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SUMMARY

Description of the case
The Danish Medicines Agency seeks the opinion of other competent authorities regarding qualification and classification of a product previously placed on the market by a Danish manufacturer. 

The product in question is a non-sterile vaginal tablet consisting mainly of lactose:

App. 99 (95,5 – 99,9) % lactose monohydrate, Ph. Eur grade

App. 0,4 (0,1 – 2,0) % magnesium stearate, veg., Ph. Eur grade

App. 0,2 (0,1 – 2,5) % silicium dioxide (Syloid AL-1 FP). 

Intended use (according to Instruction for Use): Reduces unpleasant vaginal odour and discharge associated with bacterial vaginosis (BV). Relieves vaginal dryness, itching, irritation and soreness.

The mode of action is (according to data sheet for the product): The lactose is a nutrient for the ingenious flora of lactic acid bacteria and allows them to grow abundant. The organisms causing bacterial vaginosis (Gardnerella vaginalis and similar) do not grow on lactose. The ingenious flora produce component with adverse effect on Gardnerella and others: Lactic acid (the main product of the fermentation of lactose), eventually other natural biocides.

The product is intended for continuous use for more than 60 minutes (up to some hours). According to IFU: Treatment: Use one vaginal tablet daily until symptoms improve (usually 1 week for BV, unpleasant odour and discharge; 1-2 weeks for vaginal dryness, itching, irritation and soreness).

Prevention: ½-1 vaginal tablet on alternate days, as required.  

In 2008 DKMA made a legal decision that the product was a medical device class IIa according to MDD, Annex IX, rule 5. Bacterial vaginosis was included in the official guidance document regarding sexually transmitted diseases from the Danish Health Authority. 

Recently the manufacturer has requested that the qualification was re-assessed. The manufacturer had an Annex V certificate from the Danish notified body until March 2021 and applied to another notified body for transfer due to expected closure of the Danish notified body. This was rejected in October 2020 by the new NB with the argumentation that the mode of action is based on metabolic means and does not allow to qualify the tablets as medical device, with reference to Article 2(1) of the MDD (93/42/EEC). The manufacturer later lost the certificate due to open non-conformities and the product is therefore no longer CE-marked. 

Our reason for this enquiry is that it is necessary to resolve whether this product is a medical device or not before the manufacturer optionally can apply for certification by another notified body. The manufacturer has already been in contact with several NBs but has been rejected due to work load at the NBs. 

Our immediate present opinion is that the mode of action is metabolic and that that the product therefore achieve its principal intended action by metabolic means on the human body and is not a medical device, ref. MDR Article 2 (1). 

In 2008, we did not question that there was a medical claim because bacterial vaginosis was included in the official guidance document regarding sexually transmitted diseases. We understand that the medical claim could also be discussed, but we find that the issue of mode of action is important regardless of the potential different opinions on this.

If the product is a medical device, it is our opinion that it is class IIb according to MDR Annex VIII, rule 21, last point.

Classification as medicinal product

For convenience, extract from Directive 2001/83/EC (medicinal products for human use):

Article 1: For the purposes of this Directive, the following terms shall bear the following meanings:

2. Medicinal product: 

(a) Any substance or combination of substances presented as having properties for treating or preventing disease in human beings; or 

(b) Any substance or combination of substances which may be used in or administered to human beings either with a view to restoring, correcting or modifying physiological functions by exerting a pharmacological, immunological or metabolic action, or to making a medical diagnosis.

According to our colleagues working with medicinal products, the product in question could qualify as a medicinal product according to Directive 2001/83/EC of 6 November 2001 on the Community code relating to medicinal products for human use, Article 1 (2(a)), if the product has a medicinal purpose, e.g. is presented as having properties for treating or preventing disease. According to the information the purpuse is to ”reduces unpleasant vaginal odour and discharge associated with bacterial vaginosis”. It is not quite clear if the presentation with symptoms of vaginal bacteriose (bacterial inflammation caused by an overgrowth of predominantly anaerobic organisms and a loss of lactobacilli) in human beings, can be qualified as a disease /medicinal purpose, or simply a imbalance in natural bacteria growth. 

