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ABSTRACT

Objectives: The aim of this study was to help develop a guideline for the common cold. We searched recent clinical studies
of the common cold in Western medicine and reviewed their objectives, inclusion and exclusion criteria, primary outcome, secondary
outcome, and assessment tools to establish evidenced-based guideline.

Methods: We searched electronic databases (Cochrane Library, MEDLINE, EMBASE) to identify eligible randomized controlled
trials (RCTs) about the common cold for the last 10 years. We included 29 RCTs and showed their research summary via
their objectives, participants, interventions, control, treatment duration, and results. We also analyzed the definition of the
common cold presented in the article, inclusion and exclusion criteria, primary and secondary outcomes, and assessment tools.

Results: We reported the aforementioned areas in detail. At first, the definition of the common cold was confused across
the articles. Second, herbal medication clinical trials for the common cold have been extensively studied recently. Third, the
eligibility criteria frequently included the Jackson Symptom score. Fourth, validated assessment tools (ie., the Wisconsin Upper
Respiratory Symptom Survey-21) have only been used in a few recent studies.

Conclusions: Our research will be helpful to establish Korean herbal medicine clinical trial guidelines for the common cold.

Key words: common cold, randomized controlled trial, review
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Table 1. Characteristics of the Studies Included in the Review

Treatment
Author . . Participants Participants Intervention Control duration
Objective Results
(years) enrolled  analyzed group group (study
duration)
Eby GA Treatment 47 33 zine placebo 7 days  ineffective
(2006)
low pH gel nasal
Hull D spray (for non-spec maximum .
(2007) Treatment 441 269 fie virus-hostile placebo 7 days effective
environment)

Kl(l;ég?l) L Treatment 129 120 zinc sulphate placebo m7a Xé?;m ineffective
Latte J oral . .
(2007) Treatment 216 212 pseudoephedrine placebo 3 days ineffective

lefzg&l;?)VG Treatment 207 103* Pelargonium sidoides  placebo rrizxgz;;n effective

syrup (paracetamol,
Mizoeuchi H dextromethorphan,
(2;';007) Treatment 545 432 hydro bromide, placebo 21 days effective
doxylamine succinate,
ephedrine sulfate)
Eecles R xylometazoline
Treatment 66 61 (Otrivin) nasal placebo 10 days  effective
(2008) d
econgestant

Prasad AS . .
(2008) Treatment 50 50 zinc acetate lozenges placebo 5 days effective

autologous blood

Hensler S therapy (gluteal . )
(2009) Treatment 139 114 intramuseular injection placebo 7 days  ineffective

of venous blood)

Barrett B echinacea (blinded) / no pill

Treatment 719 713 . /placebo 14 days ineffective
(2010) echinacea(open) .
(blinded)
Eccles R lota-carrageenan :
(2010) Treatment 35 32 nasal spray placebo 4 days effective
C . dry air
Pach D Treatment 157 155 1nhallr}g hot dry air at room 3 days effective
(2010) (in sauna)
temperature

Schiitz K polyphenol-rich . .
(2010) Treatment 100 98 beverage placebo 10 days ineffective
Byun JS so-cheong-ryong-tang maximum  limited
(2011) Treatment 450 173 yeon—gyo-pae-dok-san placebo 8 days effective
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“ .. . no patient .
Rakel D Treatment 719 713 “standard , [nteraction ~practitioner oW effective
(2011) enhanced” interaction . X 7 days
Interaction
natural multiherbal
formula (Immumax)
containing echinacea,
Yakoot M garlic powder, maximum .
(2011) Treatment 62 61 nigella sativa oil placebo 14 days effective
and panax ginseng
+vitamin C,
elemental zinc
Chang J shi-cha capsule
& Treatment 360 346 /shi-cha placebo 3 days effective
(2012)
capsule+placebo
Fazekas T lota-carrageenan . .
(2012) Treatment 213 153 nasal spray placebo 7 days  ineffective
Ludwig M carrageenan nasal maximum .
(2013) Treatment 211 203 spray placebo 21 days effective
Picon PD paracetamol,
Treatment 146 138 chlorphenamine and placebo 10 days  effective
(2013) )
phenylephrine
western-style
Okabayashi S kakkonto (Japanese multiple cold . .
(2014) Treatment 410 340 herbal medicine) medicine 4 days ineffective
(PabronGold-A)
unclear
o . . (01 Jan-May, . .
de Vress M . vitamin+mineral vitamin § limited
(2006) Prevention 479 44 +probiotic bacteria +mineral 0 Dec-0z effective
June, 12
months)
Kl(uég(g)gl) Z Prevention 200 194 zine sulphate placebo 7 months  effective
5 years
Sasazuki S . o 50mg of (4 years after . .
(2006) Prevention 439 244 500 mg of vitamin C vitamin C protocol ineffective
amendment)
8 months,
Roll S . juice powder (including a .
(2010) Prevention 543 529 (fruit-+vegetables) placebo 9-month effective
run-in period)
Ja(\legiiz)M Prevention 755 717 echinacea purpurea placebo 4 months effective

