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SUMMARY

The Danish Medicines Agency seeks the opinion of other competent authorities regarding classification of a medical device containing Cannabidiol (CBD). 

The product in question is marketed as class I medical device and is a patch (or gel/lotion) to apply on intact skin surface containing solvents ethanol / ethyl acetate / heptane as well as menthol, arnica and Cannabidiol/CBD.

Its intended purpose is local pain relief.

The primary mode of action of the device is, according to the manufacturer:

1.	Cooling due to evaporation of ethanol / ethyl acetate / heptane resulting in initial reduction of the pain

2.	a “taping effect” from the slightly enhanced rigidity of the patch on the skin resulting in a hypoalgesic effect according to the
a.	gate control theory,
b.	reduction of pain inducing enzymes and hormones, and
c.	enhanced blood circulation.

Additional ingredients:
Menthol (1%): odorant and supporting physiological action on the skin. subjective cooling effect + "counterirritant effect".
Arnica (1%): cosmetic reasons: fragrance/perfuming and maintaining the skin in good condition.
Cannabidiol (CBD): cosmetic adjuvant: anti-sebum, antioxidant, skin conditioning and protection.

Our reason for this enquiry is to find out if it could be possible in the other member states´ opinion to market such a product as a class I medical device.

According to the manufacturer the ingredients of the product does NOT penetrate the skin, and thus cannot be said to be “absorbed by or locally dispersed in the human body” and thus will NOT fall within the scope of Annex VIII Rule 21 as it is NOT “intended to be introduced into the human body” – but only exert its function ON the surface of the skin/human body.

If the above scenario is accepted, could the product be considered as class I (as the manufacturer claims) or maybe class III according to Annex VIII Rule 14: 

“All devices incorporating, as an integral part, a substance which, if used separately, can be considered to be a medicinal product, as defined in point 2 of Article 1 of Directive 2001/83/EC, including a medicinal product derived from human blood or human plasma, as defined in point 10 of Article 1 of that Directive, and that has an action ancillary to that of the devices, are classified as class III.”, due to the CBD being an ingredient, even if the CBD is claimed to have no medical effect in the device.
	
Outcome of the enquiry

· 14 CA´s responded to the enquiry

· 12/14 CA´s responded that it is not possible to market a medical device containing CBD as a class I medical device.

· 8/14 CA´s responded that a medical device containing CBD should not be classified under rule 21, 2/14 CA´s responded that a medical device containing CBD should be classified under rule 21 and 3/14 answered “probably”.

· 2/14 CA´s responded that a medical device containing CBD should not be classified under rule 14, 5/14 CA´s responded that a medical device containing CBD should be classified under rule 14 and 7/14 answered “probably”.




There is majority view regarding the question about whether a medical device containing CBD could be classified as class I, as 12 out of 14 CA´s responded that such a product can not be marketed as a class I device (85 %).








	Competent Authority
	Do you consider that it is possible to market a medical device containing CBD as a class I medical device in any way? If yes, under which rule?
	Rationale/remarks
	Do you consider that a medical device containing CBD to use on intact skin should be covered by rule 21 because you consider it to be “absorbed by or locally dispersed in the human body”?
	Rationale/remarks
	Do you consider that a medical device containing CBD should be covered by rule 14 because the CBD is considered to be ”a substance which, if used separately, can be considered to be a medicinal product”
	Rationale/remarks

	1.
	No
	
	Probably yes
	
	Probably yes
	

	2.
	No
	
	Depends
	If no significant pharmacological, metabolic or immunological effects are identified for any of the components of the product Rule 21 can be applied because an absorption of the gel or part of its formulation cannot generally be excluded.
	Depends
	In order to prove the significant pharmacological effect of CBD, it is necessary to know the qualitative and quantitative composition of the product and manner of processing (including a description of extract agent).


	3. 
	No
	The described product is a patch or tape device (devices without any substances intended for kinesio taping). We have understood that the device contains different substances which have analgesic (pharmacological) properties

	No
	if the product is an analgesic patch by cold effect, the fact of adding substances known for their anti-inflammatory properties (arnica, menthol) and pain relief (such as CBD) is a further indication of the desired pharmacological action.
The product's formulation in the form of a transdermal patch also tends to favor cutaneous penetration of the product through its occlusive effect, and thus its systemic absorption. 
As a result, this product is not compatible with medical device status, as the principal mode of action seems pharmacological

	No
	

	4. 
	No
	
	Yes
	If the product is qualified as a device, rule 21 of annex VIII of MDR may be applied, since it is intended to cover devices that are composed of substances applied to the skin and are absorbed by or locally dispersed in the human body.
Please see additional remarks.
	Yes
	If the product is qualified as a device, rule 14 of annex VIII of MDR may be applied. Please see additional remarks.

