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1. Introduction

Cosmetic products have a long history, with evidence of their use dating back to ancient
civilizations. In ancient Egypt, both women and men used scented oils and kohl to cleanse
and enhance their appearance (1-3).Figure 1 shows an Egyptian queen as a painted

limestone statue wearing kohl as eye make-up.

Figure 1: Hatshepsut, an Egyptian queen, is depicted on a painted limestone statue in the Egyptian Museum in Cairo. Source:
https://www.nationalgeographic.com/science/article/100114-cleopatra-eye-makeup-ancient-egyptians (4)

In addition to its aesthetic use, kohl served hygienic, therapeutic, and religious purposes, it
was believed to protect eyes from infections and used to treat eye irritations. In ancient
Egypt, it often contained lead, which was posing health risks over time, though these risks

were unknown then (3, 4).

In the 16th century, lead powder was used to achieve pale and smooth skin. One
particularly well-known user was Queen Elizabeth |. The queen used “Spirits of Saturn”, a
mixture of lead and vinegar, which led to pale skin, but in the long run caused teeth decay
and hair loss(5). In the 19th century, cosmetic products containing lead and arsenic were
recognized as dangerous, but the usage continued into the 20th century. Cosmetics were
initially for the upper classes but became widely available during industrialization. In the
early 20th century, arsenic wafers became popular in the USA, despite their harmful effects
(6). Figure 2 illustrates an advertisement for “Ammet’s French complexion wafers” claiming
facial imperfections are permanently removed, leaving a clear complexion and smoother

features, while being completely safe to use.
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Figure 2: Advertisement of Ammet's French Complexion Wafers of 1890. Source: https://www.cosmeticsandskin.com/ded/arsenic.php (7)
The recognition of the harmfulness of some cosmetic products gradually led to changes in
the cosmetic section and a growing awareness of the need for safe ingredients. Over time,
cosmetic products have evolved and are now an integral part of daily routines. Today, a
wide range of cosmetic products is used for various purposes, e.g. baby products such as

shampoo or eye make-up preparation as eyebrow pencil (8, 9).

In the past numerous incidents caused by unsafe products have resulted in serious health
problems in the United States of America (USA) as well as European Union (EU) that has

shown the need for stricter regulatory requirements in the cosmetic sector (10, 11).

The cosmetic market in the USA is a rapidly growing, generating approximately $66.74
billion in sales in 2024 (12). In comparison, the EU market comprises estimated $131.66
billion in 2024 and also represents an important and high potential sales market (13). Due
to the EU's low import duties as the EU does not impose customs duty on some cosmetic
products, e.g. hair products, lip and eye make-up, the European cosmetics sector is

attractive for small and medium-sized (SME) US exporters (14).

The history of the cosmetic EU regulation began in 1976 and is therefore more recent than
cosmetics regulation in the USA. In 2009, the Council Directive 76/768/EEC was replaced by
EU Regulation No. 1223/2009. It formed a more strictly regulated framework, particularly

regarding requirements for manufacturing and marketing of cosmetic products. In contrast



to the US regulation which places more emphasis on individual responsibility of a company

for the safety of its cosmetic products (15, 10).

In the USA, cosmetic product safety was gradually improved through legislation, especially
after incidents like the harmful eyelash dye “Lash Lure.” Key regulations include the Federal
Food, Drug, and Cosmetic Act (FD&C Act) of 1938, which was later expanded by the Fair
Packaging and Labeling Act of 1966 and the Modernization of Cosmetics Regulation Act
(MoCRA) in 2022. As a consequence of the implementation of MoCRA, the Federal Drug
Administration (FDA) terminates the Voluntary Cosmetic Registration Program (VCRP), the
only program available for companies to voluntarily register cosmetic products until then

(16)

The FD&C Act under MoCRA increased FDA authority and introduced new requirements
that may affect especially SMEs, which are vital to the economy. SMEs play a crucial role,
accounting for two-thirds of jobs in the US and 99% of businesses in the EU, driving

innovation and economic growth (17-19).

2. Aim of this Thesis

The aim of this thesis is to analyze the new challenges faced by cosmetic companies,
particularly SMEs, due to the updated cosmetics regulation in the USA following the
enactment of MoCRA. The focus will be on the specific requirements and regulations for
cosmetics under MoCRA, along with a comparison to the corresponding provisions of the
EU Cosmetics Regulation. Additionally, the most significant parallels and differences with

the respective pharmaceutical legislation in the USA and the EU will be examined.

A case study will be presented. It will focus on a US-based SME that meets the definition of
small business and sells several cosmetic products with an annual turnover of $750,000 in
the USA, will be used to investigate the practical implications of the changes mandated
under MoCRA. The aim is to detail the challenges and burdens faced by SMEs and to assess
whether a unified registration strategy for a cosmetic product for the USA and Europe can

be developed to adapt to the new conditions.



The analysis aims to develop practical recommendations tailored specifically to the needs
of SMEs, supporting them in strategic decision-making and adaptation to the expansion of

FDA’s authority to regulate cosmetics.

3. Regulatory Framework of Cosmetic Products in the USA

3.1. History of Cosmetics Products under FDA’s Regulation

This section provides an overview of the historical development of cosmetics legislation. It
outlines the development of the legal framework from its beginnings to the current
standards and highlights the most important milestones that have affected the safety and
market surveillance of cosmetic products. The implementation of the FD&C Act of 1938 was

the first step towards the regulation of food, drug and cosmetics as shown in Figure 3.

Milestones in the Regulation of Cosmetics in the USA

o"Lash Lure Scandal"

eFederal Food, Drug and Cosmetic
Act

eFair Packaging and Labeling Act

*Modernization of Cosmetic Act

Figure 3: The image represents the most important milestones in the regulation of cosmetic products in the USA.

The FD&C Act, was extended to include cosmetic products and medical devices in response
to growing safety concerns (20, 10) (Figure 3). One example of a safety concern was the
infamous case of “Lash Lure” in 1933, a coal tar-based eyelash dye that caused severe eye
injuries, including blindness, and at least one fatality (21). Figure 4 shows a poster

established from the FDA to warn consumers of “Lash Lure” from the consequences of use.
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Figure 4: Close-up of the FDA ad in which the dangers of Lash Lure are emphasized, with before and after photos of the woman who went
blind after using Lash Lure. (Image source: https.//www.cosmeticsandskin.com/bcb/lash-lure.php) (22)

Among others, this case has led the FDA to impose stricter requirements on the use of color
additives. In response to concerns about the safety of colorants and their potential impact
on consumer health the FDA demands under the FD&C Act, starting 1938, color additives
must be approved by the FDA before they can be used in food, drugs and cosmetics. Batch
certification is required for colorants made from coal tar. The color certification program,

which is funded by user fees, continues to this day (20, 23).

The FD&C Act of 1938 grant the FDA authority to regulate adulterated or misbranded
products and ban harmful substances not only in drugs, but also in cosmetics. It requires
that cosmetic products are safe for their intended use and properly labeled. However, the
FD&C Act did not enforce pre-market safety testing for substances, leaving companies

responsible for ensuring the safety of cosmetic products (10, 24).

Because the first definition of proper labeling was very broad, the Fair Packaging and
Labeling Act (FPLA) of 1966 refined it to further enhanced consumer protection by requiring
that all products marketed to retail consumers, including cosmetics, have to be honestly
and informatively labeled. This regulation ensured greater transparency by mandating
ingredient lists and standardized labeling, enabling consumers to make informed choices

(20, 25).

Apart from legislation, in 1972, the VCRP, a voluntary registration program was founded to
provide the FDA with the most accurate estimate of available information on cosmetic

products and their ingredients, their rate of usage and the companies involved in their



manufacturing and distribution. The VCRP was also open to foreign cosmetics companies
whose products were imported for sale in the USA. The participation in this program was
voluntary, it resulted in an incomplete overview of cosmetic products available on the USA

market.

The FD&C Act of 1938 remained the basis of cosmetics regulation and was last amended
under MoCRA in 2022, which is the most substantial expansion of the FDA's authority to
regulate cosmetics since the implementation of the FD&C Act and aims to enhance the

cosmetic products’ safety that are used by many users every day (9).

The most important legislative changes resulting from the implementation of MoCRA
include the obligation for maintaining documentation of safety substantiation, adverse
event reporting and the compliance with Good Manufacturing Practices (GMP). In addition,
the labeling requirements have been extended, as the detailed contact details of the

responsible person (RP) and all fragrances allergens must be listed in detail (9, 26).

Furthermore, under MoCRA the FDA announced to stop accepting submissions to the VCRP
on March 27, 2023 as the registration and listing of cosmetic products are now mandatory

(27).

The overview of the historical development of cosmetics legislation, starting with the FD&C
Act of 1938, which was the first regulation for cosmetic products in the USA, and describes
the key milestones that impacted the safety and market surveillance of cosmetic products.
The MoCRA of 2022 brought significant expansions of the FDA's authority to regulate
cosmetics. The following section 3.2 offers an overview of the current federal regulation of
cosmetic products and the changes to the FD&C Act brought about by the implementation
of MoCRA.