Further it is the immediately view, that the product is not a medicinal product by function, pursant to article 1 (2 (b)). According to the information from the company, the product is meant to increase the local lactic acid production, by “feeding“ the natural occurring lactic acid bacteria, present in vagina, by supplying lactose. Similar to add lactic acid per se. In this perspective, the product is meant to support a natural and healthy function in the body, by giving the bacteria present better conditions. The function of the product is not to restore or correct functions in the body, and therefore not seen as a “metabolic action” in the human body. 

We kindly invite you to liaise with your colleagues working with qualification of medicinal products, regarding the question of whether the mode of action could be regarded as metabolic according to Directive 2001/83/EC.

The product has been on the market in Denmark and, according to the manufacturer, sporadically on other EU-markets, and has also been placed on markets outside Europe.

Enquiry result
Number of responses: 14.

	Question
	Answer
	Comments from DKMA

	Do you find that the product achieves its principal intended action by metabolic means, in or on the human body (ref. MDR article 2, 1)?
	Yes: 8

Rather yes: 2

Depends: 1

No:  3
	There is not is majority view as defined in the Helsinki Procedure 2021 (it is not the case that more than 75% of the CAs who transmit an opinion agree)

	Do you find that the product is a medical device?


	Yes: 3

Depends: 1

Rather no: 2

No: 8
	

	If yes, which class is the product?
	IIb: 3
	The 3 CAs which find that the product is MD, all find that it is IIb according to rule 21

	Do you find that the product is a medicinal product?


	Yes or probably yes: 7

No: 3
	Several CAs mention that this question is out of the scope of the BCWG. This is correct.

	Are you aware of any products with the same mode of action and similar claims on your market?
	Yes: 3

No: 6

No reply: 5
	2 of the CAs which are aware of similar products mention that these products are placed on the market as medical devices. 


Summary of the responses

The majority of the voting CAs is of the opinion that the products achieves its principal intended action by metabolic means, in or on the human body. However, there is not a majority view as defined in the Helsinki Procedure. The same majority finds that the product is not a medical device.
Several CAs mention that it is outside the scope of the BCWG whether the product could be a medicinal product.

	CA
Rationale or remarks are placed under each question
	Do you find that the product achieves its principal intended action by metabolic means, in or on the human body (ref. MDR article 2, 1)?
	Do you find that the product is a medical device? + if yes, which class is the product?


	Do you find that the product is a medicinal product?


	Are you aware of any products with the same mode of action and similar claims on your market?

	CA1
	Yes. According to the information provided, the principal intended action of the product consists in influencing lactobacilles metabolism resulting in the increase of lactic acid production.
	No.
	Probably yes. This question is out of the scope of BCWG
	No.

	CA2
	Yes. The action of lactose is considered to be metabolic because lactose is involved in and influences metabolism of lactobacilles in the human body. The principal intended action of the product consists in influencing lactobacilles metabolism resulting in the increase of lactic acid production.
	No
	Yes. The product is presented to have properties for treating disease – bacterial vaginosis, and it achieves its principal intended action in the human body by metabolic means.
	(no reply)

	CA3
	No. The product (vaginal tablet consisting mainly of lactose) does not affect the metabolism of the cells of the human beings but changes the living conditions of the beneficial bacterial flora of vagina and thus promotes taking care of the vaginosis.
	Yes. The intended purpose is a medical one - the alleviation of a bacterial vaginosis. Ref. 2017/745 MDR article 2(1)
IIb. Rule 21, 2017/745 MDR annex VIII: IIb in all other cases - the device is composed of substances or of combinations of substances 

that is intended to be introduced into the human body via a body orifice.
	No. See the first rationale/remark.
	(no reply)

	CA4
	Rather Yes. At this day the draft of MDCG guidance which explains what is a PIM action, mentions:”The “action on the human body” is to be understood to include action on any of its constituents, or an organism or a pathogen within or on the body.” and:

”“Pharmacological means” is understood as an interaction between a substance or its metabolites and a constituent of the human body which results in initiation, enhancement, reduction or blockade  of physiological or pathological characteristics

Metabolic means” is understood as an action of a substance or its metabolites which involves an alteration, including stopping, starting or changing the rate, extent or nature of a biochemical process, whether physiological or pathological, participating in, and available for, function of the human body.”