	5. 
	No
	CBD (cannabidiol) is obtained from the flowers of hemp plant (Cannabis sativa). It has anti-spasmodic, anti-inflammatory, anti-anxiety and anti-nausea effects. There are medicinal products for intake with the active ingredient cannabidiol. These require a prescription in our country, but are not subject to the Narcotics Act. CBD is associated with the above-mentioned properties, but not with nourishing properties. It cannot be assumed either that CBD acts as an excipient in small doses.There is ”CBD-oil” that is marketed as a cosmetic (only external use); It is obtained by mixing CBD with oil.The added oil has nourishing properties. The products in question don’t refer to CBD-oil, but just to CBD. All the products are marketed as medical device and thus are supposed to have   medicinal properties; the products are intended for local pain relief. (Note: Antispasmodic substances reduce the tone of the smooth muscles, not that of the skeletal muscles.) Under these circumstances the manufacturer has to show an ancillary action of cannabidiol, otherwise it is a violation of Article 7 MDR. If the manufacturer can show an ancillary action of CBD, the product is under rule 14, which requires a consultation procedure with a Medicines Agency. If the manufacturer cannot show an ancillary action of CBD, he must delete the statements on CBD. The correct labeling as well as information on risks normally falls under the responsibility of the notified bodies. However, the authority carrying out the classification could provide guidance here.
	
	
	Depends
	The CBD content is not stated, so it cannot be said whether CBD exerts an ancillary action here. Even if the content of CBD would be known, this would require extensive research because most data refers to orally taken CBD and to indications different from muscle pain. However, as already stated under question 1, the manufacturer must show the ancillary effect (rule 14), otherwise the advertising of CBD is inadmissible.

	6. 
	No
	In our opinion, it is not possible to classify a product containing CBD as a class I. It is contain as an integral part, a substance which, if used separately, can be considered to be a medicinal product
	No
	
	Yes
	The main mechanism of action of CBD seems pharmacological. We lean towards by the rule 14.
CBD is considered a "substance which, when used alone, may be considered a drug"

	7. 
	
	It is not possible to answer this question. Just the information that a device contains CBD is not enough.
In case of the device described in this CA enquiry, we do not believe that they can be classified as class I medical devices. See Q2
	Yes
	Unless the manufacturer can proof that there is no absorption. And the presence of Arnica and menthol for pain relief, suggest that the substances are (locally) absorbed
	Is possible
	There are indications that CBD has several pharmacological features by interacting with the cannabinoid receptors, mainly CB1 and CB2, which are utilized endogenously by the body through the endocannabinoid system. It appears that the system also has been identified in the skin and is implicated in cutaneous biology. For instance, there are indications that topical application of CBD might increase the action of anandamide, a ligand which is binding to the CB receptors, thereby possibly influencing epidermal cell differentiation. Cannabinoid Receptors and the Endocannabinoid System: Signaling and Function in the Central Nervous System - PMC (nih.gov)

	8. 
	No
	Cannabidiol, is a substance which, if used separately, can be
considered to be a medicinal product. Therofore, we believe that a product that contains as an integral part 
CBD cannot be classified as a class I medical device. 

	No
	Maybe yes, but for a medical device containing CBD there is a higher classification that can be applied (see below)
	Yes
	Since CBD has proven pharmacological
function, a medical device containing CBD should be covered by rule 14: “All devices incorporating, as an integral part, a substance which, if used separately, can be considered to be a medicinal product, as defined in point 2 of Article 1 of Directive 2001/83/EC, including a medicinal product derived from human blood or human plasma, as defined in point 10 of Article 1 of that Directive, and that has an action ancillary to that of the devices, are classified as class III.”



	9.
	No
	
	No
	
	Depends
	The product contains several substances that achieves their principal action by pharmacological, immunological or metabolic means.

It is unlikely that this product qualifies as a medical device. It is not sufficient to claim that the product does not achieve its primarily function by pharmacological, immunological or metabolic means, the manufacturer must be able to have supporting data for this.

Rule 14 may be applicable if the manufacturer can demonstrate that the product does not achieve its principal intended action by such means.