3.2. Overview of the Federal Regulation of Cosmetic Products in the
USA
Two agencies are responsible for enforcing cosmetics regulations. The FDA is responsible

for monitoring product safety, responding to consumer complaints, conducting inspections

and issuing warning letter or recalls for non-compliant cosmetic products (28). On the other



hand the Federal Trade Commission (FTC) is playing an important role in regulating
advertising claims to prevent misleading marketing practices (29). In general, a claim is a
statement about the advertised medicine or what it does. Claims usually relate to benefits
and can be made directly through a statement or indirectly using images or other graphics.
For example, an ad with a picture of Aloe Vera may suggest that the advertised cosmetic

product contains Aloe Vera (30).

As already mentioned, the FD&C Act provides the main regulatory framework for cosmetic
products in the USA. This legislation establishes a variety of obligations for companies,

including the responsibility to ensure safety of the cosmetic product (31).

Cosmetic Products are defined under sec.201(i) of the FD&C Act as a product, except soap,
"intended to be rubbed, poured, sprinkled, or sprayed on, introduced into, or otherwise
applied to the human body or any part thereof for cleansing, beautifying, promoting
attractiveness, or altering the appearance..” (32). As a part of the implementation of the
MoCRA, the definition of cosmetic products has been extended to “a preparation of
cosmetic ingredients with a qualitatively and quantitatively set composition for use in a

finished product” (33).

As mentioned before, soap is an exception as FDA defines it as a product consisting primarily
of alkali salts of fatty acids formed by the reaction of fats or oils with alkali. These salts must
be the primary source of the cleansing action; if synthetic detergents are included, the
product is classified as a cosmetic product. In addition, soap must be marketed exclusively
as a cleaning product which is regulated by the Consumer Product Safety Commission. In
contrast, products with additional purposes, such as moisturizing, fragrance or medicinal
benefits, are classified as cosmetics or drugs (34). At this point, it must be emphasized once
again that it is important to make a clear distinction between cosmetics, drugs and medical
devices as each category follows different regulatory pathways (35, 36). For a brief overview

of the requirements for drugs please read through section 3.6.

The FD&C Act is supplemented by the Fair Packaging and Labeling Act (FPLA). In general,
labeling refers to all labels and other written, printed or graphic information on or
accompanying a product and must appear on both inside and outside of the container or

packaging. The labeling requirement are laid down in the 21 CFR and all cosmetic products



containing false or misleading statements on the label or are not labeled in accordance with
these requirements may be considered adulterated or misbranded and will be susceptible
to regulatory measurements, e.g., inspection of establishments or prohibition of

distribution (24).

The FPLA requires a clear and accurate product labeling, ensuring that consumers receive
important information about the ingredients and its usage (37, 24). In the USA, the label
and labelling are closely linked to the advertisement and promotional material. Therefore,
the meaning of labeling is only briefly discussed here. Due to its significant importance, a
detailed description of the requirements of packaging, label and advertisement is shown

(see section 3.3.5.).

Beyond that, the formulation of cosmetic products is an essential part in ensuring their
safety and compliance with regulations. This aspect will be examined in more detail in
section 3.3.2., where its importance and the factors influencing the development of

cosmetic formulations will be discussed.

Under MoCRA, the most important changes are the maintaining documents of the safety
substantiation, establishment of cosmeticovigilance system for adverse event reporting and

compliance with GMP.

The RP plays a crucial role in ensuring the safety of the cosmetic product (see section 3.3.1
for main responsibilities and functions of the RP). Its responsibility includes the safety
substantiation of a cosmetic product, proven by scientifically validated methods and
records, where animal testing is not mandatory. Talc-containing cosmetic products require
additional testing under MoCRA, which focuses on safety concerns, particularly asbestos

contamination and health risks (38) (see section 3.3.3.).

As mentioned before, under MoCRA, compliance with GMP is required in the manufacture
of cosmetic products. Nevertheless, the scope of the compliance with GMP is still under

review by the FDA (see section 3.3.4. for a detailed description of the GMP requirement).

Furthermore, the labeling requirements have been expanded under MoCRA, especially
with regard to mentioning the detailed contact information of the RP and declaration of

fragrances, essential to provide both transparency and consumer safety (see section 3.3.5).



The FDA demands the mandatory registration of facilities and listing of cosmetic products

with Cosmetics Direct System (see section 3.4)

Beyond that, the adverse event (AE) reporting for cosmetic products to the FDA is now
mandatory. Under MoCRA, the RP must report any serious adverse event (SAE) in the USA
to the FDA (38—40) (see also section 3.5.1).

Under MoCRA, the FDA can request mandatory recalls in case of safety concerns and the
FDA has the authority to order a mandatory recall if the RP fails to do so voluntarily (9).

(section 3.5.2).

However, there are certain exemptions for compliance with GMP and for the obligation to
register. Facilities are not required to register if they meet the criteria for small businesses.
Specifically, the legislation exempts RP, owners, and operators of establishments with
average annual gross sales for cosmetic products of less than $1,000,000 (adjusted for
inflation) in the USA over the past three years (39). Additionally, in accordance with 21 CFR
710.9 the registration obligation is not applicable for all establishments listed in ANNEX I.
No exceptions are made for these type of products (“special-use cosmetic products”) listed
in ANNEX |, regardless of whether the definition of small business is met based on annual

turnover (40).

To sum up, the FDA and FTC regulate cosmetics in the USA, with the FDA ensuring product
safety and the FTC overseeing advertising claims. The FD&C Act under MoCRA requires
stricter safety measures, GMP compliance, and mandatory reporting of AE, while also
detailing labeling and facility registration requirements. Small businesses are exempt from

GMP and registration and listing obligations.

3.3. Pre-Market Requirements in the USA

3.3.1. Responsible Person in the USA

As previously mentioned, RP plays a crucial role in ensuring compliance with regulatory
requirements in the cosmetics industry. This section provides a detailed overview of the
RP's responsibilities within the context of the applicable legislation. A RP must be
determined and is defined as “manufacturer, packer, or distributor of a cosmetic product

whose name appears on the label of such cosmetic product” (41).



The main responsibilities of the RP include several key tasks that are essential to ensure the

safety, quality, and compliance of cosmetic products:

X/

** Maintain the documentation of the safety substantiation:

The RP is responsible to ensure that safety substantiation for the cosmetic product
is maintained and accessible for regulatory authorities to review at any time (38).
This involves gathering and keeping detailed records that demonstrate the safety of
the product when used according to its intended purpose. The RP is responsible for
compiling the necessary documentation, which may include ingredient
assessments, toxicological profiles, and clinical testing data (see section 3.3.3. for
more details).

%+ Labeling: Another critical responsibility is ensuring that name and contact details of
the RP are clearly indicated on the cosmetic product's label (42, 41) (see section
3.3.5).

+»* AE Reporting: The RP is responsible for reporting any SAE associated with the use of

cosmetic products. This includes tracking and documenting consumer complaints,

side effects, or any incidents where the product may have caused harm. The RP must

ensure that these reports are submitted to the FDA (43). As this is an important part

of cosmeticovigilance, it will be discussed in further detail in section 3.5.1.

Overall, The RP ensures compliance by maintaining safety documentation, proper labeling,

and reporting SAE.

3.3.2. Product Formulation in the USA

As stated in section 3.2, the formulation of cosmetic products is an essential part in ensuring
their safety and compliance with regulations. Moreover, the classification of a product as a
cosmetic or drug depends largely on its intended use, ingredients and formulation. As
explained in section 3.6, a product may be regulated as a drug if its composition results in

properties that extend beyond cosmetic purposes.

In addition, there are important exceptions to the classification of cosmetic products, which
can often lead to confusion. One example is the regulation of self-tanning lotions. In

general, products that are intended for external application to the skin and do not have

10



therapeutic or curative purposes are classified as cosmetic products. A self-tanning lotion
that only aims to give the skin a tanned color therefore falls into the category of cosmetic
products. However, there is one significant exception to this rule: if the self-tanning lotion
also contains active ingredients that have been proven to provide a health benefit, for
example by protecting against harmful UV rays, it is no longer considered a purely cosmetic
product. Such an active ingredient could, for example, be a sun filter or another active agent
to protect against UV damage. In this case, the product would fall under the regulation of
drugs in the USA, as it is a therapeutic or health-promoting effect, namely protecting the
skin from sunburn, skin ageing or even skin cancer. Similarly, a standard shampoo is
classified as a cosmetics, whereas an anti-dandruff shampoo with medical claims falls under

drug regulation (44-46).

The FDA enforces strict rules on the ingredients used in cosmetic products. A categorized
list of substances that are either prohibited or restricted due to safety concerns is shown in

ANNEXII.

Certain cosmetic ingredients have raised health concerns, such as coal-tar hair dyes used as
color additives and synthetic compounds like per- and polyfluoroalkyl substances (PFAS).
PFAS are intentionally used in cosmetics such as lipsticks, eyeshadows, moisturizers, nail
polishes, and cleansers to condition and smooth skin and hair, enhance shine, and improve
product texture and consistency (47, 48). As PFAS leads to safety concerns they must be
mentioned on the cosmetic label. Now there are currently guidelines issued by the FDA.
Under MoCRA, the FDA is requested to evaluate the usage of PFAS in cosmetic products,

including any risks associated with their use not later than December 2025 (47).

As mentioned before, the FDA regulates color additives in foods, drugs, cosmetics, and
medical devices, approving safe additives and uses in the Code of Federal Regulations (CFR).
The usage of an unlisted color additive, the incorrect use of a listed color additive, or the
use of a color additive that does not meet the specification of purity and identity of the
listing regulation may result in a product being adulterated under the provisions of the

FD&C Act (49).