The product described is intended to increase the local lactic acid production, by “feeding“ the natural occurring lactic acid bacteria, present in vagina, by supplying lactose. 

A metabolic or pharmacological action seems  relevant in this case. The product doesn’t act on the PH but feeds the bacteria.
	Rather no. NA
	Scope outside competences of BCWG
	It exits products as MD with this intended use as medical device. The status was uncertain until now.

	CA5
	Depends. See additional rational and remarks.
	Depends
	Depends
	(no reply)

	CA6
	Yes. The product contributes to the decrease of the concentration of vaginal bacteria (Gardnerella vaginalis and similar) by favouring the production of lactic acid by lactic acid bacteria. Therefore, the whole mechanism of action on the human body should be considered as metabolic.
	No. The principal intended action of the product is achieved by metabolic means.
	Rather yes. The qualification as a medicinal product is outside the scope of the Helsinki procedure
	No. We are not aware of the production / distribution of any products with the same mode of action and similar claims on our market as medical devices.

	CA7
	Yes. According to the information provided:

‘The lactose is a nutrient for the ingenious flora of lactic acid bacteria and allows them to grow abundant.’ 
The principal mode of action is to facilitate the increase lactic acid bacteria. 

This mode of action is not in line with the definition in Article 2 (1) of the MDR.

	No. It does not meet the definition of a medical device.
	Probably yes.
	(no reply)

	CA8
	Yes. From the information provided, the product appears to achieve its principle intended action by metabolic means by facilitating the increase in  local lactic acid bacteria present in the vagina.
	No. Based on the information provided, the said product does not appear to meet the definition of a ‘medical device’ by virtue of its mechanism of action, as a medical device should not achieve its principal intended action by pharmacological, immunological or metabolic means, in or on the human body, but which may be assisted in its function by such means. The principal mechanism of action presented for this product does not appear to be physical in nature.
	N/A. Qualifying the product as a medicinal product is outside the scope of the Helsinki procedure.
	No. The HPRA has not identified any medical devices on the Irish market with the same mode of action or similar claims.

	CA9
	No. Vaginal tablets containing lactic acid intended for prevention, treatment or alleviation of bacterial vaginosis achieve their principal intended action by restoring the physiological pH of the vagina, increased by the amines produced by the pathogen anaerobic bacteria.

“Feeding“ the natural occurring lactic acid bacteria, present in vagina, by supplying lactose cannot be considered a metabolic mode of action. The function is not to restore or correct functions in the body, and therefore not considered as a “metabolic action” in the human body
	Yes. IIb. Based on rule 21 
	No.
	Yes.

	CA10
	No. The product affects the vagina "flora", but does not kill bacteria. The product affects the metabolism of the lactic acid bacterium. The product does not achieve its principal intended action by metabolic means, but the product assists the human body in its metabolic function.
	Yes. Bacterial vaginosis is on the WHO list under MF3A vaginal discharge. So it does make it a medical condition. This product intended use is the alleviation of this disease (2017/745 MDR article 2.1).

IIb. Rule 21 2017/745 MDR annex VIII (7.8) IIb in all other cases, since the device is composed of substances or of combinations of substances 

that is intended to be introduced into the human body via a body orifice.
	No. Because this product does not go directly into the bacteria and also does not come into the human body systemically. Therefore this product is not classified as a medicinal product.
	Yes. One example: vaginal tablets as a medical device Normaflor, manufacturer Polichem S.A. Switserland, AR Bioselecta Italie, Distributor Memidis Pharma B.V. NL, Notified Body 0477 Eurofins Product Testing Italy

	CA11
	Yes. Lactose from this product is meant to increase the local lactic acid production and this is metabolic action.
	No.
	Yes. This product is intended for treating disease – bacterial vaginosis, and it achieves its principal intended action in the human body by metabolic means.
	(no reply)

	CA12
	Rather yes. The product facilitates the increase in local lactic acid bacteria present in the vagina (increase in production of lactic acid).
	Rather no.
	N.A. Please see additional remarks. Although not in scope of B&C WG.
	Not able to identify product with the same composition.

