 
receJ~mg verum treatment is equal to the 
.duranon for the group receiving placebo 
treatment. 

The hypotheses were given a bilateral test in 
relation to their respective alternate hypo[h~ 
eses: variable 'rates of patients who were 
affected', and variable 'duration of the 
disease'. For the null hypotheses having the 
lowest P value, probability of error was set at 
aJpha.=O.025; for the null hypotheses having 
the hlgheS! P value, probability of error was 
al~ha = O.OS (Holm procedure).' The prob­
ablhrj ofe.'(pemnental errorwas limited to 0.05. 
In audition to the tests whkh ~ervt:tl to vr::rify the 
~ull hypothesis, descriptive tests and tests of 
mferentlal statistics were. carried out." However 
these procedures were only of an exploratory 
narure and did not serve as a confirmatory 
testing oflhe fonnulatc:d hypotheses. . 

. Hom~geneity. of [he treatment groups was 
tested WIth The FIsher exact·test.and Krauth test. 

'All patienlC:; who were included in The study 
and received the test drug were included in the 
analyses for adverse events and compliance. 
However, for 21 patients from dH::: vcrum 
&.roup and 17 from the placebo group. admis­
SIOn and exclusion criteria as defined in the 
study design were not met. These: 3~ were not 
included in the: per protocol an::J.iyses. Data 
acc:ur~cy was secured by c~ccking the patients' 
quesIlonnaires on complete and continuous 
recording. 

Findings 
Patients 

. 372 patientS were enrolled in the study_ 188 
patients were randomly allocated to the verurn 
group, 184 to 'he placebo group. 

Table I shows the distribution on factors of 
age, gender etc. 

The arithmetic. mean for severity of symp­
toms at the start of the treatment, measured with 
the total score. showed modemte!:iymptoms. 

At the stan ot:the s~dy. the average tempera­
ture of the panents m the OsciilococcinumR 

group was 38.8°C, in the placebo group 38.7' C. 
15 patIents in ~e verurn group and 12 in the 
placebo group suffered from additional disease. 

Out of 188 ., patients in the verurn gmup 
86.2% were WIthOUt concomitant medication 
at the start of the study and during the first day 
oftreatmenl In the placebo group 91.3% outof 
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Fca[UCe 

Patients 
female 
male 
age 

Bi-oal index at the: stan of the study 
body temperature ee) 
severity of symptoms (total score) 

Other additional st\u.lies 
absolute 
pen:ent 

n 

IK8 
93 
95 

15 
8.0 

TABLE 1. St.atistical descriprion of the patients. 

no influenza I clof ' 
symptoms improvement 

sample n % n % 

v<rum 32 19.2 73 43.7 
placebo 25 15.0 56 33.5 
total 57 17.1 129 38.6 

T ABL£ 2. Symptom.s after 48 hours. 

184 patients were without add itional medica­
tion during Ihis period (Table I). 

T~4bnente~cacy 
fn the course of the trial period, 2 I patients in 
the verum group and 17 in the placebo group 
violated the protocol, for instance, by insuffi­
cient compliance. These patients were Dot 

considered in the following analyses of effec­
tiveness: situation after 48 hours. date of 
absence of symptoms and final assessment. 

m the following dt!::iL:ription. the reduced 
sample of 334 patients comprises 167 in the 
verum group and 167 in the placebo group. 

Comparison. after 48 hours 
After 48 hours, the change til the patient,' 
condltion· was assessed. At this time point 
19.2% of the verum group had no symptom.s 
and 43.7% bad clearly improved (see Table 2, 
Figure I). In the placebo group, the patients' 
condition had improved "1C3S. According to the 

Verum group 

m 

35.1 

1.1 
38.8 
24.7 

improvemt:n( 

n % 

41 24.6 
49 29.3 
90 27.0 

sd 

12.7 

0.2 
0.4 
5.4 
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n 

184 
&8 
96 

12 
6.5 

no 

Placebo group 

In sd 

34.9 -12.1 

l.l 0.2 
38.7 0.5 
24.7 5.1 

improvement "'0= 

n % n % 

21 12.6 o· 0.0 
28 16.& 9 5.4 
49 14.7 9 2.7 

Krauth test, the null hypothesis (the number of 
patients free of symptoms after ,48 huurs is 
equal in both treatment groups) was conrra­
dkted at ~a statistically significant leveL The 
data show a clear improvement in health in the 
vcrum group. 