Nanomaterials are increasingly used in cosmetic products in the USA, especially in skincare

products, to enhance properties such as skin penetration and texture. While the FDA has
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not established formal regulatory definitions for “nanotechnology”, “nanomaterial’,
“nanoscale”, or other related terms. In addition, nanoparticles are not directly regulated by
the FDA. For this reason, cosmetics companies whose products contain nanomaterials are
required to thoroughly test their product and ensure that it is adapted to the specific

properties of the nanoscale, e.g. as part of the proof of safety substantiation (50).

In summary, the classification of cosmetic products depends on their intended use,
ingredients, and formulation, with exceptions for products that offer therapeutic benefits,
such as self-tanning lotions or anti-dandruff shampoos. The FDA regulates cosmetic
ingredients for safety, including restrictions on substances like PFAS and color additives,
while encouraging innovation in areas like nanotechnology, provided safety assessments

are adapted accordingly.

3.3.3. Safety Substantiation and Animal Testing in the USA

As indicated in section 3.2, there was no obligation to maintain documentation as proof of
safety substantiation in the past. However, the companies were required to always ensure
the safety of their product. Nevertheless, the safety of cosmetic products has become
significantly more stringent under MoCRA compared to previous regulations. As mentioned
before, the RP is now required to substantiate the safety of cosmetic products through
comprehensive and scientifically validated records (51). In this context, the term safe is
defined as a product, including all its ingredients, being harmless to the user when used as
intended or under typical and normal conditions of use. It is important to note that a
cosmetic product will not be deemed harmful solely because it may cause mild and
temporary skin irritation in a subset of users (52). To substantiate safety, companies may
rely on existing safety data, provided that the data are obtained through scientifically valid
and reliable methods. Such methods include the consideration of existing published

studies, literature review , database review and studies (9, 51, 38).

However, unlike in the EU, the use of animal testing is permitted in the USA. While animal
testing is not a mandatory requirement for cosmetic products, companies are encouraged
to use alternative methods wherever possible. This approach aligns with global trends, such

as the complete ban on animal testing for cosmetics in the EU. Additionally, products with
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higher risks, such as those containing nanomaterials or talc, may be subject to stricter safety
assessments (53, 50). Furthermore, MoCRA emphasizes the safety of products containing
talc. Asbestos and talc are natural minerals that often occur together in close proximity in
the earth. For this reason, talc can potentially be contaminated with asbestos. Talc is used
in a variety of ways in cosmetic products and other personal care products, e.g. face or baby
powder. For instance, it can be used to absorb moisture and prevent clumping. Since the
1960s, studies have suggested a possible link between the use of talc-containing powder in
the genital area and ovarian cancer, but without conclusive evidence or clarity about
possible risk factors. In addition, there have also been concerns about possible asbestos
contamination of talc since the 1970s. Under MoCRA, the FDA proposed to introduce
standardized test methods for the detection and identification of asbestos contaminants in
cosmetic products because asbestos is a known carcinogen (when inhaled). The proposed
rule mandates that manufacturers test a representative sample from each batch or lot of
talc-containing cosmetic products for asbestos using both Polarized Light Microscopy with
dispersion staining and Transmission Electron Microscopy combined with Energy Dispersive

Spectroscopy and Selected Area Electron Diffraction (54, 55).

To sum up, MoCRA requires companies to substantiate the safety of cosmetic products with
scientifically validated records, and stricter assessments are needed for risk products like
those with talc or nanomaterials. While animal testing is permitted, alternatives are

encouraged.

3.3.4. Good Manufacturing Practices of Cosmetic Products in the USA

As mentioned before, compliance with GMP has so far not been mandatory for cosmetic
products in the USA. In the past, the FDA has relied on companies to be compliant with
GMP voluntary and based on recommendations laid down in the draft Cosmetic Good

Manufacturing Practices Guideline (56, 9).

Under MoCRA, the compliance with GMP for cosmetics is no longer voluntary, except for
small businesses. However, there is a requirement under MoCRA for the FDA to propose
binding Cosmetic GMP guidelines. Nevertheless, the scope of requirements for cosmetic

products is not yet fully known and must be established by the FDA. It could be expected
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that the scope and stringency of potential future Cosmetic GMP requirements may vary
depending on the size of the facility. Possibly, larger manufacturers with complex supply
chains and production processes are more likely to face stricter obligations, while smaller
facilities may see scaled-down requirements to account for their limited resources (57, 58).

However, this cannot be said with certainty.

The draft guideline "Cosmetic Good Manufacturing Practices" last amended in June 2013
by the FDA, which is currently available, provides guidance on production, quality control

and record keeping processes such as:

X/
°

Establishing and maintaining clean and hygienic production environments.

X/
°

Conducting regular employee training on hygiene and production protocols.
¢ Ensuring the validation and maintenance of manufacturing equipment.
+ Implementing traceability systems for raw materials and finished products.

+* Keeping detailed documentation of production processes and quality control

measures.

All in all, under MoCRA, compliance with GMP for cosmetic products in the USA is now
mandatory, except for small businesses. However, the full requirements and scope of the
GMP guidelines still need to be established by the FDA, with larger manufacturers expected
to face stricter obligations. However, the implementation of GMP requirements is seen as
a key factor in meeting overall safety and quality expectations. Companies are encouraged
to adopt GMP Guidelines to increase consumer confidence and align with international best

practices (56).

3.3.5. Packaging, Labeling and Advertisement in the USA

As already stated in 3.2, it should be emphasized that the FDA focusses on packaging and
labeling which are closely connected to claims and advertisement (30). The FDA prohibits
the marketing of cosmetics that are adulterated or misbranded according to sec. §301 of
FD&C Act. Here a cosmetic product is regarded as misbranded if the labeling is not correct

or information such as net quantity of contents is not correct or the container or its fill is
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misleading (59). Moreover, the sec. §602 of the FD&C Act states that a label can be
considered misleading not only if a statement is deceptive, but also if a material fact is
omitted, which could be significant due to a statement on the label or the potential
consequences of the product's recommended use (60). In brief, misbranded or misleading

cosmetics are prohibited to be sold on the USA market (61).

The Federal Trade Commission (FTC) Act also applies to the advertisement of cosmetic
products. It requires that advertisements are truthful, supported by evidence, and free from
unfair or deceptive practices. This ensures that consumers receive accurate information

about the product's benefits and use (62).

Under MoCRA, the FDA does not require pre-approval of cosmetic labels before products
are marketed, and there is no centralized list of approved claims. However, all labeling
claims must be truthful and not misleading. Companies have to avoid claims that could
inadvertently categorize the product as a drug, such as "heals skin conditions" or "treats

acne" (63).

Moreover, the type and manner of packaging, images and claims packaging can also
influence the intended use. It is therefore important to note that an incorrect presentation
of the cosmetic product can lead to the classification of a drug product. This could be the
case if (advertising) claims are used on the packaging. Certain claims on product labels, in
advertisements, on the internet, or in other promotional materials can result in a product
being classified as a drug, even if it is marketed as a cosmetic. For instance, claims of a
product as a solution for promoting hair growth, reducing cellulite, or treating varicose

veins were cited in FDA warning letters (34, 46).

In 2017, the FDA issued a warning letter for several cosmetic products of “Be Natural
Organics, LLC". For example, “Chamomile Balancing Mist” was advertised as a cosmetic
product. However, the company made claims such as “Chamomile, lemongrass, edelweiss
and milk thistle, the ingredients of Chamomile Balancing Mist, soothe irritated skin with
anti-inflammatory properties”. The FDA raised objects to the claim “Calming and anti-
inflammatory” as it indicates the function of a drug. The FDA requested to review their
website, product labels, and other labeling for their products ensuring claims do not lead

to violations of the Act (64) .
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Another very important point is the consumer's expectations. In 2017, the FDA issued a
warning letter for “Advanced Hyaluronic Acid Antiaging Serum” with the claim "Hyaluronic
Acid has recently been used to create Hylaform Gel, an FDA Approved injectable material
that aestheticians and plastic surgeons predict will replace collagen injections because the
risk of reaction is lower (most collagen being of bovine origin) and Hylaform Gel is more
effective, and the results last longer than those of collagen injections." These statements

might give the impression of being particularly effective to the consumer (65, 34, 46).

Nevertheless, ingredients can also have an influence on classification, generally known for
therapeutic purposes, e.g. fluoride in toothpaste can lead to the classification of a drug.
Such claims suggest the intended use of the product, such as the treatment or prevention
of disease or the influencing of the structure or functions of the human body. As soon as a
product has these properties, it is classified as a drug. In general, claims must be based on
valid scientific evidence and should align with the product's intended cosmetic purpose (46,

63).

MoCRA introduces significant changes to the regulation of cosmetic products in the USA,
particularly in the area of ingredient transparency and safety, following the model of
international regulations like those in the EU (9, 51). One notable change involves the
labeling of fragrance allergens. Previously, fragrances did not require detailed disclosure of
the components, but MoCRA was set to enforce new guidelines mandating the listing of
certain fragrance allergens. However, at the time of this thesis, specific guidelines for
fragrance allergen labeling under MoCRA were not yet published by the FDA and therefore

cannot be considered (66, 61).

