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Abstract
Carrageenan is a sulfated polysaccharide that has been extensively used in food products. Since the
1980s, carrageenan has been shown to prevent infections due to several viruses in cell cultures, including
rhinoviruses which cause the common cold. In animal studies it prevented mortality caused by in�uenza
A. Carrageenan is generally regarded as safe by the FDA. This individual patient data meta-analysis
examined the datasets of two randomized placebo-controlled trials which investigated the effect of
carrageenan separately on children and adults. In both trials, iota-carrageenan was administered nasally
3 times per day for 7 days for patients with the common cold and follow-up lasted for 21 days. Nasal
carrageenan increased the recovery rate from all colds by 54% (95% CI 15% to 105%; P = 0.003). The
increase in recovery rate was 140% in coronavirus infections, 119% in in�uenza A infections, and 70% in
rhinovirus infections. We used quantile regression to calculate the effect of carrageenan on colds of
differing lengths, by dividing the distribution into 5 quintiles. The mean duration of colds in the placebo
groups of the �rst four quintiles were 4.0, 6.8, 8.8 and 13.7 days, respectively. The �fth quintile contained
patients with censored data. The 13.7-day colds were shortened by 3.8 days (28% reduction), and 8.8-day
colds by 1.3 days (15% reduction). Carrageenan had no meaningful effect on shorter colds. In the
placebo group, 21 patients had colds that lasted over 20 days, compared with 6 patients in the
carrageenan group. This corresponds to a 71% (P = 0.003) reduction in the risk of longer colds. Finally, in
the placebo group, 37 patients had recurring cold symptoms after �rst being cured, compared with 16 in
the carrageenan group. This corresponds to a 56% (P = 0.002) reduction in the risk of recurring
symptoms. Given that carrageenan has an effect on diverse virus groups, and its demonstrated effects
on two old coronaviruses, it seems plausible that nasal carrageenan may also have an effect on the new
coronavirus SARS-CoV-2. Further research on nasal iota-carrageenan is warranted.

Introduction
Carrageenan is a sulfated polysaccharide extracted from red seaweed, commonly known as Irish Moss.
Since the 1980s, carrageenan has been shown to prevent infections due to several viruses in cell cultures,
including rhinoviruses which are the most common cause of the common cold [1-5]. Mortality of mice
infected by in�uenza A [6,7] and by herpes simplex [8] was signi�cantly decreased by mucosally
administered carrageenan, which indicates that the effects are not limited to cell cultures.

 

Three randomized trials (RCT) with adults [9-11] and one trial with children [12] found that nasally
administered iota-carrageenan shortened and alleviated common cold symptoms. An individual-patient
data (IPD) meta-analysis pooled the results of one adult trial [10] and the child trial [12], for which cold
duration data were available, and concluded that there was evidence that iota-carrageenan shortened
colds caused by coronaviruses OC43 and 229E, in�uenza A virus, and rhinoviruses [13]. The mean
duration of all virus-positive colds was reported to be 1.9 days shorter in the iota-carrageenan groups [13].
However, several patients did not recover by the end of the follow-up and therefore the mean duration is
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not an appropriate measure of effect. Furthermore, when assessing the effects of interventions on
common cold duration, relative effect estimates such as percentages are preferable to days shortened
[14]. In this reanalysis of the IPD of the two trials [10,12] we estimate the effect of carrageenan on the
common cold using survival analysis and quantile regression, both of which are not limited by some
patients not recovering during the follow-up period.

Methods
The Ludvig trial with adults [10] and the Fazekas trial with children [12] are described in detail in the trial
reports. In brief, both trials were randomized, double-blind, placebo-controlled trials, carried out in Vienna,
Austria. For enrollment, participants were required to have mild to moderate common cold symptoms and
the duration of colds was not allowed to be longer than 48 hours for adults [10], and 36 hours for children
[13]. In both trials, the randomization list was prepared by a third party and patients were randomly
assigned using a permuted block schedule (size four) [13]. The carrageenan spray and the placebo spray
were indistinguishable. A single dose of 0.14 ml of nasal spray (0.12% iota-carrageenan) was
administered to both nostrils 3 times per day for 7 days in both trials. Thus, the total daily dose of iota-
carrageenan was 1.0 mg.

 

The biological effect of carrageenan appears to prevent the virus from binding to cell surfaces or
penetrating the cells, so the pooled IPD analysis [13] was limited to virus-positive participants. In the
Ludvig trial, 59 of 102 participants in the carrageenan group and 59 of 101 participants in the placebo
group were virus positive [10]. In the Fazekas trial, 67 of 76 participants in the carrageenan group and 69
of 77 participants in the placebo group were virus positive [12]. Thus, the proportion of participants who
were virus positive was very similar in the treatment groups of both trials.

 

Survival curves for the combined IPD of all virus-positive participants in the two trials [10,12] were
published as �gure 2 in the meta-analysis [13]. Survival curves for the colds caused by coronaviruses
OC43 and 229E, in�uenza A virus, rhinoviruses were published in �gure 5 [13]. Figures 2 and 5 reported
intention-to-treat [ITT] and per-protocol data [13]. Since the ITT analysis is generally preferable [15,16], we
used the ITT data in our estimation of the carrageenan effect.