	CA13
	Yes. The principal mode of action of the product consists in influencing lactobacilles metabolism resulting in the increase of lactic acid production. 

The action of lactose is principal intended action by metabolic means on the human body.
	No. MDR Article 2 (1)
	Yes. The product used specifically for the medical purpose of treating/preventing vaginal infections- bacterial vaginosis, based on primary metabolic mode of action. 
	Not able to identify product with the same composition.

	CA14
	Yes. According to the information provided, the principal intended action is achieved by “The lactose is a nutrient for the ingenious flora of lactic acid bacteria and allows them to grow abundant.’ This action contributes to the decrease of the concentration of vaginal bacteria (Gardnerella vaginalis and similar) by favouring the production of lactic acid by lactic acid bacteria.
We considered this as a metabolic mode of action
	No. 
	This question is out of the scope of BCWG
	No.


Additional comments from CAs

	CA4
	On 2008, an enquiry was launched by our portuguese colleagues about similar products. There was not conclusion on 2008 even if the most of AC considered that these product could be acceptable as medical device. However, in 2008, the discussions about the definition of PIM action hadn’t been initiated. Today, it is not evident that the conclusion would be the same with the definition of the PIM.



	CA5
	Here, according to the provided information the manufacturer states that 1) lactose is a nutrient for the endogenous vaginal flora, 2) that the organisms causing bacterial vaginosis (Gardnerella vaginalis and similar) do not grow on lactose and 3) that the endogenous vaginal flora produces components with adverse effect on Gardnerella and others: lactic acid (the main product of the fermentation of lactose) and eventually other natural biocides.

In our view claim 2) means that bacteria causing bacterial vaginosis simply do not use/are not able to use lactose as a nutrient source for fermentation processes. But the addition of lactose itself does not seem to have a direct ”physicochemical” effect on these bacteria. It is more likely that the principle mode of action of the product is given in claims 1) and 3).

According to a national guideline for diagnosis and treatment, bacertial vaginosis (BV) is a microbial imbalance characterised by a clear shift towards anaerobic microorganisms to the disadvantage of facultative anaerobic flora, especially lactobacilli. 
The uptake of lactose by lactobacillus occurs through a membrane transport system followed by β-galactosidase-catalyzed intracellular hydrolysis of lactose into the monosaccharides glucose and galactose (Kittibunchakul S et al. Gactosidase from Lactobacillus helveticus DSM 20075: Biochemical Characterization and Recombinant Expression for Applications in Dairy Industry. Int J Mol Sci. 2019;20(4):947) followed by further fermentation steps. If one considers the endogenous vaginal flora as part of the human body (i.e. beause of symbiosis) then the ”feeding” of endogenous lactobacillus by (probably abundant) supply of lactose (claim 1)) could be assessed as ”metabolic means” as defined in the still current version of MEDDEV 2.1/rev3 (2009). Together claim 1) and 3) lead to the assumption that more lactate and eventually more other natural biocides are produced (”metabolic means”). Finally, according to claim 3) the overall purpose of the product is the adverse effect of lactate and eventually other biocides on Gardnerella vaginalis and others. The mode of action of lactate as a weak lipophilic acid could be assessed as ”pharmacological means” as defined in the still current version of MEDDEV 2.1/rev3 (2009). We refer to Enquiry ”Qualification of vaginal products containing lactic acid or ascorbic acid” circulated and finalized in 2019 (see attachment).

	CA10
	Regulation (EU) 2017/745

Annex VIII (7.8) Rule 21 ’Devices that are composed of substances or of combinations of substances that are intended to be introduced into the human body via a body orifice or applied to the skin and that are absorbed by or locally dispersed in the human body are classified as: ... class IIb in all other cases.’

	CA12
	Please note that on 2008 PT circulated an enquiry on the qualification/classification of a vaginal gel with lactic acid. 