Additionally, all cosmetic labels must bear contact details or electronic contact information
of the RP. This ensures that consumers can easily report AE, enhancing post-market
surveillance and safety monitoring (26). Cosmetic products, such as liquid products
intended for oral or vaginal use, must also comply with special requirements for tamper-

proof packaging to safeguard product integrity (67).
Finally, companies must ensure that basic labeling requirements are met, including:

% Alist of ingredients in descending order of concentration using INClI nomenclature

+»+ Clear instructions for use and any necessary warnings or precautions
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¢ The net quantity of the product content

/7

% Product identity and function (e.g., moisturizer, shampoo)

In summary, while MoCRA increases the transparency and safety of labeling and packaging,
particularly for fragrance declarations in the future, it also imposes stricter standards on
companies to ensure compliance with FDA and FTC regulations (68, 37). The FDA
emphasizes the importance of packaging and labeling for cosmetics, ensuring that all claims

are truthful and not misleading, as misbranded products are prohibited.

3.4. Registration and Listing Process in the USA

As already stated in section 3.2 the use of the Portal Cosmetics Direct system is mandatory
as it replaces the previously voluntary use of the VCRP. With the implementation of Portal
Cosmetics Direct, several new requirements are imposed on cosmetic companies, except
for small businesses (69, 27) (For the detailed description of the registration and listing

process see ANNEX Ill).

The shift to mandatory registration and product listing grants FDA increased visibility in the
cosmetic market, allowing more effective post-market surveillance and quicker responses
to safety concerns. In addition, it enables FDA to maintain an up-to-date database of
facilities and products, which can be used for inspections, recalls, or investigations of AE in

the future (70).

Companies must register their facilities and list their products within the timeframe as
mentioned in ANNEX Ill, and non-compliance may result in enforcement action, including a
warning letter, product recalls or restrictions on the marketing of non-compliant products

(71).

In conclusion, the Cosmetics Direct Portal is a key advancement in USA cosmetics
regulation, replacing the VCRP with a robust and authoritative system designed to ensure

better product safety and compliance.
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3.5. Compliance Obligation in the USA

3.5.1. Cosmeticovigilance in the USA

As already mentioned in section 3.2, post-marketing surveillance is one of the key elements
in the supervision of the safety of cosmetic products. Cosmeticovigilance refers to the
systematic collection, evaluation, monitoring and reporting of AE related to cosmetic

products (72).

Here, an AE is defined as “any health-related event associated with the use of a cosmetic
product that is adverse” (73). In contrast, a SAE “means an adverse event that results in
death; a life-threatening experience; inpatient hospitalization; a persistent or significant
disability or incapacity; a congenital anomaly or birth defect; an infection; or significant
disfigurement (including serious and persistent rashes, second- or third-degree burns,
significant hair loss, or persistent or significant alteration of appearance), other than as
intended, under conditions of use that are customary or usual; or requires, based on
reasonable medical judgment, a medical or surgical intervention to prevent an outcome... “
(74). The primary function of a cosmeticovigilance system is to facilitate the reporting of
AE, which includes establishing a point of contact and providing reporting forms.
Additionally, the system involves assessing these reports through processes such as signal
detection, validation, and evaluation. Furthermore, it incorporates risk management
measures, which may include issuing safety alerts and implementing potential product

recalls (75).

Under MoCRA, the RP is required to report any SAE related to the cosmetic product market
in the USA and it must be submitted to the FDA within 15 business days after receiving the
information by the RP. The submission must include a copy of product label, or a sales
packaging of the cosmetic product (41, 43). Moreover, if new medical information regarding
the SAE becomes available within 12 months of the initial report, this must also be

submitted to the FDA (76).

The records should be maintained by the RP for a period of six years, except for small
businesses. This exception does not apply if the small business is involved in the production
of “special-use cosmetic”. For all other small businesses, they only have to keep the

documents for three years (77). The FDA is authorized to access these records, ensuring
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compliance and enabling effective post-market surveillance (78). In cases where a SAE
raises concerns about the safety or marketability of a product, such as when a cosmetic
product is misbranded or deemed unsafe, the FDA has the authority to demand a recall or

the discontinuation of sales (79) (for details see next section 3.5.2.).

However, the full scope of the cosmeticovigilance system is not yet fully known, as there
are neither detailed requirements nor guidelines from the FDA. At the moment, the FDA
has not yet issued any forms specifically for cosmetic products and the general FDA’s
Adverse Event Reporting System should be used for reporting (9). Also questionable at this
point in the thesis is how to deal with social media and the potential side effect reports

contained therein.

In summary, cosmeticovigilance involves the collection and reporting of AE related to
cosmetic products, with SAE required to be reported to the FDA within 15 business days.
The system includes risk management measures like recalls, and the FDA can demand
product withdrawals if safety concerns arise and thus leads to safer cosmetic products for

its consumers.

3.5.2. Audit, Recall and Withdrawn of Registration in the USA

As mentioned before, in order to ensure compliance, the FDA may conduct inspections or
audits of safety records maintained by the RP (80). MoCRA enables the FDA to obtain and
copy certain records about a cosmetic product, including safety records in case of safety

concerns (9).

Although the FDA is not directly authorized under the FD&C Act to initiate a mandatory
recall of a cosmetic product, the MoCRA has significantly strengthened the agency's role in
this area. Under MoCRA, the FDA can formally request a company to recall a product if
there is a substantial safety concern, such as the presence of harmful ingredients or
misbranding. In addition to making such requests, the FDA now plays an active role in
overseeing the recall process. This includes monitoring the progress of recalls, ensuring that
companies adhere to appropriate procedures, and verifying that the affected products are

effectively removed from the market (71). While most recalls are conducted voluntarily by
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companies in response to FDA requests, this increased oversight ensures a higher level of

consumer protection and accountability.

In conclusion, this enforcement mechanism strengthens consumer protection and ensures

that unsafe products are promptly removed from the market.

3.6. Overview of Federal Regulation of Drug Products in the USA

At this point, only a general overview of drug product regulations will be provided, as the
focus here is to differentiate them from cosmetic products. Additionally, this section
highlights areas where similarities with pharmaceutical legislation have emerged due to

changes introduced by MoCRA.

In the USA, drugs must receive pre-market approval from the FDA through the New Drug
Application process, and are governed by the FD&C Act in Title 21, which sets out

requirements for the safety, efficacy, and labeling (74).

The FD&C Act defines drugs, in part, by their intended use, as "articles intended for use in
the diagnosis, cure, mitigation, treatment, or prevention of disease" and "articles (other
than food) intended to affect the structure or any function of the body of man or other

animals"(81).

Table 1 below highlights important similarities between the requirements of cosmetic
products and drug products in the USA on a legal basis, safety requirements, international
obligations, post-marketing surveillance, labeling and advertising, and compliance with

manufacturing practices.
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Table 1: Similarities of the requirements between cosmetic products and drug products in the USA

Issue USA Cosmetics USA Drugs
Legal Basis FD&C Act FD&C Act
Regulatory oversight FDA FDA
FTC
Safety requirements No clinical trials required, Clinical trials for safety and
but safety evidence is efficacy are mandatory

mandatory (e.g.
toxicological data or
scientific evaluations)

Obligation for foreign US Agent* US Agent
counties
Post-Market Surveillance Cosmeticovigilance Pharmacovigilance
Less intensive monitoring, Intensive monitoring and
but companies are mandatory reporting of
responsible for product adverse events
safety.
Labeling and Advertising Misleading claims Strict regulations for
prohibited; labeling must be | package inserts, warning,
clear but less detailed and advertising claims
Manufacturing Practices GMP compliance* Strict adherence to GMP

*except for small business

These similarities as shown in Table 1 illustrate that while the regulatory intensity differs,
both product categories share the overarching goal of ensuring consumer protection and
product safety. The introduction of MoCRA has significantly strengthened the regulatory
framework for cosmetics in the USA. In brief, this includes stricter safety requirements,
enhanced post-market surveillance obligations, and improved transparency for both

authority and customer, aligning cosmetic regulation more closely with pharmaceutical

standards (9, 82, 56).
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4. Federal Regulation of Cosmetic Products in the European Union

4.1. History of Cosmetics Products under EU Regulation

First, the development of the regulatory framework for cosmetic products is examined in
more detail. In particular, the key milestones that have shaped the legal and regulatory
framework for cosmetic products are discussed. Furthermore, the most important events
and changes in legislation have been graphically illustrated to provide a clear overview of
the main developments in cosmetics regulation in the EU. The following timeline in Figure
5 illustrates the regulation of cosmetic products in the EU and provides a visual
representation of the most important regulatory milestones, including the introduction of
Council Directive 76/768/EEC, EU Regulation No. 1223/2009 and the ban on animal testing.
The respective milestones will be discussed in more detail later and the main changes will

be highlighted.

Milestones in the Regulation of Cosmetics in the EU

Directive 76/768/EEC

e Adoption of Council ]

e 6th Amendment to
Directive 76/768/EEC

ingredient

* EU Cosmetic Regulation

* Animal testing bans for }
2009/2013 No 1223/2009 }

L i< i< 4

e Fully animal testing ban

Figure 5: The image illustrates the key milestones in the regulation of cosmetic products in the EU, including the introduction of Council
Directive 76/768/EEC, EU Regulation No. 1223/2009, and the ban on animal testing.