 

To regenerate the data set, we downloaded the two �gures and measured the height of the steps in the
ITT curves using a graphics program and transformed the step heights to the number of patients who
recovered on each day during the follow-up (see details in Supplementary �le). There were problems in
regenerating the data from the curves for rhinovirus colds, but these were resolved after receiving the data
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from Dr. Eva Prieschl-Grassauer. The rate of recurrence of colds was calculated from �gure 3 for all colds,
and from �gure 6 for the virus-speci�c data [13].

 

In this study, we analyze two outcomes [13]: 1) duration of the common cold de�ned as the time until the
last day with common cold symptoms and 2) recurrence of common cold symptoms after the patient
reported having been without symptoms for at least one day.

 

We used two approaches to estimate the effect of iota-carrageenan on common cold duration: survival
analysis and quantile regression. We used the coxph procedure of the survival package of the R-project to
calculate the rate ratio (RR) for the recovery from the common cold and its 95% con�dence interval (CI)
[17,18]. For ties, we used the exact option, except for time-dependent survival analysis, for which we used
the Efron option. We used the likelihood ratio test to calculate the P-value for the effect of carrageenan.

 

We also used quantile regression to analyze quantile treatment effects [19,20]. To draw the curve for the
percentile treatment effect of carrageenan, we used the ci.qte procedure of the qte package of R [21].
Since there were censored data, we used the crq procedure of the quantreg package of R to calculate the
95% CI for the quantile treatment effect for selected percentile levels using the PengHuang option [22]. To
estimate the effect of carrageenan on the mean duration of colds within quintiles, we calculated the
mean durations for the 1st to 4th quintiles, but not for the 5th quintile because the last quintile had the
censored observations. To estimate the effect of carrageenan on the mean duration within the quintiles,
we calculated the days shortened as the difference between the mean durations, and we also calculated
the corresponding effect in percentages, which has been shown to be a superior measure compared with
the absolute difference in days [14].

 

To calculate the risk ratio (RR) for the recurrence of common cold symptoms and its 95% CI after the
patient had been without symptoms we used the riskratio procedure of the fmsb package. We present 2-
tailed P-values. See supplementary �le for printouts of the statistical calculations.

Results
In our analysis we used the pooled IPD from two iota-carrageenan randomized trials [10,12]. The mean
ages of participants in the trials were 5 years [12] and 33 years [10] and the sex of participants was
relatively balanced in both trials. In the iota-carrageenan groups of the two trials, there were 126 common
cold patients with virus-positive colds, and in the placebo groups there were 128 participants.
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Participants who received nasal carrageenan had a recovery rate on average 1.55 times greater than
those who received placebo (Fig. 1A). Separate recovery data were available for coronaviruses OC43 or
229E, in�uenza A virus, and rhinoviruses. The reproduced survival curves for these three virus groups are
shown in Fig. 1B-D. Carrageenan increased the recovery rate from coronavirus infections by 2.40 fold,
from in�uenza A infections by 2.19 fold, and from rhinovirus infections by 1.74 fold (Table 1). All these
point estimates are consistent with the con�dence interval of all the virus-positive colds. Furthermore, the
con�dence intervals for the three virus groups are widely overlapping, indicating that the �ndings for all
the three virus groups are consistent given the inaccuracy of the �ndings.

 

For all the virus-positive colds combined, the pattern of the survival curves indicates different effects of
carrageenan on short and long colds (Fig. 1A). Over the �rst 5 days, the recovery rate was very similar in
the carrageenan and placebo groups with RR = 0.98 (95% CI 0.55-1.73), but during the follow-up from day
6 onwards, carrageenan increased the recovery rate by RR = 1.64 (95% CI 1.22-2.2; P = 0.001).

 

The treatment effect of carrageenan was also analyzed with quantile regression, in which the distribution
of common cold duration is set on the horizontal axis as percentiles (Fig. 2). The continuous black line
shows the carrageenan treatment effect by the percentile levels. The effect of carrageenan is seen to be
heterogeneous. The blue dotted line shows the previously calculated effect estimate of 1.9 days [13],
which exaggerates the effect of carrageenan for short colds, but underestimates the effect for long colds.
All percentiles from 0 to 43 had an effect estimate below 1.9 days, whereas all percentiles from 71 to 83
had an effect estimate above 1.9 days. Thus, over half of the observations appear inconsistent with the
calculated 1.9 day effect [13]. In the 80th percentile of patients in the placebo group, colds lasted for 19
days and iota-carrageenan shortened them by 7 days (95% CI 10.6 to 2.9 days; P  = 0.001). This
corresponds to a 37% shortening of colds at the 80th percentile level. The vertical arrows show the 95% CI
for the 60th and 80th percentile points, and the latter is far from the 1.9 day estimate (Fig. 2).