113



27| aAE Jto|EEtel MAS I8 2|4l LAY AT BN
probiotic
(lactobacillus
Rerkf%%%))h ol 5 prevention 80 (dro iﬂt, 5 acidophilus and placebo 3 months effective
pott: bifidobacterium
bifidum
Rerksuppaphol S . 100 . limited
(2013) Prevention 100 (dropout: 5) chelated zinc placebo 3 months effective
. lactoferrin/whey
Vl(t;(%g)L Prevention 126 105 protein Ig-rich placebo 3 months effective
faction (Lf/IgF)
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w4727

A7) kel olgzd 9Js WA= AT A= AFe

A 2= A cH(Table 2).

Table 2. Definition about Common Cold in the Included Studies

Treatment

No Author (year) Definition

1 Eby GA (2006) not presented
Upper Respiratory Tract Infections (URTIs) of viral aetiology, commonly

2 Hull D (2007) described as “Common Cold” and “Flu”, remain the most common of
human illnesses.

3 Kurugol Z (2007)  not presented

4 Latte J (2007) not presented

5 Lizogob VG (2007) The common colq is a viral infection with symptoms such as sneezing, sore
throat. and running nose.

6 Mizoguchi H (2007) The common gold is a symptom complex resulting from viral infection of
the upper respiratory tract.

7 Eccles R (2008) not presented

8 Prasad AS (2008)  not presented

9 Hensler S (2009)  not presented
Acute viral respiratory infection (common cold) is humanity's most frequent
illness. Etiologic agents include rhinovirus, coronavirus, influenza, parainfluenza,

10 Barrett B (2010) respiratory syncytial virus, adenovirus, enterovirus, and metapneumovirus.

While influenza caused illness is the most serious and is often categorized
separately, symptoms are usually indistinguishable from those produced by
other viruses.
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Common cold is the most prevalent contagious viral disease in humans. It
is caused by a variety of viral pathogens with human rhinoviruses (HRV)

11 Eccles R (2010) being the most abundant ones. Affecting the upper respiratory system.,
symptoms like blocked nose, cough and sneezing are most common.

19 Pach D (2010) Common cold, mainly caused by rhinoviruses or coronaviruses, is a frequent
problem all over the world.

13 Schittz K (2010) Acute. upper respiratory trapt vir'al infgction, glso referred .to as the common
cold, is the most frequent infectious disease in human beings.
The common cold is caused by various types of viruses, especially rhinovirus

14 Byun J8 (201D which has more than 100 different serotypes.

15 Rakel D (2011) not presented

16 Yakoot M (2011)  not presented

17 Chang J (2012) not presented

18 Fazekas T (2012) Acute viral infection of the upper respiratory tract, also referred to as
common cold.
Common colds are caused by respiratory viruses such as rhinovirus, coronavirus,

19 Ludwig M (2013)  parainfluenza, influenza, respiratory syncytial virus, adenovirus, enterovirus,
or metapneumovirus.
Acute respiratory infections are highly prevalent in the population, with the

20 Picon PD (2013) common cold, flu-like syndromes, t racheobronchitis, sinusitis, laryngitis and
pneumonias being particularly important.

21 Okabayashi S (2014) The tgrrn “common cold” refers to virus-induced, relatively mild upper respiratory
tract illnesses.