As in the USA, the regulation of cosmetic products in the EU has a long history. The
harmonization of Member States (MS) legislation on cosmetic products began with Council

Directive 76/768/EEC, which came into force on 27 July 1976. The primary objectives of this
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directive were to harmonize national regulations, ensure consumer safety, and remove
barriers to trade within the EU. It included a definition of cosmetic products, a negative list
of prohibited substances, and positive lists of authorized preservatives, colorants, and UV

filters (83, 84).

In 1993, the 6™ Amendment of Council Directive 76/768/EEC came into force. This most
important amendment enhanced the key principles of the EU Cosmetics Regulation, for
instance mandatory safety assessment, technical information file, representation by an RP

and full ingredient labelling using INCI nomenclature (84, 85).

This directive was replaced by EU Regulation No 1223/2009, which fully entered into force

on 11 July 2013. The regulation introduced significant updates, including:

< The requirement that certain ingredients, such as colorants, preservatives, and UV

filters, must be explicitly authorized before use (86).

% The establishment of a centralized reporting system, the Cosmetic Product
Notification Portal (CPNP), for notifying authorities about products before they are

placed on the market (87).

Since 2013, a complete ban on animal testing for cosmetics, both for finished products and
their ingredients, as well as a marketing ban on products tested on animals is implemented
(88). The EU Cosmetic regulation is described thoroughly in the section 4.2, providing an

overview of the regulation in more detail.

Overall, the regulatory framework for cosmetic products in the EU has evolved over time,
introducing key measures such as safety assessments, detailed requirements for
ingredients, and a ban on animal testing. Important changes include the establishment of a
centralized notification system and the implementation of mandatory labeling

requirements.
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4.2, Overview of the Federal Regulation of Cosmetic Products in the

EU

As already mentioned in 4.1, the marketing of cosmetic products in the EU is regulated by
Regulation (EC) No 1223/2009. The regulation defines a cosmetic product as “any substance
or mixture intended to be placed in contact with the external parts of the human body
(epidermis, hair system, nails, lips and external genital organs) or with the teeth and the
mucous membranes of the oral cavity with a view exclusively or mainly to cleaning them,
perfuming them, changing their appearance, protecting them, keeping them in good
condition or correcting body odours” (89). Similar to the USA, the RP holds a wide range of
responsibilities, these aspects and task of compliance obligation will be discussed in more
detail (see section 4.3.1 and section 4.5). Another important task is the maintenance of the
safety substantiation, due to the significance this will be examined in detail (see section

43.3.)

Cosmetic products must be notified thorough the CPNP before being placed on the market,

ensuring transparency and regulatory oversight (87, 90)(see section 4.4 and ANNEX V).

In addition, the EU regulation defines the requirements for the formulation of cosmetic
products and strictly regulates the ingredients used in cosmetics. The requirements for
ingredients are strict as significantly more substances are banned from being used in
cosmetic products in the EU. This becomes clear from the negative list of banned substances
as listed in Annex Il , as well as positive lists for approved preservatives, colorants, and UV

filters as listed in Annex Il of Regulation (EC) No 1223/2009 (91, 92) (see also section 4.3.2).

Generally, it is mandatory that the companies follow the principles of GMP laid down in ISO
22716:2007 Cosmetics-Good Manufacturing Practices (82) (See section 4.3.4 for more

details).

As in the USA, there are several requirements for the labeling of cosmetic products. The

regulation establishes comprehensive labeling requirements, such as:

% Listing ingredients using the International Nomenclature of Cosmetic Ingredients

(INCI) (93)

% Displaying clear instructions for use and precautions (94)
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< Highlighting allergens that might be present (95)

The classification of a product as a cosmetic or medicinal product depends on a case-by-
case assessment by the RP and is based on the product's characteristics such as the
intended use, the mechanism of action, and how the product is marketed (96, 97). As the
packaging and labeling is also associated with advertising, the labeling requirements (see

section 4.3.5.).

Another point that should be considered is that a product intended to clean or perfume the
skin is classified as a cosmetic, while a product with therapeutic claims, such as treating skin
conditions like acne, may fall under medicinal product regulation. In section 4.6 a short

overview of the regulation of medicinal products will be given.

In conclusion, the marketing of cosmetic products in the EU is regulated by specific
regulations that define cosmetic products, mandate safety substantiation, and require
notification through CPNP before market placement, while also imposing strict ingredient
regulations, GMP compliance, and comprehensive labeling requirements, with a case-by-

case assessment to distinguish between cosmetic and medicinal products.

4.3. Pre-Market Requirements for Cosmetic Products in the EU

4.3.1. Responsible Person in the EU

As highlighted earlier in section 4.2., the RP holds a significant role and must thus be
explored in detail. The RP is defined as “a legal or natural person” who is designated within
the community and must be located in the EU (96). Moreover, the RP acts as the central
point of contact between the company and the EU regulatory authorities, ensuring

compliance with the EU Cosmetic Regulation (EC) No 1223/2009.
Numerous responsibilities are assigned to the RP, including but not limited to:

¢+ Classification of a product as a cosmetic or medicinal product depending on a case-
by-case assessment, based on the formulation of the cosmetic and its characteristics

(96) (for further details see 4.3.2 and 4.3.5).
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¢ Compiling and maintaining cosmetic product safety reports (CPSR) and the Product
Information File (PIF) (98). Given the importance of the CPSR and PIF, an overview

of the content will be addressed (see section 4.3.3. and ANNEX IV).

%+ Ensuring that the cosmetic product is manufactured in compliance with GMP
standards, specifically 1ISO 22716:2007 (99, 100, 82). Once again, due to the
importance of GMP, a more detailed description of the requirements is provided

under section 4.3.4.

X/

+» Notification through the CPNP before placing the cosmetic product on the market
(87, 101). The notification process will be presented (see section 4.4. and ANNEX V).

Beyond that, the RP must ensure compliance with labeling requirements. These
requirements will be explained in detail in section 4.3.5. Moreover, the RP is responsible for
facilitating the cooperation with regulatory authorities in case of inspections and
responding to consumer complaints or AE (A description of the obligation of the AE
reporting can be found in section 4.5.1 and requirements of audit, recall and withdrawn are

presented in section 4.5.2).

Also for imported products the RP has to verifying that they meet all EU regulatory
standards (102).

To summarize, the RP holds a central role in ensuring compliance with the EU Cosmetic
Regulation, overseeing product classification, safety reports, GMP standards, and labeling
requirements. He is acting as the primary contact with regulatory authorities while also
managing the notification process, consumer complaints, and ensuring imported products

meet EU standards and thus contributes significantly to the safety of cosmetic products.

4.3.2. Product Formulation in the EU

As mentioned above in section 4.2, compared to the USA, the EU imposes stricter
regulations on cosmetic formulations. This becomes particularly clear as the EU bans
significantly more ingredients than the USA. Annex Il and Annex Il of
Regulation (EU) No 1223/2009 list over 1580 substances that are either completely banned

or strictly regulated for use in cosmetics (103). Additionally, positive lists in Annexes IV to
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VI of 1223/2009 specify permitted substances, such as colorants, preservatives, and UV
filters, which can only be used under certain conditions (104, 105). These positive lists
ensure that only scientifically evaluated and safe ingredients are included in cosmetic

formulations.

For cosmetic products containing nanomaterials, additional requirements apply. These
nanomaterials must be specified and notified to the European Commission (EC) six months
before the cosmetic product is placed on the market as this ensures a thorough evaluation
of their safety. However, this requirement does not apply to nanomaterials used as
colorants, UV filters, or preservatives, which are already listed in the positive lists as
mentioned before (87, 104, 106). Comparable with the USA, all cosmetic formulations in
the EU must undergo a safety assessment as described in section 4.3.3, which evaluates the
potential risks associated with the cosmetic products ingredients and their interactions.
This ensures the safety of the product for consumers under normal and foreseeable

conditions of use (97, 107).

In the EU, regulatory authorities emphasize the precautionary principle regarding the
cosmetic product formulation, which is evident in the extensive banned substances list and
the detailed requirements for nanomaterials (106, 91, 92). In conclusion, the EU imposes
stricter regulations on cosmetic formulations than the USA, with a significantly larger list of
banned substances, detailed controls on permitted ingredients, additional rules for
nanomaterials, and a focus on comprehensive safety assessments and precautionary

principles.

4.3.3. Safety Substantiation and Animal Testing in the EU

As previously mentioned in section 4.2, the safety substantiation of a cosmetic product is
closely associated with the PIF. The RP is obligated to maintain one for each cosmetic
product. The obligation to retain this information file ends 10 years after the last batch of
the cosmetic product was placed on the market (108). The PIF must be made readily
accessible in electronic or other format and in a easily understandable language at the
address mentioned on the label for the competent authority (CA) of the MS (98). A detailed

description of the content of the PIF is provided in ANNEX IV.
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To ensure the safety of a cosmetic product, the RP must guarantee that a comprehensive
assessment is conducted before the product is placed on the market (107). This safety
assessment must be performed by a safety assessor holding a diploma or equivalent
degree, e.g. a theoretical and practical qualification in pharmacy, toxicology, medicine or
similar recognized as equivalent by an EU MS. This ensures that the assessment is

conducted by individuals with the necessary theoretical and practical expertise (109).