 

The effect of carrageenan within the quintile ranges of the common cold distribution are shown in Table
2. The effect is calculated both as an absolute effect in days and as a relative effect in percentages. The
relative effect adjusts for the variation in the duration in the placebo group [14]. In the 4th quintile, the
untreated mean common cold duration of 13.7 days is shortened on average by 3.8 days which
corresponds to a 28% reduction in duration. In the 3rd quintile, the untreated common cold duration of 8.8
days is shortened by 1.3 days which corresponds to a 15% reduction. For the two lowest quintiles, there is
no meaningful effect from carrageenan treatment.

 



Page 6/23

The effect of carrageenan on the duration of colds was also analyzed as the risk of a person having a
cold that lasted for over 20 days, that is the unrecovered censored observations at the end of the follow-
up. In the carrageenan group the risk of a cold lasting for over 20 days was 71% less than in the placebo
group (Table 3). Among the patients administered placebo, 16.4% did not recover by the end of the 20 day
follow-up, whereas just 4.7% of patients administered carrageenan did not recover. This corresponds to a
number needed to treat (NNT) of 8.6 (95% CI 5.2 to 24).

 

The effect of iota-carrageenan on the recurrence of common cold symptoms is shown in Table 4. In all
virus-positive patients, carrageenan reduced the recurrence of cold symptoms by 56%. The point
estimates for the effect of carrageenan in the participants with coronavirus, in�uenza A virus, and
rhinovirus are consistent with the overall effect estimate. In all virus-positive patients, 28.9% of placebo
participants had a recurrence of cold symptoms after �rst recovering, compared with only 12.7% of
carrageenan patients. This corresponds to a NNT of 6.2 (95% CI 3.8 to 16).

Discussion
Adults have on average two colds per year and young children six per year. Therefore, potential
interventions to shorten and alleviate common cold symptoms are of great public health importance.
Previously, randomized trials have shown that zinc lozenges can shorten the common cold but the
composition of the lozenges is crucial for effectiveness [14,23-26]. There is also strong evidence that
regular intake of high-doses of vitamin C shortens colds that occur during the supplementation period
[27-29], but so far there is no unambiguous evidence that therapeutic vitamin C is effective if started after
the onset of symptoms [27]. It seems that the effects of zinc lozenges and vitamin C for the common
cold have been ignored not on the basis of evidence from randomized trials, but because of prejudices
[28-30].

 

Carrageenan is a more recent potential treatment for the common cold. Laboratory studies indicate that it
has an effect on various respiratory virus infections, including those caused by rhinovirus and in�uenza A
[5-7], but possibly not adenovirus [1,2]. Although laboratory evidence indicating that carrageenan can
prevent virus infections traces back to the 1980s, clinical trials have been carried out only since 2010 [9-
12].

 

A previous IPD meta-analysis of two carrageenan trials [10,12] calculated that colds were on average 1.9
days shorter in patients administered nasal carrageenan [13]. However, the meta-analysis did not take
account of the fact that there were censored data for 27 patients which means that they did not recover
by the end of the follow-up (Fig. 1A). Therefore, the means are unde�ned and the calculation of the
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difference in means is inappropriate. In addition, the meta-analysis [13] did not consider the possibility
that the effect of carrageenan might be heterogeneous.

 

In our IPD meta-analysis of the same two trials [10,12] we used Cox regression and quantile regression,
both of which take into account the censored observations. We found that there is strong evidence of a
treatment effect for nasal carrageenan when colds last over about a week (Fig 1A and 2; Table 2).
However, our analysis did not demonstrate that nasal carrageenan had an effect on shorter colds. The
heterogeneity in treatment effect indicates that the previously estimated 1.9-day reduction in common
cold duration [13] poorly captures the effects of nasal carrageenan (Fig. 2).

 

In our analysis, we calculated that nasal carrageenan increased the recovery rate by about 50% for all
virus-positive participants over the total follow-up period (Table 1). This effect is not as large as the 3-fold
increase in recovery rate in �ve trials with zinc lozenges [24], but important nonetheless.

 

In quantile regression, we found that carrageenan shortened 13.7-day colds by 3.9 days corresponding to
a 28% reduction (Table 2). These estimates of effect apply to 20% of all included participants. In another
20% of participants, 8.8-day colds were reduced by 1.3 days corresponding to a 15% reduction. These can
be compared with the 33% average decrease in common cold duration in seven trials with zinc lozenges
[25], and the roughly 20% decrease in common cold duration with high vitamin C doses [31]. The bene�t
of nasal carrageenan was seen only on colds lasting over a week or so. However, assuming a relative
effect, a 30% shortening of long two-week colds is a much more important �nding than a similar effect
for short colds.

 

The effect of carrageenan on long colds was also analyzed as the risk of the common cold lasting for
over 20 days. Nasal carrageenan reduced the risk of such long colds by 71% (Table 3). On the basis of
this outcome, one in every 9 patients bene�ted from carrageenan.