Prevention

No Author (year) Definition

1 de Vress M (2006) not presented

2 Kurugol Z (2006)  not presented

3 Sasazuki S (2006)  not presented
The common cold is viral infectious disease of the upper respiratory tract.

4 Roll S (2010) caused by a variety of viruses, with rhinoviruses and corona viruses as the
most common.

5 Jawad M (2012) not presented

6  Rerksuppaphol S (2012) not presented

7 Rerksuppaphol S (2013) not presented
Acute respiratory tract illnesses and acute upper respiratory tract infections

8 Vitetta L (2013) (URTIs), traditionally referred to as common colds, are the most prevalent
diseases experienced by the community.
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28 gl AR AT 19, WA AEE A 3) HrheT
2 JF 13 (CD45+(lymphocytes), CD45+, CD19+ A7) A A= 4‘_?4 =9 gdEs} A
(B-lymphocytes), CD45+, CD3+(T lymphocytes). 2% WURSS-21¢ o] 43 dF7} & 39”5 %e]qf
CD45+, CD3+, CD4+(TH cells), CD45+, CD3+, o I 9E dFAE] AN FA =7E
CD8+(TS plus TC cells), CD 45+, CD 56+ (natural 2L 717 AR (cold diary)S o] &3t =A s}
killer cells)) ¢l 1icH(Table 3). At
Table 3. Primary and Secondary Outcomes
Treatment
No  Author (year) Primary outcome Secondary outcome
1 E(%OE})A e duration of cold e the change of severity score
etime to alleviation of symptoms and
Hull D no rhinorrhoea
2 e time to resolution of symptom e time to alleviation of symptoms
(2007) .
e time to response of number to bothersome
cold question

3 Kurugol Z e time to resolution of cold symptom ® none

(2007)

¢ tNVol and tCSA

e subjective symptom score (100- mm
Latte J . . visual analogue scale, VAS)

4 (2007) *mean nasal airway resistance (NAR) esymptoms of nasal congestion, nasal
runniness, and sneezing between the
two visits.

e change of cold intensity score
e ability to work, activity level, general
well-being
Lizogob VG esum of symptom intensity e EQ-5D
5 3 o differences of the cold intensity score e treatment outcome according to an
(2007) . , s
from day 1-5 integrative medicine outcomes scale, and
satisfaction with treatment according
to the integrative medicine patient
satisfaction scale
o the overall relief assessment upon arising
on day 2
ethe day-2 symptom relief composite
. . . . scores
6 Mizoguchi H e the symptom relief composite scores 3 e day-2 sleep satisfaction

(2007)

hours post-dosing

® hour-3 relief assessments for the individual
symptoms

e day-2 relief assessments for the individual
symptoms
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Eeccles R . . * VAS
7 (2008) * nasal airway resistance (NAR) e total and individual common cold symptoms
e plasma levels of
- zinc
- soluble interleukin-1 receptor antagonist
Prasad AS (sIL-1ra), soluble tumor necrosis factor
8 (2008) e gverage duration of cold symptoms receptor (sTNF-R)

- the plasma adhesion molecules, soluble
vascular endothelial cell adhesion
molecule (sVCAM)-1, soluble ICAM
(sICAM)-1.

9 Hzeggéeg) S ¢ illness duration ® none
e short form (SF-8) scale
o SF-36
. . . e Cohen's Perceived Stress Scale (PSS-4)
10 BB g?53$$<nw%%)§§§f§plmtory SYmPOM ¢ Bt Personal Relationships (PR-9)
scale
o the Life Orientation Test (LOT-6)
o [1-8, Neutrophil count (in nasal wash)
e total symptom score on separate study
days 1/2/3/4/5
e the mean total systemic symptom score
(headache, muscle ache, chilliness) for
1 Eccles R emean total symptom score for study study days 2-4
(2010) days 2-4 e total systemic symptom score on
separate study days 1/2/3/4/5
® Jocal symptom score (sore throat, blocked
nose, runny nose, cough, sneezing)
emean of study days 2-4
e symptom severity scores
Pach D o the area under the curve (AUC) which ° %€ of me(ilcatlon for the common cold
12 (2010) summarised symptom severity over time _ °- days 17
ymp y o general ill feeling
e adverse events
e disturbance of daily activities
Schiitz K o sleep disorders
13 (2010) * total score of the cold symptoms e additional concurrent medication
e the number of tissues used
14 B(yz%?lgs « WURSS-21-K  the duration of illness
e evaluation of perceived stress (PSS-4)
Rakel D e general quality of life (physical and
15 (2011) e WURSS-21 mental subscales of the (SF-8))
o the feeling thermometer and optimism
(LOT)
16 Yiggﬁ)M e total symptom severity scores ® none
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Chang J