Beyond that, cosmetic product safety testing includes the preservation challenge test to
evaluate microbiological stability, tests for stability under anticipated shelf-life conditions
to ensure product quality, and assessments of physicochemical properties of substances
and mixtures. Additionally, products undergo impurity and trace analysis to confirm the
absence of prohibited substances and evaluate packaging material stability. Exposure
assessments calculate the potential impact on users, considering toxicological effects,
particle sizes, and secondary exposure risks, such as inhalation or ingestion. For
microbiological quality, specific tests focus on products intended for sensitive areas,

including eyes, mucous membranes, and damaged skin (93).

Important to mention is, that all non-clinical safety studies used to substantiate product
safety must adhere to Good Laboratory Practice (GLP) principles or other international
standards recognized as equivalent by the EC or the European Chemicals Agency (110).
Compliance with GLP ensures that studies are conducted with transparency, reproducibility,

and reliability.

In the EU, animal testing for cosmetic purposes is strictly prohibited, both for finished

products and their ingredients. This includes:

+»* Atesting ban: No animal testing may be conducted within the EU to assess the safety

of finished cosmetic products or their ingredients.

+* A marketing ban: No marketing for finished cosmetic products and ingredients

tested on animals in EU (111, 88).

In short, the safety substantiation of cosmetic products in the EU is closely linked to the PIF,
which the RP must maintain for each product. The safety assessment must be conducted

by qualified professionals and includes various tests such as microbiological, stability, and
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exposure assessments, while adhering to GLP, with a strict ban on animal testing for both

products and ingredients.

4.3.4. Good Manufacturing Practices for Cosmetic Products in the EU

As already mentioned in section 4.2, all cosmetic products marketed in the EU must comply
with the GMP requirements as outlined in the relevant EU regulations. The RP is responsible
for following the relevant harmonized standards established within the EU, specifically ISO
22716:2007, which provides guidelines for the production, control, storage, and shipment

of cosmetic products (82, 99).

These guidelines ensure that cosmetic products are produced under conditions that

guarantee:

+* Product quality and safety: All processes are designed to produce products that

meet safety standards and are free from contaminants.

X/

+* Consistency and reproducibility: Production processes must be well-documented

and consistently applied to ensure uniformity of the products.

%+ Traceability: Ingredients must be traceable from suppliers, through production, to
the final product, ensuring that the source and quality of each ingredient are known

and meet regulatory standards.

+* Hygienic practices: Production facilities must meet strict hygiene and sanitation

standards to avoid contamination of products.

In brief, all cosmetic products marketed in the EU must comply with GMP requirements and

ISO 22716:2007, ensuring product quality, safety, consistency, traceability, and hygiene.

4.3.5. Packaging, Labelling and Advertisement in the EU

All information on the label must be provided using the language of the country where the

product is sold to the end user (112). Similar to the USA, cosmetic products may be
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marketed only if their containers and packaging display the details in a clear, permanent,

readable, and noticeable format (see ANNEX V) (113).

As stated before, packaging and labelling are important as the advertisement is closely
linked. The criteria for the rationale for claims used in context with cosmetic products is laid
down in commission regulation (EU) No 655/2013. The term claim refer to words,
illustrations or text, names, figures or other indicate either explicitly or implicitly product
characteristics or functions in labeling (114). Just as in the USA, it is prohibited to use claims,
or other representations that suggest properties or functions the products do not possess
(115). Any claim made for a cosmetic product must be based on evidence and be truthful
and in line with legal requirements. Furthermore, the advertisement must meet the
common criteria of honesty and fairness. For example, ingredient claims that refer to the
properties of a particular ingredient should not imply that the final product has the same
properties if this is not the case. Also in the EU, the claim “contains moisturizing Aloe Vera”
or the prominent image of Aloe Vera must be avoided if the product itself has no

moisturizing effect (116).

To sum up, packaging and labeling are crucial for cosmetic products, and all information
must be in the language of the market where the product is sold. Claims made in
advertisements must be truthful, evidence-based, and align with legal requirements, with

false or misleading claims prohibited.

4.4, Notification Process in the EU

As highlighted in section 4.2 already, the registration process is now described in more
detail. The CPNP is a reporting system set up to implement Regulation (EC) No 1223/2009.
It provides a centralized platform for RP to notify the EC via the CPNP of cosmetic products
before they can placed on the market in the EU (87, 101). The notification must be
submitted electronically through the CPNP, which makes it easier for authorities to monitor,
verify the safety and compliance of cosmetic products on the market (101). This information
must be provided in a clear and understandable language for the MS, where the product is

being marketed (98) (see in ANNEX VI).
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4.5. Compliance Obligation in the EU

4.5.1. Cosmeticovigilance System in the EU

As noted in section 4.2, companies involved in manufacturing, importing, or distributing of
cosmetic products are obliged to report any serious undesirable effects (SUE) to the
relevant authorities. SUE refers to any health-related event associated with the use of a
cosmetic product that results in serious consequences, such as death, hospitalization,
significant disability, or permanent damage (e.g., severe allergic reactions, burns, or

significant skin reactions) (117).

Similar to the USA, a cosmeticovigilance system must be implemented to fulfill this
obligation as this system is a crucial component of the post-market safety monitoring of
cosmetic products. Companies are required to set up effective systems for identifying,

reporting, tracking, and investigating any SUEs, including those reported by consumers.
The cosmeticovigilance system should include:

¢ A reporting system for SUE, ensuring that they are reported to CA within the
required timeframe of 15 days

+» A documentation and investigation process to assess the cause of the undesirable
effects and take corrective actions, if necessary

% A method for communicating updates and safety information to consumers and

relevant stakeholders, including recall procedures or product safety warnings

Additionally, all relevant safety data and SUE reports must be stored and maintained as a

part of the PIF for each cosmetic product (118, 117).

In summary, a cosmeticovigilance system must be in place to monitor, document, and

investigate SUE, including storing all relevant safety data as part of the PIF by the RP.

4.5.2. Audit, Recall and Withdrawn of Registration in the EU

Arecall is defined as “any measure aimed at achieving the return of a cosmetic product that
has already been made available to the end user” (119). In a manner similar to the USA, the

responsibility of the initiation of a recall lies with the RP. Any cosmetic product placed on
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the market by an RP that is believed or suspected to not comply with the regulation must
have corrective actions taken immediately to ensure its compliance, be withdrawn, or be

recalled, as appropriate (120).

The RP must document the recall action and notify the relevant authorities of the recall,
providing details about the product, the reason for the recall, and the corrective measures
taken. If the RP is uncertain about the level of risk posed by the product, they must work

closely with the CA to assess the situation and implement effective measures (121, 122).

These measures are intended to ensure that the affected product(s) are withdrawn from

the market, recalled, or that the availability of the products is otherwise restricted (123).

In conclusion, a recall involves removing a non-compliant cosmetic product from the
market, initiated by RP, who must notify authorities and take corrective actions. If unsure

about the risk, the RP works with the CA to address the issue.

4.6. Overview of the Federal Regulation of Medicinal Product in the

EU

At this stage, a general overview of the EU regulations for medicinal products will be
provided, as the primary focus here is on differentiating them from cosmetic products. In
addition, the key similarities between the two regulatory frameworks will be highlighted,
offering a clearer understanding. In the EU, the approval of medicinal products is primarily
governed by the Directive 2001/83/EC and Regulation (EC) No0.726/2004 which regulates
the authorization of medicinal products and establishes the European Medicines Agency

(EMA).

DIRECTIVE 2001/83/EC defines medicinal products as "Any substance or combination of
substances presented as having properties for treating or preventing disease in human
beings” or “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" (124). Here, again, it becomes clear that the respective
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definitions of medicinal products and cosmetic products differ from each other due to their

intended effect and purpose.

In contrast to cosmetic products, medicinal products are subjected to strict clinical trials to
demonstrate their safety, efficacy, and quality (125). Once approved, they must undergo
post-market surveillance through pharmacovigilance programs to continuously monitor

their safety and effectiveness (126).

Table 2 below highlights important similarities between the requirements of cosmetic

products and drug products in the EU.

Table 2: Similarities of the requirements between cosmetic products and drug products in the EU

Similarities EU Cosmetics EU Medicinal Product
Legal Basis Regulation (EC) No Directive 2001/83/EC
1223/2009 Regulation (EC)
No 726/2004
Regulatory oversight EC EMA
Safety requirements Safety assessment based on Clinical trials regulation
ingredients 536/2014

Obligation for foreign
counties

Responsible Person must be
located in the EU

Qualified Person must be
located in the EU

Post-Market Surveillance

Cosmeticovigilance

Pharmacovigilance

Labeling and Advertising

Specific labeling
requirements (INCI,
allergens)
Regulation (EU) No
655/2013

Strict labeling and
advertising regulations

Manufacturing Practices

GMP ISO 22716

GMP Directive (EU)
2017/1572

These similarities, as shown in Table 2, show that both product categories are subject to a
similarly high level of regulation. This is particularly the case for compliance with the safety
requirements and GMP Guidelines. Overall, EU pharmaceutical legislation defines
medicinal products as substances used to treat or prevent disease and requires rigorous
clinical trials and post-marketing surveillance and the overall objective of ensuring

consumer protection and product safety is achieved.
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5. Comparison of the Cosmetic Products Regulations in the USA and EU

This chapter provides a comparison of the specific requirements outlined in the regulations

governing cosmetics in the USA and the EU. A comparative look at the cosmetic regulations

between the two regions is provided in Table 3, focusing on the key governing laws and the

enforcement bodies involved.