 

The apparent bene�t against long colds is relevant when considering two further trials on nasal iota-
carrageenan. The �rst trial by Eccles administered carrageenan just for 4 days [9]. The second trial by
Eccles also administered carrageenan for 4 days, yet patients were allowed to use it for longer; however,
there are no data about how long the patients actually used carrageenan in that trial [11]. Furthermore,
the two trials followed the patients for just 7 and 10 days, respectively, while the current analysis over 21
days indicates that the greatest bene�ts may appear only after 7 days (Figs. 1A and 2). Nevertheless,
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even though ideally the intervention and follow-up periods should have been longer, the two short-term
trials also found that carrageenan was bene�cial. In the �rst Eccles trial, the total symptom score over
days 2 to 4 was decreased by 26% (P = 0.046) [9], and in the second, the total symptom score over days 1
to 4 was decreased by 9% (P = 0.042) [11]. Reduction in the respiratory virus load has also been observed
in the carrageenan participants [9-13].

 

We also found that carrageenan halved the recurrence of colds during the follow-up period (Table 4). On
the basis of this �nding, one in every 6 patients bene�ted from carrageenan. While it is not evident
whether the recurrence of symptoms is caused by the same virus or by a new virus, halving the
occurrence of new cold-type symptoms in such a large proportion of participants is a clinically  relevant
�nding. Most recurrences occurred after cessation of treatment [13] and therefore administration for
longer than 7-days should be tested in further trials to ascertain whether recurrence may be further
reduced. Previously, a meta-analysis of four trials in British males found that vitamin C on average halved
the recurrence of colds during the follow-up, but that �nding may be explained by particularly low dietary
vitamin C intakes and is unlikely to be generalizable to the wider population [32]. A more recent trial in the
UK also found a signi�cant decrease in the recurrence of colds [33]. To our knowledge there are no data
on the possible effects of zinc lozenges on the recurrence of colds.

 

The common cold is not a homogeneous entity. The majority of common cold symptoms are caused by
several different virus types, but the distribution of viruses varies over time and location. In addition,
some of the cold-type symptoms are caused by non-viral causes such as allergy. Nevertheless, as regards
the currently circulating new coronavirus (SARS-CoV-2), the pattern of �ndings from carrageenan is
particularly interesting. Our analysis gives strong direct evidence that carrageenan is effective against
two old coronaviruses OC43 or 229E by increasing the recovery rate by 2.4 fold and by decreasing the
recurrence of cold symptoms by 60%. Even the old coronaviruses have caused severe acute respiratory
infections [34]. Furthermore, the e�cacy against rhinovirus and in�uenza A virus indicates that the
effects are nonspeci�c (Tables 1 and 4). This does not necessarily mean that carrageenan is effective
against the new coronavirus; however, the non-speci�city of carrageenan makes it highly plausible that
carrageenan will also have an effect on infections caused by the new coronavirus.

 

The primary outcome in our analysis was self-reported recovery from the common cold in the two
included trials [10,12]. Although some researchers may consider that a subjective outcome such as this
one is suboptimal, it is the patient who decides whether to visit a physician to ask for a certi�cate for sick
leave or to take time off work because of illness. Diagnosis of the common cold by virology is not
feasible because of the large number of viruses and the variability in the disease states caused by the
viruses. Given that patients are familiar with the common cold it seems a more reasonable approach to
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use self-diagnosis for clinical research [35]. Furthermore, the FDA encourages patient-reported outcomes,
because they are not biased by the interpretations of physicians or others [36].

 

Carrageenan has been used as a food component for decades and is classi�ed by the FDA as ‘generally
regarded as safe’ [GRAS] [37]. Many concerns about potential harms of carrageenan have been shown to
be unfounded and are explained, for example, by confusing carrageenan with polygeenan  and using
inappropriate biological model systems [37-39]. A recent review concluded that animal studies have
found dietary carrageenan to be safe in that it is not a carcinogen or tumor promoter, nor does it have
developmental, reproductive or genotoxic effects [37]. The European Food Safety Authority states that
”no adverse effects have been detected in chronic toxicity studies with carrageenan in rats up to 7,500
mg/kg bw per day” [40]. For a 70 kg person, this corresponds to 525 grams per day. Furthermore, the topic
of our study is nasally administered carrageenan with a dose of 0.001 g/day for one to two weeks.
Therefore potential concerns about high oral doses for decades are not pertinent to the intervention we
analyze in this study. A recent study with mice and rabbits indicated that nasal and pulmonary
administration of iota-carrageenan does not cause acute adverse effects [41].

 

All four trials on nasal iota-carrageenan used 3 to 4 daily doses [9-12]. In further research, the dose
response should be investigated by testing higher frequency of use to identify the level that leads to
maximal effects. Similarly, the dose-response for the amount of carrageenan within the single nasal dose
should be examined. Since most recurrences of cold symptoms occurred after cessation of treatment,
longer administration should also be tested. It is also possible that the length of time between the onset
of symptoms and the start of treatment has an impact on the effectiveness. The two trials included in our
meta-analysis speci�ed that treatment should be started within 36-48 hours of symptom onset [10,13],
whereas the corresponding time limit in zinc lozenge trials has often been 24 hours [26]. Evidently, the
effect of the time between the onset of symptoms and the start of carrageenan treatment on the size of
the bene�t should be investigated in further trials.