(2012) ¢ symptom duration

® main symptom duration

e minor symptom duration

e the changes in main symptom score,
minor symptom score

e cumulative symptom score 4 days after
the treatment

e adverse events

18

Fazekas T

(2012) emean of total symptom scores

e total symptom score on different study
days

e total systemic and total local symptom
scores

19

Ludwig M

(2013) e duration of disease

e presence of cold viruses in nasal fluid
samples

e severity of common cold symptoms on
separate study days

enumber of days without symptoms
during the observation period

e use of co-medication additional to the
study treatment between days 8-21. the
number of cleared or newly acquired

e viral infections during the observation
period

20

Picon PD
(2013)

e the sum of the scores of 10 common
cold symptoms

e overall symptom duration
e time to return to usual activities
e use of rescue medication

21

Okabayashi S
(2014)

e the aggravation of cold, nasal, throat
or bronchial symptoms

e gggravation of cold symptoms within
seven days after study entry and the
severity of the main cold symptoms
during the first five and seven days

Prevention

No

Author (year) Primary outcome

Secondary outcome

de Vress M

(2006) cold symptoms

e incidence of cold, duration, severity of

o flow cytometry

- CD45+ (lymphocytes),

- CD45+,CD19+ (B-lymphocytes)

- CD45+, CD3+ (T lymphocytes).

- CD45+, CD3+, CD4+ (TH cells)

- CD45+, CD3+, CD8+ (TS plus TC

cells),

- CD 45+, CD 56+ (natural killer cells)
e virus infection
e fecal lactobacilli, bifidobacteria

Kurugol Z

(2006) ¢ the number of colds

e the duration and the severity of cold
symptoms

Sasazuki S

(2006) e incidence of common cold

® none
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ethe number of days with at least

e days with any common cold symptoms
e common cold-related days unable to

4 Roll 5 moderate (i.e. moderate or severe) work
(2010) o e days with common cold-related medication
common cold symptoms use
o health related quality of life (SF-12)
5 Ja(vggiiz)l\/l o adverse events o the number of cold episodes

6 Rerksuppaphol S
(2012)

e occurrence of any symptom of cold

e occurrence of vomiting

e diarrhea

e use of antibiotics

e school absence due to any cause
e school absence due to cold

e duration of all symptoms

7 Rerksuppaphol S

e occurrence of any symptom of cold

e occurrence of vomiting
e diarrhea
e use of antibiotics

(2013) e school absence due to any cause
® school absence due to cold
e duration of all symptoms
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[Appendix]

Treatment

Inclusion

Exclusion

Eby GA
(2006)

® patients with 2 or more signs and symptoms
of common colds (with at least 1 nasal
symptom)

e not presented

Hull D
(2007)

o healthy males and females between the
ages of 18 and 65 years

e were experiencing any of the symptoms of
a Common Cold at the time of recruitment

o females who were pregnant, trying to become
pregnant, or nursing history of hypersensitivity
to zinc or any component of the nasal test
formulations

e currently suffering from a chronic medical
condition requiring medication

e taking any medication, with the exception
of birth control pills and hormone replacement
products, on a regular basis (3 or more
times per week)

e frequent infections in the nose, lung or
ear, problems related to upper or lower
respiratory tract (e.g. nose bleeds, breathing
difficulties or throat sensitivity)

e history of frequent headaches /migrain

e having been exposed to any investigational
drug within 1 month prior to the start of
the study, or if the subject planed to
participate in any other investigational
drug study while in this trial

e was currently suffering, or was prone to
experiencing, the symptoms of respiratory
allergy (rhinitis)

e was currently using decongestants, oral
antihistamines or oral zinc products, or
had experienced problems using nasal sprays

3 Kurugol 7
(2007)

e Children who developed symptoms of
common cold within the first 24-48h

e Had two or more of the following 10
symptoms.

10 symptoms: cough, nasal drainage, nasal
congestion, headache, hoarseness, muscle ache,
scratchy throat, sneezing, sore throat, and
fever (axillary temperature »37 C)

e patients with common cold symptoms for
>48h

e immunodeficiency disorder, chronic disease,
recent acute respiratory disease (diagnosed
by a physician in the previous 2 weeks), zinc
allergy, allergic disease or non-allergic rhinitis

e patients with a positive culture for group
A Streptococcus and a positive cell culture
for influenza A or B viruses

o children who received antibiotics, antihistamines,
decongestants, steroids or other zinc
preparations during the course of the study
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Latte J
(2007)

emale and female subjects aged 18-65
years old in good general health

o currently suffering an episode of the
common cold of no more than 48 hours
duration before visit 1

e women were pregnant or lactating or not
using an appropriate form of contraception

e history of perennial allergic rhinitis or
any unstable medical condition

5

Lizogob VG
(2007)