	10. 
	No
	A patch containing CBD may qualify as medicinal product and therefore the questions related to classification rules do not apply.  Please see MDCG 2022 – 5 4.2.1 Examples of medical device and medicinal product integral combinations
regulated as medicinal products:
Patches for transdermal drug delivery

	No
	A patch containing CBD may qualify as medicinal product and therefore the questions related to classification rules do not apply. 
Additionally, as far as we know, CBD is absorbed through the skin.

	No
	A patch containing CBD may qualify as medicinal product and therefore the questions related to classification rules do not apply.


	11. 
	No
	It is not possible to classify a product
containing CBD as a class I, because it
contains as an integral part, a substance
which, if used separately, can be
considered to be a medicinal product
	No
	The device is composed of substances,
applied to the skin, thus rule 21 applies
indicating class IIa, but when
classification in upper class applies, the
device should be classified in the higher
class, so rule 21 must be superseded by
rule 14 (see below)
	Yes 
	One of the constituents of medical device
is CBD, so in our opinion the medical
device containing CBD should be in
Class III under rule 14 according to MDR.
CBD has proven pharmacological
function, it is absorbed through different
routes and has a very comprehensive
effect on the human body, e.g. antiinflammatory,
anticancer, antibacterial.

	12. 
	No
	We believe that it is not possible to market a medical device containing CBD as a class I medical device, because CBD acts through pharmacological/immunological means (see Molecules, Martinez Naya, N.; Kelly, J.;Corna, G.; Golino, M.; Abbate, A.;Toldo, S., 2023 (28) 5980).
	No
	Our opinion is that a medical device containing CBD to use on intact skin could not be covered only by Rule 21 because CBD has a pharmacological/immunological mechanism of action. Therefore, Rule 14 should also apply, in case that CBD has an action ancillary to that of the device. However, as far as the patch (or gel/lotion) containing CBD, menthol and arnica is concerned, we believe that it should not be classified as medical device because its principal intended action, the pain relief, is achieved owing to the analgesic properties of CBD, arnica and menthol, which act through a pharmacological/immunological mode of action. We also think that the claims of the manufacturer, that CBD is used only for cosmetic reasons is misleading information as its pharmacological mechanism of action is scientifically proven and if these claims are accepted the product will possibly be promoted with medical claims.
	Yes 
	Rule 14 could only be applied in case that CBD has an action ancillary to that of the device and the device does not achieve its principal intended action by pharmacological, immunological or metabolic means. This fact should be clearly proved by the manufacturer by using scientific evidence

	13.
	No
	
	No
	
	Depends
	Rule 14 can be applicable if the manufacturer demonstrates that the CBD intended action is ancillary to the device

	14.
	the described product no, in principle
yes 
	In our point of view the described product contains substances which are absorbed by or locally dispersed in the human body and therefore rule 21 applies and a classification as class I medical device is not possible. Whether rule 14 also applies cannot be answered now, since there is not enough specific information on the product available (see answer to question three and additional rationale and remarks).

But in principle, if you consider a device which incorporates, as an integral part, CBD (not only the described one), which has no action ancillary to that of the device, it would be possible to market it as a class I medical device (typically rule 1 or 4). (see additional rationale and remarks)
	Depends 
	In our point of view the described product falls under rule 21 because the manufacturer does not provide evidence that substances are not absorbed or locally dispersed in the human body.
(The ingredients of the medical device do not have to penetrate the skin – if the substances are absorbed by the dermis an absorption by the human body occurs and therefore rule 21 apply.)

In general it depends: if the manufacturer can prove that the CBD and other substances are not absorbed or locally dispersed then rule 21 does not apply.
	Depends
	Our herbal medicinal products experts at the BASG told us that CBD can be a medicinal product/active substance in principle. 
But regarding the described product there is not enough data available to decide if there is an ancillary action. (see additional rational and remarks)






Proposed draft entry for the Manual

Background 

The product in question is a patch (or gel/lotion) to apply on intact skin surface containing solvents ethanol / ethyl acetate / heptane as well as menthol, arnica and Cannabidiol/CBD. Its intended purpose is local pain relief.

The primary mode of action of the device is, according to the manufacturer physical and not pharmacologic/metabolic/immunologic. The product should therefore be considered as a medical device. The question is whether a medical device containing CBD/Cannabidiol as a secondary substance can be regulated as a medical device, class I.

Outcome

A medical device containing CBD/Cannabidiol as a secondary substance can not be regulated as a medical device, class I. The product should be classified higher than class I, as it contains CBD / Cannabidiol that in its own right in some cases could be seen as a medicinal product or at least a substance. This means that a medical device with CBD/Cannabidiol should be classified according to rule 14 or rule 21. In both cases the product will be classified in a higher class than class I. 