 

Laboratory studies have found that the combination of carrageenan with oseltamivir and zanamivir has
synergistic effects against murine in�uenza [6,7]. Similarly, it would seem reasonable to examine in a
factorial setting the effects of combining carrageenan with zinc lozenges and/or vitamin C since they all
have different modes of effect.

 

In conclusion, we estimate that nasal iota-carrageenan may increase the recovery rate from the common
cold by about 50% and shorten the duration of long colds by about 30%. We did not �nd a bene�cial
effect on short colds. If able to be replicated, the �ndings of this study are important for future treatment
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options for coronavirus and in�uenza virus infections. Further research should be carried out to examine
the effects of nasal iota-carrageenan on respiratory virus infections in more detail.

Declarations
Acknowledgements

 

We thank Dr. Eva Prieschl-Grassauer for additional information about the methods used in the two
included trials [10,12], and for con�rming that our extracted data for all-virus positive colds and for
in�uenza A virus colds were correct, and for giving us the data for the rhinovirus and coronavirus colds.

 

 

Author Contributions

HH planned the study, measured the published survival curves [13], entered the data into a spreadsheet
and carried out the statistical analysis, and wrote the draft manuscript. EC checked that the entered data
were consistent with the published survival curves and participated in the critical revision of the
manuscript. Both authors read and approved the �nal manuscript.

 

Con�ict of Interest

The authors declare that the research was conducted in the absence of any commercial or �nancial
relationships that could be construed as a potential con�ict of interest.

 

Supplementary Material

The Supplementary Material for this article is available.

 

Data availability

Data analyzed in this study is available in the Supplementary �le.

References



Page 11/23

1. González ME, Alarcón B, Carrasco L. Polysaccharides as antiviral agents: antiviral activity of
carrageenan. Antimicrob Agents Chemother. (1987) 31:1388-93.

https://doi.org/10.1128/aac.31.9.1388

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc174948/

 

2. Baba M, Snoeck R, Pauwels R, de Clercq E. Sulfated polysaccharides are potent and selective
inhibitors of various enveloped viruses, including herpes simplex virus, cytomegalovirus, vesicular
stomatitis virus, and human immunode�ciency virus. Antimicrob Agents Chemother. (1988) 32:1742-
5.

https://doi.org/10.1128/aac.32.11.1742

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc175964/

 

3. Girond S, Crance JM, Van Cuyck-Gandre H, Renaudet J, Deloince R. Antiviral activity of carrageenan
on hepatitis A virus replication in cell culture. Res Virol. (1991) 142:261-70.
https://doi.org/10.1016/0923-2516(91)90011-q

 

4. Buck CB, Thompson CD, Roberts JN, Müller M, Lowy DR, Schiller JT. Carrageenan is a potent inhibitor
of papillomavirus infection. PLoS Pathog. (2006) 2:e69.

https://doi.org/10.1371/journal.ppat.0020069 

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc1500806/ 

 

5. Grassauer A, Weinmuellner R, Meier C, Pretsch A, Prieschl-Grassauer E, Unger H. Iota-Carrageenan is a
potent inhibitor of rhinovirus infection. Virol J. (2008) 5:107.

https://doi.org/10.1186/1743-422x-5-107

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2562995/

 

�. Leibbrandt A, Meier C, König-Schuster M, Weinmüllner R, Kalthoff D, P�ugfelder B, Graf P, Frank-
Gehrke B, Beer M, Fazekas T, Unger H, Prieschl-Grassauer E, Grassauer A. Iota-carrageenan is a potent

https://doi.org/10.1128/aac.31.9.1388
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc174948/
https://doi.org/10.1128/aac.32.11.1742
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc175964/
https://doi.org/10.1016/0923-2516(91)90011-q
https://doi.org/10.1371/journal.ppat.0020069
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc1500806/
https://doi.org/10.1186/1743-422x-5-107
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2562995/


Page 12/23

inhibitor of in�uenza A virus infection. PLoS One. (2010) 5:e14320.

https://doi.org/10.1371/journal.pone.0014320

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3001860/

 

7. Morokutti-Kurz M, König-Schuster M, Koller C, Graf C, Graf P, Kirchoff N, Reutterer B, Seifert JM, Unger
H, Grassauer A, Prieschl-Grassauer E, Nakowitsch S. The intranasal application of zanamivir and
carrageenan is synergistically active against in�uenza A virus in the murine model. PLoS One. (2015)
10:e0128794.

https://doi.org/10.1371/journal.pone.0128794

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc4459876/

 

�. Carlucci MJ, Scolaro LA, Noseda MD, Cerezo AS, Damonte EB. Protective effect of a natural
carrageenan on genital herpes simplex virus infection in mice. Antiviral Res. (2004) 64:137-41.

https://doi.org/10.1016/j.antiviral.2004.07.001

 

9. Eccles R, Meier C, Jawad M, Weinmüllner R, Grassauer A, Prieschl-Grassauer E. E�cacy and safety of
an antiviral Iota-Carrageenan nasal spray: a randomized, double-blind, placebo-controlled exploratory
study in volunteers with early symptoms of the common cold. Respir Res. (2010) 11:108.