emale and female patients aged 18 to 55
years

e provision of written informed consent

o presence of either two major cold symptoms
(nasal discharge, sore throat) and at least
one minor cold symptom (nasal congestion,
sneezing, scratchy throat, hoarseness, cough,
headache, muscle aches, and fever), or
presence of one major and at least three
minor cold symptoms

e duration of cold symptoms for 24 to 48
hours

epresence of any other acute ear, nose,
and throat and respiratory tract disease
than the common cold (eg, tonsillitis,
sinusitis, allergic rhinitis, otitis, bronchitis)

e positive rapid test for group A beta-
hemolytic streptococcus

e recurrent tonsillitis, sinusitis or otitis of
greater than or equal to three episodes or
recurrent bronchitis of greater than or
equal to six episodes

e during the 12 months prior to enrollment
in the trial

e any chronic ear, nose, and throat and
respiratory tract disease (eg, allergic rhinitis,
bronchitis, bronchial asthma, obstructive
pulmonary disease, cystic fibrosis

e treatment with antibiotics, glucocorticostroids
or antihistamines during the four weeks
prior to enrollment in the trial,

e treatment with cold medications that might
impair the trial results (eg, decongestants,
local anesthetics), cough or pain relief
medications and/or any other treatment
for the common cold during the seven
days prior to enrollment in the trial
Known or suspected hypersensitivity to
the investigational product

e previous or existing severe cardiovascular
disease or unstable diabetes mellitus, severe
renal or hepatic dysfunction (serum creatinine,
serum AST, ALT, or alkaline phosphatase
more than three times the upper limit of
normal) at any time during the 12 months
prior to enrollment in the trial

e evidence of any malignant disease during
the five years prior to enrollment in the
trial

e pregnancy or breast-feeding

e participation in another clinical trial in
the same time period or within three
months prior to inclusion in the trial

127



7|

AMAIR J10[=2t2l HEES gt FM

6 Mizoguchi H
(2007)

ecommon cold symptoms for at least 1
day and not longer than 5 days prior

esymptoms within the last 24 hours of

enrollment must have included moderate
or severe nasal congestion, moderate or
severe runny nose, at least mild cough, at
least mild pain from one or more of the
following pain sore throat, sore chest,
headache or body aches/pains and sleep
disturbance

e gllergic to any of the study medications
e were experiencing acute symptoms of
respiratory allergies

e history of chronic aches/pains, chronic
fatigue or mood disorders, or chronic
respiratory illness, or had a significant
coexisting illness or medical condition
that would compromise their ability to
swallow, absorb, metabolize or excrete the
study medication

eany medications/supplements within the
previous 24 hours that were indicated for
cold symptoms, pain relief or that could
produce drowsiness or promote alertness
Taken any antihistamines within the
previous 72 hours

e taken any sedatives within the previous
weeks

etaken any antidepressants
previous 3 weeks

within the

e >18 years of age, with recent onset of

e nasal congestion associated with common
cold

e minimum nasal congestion score of 2
(moderate) according to a 4-point scale
(0 not present: 1 mild: 2 moderate: and
3 severe

e had cold symptoms of 36 hours duration
before study entry

e inability to abstain from smoking for 1
hour before and for the duration of each
visit

e NAR of 0.2 Pa/ecm3 per second at
screening visit 1

e history of perennial allergic rhinitis, unless
recruited out of season

o clinically significant abnormalities (e.g.,
polyps and deviated septum)

e history of transsphenoidal hypophysectomy

Eccles R 4 - or rhinitis medicamentosa
7 e presented with a minimum of two common S X .

(2008) cold symptoms (runny nose, blocked nose e bacterial sinusitis infection during the past
sore throat, and/or cough)’ on entry t(; 2 we.zel‘{s‘before study entry: use of drggs
the stud ’ (antibiotics, adrenergics, glucocorticosteroids,

o Were m;]le atients or & nonpresnant antidepressants, or monoamine oxidase
nonlactating ?emale patient Pregnant.  nhibitors): use pf any medicatign thap may

e were willing and able to undergo measurement affect sleep as ]u.d .ge.d by the 1nvest1ga§or
of total nasal airway ® known hypersens1t;v;ty to Xylomgtazohne

oregistance (NAR) using active posterior Sf)r;‘?y of the excipients of Otrivin nasal
rhinomanometry and score symptoms o alcohol intake

e uncontrolled arterial hypertension

e cold symptoms for 24 h or less o pregnant

¢ >18 years of age .ﬁ dg K . defic disord

eat least two out of 10 common cold — lad ally KNOwn IMMUNe deliciency disorder

8 Prasad AS symptoms (cough, headache, hoarseness or chronic illness
(2008) : ’ * e symptoms of the common cold for »24h

muscle ache, nasal drainage, nasal congestion,
scratchy throat, sore throat, sneezing, and
fever)

e had previously used zinc lozenges to treat
the common cold
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e patients (18-75 years of age)
e symptoms of common cold (cough, rhinitis,

e illness duration before treatment longer
than 7 days

esevere forms of respiratory infections
(exacerbation of chronic obstructive
pulmonary disease by infection, exacerbation
of asthma by infection, streptococcal tonsillitis,