Probability by the Krauth test: P = 0.0028. 

Date of absence of symptoms 
The second question cUD(;cmed the date of 
elimination of the symptoms. The statistical 
analysis was based on the mean date of elim­
ination of symptoms. The proportions of 
patients with no symptoms were compared 
after 48 hours. Tht:: distribution is given in 
Figure 2. On the morning of the second day, 
9.6% of the verwn "group and 1.8% of the 
placebo group had no symptoms. On the 
second day, in the evening 17.4% of the 
verum group and 6.6% of the placebo group 
were free of symptoms. After 5-day recording 
of body temperature and influe02aI symptoms, 
26.4% of the verum patients and 32.3% of the 
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• VERUM 
• PlACEBO 

FIGURE I, Findings after 48 hows. 

'oo.x---------------- ---;z:;,,-----, ! Q Vtl f Um • placobo I 

4 mg 4e .... 

FIGURE 2. Ab~eDcc of symptoms. 

placebo patients had not yet eliminated all their 
symptoms. The di fference in the treatment 
groups concerning the date of elimination of 
the symptoms was statistically significant. 

Probability by the Krauth test: P=O.023 .-

Other variahl£s 
For further infonnarion on the effectiveness of 
the preparation, the following wen: investi­
gated: severity curve of the symptoms, body 
temperature) amount of medication taken and 
date of fitncss for 'work." 'f.he improvement 

5 lit" >5 

scores are given by categories (clearly 
improved, improved. , .) whkh were defined 
in the protocol and results presented (Table 2). 

Severiry of rympw!nS and body remp.,arure 
The total <core taken from the patient's journal 
gives the severity of symptoms. In the verum 
group, the valuc::'s are lower from 'the first 
evening compared to the placebo group. 

The curve ofthededine in individual symp­
toms runs parallel to the genCIaI trend" as can 
be seen in Figure 3 which giyes a picrure of the 
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FIGURE 3A1. Evening symptomslverum. 
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FIGURE 3B L Evening Symp!omslplacl!bo. 
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FIGURE 3B2. Evening symptoms/placebo. 
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severity of symptoms in the evening, in bath 
t.rt::atmt!ut groups. 

From the first morning of the trial until the 
fo urth evening, the mean '(alues of the body 
temperatur~ were (ower in the verum group 
than in thl! placebo trcarment group. However, 
these additional variables do nor provide Jny 
new infonnation sinct= they were parrially 
included in the target variables . 

Concomitant medication 
After the first 48 hours, some of the patients in 
both groups received concomitam medication. 
Analgesics ilnd anti-rheumatics were [he most 
frequent. followed by cough medicine and 
expectorants. Anti-influenzal medication as 
concomitant therapy played a minor role in 
both groups." The frequenc), of additional medi­
callan use was higher i.ll the plcu::ebo group than in 
the yerum group. Over the! course of the trial the 
nwnber of patients who received concomitant 
medication clearly. increased in bOlh groups: in 
the verum group it increased from 13 .8% to 
30.3% and in the placebo group from 8.7% to 
36.4%. This difference between the treatment 
groups continued with the pen::cntiLge ofp<:lrientc; 
in need of 2 or even 3 concomitant medications: 
in the verum group 11.7% of the patients took 2 
additional medicines and 2.) % used 3 medica~ 
lions. In the placebo 16.3% of the patients look 2, 
additional medicines and 3.3% took 3 diffe~nt 
preparations. 