https://doi.org/10.1186/1465-9921-11-108

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2923116/

 

10. Ludwig M, Enzenhofer E, Schneider S, Rauch M, Bodenteich A, Neumann K, Prieschl-Grassauer E,
Grassauer A, Lion T, Mueller CA. E�cacy of a carrageenan nasal spray in patients with common cold:
a randomized controlled trial. Respir Res. (2013) 14:124.

https://doi.org/10.1186/1465-9921-14-124

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3840586/

 

https://doi.org/10.1371/journal.pone.0014320
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3001860/
https://doi.org/10.1371/journal.pone.0128794
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc4459876/
https://doi.org/10.1016/j.antiviral.2004.07.001
https://doi.org/10.1186/1465-9921-11-108
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2923116/
https://doi.org/10.1186/1465-9921-14-124
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3840586/


Page 13/23

11. Eccles R, Winther B, Johnston SL, Robinson P, Trampisch M, Koelsch S. E�cacy and safety of iota-
carrageenan nasal spray versus placebo in early treatment of the common cold in adults: the ICICC
trial. Respir Res. (2015) 16:121.

https://doi.org/10.1186/s12931-015-0281-8

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc4595062/

 

12. Fazekas T, Eickhoff P, Pruckner N, Vollnhofer G, Fischmeister G, Diakos C, Rauch M, Verdianz M,
Zoubek A, Gadner H, Lion T. Lessons learned from a double-blind randomised placebo-controlled
study with a iota-carrageenan nasal spray as medical device in children with acute symptoms of
common cold. BMC Complement Altern Med. (2012) 12:147.

https://doi.org/10.1186/1472-6882-12-147

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3575307/

 

13. Koenighofer M, Lion T, Bodenteich A, Prieschl-Grassauer E, Grassauer A, Unger H, Mueller CA,
Fazekas T. Carrageenan nasal spray in virus con�rmed common cold: individual patient data
analysis of two randomized controlled trials. Multidiscip Respir Med. (2014) 9:57.

https://doi.org/10.1186/2049-6958-9-57

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc4236476/

 

14. Hemilä H. Duration of the common cold and similar continuous outcomes should be analyzed on the
relative scale: a case study of two zinc lozenge trials. BMC Med Res Methodol. (2017) 17:82

https://doi.org/10.1186/s12874-017-0356-y

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5427521/

 

15. Fergusson D, Aaron SD, Guyatt G, Hébert P. Post-randomisation exclusions: the intention to treat
principle and excluding patients from analysis. BMJ. 2002;325:652-4.

https://doi.org/10.1136/bmj.325.7365.652

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc1124168 

https://doi.org/10.1186/s12931-015-0281-8
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc4595062/
https://doi.org/10.1186/1472-6882-12-147
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3575307/
https://doi.org/10.1186/2049-6958-9-57
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc4236476/
https://doi.org/10.1186/s12874-017-0356-y
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5427521/
https://doi.org/10.1136/bmj.325.7365.652
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc1124168


Page 14/23

 

1�. DeMets DL, Cook T. Challenges of non-intention-to-treat analyses. JAMA. (2019) 321:145-6

https://doi.org/10.1001/jama.2018.19192 

 

17. R Core Team (2020). R: a language and environment for statistical computing. https://www.R-
project.org/ [Accessed 10 Nov 2020].

 

1�. Therneau T (2020). A package for survival analysis in R. https://CRAN.R-
project.org/package=survival [Accessed 10 Nov 2020].

 

19. Koenker R. Quantile treatment effects. In: Quantile Regression. Cambridge University Press, (2005)
pp. 26-32.

 

20. Hong HG, Christiani DC, Li Y. Quantile regression for survival data in modern cancer research:
expanding statistical tools for precision medicine. Precis Clin Med. (2019) 2:90-99.

https://doi.org/10.1093/pcmedi/pbz007

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc6644129

 

21. Callaway B (2019). qte: Quantile treatment effects.

https://CRAN.R-project.org/package=qte [Accessed 10 Nov 2020].

 

22. Koenker R (2020). quantreg: Quantile Regression. https://CRAN.R-project.org/package=quantreg
[Accessed 10 Nov 2020].

 

23. Eby GA. Zinc lozenges as cure for the common cold - a review and hypothesis. Med Hypotheses

(2010) 74:482–92.
http://dx.doi.org/10.1016/j.mehy.2009.10.017

https://doi.org/10.1001/jama.2018.19192
https://www.r-project.org/
https://cran.r-project.org/package=survival
https://doi.org/10.1093/pcmedi/pbz007
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc6644129
https://cran.r-project.org/package=qte
https://cran.r-project.org/package=quantreg
http://dx.doi.org/10.1016/j.mehy.2009.10.017


Page 15/23

 

24. Hemilä H, Fitzgerald JT, Petrus EJ, Prasad A. Zinc acetate lozenges may improve the recovery rate of
common cold patients: an individual patient data meta-analysis. Open Forum Infect Dis. (2017)
4:ofx059.

https://doi.org/10.1093/o�d/ofx059

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc5410113/

 