9 Hensler S sore throat, fever etc.) which lasted not eritonsillar infection. pneumonia. mastoiditis
(2009) longer than 7 days and resulted in at Ie)tc) - P ’ '
least four points on a modified Jackson- . tH d@ ‘h simil
Score other diseases with similar symptoms

(e.g. allergic rhinitis)

e immunosuppressing diseases (e.g. AIDS)
or medication (e.g. Cyclosporin), dementia
or coagulopathy

«“Yes” to either. “Do you think that you e use of antibiotics, gntivira}s, nasal s‘teroi‘ds,
have a cold?” or “Do vou think vou are decongestants, antihistamines, combination
coming dowﬁ with 2 00317 4" y cold formulas, echinacea, zinc or vitamin

e using Jackson's criteria, participants had C . .
to report at least ome of four cold eto avoid confounding from allergy or

Bamt B SYmPtoms: A) nasal discharge: B) nasal e SHERINS E SEUE ARONE
10 obstruction: C) sneezing: and/or D) sore y HETE
(2010) throat reported sneezing or itching of the nose

e symptoms had to start within 36 hours ortheyes an};i anyonet (\imth a htlstory Ef
before enrollment ash ma w oh rfpor e f bcun;%n cough,

e participants needed a Jackson score of 2 .weoeelzel ngW(i)ghs ;ﬁtg?rifm?mereiln d immune
or higher, summing symptom scores, with Deop! .
0=absent. 1=mild. 2=moderate. 3=severe deficiency ~disease were excluded by

’ ’ ’ self-report, as were pregnant women

e unwilling to sign the consent form

e known hypersensitivity or allergy to any
component of the study medication

o clinically significant cardiovascular, endocrine,
neurological, respiratory, or gastrointestinal
disease history

e any other current disease that was considered

e by Jackson score, subjects had symptom by the investigator as an exclusion criteria,
scores of 1 or greater for sore throat, eg current allergic rhinitis, chronic obstructive

Eecles R runny or blocked nose and a total pulmonary disease (COPD)
11 (2010) symptom score of 9 or less for the sum e history of alcohol/substance abuse Prescription

of severity scores comprising headache,
muscle ache, chilliness, sore throat, runny
nose, blocked nose, cough, and sneezing

medication/concomitant therapy other than
for contraception, e.g. systemic steroids,
intranasal medicines, antibiotics

eincidence of common cold or flu like
symptoms for more than 48h

e current smoking

erelationship to any study personnel,
administration of any investigational drug,
participation in any other clinical trial
within 4 weeks of entry into our study
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e between 18 and 60 years of age
eat least two out of 10 common cold
symptoms cough, headache, hoarseness,

e had any of these cold symptoms for more
than 24 hours
e circulatory problems

12 EZaZ%}iOI)) muscle ache, nasal drainage (nasal drip), ®severe chronic illness
nasal congestion, scratchy throat, sore esystolic blood pressure below 100 mmHg
throat, sneezing and fever (3385 C) for or above 160 mmHg
24 hours or less ® pregnancy

e gctive allergic rhinitis or asthma

o fever (body temperature 39.8 C) clinically
relevant laboratory value deviations indicating
severe organ or system disease

e bacterial tonsillitis

e pyorrhoea on the back of the throat cancer

o aged between 20 and 65 years scoring in or AIDS (HIV positive) pregnancy or nursing
Sehii total at least 5 points on the severity of °alcohol. e
13 chiitz K five cold symptoms (maximum 15 points) ﬁnedlcat}o.n or drug depend ence. part191pat1on
(2010) e having present at least one cold-related in a clinical study within the previous 30
local finding ‘days . .
eintake of immune suppressants, immune
stimulants,

o analgesics/anti-rheumatics, anti-inflammatories,
antitussives, expectorants influenza remedies,
mouth and throat therapeutics