Table 3: Overview of the general requirements for cosmetic products in the USA and EU

Requirement

USA

EU

Regulation Title 21 Food and Drugs EU Cosmetics Regulation
MoCRA, Fair Packaging and EC no 1223/2009
Labeling Act
Regulatory Bodies FDA EC
FTC
Advertising and Claims Misleading claims are Misleading claims are

prohibited prohibited

Formulation No UV filters UV filter

under restriction

It is worth noting that even prior to the introduction of MoCRA, both countries placed

significant emphasis on ensuring that advertising claims were well-founded and truthful.

A more detailed analysis of the changes in US regulation as a result of MoCRA compared to

the EU legislation is presented in Table 4 below.

Table 4: Overview of stricter requirements resulting from the MoCRA in USA compared to EU

part of the safety

assessment

Requirement USA EU
Responsible Person Yes Yes
Safey substantiation Yes™ Yes

Nanomaterial Safety testing should be Regulated

Animal testing

Not required

Not allowed (full ban)

GMP Compliance
With

Guidelines

Future compliance required
with GMP Guideline under

preparation from FDA*

Compliance required with

GMP 15S022716:2007
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Requirement

USA

EU

Labelling Must follow PFLA, detailed | Must follow EU Cosmetics
listing of fragrance Regulation
Registration/Notification
with Authority Yes* Yes
Format Registration with Registration with
Cosmetic Direct CPNP
Cosmeticovigilance Yes Yes

Recall Condition

Can be mandatory

requested by the authority

Can be mandatory

requested by the authority

Obligation for foreign

countries

US Agent

Responsible Person must

be located in the EU

* Except for small businesses

** Asbestos testing for talc containing products

Table 4 compares the most important regulatory requirements for cosmetic products in the
USA and the EU. It covers several areas, including RP, safety assessments, the handling of
nanomaterials, regulations on animal testing, GMP compliance, labeling requirements and
registration with the competent authorities. The comparative analysis, as summarized in
Table 3 and Table 4, demonstrates how both regions approach the regulation of cosmetic
products with an emphasis on safety, transparency, and consumer protection, yet they

differ in the scope and enforcement of certain requirements.

A major similarity between the USA and the EU is the focus on preventing misleading
advertising claims. Both regions prohibit false claims, ensuring that consumers are not
misled by inaccurate product information. This shared approach indicates a common

interest in upholding consumer rights and maintaining market integrity in both legislations.

However, the regulation of cosmetic formulations and the safety of ingredients reveals a
notable divergence between the USA and the EU. In the USA, ingredients like UV filters falls
under strict regulation of drugs, whereas the EU does not yet have equivalent restrictions

in place. Furthermore, the EU enforces a complete ban on animal testing for cosmetic
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products, a measure that the USA does not mandate, as animal testing is not required under
MoCRA. This difference underscores the EU's more stringent ethical stance on cosmetic

testing, aligning with its broader approach to consumer and environmental protection.

The implementation of MoCRA has brought the USA's regulatory framework closer to
European standards, particularly regarding safety substantiation and adverse event
reporting. Under MoCRA, mandates a RP, safety assessments, and vigilance mechanisms
like the EU's Cosmetic Regulation. However, the USA still maintains more flexibility,
especially for small businesses, with some regulations, such as fragrance labeling and GMP
guidelines, still under development by the FDA. This creates a regulatory environment that
is more adaptable to the needs of smaller companies, offering them leeway in certain

compliance areas.

Additionally, while both regions require some form of registration or notification with
relevant authorities, the USA has distinct requirements, such as the need for a US agent,
whereas the EU mandates that a RP be based within the EU. This difference highlights the
regulatory challenges companies face when marketing cosmetics internationally, as

businesses must navigate the specific requirements of each region.

MoCRA marks a significant step toward tightening the regulatory framework in the USA,
aligning it more closely with the EU's standards. The emphasis on safety, transparency, and
consumer protection in both regions reflects a shared commitment to an improvement of
the cosmetic products sector. However, the EU remains ahead in terms of regulatory details
and enforcement, particularly in areas such as animal testing, GMP compliance, and the

handling of nanomaterials.

In conclusion, while both the USA and the EU are moving towards stricter regulations in the
cosmetics industry, the EU’s approach remains more comprehensive, with more rigid
requirements in several key areas. MoCRA has certainly improved the regulatory landscape
in the USA, but it still allows greater flexibility, particularly for smaller businesses, compared
to the EU’s more stringent framework. As the FDA continues to develop and finalize
regulations under MoCRA, the USA may see further alignment with European standards in
the coming years, though the two regions will likely continue to exhibit some differences in

regulatory structure and enforcement.
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The evaluation in section 6 will provide an overview of how these new pre-market
requirements impact companies, with a focus on practical implications and the steps

necessary for compliance, especially under the revised regulatory landscape.
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6. Evaluation of the Requirements for Small and Medium-Sized Enterprises

As already highlighted, the pre-market and compliance requirements have increased in the
USA under MoCRA. The updated requirements pose significant challenges for all companies
operating in the USA, profoundly affecting their operational, compliance, and strategic
processes. The burden for SMEs in particular will be considered here, as they often have

limited resources, both in terms of budget and personnel.

6.1. Product Formulation

As a first step, it is highly recommended to conduct a comprehensive and thorough review
of the current formulation of the cosmetic product. This process involves carefully assessing
all the ingredients and their compliance with the updated regulatory requirements, as
outlined under MoCRA. Furthermore, this review should include ensuring that all
ingredients, e.g. fragrances used in the formulation, are fully disclosed and compliant with
the new labeling requirements that will follow soon. This will also be discussed in section

6.4 below.
Especially, for SMEs, this could mean:

s Documentation burden: Review of the current formulation, identify potential
critical ingredients, create detailed lists of ingredients

¢ Infrastructure burden: Adaption in production, additional storage capacity and
investment in formulation management and documentation systems

» Employees burden: Hire additional employees or an external consultant,

particular in the area of regulatory, quality control and development

R/
L X4

Financial burden: Medium

Under MoCRA, ingredients such as fragrance must be listed on the label. In the short term,
the review of the formulation may lead to investments, as the existing composition and
critical ingredients need to be identified and assessed. If necessary, changes to the
formulation should be considered. This could result in high future costs due to additional

testing and label updates.
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6.2. Safety Substantiation

It is important to emphasize that a company was also obliged to ensure the safety of its
cosmetic products in the past. However, under MoCRA, the requirements of the
documented safety substantiation have been extended as the FDA mandates scientifically
supported safety testing records to validate product safety. As a result, scientific testing and

additional documentation may be carried out.
Especially, for SMEs, the updated proof of safety substantiation could mean:

+ Documentation burden: Revising or creating documentation of testing

¢ Infrastructure burden: Establishment of robust documentation system

¢ Employees burden: Hire additional employees or an external consultant,
particular in regulatory, quality control and development of cosmetic products

¢ Financial burden: Medium-High

Under MoCRA, the requirement of detailed documented safety substantiation must be
implemented as soon as possible, whereas companies can rely on existing safety data from
individual ingredients and similar formulations. This can lead to a high investment in the
short term as the existing documentation must be checked for completeness and, if
necessary, additional documentation must be requested or performed, much likely at

contract laboratories. It may be necessary to repeat testing or carry out further testing.

In the long term, this might be a significant cost factor. For example, outsourcing testing
and compliance checks conducted by external laboratories may involve high investment.
These services can be expensive, particularly if frequent or specialized testing is required to
meet regulatory standards of safety substantiation. In addition, dependence on external
providers can lead to price fluctuations or additional costs for urgent tests, which represents

a considerable financial burden in the long term.

6.3. Compliance with GMP

As stated, in section 3.3.4, the implementation of GMP is now one of the key requirements

under MoCRA and possibly the most significant challenge for SME. However, as already
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mentioned, there is an exception here for small businesses that do not have to be GMP
compliant but recommended to be voluntary in compliance with GMP. However, the scope
of these requirements is currently still under discussion at the FDA. Nevertheless, there is
a draft version that might serve as a guide. As already mentioned, for reasons of

harmonization, it should be assumed that they will have the same scope as the EU.

Compliance with GMP may entail for SME:

*

¢ Documentation burden: Revising or creating documents

>

7
*

Infrastructure burden: Room and equipment upgrades
«* Employees burden: Comprehensive training programs to ensure compliance
and/or assignment of consultant

¢ Financial burden: High

The requirement of GMP compliance must be implemented in the long term. Compliance
with GMP has far-reaching significance in the facility, manufacturing process and storage as
all aspects must be carried out under standardized conditions. Among other, the facilities
must be suitable for this purpose, the processes have to be standardized, and employees
must be intensively trained. In the short term, this led to high costs, as new equipment
might be acquired, additional training for employees must be carried out and
comprehensive standardization must be implemented. Beyond that, it is possible that

external consultants need to be engaged to navigate the compliance with GMP.

In the long term, it also could be a major cost factor as the maintenance of a GMP compliant
system requires constant training of employees, maintenance of documentation and quality
control. These points make it clear that it is the largest burden for small businesses.
However, compliance with GMP can lead to possibilities that will be later discussed in more

detail.