25. Hemilä H. Zinc lozenges and the common cold: a meta-analysis comparing zinc acetate and zinc
gluconate, and the role of zinc dosage. JRSM Open. (2017) 8:2054270417694291.
https://doi.org/10.1177/2054270417694291

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5418896

 

2�. Hemilä H, Chalker E. The effectiveness of high dose zinc acetate lozenges on various common cold
symptoms: a meta-analysis. BMC Fam Pract. (2015) 16:24.

https://doi.org/10.1186/s12875-015-0237-6

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc4359576/

 

27. Hemilä H, Chalker E. Vitamin C for preventing and treating the common cold. Cochrane Database
Syst Rev. (2013) CD000980.

https://doi.org/10.1002/14651858.CD000980.pub4  

 

2�. Hemilä H. Vitamin C supplementation and common cold symptoms: Problems with inaccurate
reviews. Nutrition (1996) 12:804–9.

https://dx.doi.org/10.1016/S0899-9007(96)00223-7

 

29. Hemilä H. Vitamin C, the placebo effect, and the common cold: A case study of how preconceptions
in�uence the analysis of results. J Clin Epidemiol. (1996) 49:1079–84.

https://doi.org/10.1093/ofid/ofx059
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc5410113/
https://doi.org/10.1177/2054270417694291
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5418896
https://doi.org/10.1186/s12875-015-0237-6
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc4359576/
https://doi.org/10.1002/14651858.CD000980.pub4
https://dx.doi.org/10.1016/S0899-9007(96)00223-7


Page 16/23

https://doi.org/10.1016/0895-4356(96)00189-8

 

30. Louhiala P, Hemilä H. Can CAM treatments be evidence-based? Focus on Alternative and
Complementary Therapies (2014) 19:84-9.

https://doi.org/10.1111/fct.12110

 

31. Hemilä H. Vitamin C and infections. Nutrients (2017) 9:339.

https://doi.org/10.3390/nu9040339

 

32. Hemilä H. Vitamin C intake and susceptibility to the common cold. Br J Nutr (1997) 77:59-72.

http://dx.doi.org/10.1017/S0007114500002889

 

33. Van Straten M, Josling P. Preventing the common cold with a vitamin C supplement: a double-blind,
placebo-controlled survey. Adv Ther. (2002) 19:151-9.

https://doi.org/10.1007/bf02850271

 

34. Gorini da Veiga AB, Martins LG, Riediger I, Mazetto A, do Carmo Debur M, Gregianini TS. More than
just a common cold: Endemic coronaviruses OC43, HKU1, NL63, and 229E associated with severe
acute respiratory infection and fatality cases among healthy adults J Med Virol. (2020) doi:
10.1002/jmv.26362. Online ahead of print.

https://doi.org/10.1002/jmv.26362

 

35. Eccles R. Is the common cold a clinical entity or a cultural concept? Rhinology. (2013) 51:3-8.

https://doi.org/10.4193/rhino12.123

 

3�. US department of health and human services FDA center for drug evaluation and research, US
department of health and human services FDA center for biologics evaluation and research, US

https://doi.org/10.1016/0895-4356(96)00189-8
https://doi.org/10.1111/fct.12110
https://doi.org/10.3390/nu9040339
http://dx.doi.org/10.1017/S0007114500002889
https://doi.org/10.1007/bf02850271
https://doi.org/10.1002/jmv.26362
https://doi.org/10.4193/rhino12.123


Page 17/23

department of health and human services FDA center for devices and radiological health. guidance
for industry: patient-reported outcome measures: use in medical product development to support
labeling claims: draft guidance. Health Qual Life Outcomes. (2006) 4:79.

http://dx.doi.org/10.1186/1477-7525-4-79

 

37. Weiner ML. Food additive carrageenan: Part II: A critical review of carrageenan in vivo safety studies.
Crit Rev Toxicol. (2014) 44:244-69.

https://doi.org/10.3109/10408444.2013.861798

https://pubmed.ncbi.nlm.nih.gov/24467586

 

3�. Weiner ML. Parameters and pitfalls to consider in the conduct of food additive research,
Carrageenan as a case study. Food Chem Toxicol. (2016) 87:31-44.
https://doi.org/10.1016/j.fct.2015.11.014

 

39. McKim JM, Willoughby JA Sr, Blakemore WR, Weiner ML. Clarifying the confusion between
poligeenan, degraded carrageenan, and carrageenan: A review of the chemistry, nomenclature, and in
vivo toxicology by the oral route. Crit Rev Food Sci Nutr. (2019) 59:3054-73.
https://doi.org/10.1080/10408398.2018.1481822

 

40. EFSA Panel on Food Additives and Nutrient Sources added to Food (ANS). Re‐evaluation of
carrageenan (E 407) and processed Eucheuma seaweed (E 407a) as food additives. EFSA Journal
(2018) 16:5238. 
https://doi.org/10.2903/j.efsa.2018.5238

 

41. Hebar A, Koller C, Seifert JM, Chabicovsky M, Bodenteich A, Bernkop-Schnürch A, Grassauer A,
Prieschl-Grassauer E. Non-clinical safety evaluation of intranasal iota-carrageenan. PLoS One.
(2015) 10:e0122911.