einability to comply due to language
difficulties

e diagnosed with the common cold by
research physicians.
e due to tliley onset of cold symptoms in *age under 18 yeats or over 60 years
less than 48 h, such as (i) runny nose, .pr.i}glnanltl Or.laCti@f i COPD
14 Byun JS sore throat, and one of the 8 symptoms with  a ?rglc ThInIus. Zas. ma, )
(2011) (plugged nose, sneezing, scratchy throat, .s1nu51t1§ recurrent, over .tlmes ber yeart
cough. hoarseness, headache, body aches, an'a'tomlcal ngsal obstruc.t lon or deformlt.y
and fever) or (ii) either runny nose or OQtltls, exudative pharyngitis, other chronic
sore throat and at least three of the 8 illness
symptoms
. :yes" to one of two questions . . epregnancy
"o ik o . o o it g+ 152 f o, dsongetans, anftistaines,
cold?” The person then had to answer echinacea, zinc, vitamin C or a combination
15 Rakel D “yes." to at least one of the following four cold formula
(2011) e history of allergies or asthma with current

symptoms (nasal discharge, nasal obstruction,
sneezing sore throat)

e symptoms no more than 36 hours prior
to enrollment

symptoms of allergic rhinitis, cough,
shortness of breath, sneezing, nose or eye
itching
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e cold symptoms for 36 hours or less
e two of the following 10 symptoms: cough,

® pregnancy
e immune deficiency, cancer, severe liver

16 Yakoot M headache, hoarseness, muscle aches, nasal /renal dysfuncti ical ill
(2011) discharge, nasal congestion, scratchy throat, . rena. GySHunction, or critical LIness
. symptoms of the common cold for more
sore throat, sneezing, or an oral temperature
377 than 36 hours
epatient has suffered from acute viral
pharyngitis or laryngitis, acute herpetic
pharyngitis or laryngitis, acute conjunctivitis,
as well as acute tonsillitis
epatient has taken any medication for
® 18 to 65 years of age relief of symptoms prior to study initiation
e diagnosis of common cold by a respiratory e patient who has fever ()38.5 C)
expert according to relevant criteria and e patient who is on analgesic or anti-
the syndrome criteria of wind-cold type inflammatory regimen requiring treatment with
Chang J in TCM . analgesics, nongteroidal anti-inflammatory
17 (2012) epatient within 48 hours of onset of drugs, or steroids
common cold-like illness e patient is pregnant, nursing, or a woman
e patient must be able to understand and of childbearing potential not practicing
give written informed consent and report adequate contraception. Women, who are
adverse events and concomitant medication uncertain if they are pregnant, may participate
for the duration of the study in the study, if they undergo a pregnancy
test, which shows a negative result
e patient has comorbid condition, uncontrolled
metabolic condition or psychiatric condition
that might make tolerance or evaluation
of the symptoms difficult
e previously healthy, immunocompetent children
Fagecas T and adolgscents between 1 and 18 years °suspect.ed.bact.erial infections, rgcent use
18 (2012) of age with symptoms of acute rhinitis of antimicrobial drugs, and intranasal
prevailing for less than 48 hours, and a treatment at first presentation
total symptom score (TSS) <9
o hypersensitivity or allergy to any component
e adults (18 years and older) of the test product
Ludwig M e carly symptoms of the common cpld (onset o .concornitanp diseasej or ir.1fect.ion that could
19 (2013) less than 48 hours before inclusion) interfere with participation in the study

o mild to moderate intensity (Total Symptoms
Score [TSS], of 2 to 9)

e other reasons for nasal obstruction and other
past or present conditions and treatments
that could influence symptom scores
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e aged 18 to 60 years

