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X New market overview (including pharmacovigilance actions taken in member states)

[ Referral
X Ph.Eur. monograph
[] Other
Consistency (e.g. scientific decisions taken by HMPC)
1 Public statements or other decisions taken by HMPC
] Consistency with other monographs within the therapeutic area
[] Other
Other
]

Availability of new information (i.e. likely to lead to a relevant change of the monograph)

Scientific data Yes No
New non-clinical safety data likely to lead to a relevant change of the monograph ] X
New clinical safety data likely to lead to a relevant change of the monograph ] X
New data introducing a possibility of a new list entry ] X
New clinical data regarding the paediatric population or the use during pregnancy and lactation ] X
likely to lead to a relevant change of the monograph

New clinical studies introducing a possibility for new WEU indication/preparation ] X
Other scientific data likely to lead to a relevant change of the monograph ] X
Regulatory practice Yes No
New herbal substances/preparations with 30/15 years of TU ] X
New herbal substances/preparations with 10 years of WEU Ol X
Other regulatory practices likely to lead to a relevant change of the monograph ] X
Referrals likely to lead to a relevant change of the monograph ] X
New / Updated Ph. Eur. monograph likely to lead to a relevant change of the monograph ] X
Consistency Yes No
New or revised public statements or other HMPC decisions likely to lead to a relevant change of the ] X
monograph

Relevant inconsistencies with other monographs within the therapeutic area that ] X
require a change of the monograph

Other relevant inconsistencies that require a change of the monograph ] X
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Summary and conclusions on the review

During the review 200 new references not yet available during the first/previous assessment were
identified.

0 references were provided by Interested Parties during the Call for data.
38 references were considered to be relevant for the assessment.
0 references justify a revision of the monograph.

No revision is considered required because neither the references published since the previous
assessment nor other data (e.g. pharmacovigilance data, data from the market overview) justify the

revision of the monograph.
No data were submitted during the call for scientific data period.

According to the feedback of 11 member countries (Austria, Belgium, Croatia, Czech Republic,
Denmark, Germany, Hungary, Ireland, Latvia, Slovakia, Sweden), there are no medicinal products on

the market containing Chamaemelum nobile (L.) All. (Anthemis nobilis L.), flos.

The literature search in 3 major scientific databases (PubMed, SciFinder and Web of Knowledge)
resulted in 200 references in the period 2010-2020 for the search terms »anthemis nobilis« or
»chamaemelum nobile«. During literature search, no filter was used for the language of publication
etc. The original set of references was then analysed for articles containing data that may justify the
revision of the assessment report or the monograph. 31 references contained relevant data, the
majority of these reported studies on the antibacterial and antifungal effects (Al-Marby et al., 2016;
Choi et al., 2010; De Mieri et al., 2017; Ebani et al., 2017; Ghaedi et al., 2015; Kazemian et al., 2018,
2015; Tadrent et al., 2016), chemical composition (Al-Otaibi et al., 2020; Aremu et al., 2018; De Mieri
et al., 2017; Farhoudi, 2013; Farhoudi and Lee, 2017; Guimaraes et al., 2013; Rustaiyan et al., 2011;
Sandor et al., 2018; Zhao et al., 2014) or antioxidant capacity (Choi et al., 2010; Farhoudi, 2013;
Farhoudi and Lee, 2017; Sharifzadeh et al., 2016) of Roman chamomile essential oils or extracts. 2
animal experiments were carried out to study central nervous system effects (Dooraghi et al., 2010;
Hashikawa-Hobara et al., 2019), whereas one paper reported the effects on smooth muscles (Sandor
et al., 2018).

Two papers reported the effects observed in clinical trials (Lopez Jornet & Aznar-Cayuela 2016;
Tvarijonaviciute et al., 2018). Lopez et al. (2016) carried out a double-blind study, randomized clinical
trial involving 60 patients to compare the clinical efficacy of topically applied Roman chamomile gel vs.
a placebo in the treatment of oral lichen planus (OLP). A visual analogue scale was used to rate pain,
itching and burning sensation, and Thongprasom Index, the Oral Health Impact Profile 14 (OHIP-14)
and the Hospital Anxiety-Depression Scale. Patients were evaluated at baseline and after 4 weeks of
treatment. Patients treated with chamomile showed significant improvements after 4 weeks for pain (p
< 0.001), burning sensation (P < 0.001), itching (P = 0.011), OHIP-14 ( < 0.001) and Thongprasom
index (p = 0.001); 92% of patients treated with chamomile showed a partial or total response, while
only five subjects (17%) in the placebo group showed any improvement. Although this study supports
the efficacy of the Roman chamomile-containing gel in OLP, this trial cannot be used as a proof of

efficacy, since the composition of the study product is insufficiently characterized. According to the
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article, »the product assayed was 2% Chamaemelum nobile, with a gel consistency supplied in 500 ml/
containers, as was the placebo. Both products consisted of the same excipients and composition -
water, hydroxyethyl, sorbitol <0.1%, E - 202 (potassium sorbate) <0.1%, E -223 (sodium
metabisulfite) <0.1%, food colouring <0.1%, Chamomile aroma <0.1% (Ababbo, Murcia, Spain) -
except that the experimental gel included 2% chamomile and the placebo did not.” It is not clear
whether the study products contained essential oil or extract, no data on extracting solvent, DER are
available. The other randomized, double blind clinical trial (Tvarijonaviciute et al., 2018) does not
report clinical outcomes as endpoints. The reported endpoint (salivary total antioxidant status) might
be related to the clinical picture or the severity of the disease but cannot be considered as basis for
therapeutic indications. Overall, the available new data are not sufficient to revise the monograph of

Chamaemelum nobile (L.) All. (Anthemis nobilis L.), flos.

The safety of Roman chamomile was assessed based on the adverse events registered in
EugraVigilance. Altogether 15 reports contained data related to chamomile use. 9 of these were related
to the use of Matricaria chamomilla-containing preparations (Kamillosan and Kamillan Supra). 5
reports contained data related to the use of chamomile (not further specified) - based products with
concomitant application of other (plant - based or synthetic) preparations. These reports cannot be
used to assess the safety of Roman chamomile. There is only one report on an adverse event (rash)
related to the use of a chamomile mono-preparation, however, the exact botanical identity of the plant
cannot be determined based on the data found in this report. Overall, the data from the EudraVigilance

database do not raise any substantial concern about the safety of Roman chamomile.
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b) References that justify the need for the revision of the monograph:

None
Rapporteur’s proposal on revision
[] Revision needed, i.e. new data/findings of relevance for the content of the monograph

X No revision needed, i.e. no new data/findings of relevance for the content of the monograph

HMPC decision on revision
[] Revision needed, i.e. new data/findings of relevance for the content of the monograph
X No revision needed, i.e. no new data/findings of relevance for the content of the monograph

The HMPC agreed not to revise the monograph, assessment report and list of references on
Chamaemelum nobile (L.) All. (Anthemis nobilis L.), flos, by consensus.
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