Feedback from MP, as suggested by DK: 

“According to several published scientific literature, bacterial vaginosis is a prevalent state of dysbiosis of the vaginal microbiota with wide-ranging impact on human reproductive health. In short, bacterial vaginosis is a common condition which causes an offensive smelling vaginal discharge and is associated with an increased risk of HIV acquisition and transmission, pelvic inflammatory disease and adverse pregnancy outcomes. The normal bacteria found in the vagina include numerous lactobacilli which produce lactic acid maintaining a low pH and inhibiting the growth of other bacteria. In BV the pH rises in association with loss of lactobacilli and there is an overgrowth of anaerobic bacteria. So, any product used to control the growth of anaerobic bacteria can be considered a medicinal product by function.

mode of action

Under Article 1(2)(b) of Directive 2001/83, “medicinal product” means: 

“any substance or combination of substances which may be used in or administered to human beings either with a view to restoring, correcting or modifying physiological functions by exerting a pharmacological, immunological or metabolic action, or to making a medical diagnosis.”

Lactic acid bacteria (LAB) are a broad group of Gram-positive, immotile, acid-tolerant, rod shape or spherical microorganisms, including several genera such as Lactobacillus, Leuconostoc, Pediococcus, Lactococcus, Enterococcus, Streptococcus. (From: Comprehensive Biotechnology (Second Edition), 2011)

According to several authors like, for instance, Hearps et al. and Tachedjian et al. (Hearps AC, Tyssen D, Srbinovski D, Bayigga L, Diaz DJD, Aldunate M, et al. . Vaginal lactic acid elicits an anti-inflammatory response from human cervicovaginal epithelial cells and inhibits production of pro-inflammatory mediators associated with HIV acquisition. Mucosal Immunol. (2017) 10:1480–90. 10.1038/mi.2017.27; Tachedjian G, Aldunate M, Bradshaw CS, Cone RA. The role of lactic acid production by probiotic Lactobacillus species in vaginal health. Res Microbiol. (2017) 168:782–92. 10.1016/j.resmic.2017.04.001), besides the change of the pH, lactic acid also performs some immunomodulatory actions on the genital tract mucosa and other cell types. Lactic acid in its protonated form creates an anti-inflammatory state by stimulating the production of large amounts of the anti-inflammatory cytokine IL-1RA, and inhibiting the production of inflammatory cytokines (IL-6 and TNFα) and chemokines (IL-8, RANTES and macrophage inflammatory protein-3α, MIP-3α) in the presence of TLR-2,−3,−4 agonists. Lactic acid also inhibits nuclear translocation and activation of the transcription factor NF-κB in peripheral blood mononuclear cells and monocytes/macrophages (see, for exemple, Ménard S, Candalh C, Bambou JC, Terpend K, Cerf-Bensussan N, Heyman M. Lactic acid bacteria secrete metabolites retaining anti-inflammatory properties after intestinal transport. Gut (2004) 53:821–8. 10.1136/gut.2003.026252 and Lee JM, Hwang KT, Jun WJ, Park CS, Lee MY. Antiinflammatory effect of lactic acid bacteria: inhibition of cyclooxygenase-2 by suppressing nuclear factor-kappaB in Raw264.7 macrophage cells. J Microbiol Biotechnol. (2008) 18:1683–8.).

Taking into account all of the above, it can be concluded that the lactic acid exerts a pharmacological, immunological or metabolic action.

Even if it was considered that the pharmacological action of the lactic acid was not exerted in the human body, as mentioned in the MANUAL ON BORDERLINE AND CLASSIFICATION IN THE COMMUNITY REGULATORY FRAMEWORK FOR MEDICAL DEVICES (Version 1.22,  05-2019, p. 46) according to the judgment of the Court of 6 September 2012, case C-308/11, Article 1(2)(b) of Directive 2001/83/EC must be interpreted as meaning that, for a substance to be regarded as exerting a “pharmacological action” within the meaning of that provision, it is not necessary for there to be an interaction between the molecules of which it consists and a cellular constituent of the user’s body, as an interaction between that substance and any cellular constituent present within the user’s body may be sufficient.”
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