e duration of symptoms no longer than 72
hours

ethe common cold was defined by the

e pregnancy or breast feeding

¢ known hypersensitivity to any component
of the study formulation

e use of alcohol or illicit drugs

e use of monoamine oxidase (MAQO) inhibitors
or barbiturates

e perennial or seasonal
confirmed at screening

e any current acute disease or uncontrolled
exacerbation of chronic disease

e clinical evidence of immunosuppression

allergic rhinitis

20 PI(CSOHBI;D presence of at least two of the following ® vaccination against influenza up to 1
10 symptoms: sneezing, rhinorrhoea, nasal week before inclusion
congestion, headache, myalgia, throat eneed for antiviral therapy to treat influenza
discomfort, sore throat, dysphonia, cough A or B infection
and fever. eneed for antibacterial therapy to treat
acute respiratory infection
euse of medication to treat conditions
acquired before inclusion for a time shorter
than two time intervals of administration
of these drugs
e participation in another clinical trial less
than 1 year before
® 18 to 65 years of age with throat discomfort
and some feeling of chills without sweating e patients who were moderately or severely
.~ ®history of colds during the preceding afflicted
21 Oka?;(ﬁis)hl S three years ehad a fever of 37.5 C or more
e who visited a participating facility within ® had already taken medicine for the cold
48 hours after the beginning of cold ®had a serious underlying disease
symptoms
Prevention
Inclusion Exclusion
enot vaccinated against influenza within
de Vress M the last 12 month
: (2006) * healthy adults e without known congenital or acquired
immune defects or allergies
e history of sensitivity to or an idiosyncratic
9 Kurugol Z echildren were required to be in overall experience with zinc
(2006) good health and to be 2 to 10 years of age ® parents were unwilling or wunable to

comply with clinical study procedures
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emen and women aged 40-69 years living
in four municipalities of the Yokote
Public Health Center District

esubjects with a diagnosis of chronic
atrophic gastritis (defined as pepsinogen
(PG) Io70 ng/ml and PG I/PG II ratio 03.0)

e no history of gastric cancer, gastric surgery,

3 Sasazuki S liver cancer, cirrhosis, or other cancers ®early stage the subjects who either did
(2006) within the previous 5 years not comply or showed side effects
eno abnormal liver function (aspartate
aminotransferase 4100 IU/l, alanine
aminotransferase 4100 IU/l, or alkaline
phosphatase 4800 IU/1)
eno use of diet supplements containing
b-carotene or vitamin C no expectation of
moving outside the study area within 1 year
o gcute influenza or common cold present
at the time of enrolment known or
suspected hypersensitivity or allergy to
one of the ingredients of Juice Plus
® 18-65 years of age e any alarming symptoms such as significant
e able and willing to take the active or unintentional weight loss, fever, or any
Roll S placebo capsules over the eptire ‘study peyiod o?her sign indicating serious or chronic
4 (2010) o healthcare professionals with direct patient disease including suspected or confirmed
contact (physicians, nurses, physiotherapists, —malignancy, or other significant cardiovascular,
etc.) gastrointestinal, pulmonary, renal, pancreatic
e yritten informed consent or liver disease
® alcohol addiction or drug abuse pregnancy
or lactation
o language limitations regarding interviews
and questionnaires
e ineffective contraception
e participation in another study
ewomen that were pregnant or breast
feeding
e current cold infection
e currently taking antimicrobial or antiviral
medication
e alcohol or drug abuse
g %2 dults (=18 years d @) of good physical .Ssiyc(;}ééatrlc disorders, epilepsy, attempted
5 (2012) condition, that experienced >2 colds per o planned sureical intervention

year

e serious chronic disease that could influence
absorption, metabolism, or elimination of
the medication

e known AIDS or other autoimmune diseases

e diabetes type 1

e corticosteroid-treated asthma

e medicinally treated atopy or allergy

e known allergy to plants of the composite
family (Asteraceae).
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Rerksuppaphol S @ healthy children aged §-13 years,

¢ history of chronic illnesses, such as chronic
cough or chronic respiratory disease, asthma.,
chronic gastrointestinal conditions

e behavioral or psychiatric problems or
other neurological conditions, immune
deficiency

e diabetes mellitus

¢ malignancy

e chronic renal diseases

e congenital heart diseases

e chronic liver disease

{ (2013) were in grades 3-6

Rerksuppaphol S @ healthy children aged 8-13 years who

e history of chronic illnesses, such as chronic
cough or chronic respiratory disease, asthma,
chronic gastrointestinal conditions

® behavioral or psychiatric problems or other
neurological conditions, immune deficiency

e diabetes mellitus

e malignancy

e chronic renal diseases

o congenital heart diseases

e chronic liver disease

e children who were taking vitamin or
mineral supplements or had a history of
any drug allergy

¢ 18 years or older

e frequently experience two or more cold-

associated symptoms

8 Vitetta L days in the previous 6 months

(2013) e general good health

e female participants agreeing to continue
adopting birth control measures for the

duration of the trial.

e current or recent (within the last month0
use of all natural supplements including
vitamins and minerals, herbal preparations
and probiotics

e pregnancy or lactating

e unwilling to adhere to the study protocol

¢ history of alcohol or substance abuse

e history of serious or unstable cardiac,
renal, hypertensive, pulmonary. endocrine,
immunologic. neurologic or neuropsychiatric
disorders
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