https://doi.org/10.1371/journal.pone.0122911

http://www.ncbi.nlm.nih.gov/pmc/articles/pmc4395440/

http://dx.doi.org/10.1186/1477-7525-4-79
https://doi.org/10.3109/10408444.2013.861798
https://pubmed.ncbi.nlm.nih.gov/24467586
https://doi.org/10.1016/j.fct.2015.11.014
https://doi.org/10.1080/10408398.2018.1481822
https://doi.org/10.2903/j.efsa.2018.5238
https://doi.org/10.1371/journal.pone.0122911
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc4395440/


Page 18/23

Tables
Table 1: Effect of iota-carrageenan on the rate of recovery from the common cold

Viruses Number of patients Effect of iota-carrageenan

  Carrageenan Placebo RR (95% CI) P

All viruses 1) 126 128 1.54 (1.15-2.1) 0.003

Coronavirus OC43 or 229E 45 43 2.40 (1.43-4.0) 0.001

In�uenza A 23 24 2.19 (1.12-4.3) 0.021

Rhinovirus 70 80 1.70 (1.17-2.5) 0.006

Footnotes:

RR, rate ratio of recovery comparing iota-carrageenan vs. placebo groups.

1) In addition to the three virus groups listed, the “all viruses” group includes patients with in�uenza B,
parain�uenza, respiratory syncytial virus, and metapneumovirus. A few patients had two or more viruses.

 

 

Table 2. Effect of iota-carrageenan on common cold duration by quintiles of the cold distribution

Quintile Mean duration of colds Effect of carrageenan

  Carrageenan Placebo Days saved Percentage shortened

1. 3.80 4.04 0.24 5.9%

2. 6.56 6.81 0.25 3.6%

3. 7.52 8.84 1.32 14.9%

4. 9.84 13.69 3.85 28.1%

The 5th quintile range is not shown since it contains the participants with censored data. The relative
scale (percentage shortened) has been shown to be more informative in the analysis of effects on
duration [14].

 

 

Table 3: Effect of iota-carrageenan on the risk of common cold to last over 20 days
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  Intervention Effect of carrageenan

  Carrageenan Placebo RR (95% CI) P

Cold duration >20 days 6 21 0.29 (0.12-0.70) 0.003

Total in group 126 128    

Footnotes:

RR, risk ratio of common cold to last over 20 days comparing the carrageenan vs. placebo groups.

 

 

Table 4: Effect of iota-carrageenan on the risk of recurring common cold symptoms

Viruses Recurring symptoms 
/Number of patients

Effect of iota-carrageenan

  Carrageenan Placebo RR (95% CI) P

All viruses 1) 16/126 37/128 0.44 (0.25-0.75) 0.002

Coronavirus OC43 or 229E 8/45 19/43 0.40 (0.20-0.82) 0.008

In�uenza A 3/23 9/24 0.35 (0.11-1.13) 0.057

Rhinovirus 6/70 16/80 0.43 (0.18-1.04) 0.049

Footnotes:

RR, risk ratio of recurrence of common cold symptoms comparing iota-carrageenan vs. placebo groups.

1) In addition to the three virus groups listed, the “all viruses” group includes patients with in�uenza B,
parain�uenza, respiratory syncytial virus, and metapneumovirus. A few patients had two or more viruses.

Figures
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Figure 1

The effect of nasal iota-carrageenan on the recovery from common cold episodes caused by any virus
(A), coronavirus OC43 or 229E (B), in�uenza A (C), and rhinovirus (D). The ITT survival curves published
in �gures 2 and 5 of [13] were measured and data sets were regenerated for the current analysis; see the
Supplementary �le. In the curves of the �gure, the size of the steps downwards indicates the number of
patients who recovered on the particular day. The red horizontal dotted lines indicate the 20th, 40th, 60th,
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and 80th percentiles of the distribution of common cold duration, starting with the shortest colds from
the top downwards, compare with Figure 2.

Figure 2

The quantile treatment effect of nasal iota-carrageenan on the duration of virus-positive colds as days
shortened. The horizontal axis shows the distribution of the duration of colds by percentiles for up to the
83th percentile, after which data in the placebo group was censored, i.e. patients who did not recover by
the end of the follow-up. The blue dashed line shows the previously calculated 1.9 day estimate of effect
for carrageenan [13]. The red �gures at the bottom indicate the lowest percentile level for the indicated
common cold duration in the placebo group. For example, 9-day colds cover the percentile range from
43.0 to 60.9 percentiles, which corresponds to 21 patients as the total number of placebo group patients



Page 22/23

was 128. The red vertical arrows indicate the 95% CI of the treatment effect for the 60th and 80th
percentiles.

Figure 3

The quantile treatment effect of nasal iota-carrageenan on the duration of virus-positive colds in the 4th
quintile as percentage effect. The horizontal axis shows the distribution of the duration of colds by
percentiles for up to the 83th percentile, after which data in the placebo group was censored, i.e. 21
patients in the placebo group did not recover by the end of the follow-up.
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