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Description of the case
The Greek Competent Authority has received a classification request from an OBL Greek manufacturer of a fever reducing gel-Algohox already placed on the EU market (European Authorized Representative in Germany), classified by the manufacturer as Class I (Rule 1) medical device (see attached the IFU of the product). 

According to the manufacturer, the product consists of a fixing device, made up of a roller type plastic bottle. The bottle contains a thermosensitive mixture consisting of Poloxamer, polyethylene glycol, L-menthone 1,2-glyceryl ketal, pentanediol and purified water and it does not contain components that exert pharmacological, immunological or metabolic effects. Upon contact with the skin and exposure to body temperature (>30°C), the mixture undergoes a controlled phase transition from liquid to gel (sol-to-gel transition). This physical process achieves two simultaneous results:
Mechanical Barrier: The formation of a three-dimensional polymer network (film), which acts as a protective coating (mechanical barrier) over the affected area.
Physical Cooling: The gelation process is a physical endothermic procedure. The system absorbs heat from the skin surface to perform its phase transition, providing an immediate and physical reduction of local temperature (physical cooling effect). 

The manufacturer deems that “Rule 9 of the MDR does not apply because Algohox operates in a completely passive manner. It absorbs ambient heat from the elevated body temperature surface (fever), which triggers a phase transition from a liquid to a solid state (gel). This function constitutes a
natural, passive physical heat exchange and the gelation process is a physical endothermic procedure-not reaction. Therefore, it does not fall within the scope of active therapeutic energy delivery. 
Also, according to the manufacturer, the device does not trigger the classification criteria of Rule 21 due to the absence of absorption and local dispersion: There is no systemic absorption, nor any local biological dispersion or distribution of the formulation's components into the epidermis or the human body. The device functions strictly on the surface of the skin. It absorbs body heat from fever, utilizing this physical thermal exchange to undergo transition from a liquid state to a gel matrix (sol-to-gel transition). Besides the components do not achieve their principal intended action within or on the human body by pharmacological, immunological, or metabolic means.

As far as the menthone is concerned, the manufacture regards that it is a distinct chemical entity from menthol, and it serves as a non- active sensory excipient (ancillary organoleptic agent/sensory modifier).

We are convinced that the thermosensitive mixture undergoes an endothermic gelation process which is not a chemical reaction. Therefore the fever reducing gel is not an active device and it is compliant with the Guidance "MDCG 2021-24 Rev.1 Guidance on classification of medical devices, April 2026", "Heating/cooling pads intended only to release stored thermal energy are not active devices because they do not act by conversion of energy. However, heating/cooling pads which act by chemical action (e.g. exothermic or endothermic reaction) are active devices as they are converting chemical energy into heat and/or vice versa."
However, we have doubts about the application of Rule 21, if there is a possibility that the fever reducing gel will be absorbed or locally dispersed when it is applied to the skin.



In this respect, we would appreciate your opinion regarding the classification of the above mentioned fever reducing gel.

	

Question
	Answer
	Rationale or remarks

	Do you consider fever reducing gel Algohox should be classified as Class I medical device with Rule 1?
	
	

	Do you consider fever reducing gel Algohox should be classified as Class IIa medical device with Rule 21?
	
	

	Do you consider fever reducing gel Algohox should be classified otherwise?
	
	






Additional rationale and remarks 












ENQUIRY RESULT

12 Member States (MS) have responded to this enquiry.

7 MS (58%) consider fever reducing gel Algohox as Class I medical device with Rule 1
2 MS (17%) consider fever reducing gel Algohox as Class IΙa medical device with Rule 21
1 MS (8%) consider fever reducing gel Algohox as Class IΙI medical device with Rule 14
1 MS (8%) consider fever reducing gel Algohox as Class IIa or IΙI medical device with Rule 21 or 14 according to the mechanism of action.
1 MS (8%) consider fever reducing gel Algohox could be classified as Class I, IIa or IΙI medical device with Rule 1, 21 or 14 and more information is needed


Therefore, in accordance with point 22 of the Helsinki procedure we invite the members of the extended BCWG to comment on the summary and submit any additional information that may help for a period of 2 months (deadline 27/12/2026)



	Competent Authority
	Do you consider fever reducing gel Algohox should be classified as Class I medical device with Rule 1?
	Do you consider fever reducing gel Algohox should be classified as Class IIa medical device with Rule 21?
	Do you consider fever reducing gel Algohox should be classified otherwise?