FiJness fo r work 
In the verum group the percentage of patients fit 
for work was slightly higher throughoul the 
trial than in the placebo group. After 2 days, the 

day 
• 

day 
5 

o t:.ick acne 
• arttcular pain 
ado .... lda 

75 

percentage was 16.3% in the verum and 9.3% in 
the:: placebo group. After 4 days, 48.9% of the 
pat ients in the verum group and 46.7% in the 
placebo group fel l fir tor work. 

F inai tlssel·sment of ejfenll.'l!ne.\' ... 
7- 10 days aftt=r th~ start of tht: trial the gcnern l 
practitioners made a final a.. .. Sessment of the 
patients ' health. They found tha.13] (BO. I%) 
of the verum patients had no symptoms. In the 
placebo group 128 (77.1 %) had recovered. 1 
patients had not continued their daily journals. 
The differences between the treatment groups 
was not stati stically significant (P = 0.50 73). 

Premature termination of the study and 
adverse eventS 
95.7% of the verum patients and 89.1% oftht= 
placebo patients finished the entire srudy. In 
both groups the main rea.son for a premarure 
end to [he trial was insufficient medication 
compliance. 

This was true for 2.7% of the patients in the 
vcrum group and 8.2% in the placebo group. 5 
patients rcp~n:ed ~dverse events . However, 
according to the opinion of the physicians in 
4 of the 5 <:ases , the adverse events were not 
connected with the medication. Only one 
patient suffered from headache whjch might 
have been caused by the medication. 

Discussion 
This clinical tria! in outpatient care was 
designed to investigate whether the successful 
treatment of influenza-like syndromes with 
Os~ilIococcinurnR' reported by Perley et aP 
could be repeated. 
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With regard to the m~in points in question. 
the study findings were quite coherent with 
Ferley's findings: 

I) The decline in symptoms after 48 hours 
of treatment with the active drug was signifi­
cantly higher in the vcrurn group than in the 
placebo group. 

2) Symptoms disappeared signi:ficantly f",,'or 
in the verum group than in the placebo group. 

The: resul ts ba!ierl on the patients' journals 
recording: influenzal symptoms, concomitant 
medication, fitness for work and compliance in 
the verum group, all supported the effective­
ness of OscillococcinumR in influenza-like 
syndromes. Side effects were apparently of no 
consequence. However, not all of (he verum 
patients could be treated effectively with Oscil­
lococcinumR

• The health ·of (2.6% of th~ 
patients of the verum group (16.8% of the 
placebo group) had not improved atler 48 
hoW'S. Almost one third of the patients in the 
verum group took additional mcdic.J.rion during 
Ute trial. The fact that according to final :u;ses."i­
ment, 80% l)f the patientS of (hI! verum group 
(77% of the placebo grouP) had recovered is not 
surprising since:: the disease lases only 5-l 0 days 
even without medication. 

OscillococeinumR eilh!!r has a modest cura­
tivo effect or. perhaps, it is more effective with 
specific pathogens. Rather. it can be assumed 
that OscillococcinumlC. has a non-specific effec­
tiveness, since in the present study it showed a 
stronger effect after 48 hours 'about 111"110 ufthe 
patients were WiUlOut symptoms after 2 days) 
than in the Ferley (7%) srudy. which probably 
investigated' a different influenzal virus. There­
fore, the statement of Ferley er at1 can be 
confirmed: 'The effect was mode!:;t ... , but 
nevertheless is of interest'. The positive effects 
of a treatment with OscillococcinumR were 
more- apparent when gradual changes were 
considered. 62.9% of [he patients had clearly 
improved in thcirhc:a1th condition after48 hours 
and only 12.6% had nor improved. Tn the 

. placebo group 48.3% patients had clearly 
improved and 22.1 % showed no improvemenl 

This clinical trial confirms the: cumtive effect 
of O~.cillococcinum R. However, to investigate 
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prophylaclil.: effectiveness, additional studies 
must be carried out. But future studies might 
be of great interest from the viewpoint of 
personal well-being, as well as from adrnini.s­
trative and economic point<;; of view. 
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