	CA1
	Yes-Based on the information provided, the principal intended action appears to be achieved through a passive physical cooling effect resulting from the endothermic sol-to-gel phase transition.
	No- According to the information provided, the formulation forms a surface gel matrix and its intended action is achieved through physical cooling at the skin surface. The mere application of a substance to the skin is not sufficient to trigger Rule 21.
	No

	CA2
	Depends-The manufacturer states that the fever-reducing gel serves only as a mechanical barrier and provides physical cooling. It is not sufficient for the manufacturer to merely claim that the individual ingredients (Poloxamer, Polyethylene Glycol, L-Menthone 1,2-glyceryl ketal, Pentanediol) are not absorbed or do not disperse topically, or that the product acts exclusively on the skin’s surface.
Nor does the fact that the manufacturer intends the product to be used only on intact skin prove that certain ingredients do not penetrate or pass through the skin.
To ensure the product is classified correctly, it is dispersion of the individual ingredients of the preparation after application to the skin. necessary to provide relevant data regarding the absorption or, where applicable, the local
	Depends- See answer on the left
	Ν/Α

	CA3
	Yes-According to the available information,
the product is intended for
non-invasive application on intact
skin. The cooling gelation process is
described as an endothermic physical
process. Therefore, the application of
Rule 1 appears plausible.
	No- According to the available information,
the product is intended for application
on the skin, but the product is not
intended for absorption or local
distribution in the body.
	Depands- No information on the menthone
content is provided. Menthone has a
far weaker cooling effect than
menthol. Menthone is used as a flavor
and fragrance substance. However,
depending on the menthone
3
concentration, an ancillary action
cannot be ruled out.

	CA4
	No
	Yes-Under rule 21 in MDCG 2021-24 the definition of substance refers to Article 1(3) of Directive 2001/83/EC which covers a lot of different substances/products and in our immediate view also these substances in this product. In our view application of the product on the skin must be seen as “locally dispersed”.
	No

	CA5
	Yes- Based on the available information the product can be classified as Class I classification under Rule 1 as the product is intended to act physically on intact skin through a cooling process. 
This conclusion remains subject to confirmation that the ingredients are not absorbed or dispersed in the body and that menthone does not have a pharmacological effect. These aspects should be substantiated by the manufacturer, as evidence of absorption or dispersion could lead to the consideration of Rule 21, while a pharmacological mode of action could make Rule 14 relevant.
	No- It is like placing a cold sponge on the forehead for alleviating fever.
	N/A

	CA6
	Yes- The intended function revolves around a physical reaction with no further invasive action (chemical or pharmacological).
	No- The intended mode of action and place of action is placement on the skin. As per information provided from the manufacturer there seems to be no absorption of any ingredients through the skin. If the case is otherwise, then the manufacturer should declare it and that could revisit the classification system.
	No- It is like placing a cold sponge on the forehead for alleviating fever.

	CA7
	Yes
	No- The intended mode of action and place of action is on the skin. If gel is absorbed, the manufacturer must explain in their technical documentation if that’s safe
	

	CA8
	No-In accordance with Chapter II,
section 3.5 of MDR: "If several rules,
or if, within the same rule, several
sub-rules, apply to the same device
based on the device's intended
purpose, the strictest rule and subrule
resulting in the higher
classification shall apply."
	No- the above-mentioned
	Class III
with Rule
14- The available evidence indicates that
Frescolat® MGA may interact with the
TRPM8 receptor and contribute to the
claimed cooling effect through a
receptor-mediated mechanism. The
manufacturer has not provided
sufficient evidence to exclude a
3
pharmacological mode of action of this
substance. Therefore, the
manufacturer should substantiate that
the principal intended action of the
device is achieved exclusively by
physical means and provide a
justification addressing the
applicability of Rule 14 of Annex VIII
to Regulation (EU) 2017/745.

	CA9
	Yes- Please consider note 2 of rule 1.
Please see additional remarks.
	No- Please consider note 2 of rule 1.
Please see additional remarks.
	N/A -Please consider note 2 of rule 1.
Please see additional remarks.

	CA10
	No
	Yes- The application of Rule 21 is possible.
We consider that it would fall under Class IIa if the formula is designed at a concentration of L-Menthone 1,2-glyceryl ketal where the substance ensures only local dispersion. 
Due to its lipophilic structure and low molecular weight, it easily passes through the lipid barrier of the skin (stratum corneum). It can act on the nerve receptors in the skin to provide a fresh/cooling sensation, but this depends heavily on its concentration.
	N/A

	CA11
	Yes- Based on the information provided, we do not consider the product to be an active device.

	No- According to the information available, we understand that the product solidifies following administration. Therefore, as long as no absorption occurs and the product is not considered to disperse on the body, Rule 21 would not apply.
	Depends- See Additional rationale and remarks.


	CA12
	No
	Depends- Even though the gel is applied on the skin, the gel acts on the skin. Its medical purpose is to interact with skin to achieve the intended purpose. The gel is not purely acting on the skin but also with the skin to remove heat from the human body.

	Depends- The provided documentation does not sufficiently describe the gel’s mode of action (MoA). It is the manufacturer's responsibility to provide evidence supporting the proposed mechanism, specifically clarifying whether the cooling effect is achieved via endothermic reaction, evaporation, or pharmacological action.

To qualify as a medical device, the manufacturer must demonstrate that the principal mode of action is not pharmacological, immunological, or metabolic. The presence of L-Menthone 1,2-glyceryl ketal—a known cooling agent—suggests a potential pharmacological MoA. Furthermore, there is no evidence provided to demonstrate a controlled sol-to-gel phase transition. Consequently, the device's status as a medical device cannot be confirmed until pharmacological, immunological or metabolic action are explicitly ruled out.

Depending on the finalized MoA, the following classification rules may apply if the gel qualifies as a medical device:
· Rule 14: Applicable if any substance, used separately, meets the definition of a medicinal product per Directive 2001/83/EC.
· Rule 21: Applicable due to the product's interaction with the skin.
· Rule 9: Applicable, since the device is an active therapeutic device that has a therapeutic purpose (reducing fever) and removes energy (fever) from the body via a non-human source (e.g., endothermic reaction).









Additional rationale and remarks

CA3
Legal disclaimer
In Germany, BfArM makes binding decisions on the regulatory status, of a medical device or
an accessory for a medical device and/or classification of individual products at the request of
German manufacturers of medical devices, their authorised representatives, their local
Federal State Authorities ("Landesbehörde") or Notified Bodies.
The responsibility for surveillance of manufacture, placing on the market and circulation of
medical devices (including operation and use) lies not with the BfArM (responsibility of the
Federal State Authorities according to § 85 Medizinprodukterecht-Durchführungsgesetz -
MPDG).

CA7
The question is if the L-Methone has the same benefits then L-Menthol, the latter has a clinical proven effect on cooling the skin, by activating receptors in the skin. 
If L-menthol has not, then its only a nice fragrance and no cooling effect. Then it is only a gel  helping cooling the skin by the gel isef (like  a wet towel).

CA8
The Polish CA does not agree with the manufacturer's conclusion that the claimed cooling effect is
achieved exclusively through physical heat exchange associated with the sol-gel transition.
The product contains L-Menthone 1,2-glyceryl ketal (Frescolat® MGA), a substance reported in the
scientific literature to act as a TRPM8 receptor agonist and to induce a cooling sensation.
Furthermore, TRPM8 activation is not limited to menthol and may be triggered by various synthetic
cooling agents with diverse chemical structures.1
Importantly, Behrendt et al. identified Frescolat® MGA among the TRPM8 agonists and reported an
EC50 value of 4.8 ± 1.1 μM, which was comparable to that reported for(−)-menthol (4.1 ± 1.3 μM).
Therefore, the manufacturer has not provided sufficient evidence to demonstrate that the principal
intended action is achieved solely by physical means. In particular, it has not been adequately justified
that the claimed effect is independent of receptor-mediated activity, including TRPM8 activation by
Frescolat® MGA, and results exclusively from the thermosensitive properties of the formulation.


CA9
Just to point out that the enquiry mentions the product as a fever reducing gel, however, according to the IFU it is intended simply to: “local physical cooling of person with fever (…) Cooling Effect: Within 10 minutes of repeated application, the product can reduce temperature by no less than 0.48°C (under simulated fever experimental conditions). (…) 2. Apply the product evenly to the areas that need cooling (such as the forehead, the sides of the neck over the carotid arteries, the inguinal region, the palms of the hands, and the soles of the feet, which are high-heat areas).
3. Reapply every 3 minutes or so (or when a white film appears), and adjust the frequency of application according to symptoms.
4. Discontinue use after the patient's fever subsides. The white film can be removed by wiping with a wet wipe. (…) This product is a medical device intended for local physical cooling only and cannot replace medication”, as presented it seems that the product is merely providing some comfort to the person with fever. 


CA11
A priori, we consider that the product would fall within Class I. However, overall, there is insufficient data regarding the product’s absorption and dispersion, as these factors could lead to the application of Rule 21. There is also insufficient information regarding the effect of menthone, specifically whether, in this product,  it elicits a response at the receptor level and acts through a pharmacological mechanism of action. If this is the case, Rule 14 would also need to be considered.

[bookmark: _GoBack]CA12
For this type of product, it would have been valuable to also include a question on qualification. However, such an assessment would require further information on the role of the individual substances, how they contribute to the product's performance, and how the endothermic reaction is achieved. This is particularly important as L-Menthone 1,2-glyceryl ketal may act through receptor interaction, which could be relevant for determining the product's mode of action and regulatory qualification.


MDCG 2021-24 rev 1, 3.1.5 Active medical devices, p13:  “Heating/cooling pads intended only to release stored thermal energy are not active devices because they do not act by conversion of energy. However, heating/cooling pads which act by chemical action (e.g. exothermic or endothermic reaction) are active devices as they are converting chemical energy into heat and/or vice versa.”
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