6.4. Packaging, Labeling and Advertisement

As highlighted in section 3.3.5, the revised labeling regulations require the mentioning of
the RP and include the detailed declaration of fragrance or allergens, if applicable. For that

reason, a comprehensive review of the label and labelling must be performed to ensure
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that the RP is mentioned with detailed contact data. Although there is not yet a final
specification for the detailed mentioning of the fragrance, as a precautionary measure,
potential fragrances ingredients should be identified to proactively fulfill the upcoming

requirements. This may require redesigning the product packaging and labeling.

It could imply for SMEs:

7

*

Documentation burden: Revising or creating packaging and labeling artwork

X/
°

Infrastructure burden: Revising existing stock to comply with the new
requirements

% Employees burden: Training programs for employees and/or assignment of

consultant

¢ Financial burden: Low -Medium

The mentioning of the RP on the labeling must be implemented as soon as possible. In the
event that the packaging and labeling does not meet the requirements, a revision of the
packaging and labeling must be implemented. A higher investment may be needed as the
artwork needs to be checked or revised and outdated packaging destroyed. This can be

done internally or may require the use of external consultants or service providers.

In the long term, the requirements of packaging and labeling must be checked regularly.
However, this does not require as many resources and the investment can be classified as

low.

6.5. Facility Registration and Cosmetic Product Listing

As described in section 3.4, facilities and cosmetic products must now be listed with the
FDA, which requires the use of the Cosmetics Direct Portal. However, there is also an
exception here for small businesses, which do not have the obligation to register and list
their cosmetic products. The Cosmetics Direct Portal has been introduced and must now be

regularly maintained.
The key challenges for SME include:

+» Documentation burden: Request and receive necessary information internally

R/

% Infrastructure burden: Registration with the portal required
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s Employees burden: Training for employees and/or assignment of consultant

¢+ Financial burden: Low
Compared to other requirements, the challenges for SME are relatively low.
It is necessary to make an initial effort to register the company and the cosmetic products.
This may result in training for the employees to enable them to operate the system, or the
assignment of consultants or service providers. In the long term only, a small financial
investment is required, as little effort is needed to maintain this database. However, the use
of Cosmetics Direct Portal is a small burden for small businesses. For that reason, the
implementation of use of the portal can lead to possibilities that will be later discussed in

more detail together with compliance with GMP.

6.6. Cosmeticovigilance System

As already mentioned in section 3.5.1, MoCRA requires the introduction of a robust
cosmeticovigilance system. This is also a major challenge, especially for SMEs, especially if
this system must be newly implemented. In addition to the initial set-up, the system also
has to ensure ongoing monitoring, signal detection and reporting of AE, which requires
significant resources. SMEs may struggle to find time and financial resources required to set

up and maintain such a system, increasing the complexity and cost of their operations.

This could SMEs result in:

X/

S

Documentation burden: Establishment of documentation, e.g. forms

R/
L X4

Infrastructure burden: Establishment of robust cosmeticovigilance system

X/
X4

L)

Employees burden: Recruitment of specialists, training programs for employees
and/or assignment of consultants

» Financial burden: High

L)

In the short term, the implementation of a cosmeticovigilance system leads to a high
financial burden, as the system, processes and documentation must be established and
validated. In addition, it must be possible to obtain safety-relevant reports from the market
and the exchange with the FDA must be always ensured.

However, this means that high investment costs are expected in the future, as maintaining

the system is also costly. This includes not only system updates and optimization but also
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ongoing investments in employee training to ensure employees are up to date with
regulatory requirements or the assignment of a consultant. In addition, the SME could also

consider outsourcing the cosmeticovigilance system to a service provider.

6.7. Audit, Recall and Withdrawn of Registration

As noted in section 3.5.2, the FDA cannot directly mandate cosmetic recalls. However, it is
required for a company to be able to perform mandatory recalls on request. For this reason,

a robust recall procedure must be implemented.
This may indicate for SME that:

+» Documentation burden: Develop clear recall protocols

*0

% Infrastructure burden: Establishment of recall process
** Employees burden: Training program for employees and/or assignment of

consultant

R/
0.0

Financial burden: Low

Here again, compared to the other requirements, the challenges for SME are relatively low.
It is essential to implement a recall process, which may involve introducing a reliable system
and employee trainings in its execution or assigning consultants. However, in the long term,
this requires only minimal financial investment, as maintaining the recall process involves

relatively low ongoing effort.

In summary, particular challenges arise in areas such as product formulation, safety
substantiation, GMP compliance, labeling and packaging, registration, cosmetic vigilance,
and recall procedures. For SMEs, this often translates into significant documentation
efforts, additional infrastructure investments, increased number of employees, and
financial burdens. While some requirements, such as registration, are relatively
straightforward, others, such as safety substantiation and compliance with GMP standards,

necessitate considerable short-term and long-term investments.
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7. Analysis of Decision

Based on the knowledge and insights gained so far, recommendations for further steps are
now being made on the case study of a USA-based SME, which markets several products
with an annual turnover of $750,000 in the USA. The definition of a small business is met
and therefore the company does not need to register and list the cosmetic product with the

FDA and does not be GMP compliant.

With small businesses, especially with sales of this scale, it can be assumed that there are
financial and personnel limitations and these are considered. The implementation of a
cosmeticovigilance system alone can lead to small businesses not being able to overcome
this burden and therefore having to withdraw their products from the market. The decision
to continue business activities in the US market ultimately depends on a precise weighing
up the costs of achieving the required compliance. SMEs should conduct an early analysis
of the new MoCRA requirements and prioritize important factors such as product
formulation, safety assessment and GMP compliance, if applicable. External support from
consultants can help to fulfill the regulatory requirements efficiently. Investments should
also be made in infrastructure and employee training to ensure compliance with GMP
standards and cosmeticovigilance. Continuous adaptation of processes is necessary to keep
pace with changing regulations. In the long term, SMEs should develop a strategy that takes
into account both short-term requirements and long-term costs and benefits to ensure their
competitiveness. Two different approaches are examined and analyzed in more detail
below. The aim of this analysis is to discuss the key features, differences and potential

advantages and disadvantages of each approach.

7.1. Risk-Averse Strategy

First of all, the risk-averse strategy should be shown and discussed. If there are significant
financial restrictions, a risk-averse strategy should be examined in more detail. This assumes
that the budget must be adhered to and that investments can only be made in the long
term. In this case, it is advisable to only meet the mandatory requirements under MoCRA.
Table 5 summarizes the key points of a risk-averse strategy, focusing on financial limitations,

investment priorities, and the advantages and disadvantages of adapting to MoCRA
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requirements for the US market. Table 5 outlines the key aspects of a risk-averse strategy,
focusing on financial limitations, investment priorities, and the advantages and

disadvantages of adapting to MoCRA requirements for the US market.

Table 5: Risk-Averse Strategy Overview

Aspect Details
Financial Limitations Low budget and long-term investment limitations
Investment Focus Focus on mandatory requirements, with

investments in critical areas like implementation of
cosmeticovigilance system, safety substantiation

documentation and possibly label updates

Market Adaption Adaptation only to MoCRA requirements for the US
market (No GMP Compliance and
Registration/Listing) in order to spreading

investments over a longer period

Advantages Controlled implementation, reduced
financial/organizational burden, and minimized

errors with new systems (e.g., cosmeticovigilance)

Disadvantages Limited market reach to the US, missed
international market opportunities (e.g., EU),
dependency on US market, and potential growth

restrictions

Table 5 highlights the key points of a risk-averse strategy, focusing on financial limits,
investment priorities, and MoCRA adaptation for the US market without compliance with
GMP and registration and listing requirements. If there are clear financial limitations, a risk-
averse strategy should be examined in more detail. It is assumed here that the budget must
be adhered to and that investments can only be made in the long term. In this case, it is
recommended that only the mandatory requirements must be met. Investments should be
focused on particular critical areas such as cosmeticovigilance systems, safety testing and
updating labels because these need to be implemented in a timely manner. However,

consideration should be given to whether the current exemption from certain regulations
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allows for sufficient operational profitability. The exclusive adaptation to the MoCRA
requirements for the US market offers the advantage of spreading investments over a
longer period and aligning processes specifically to one market. This reduces the financial
and organizational burden, enables controlled implementation and minimizes errors when

introducing new systems such as cosmeticovigilance systems.

Nevertheless, the disadvantage is that if the company attempts to expand its sales or
increase its prices, it may face difficulties as soon as the average gross sales are more than

$1,000,000 the registration and listing requirements and GMP compliance are mandatory.

Another disadvantage is that it is considerable as the products can only be marketed in the
USA, which severely limits the company's geographical reach and growth potential.
Opportunities in international markets such as the EU are missing, and dependence on the
US market increases the risk of being disproportionately affected by regulatory or economic

changes. This could jeopardize competitiveness in the long term.

In conclusion, a risk-averse strategy focuses on meeting only the mandatory MoCRA
requirements for the US market, prioritizing areas like implementation of
cosmeticovigilance system, safety substantiation and label updates while minimizing costs
and organizational burdens. However, this approach limits geographical reach, misses
international opportunities, and increases dependence on the US market, potentially

restricting growth.

7.2. Risk-Based Strategy

Even the risk-based strategy is based on financial and personal limitations. However, it is
assumed that there is more readiness to high short-term investments. The key aspects of a

risk-based strategy are shown in Table 6 and will be discussed in more detail below.
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Table 6: Risk-Based Strategy Overview

Aspect Details

Financial Limitations Low budget, however, readiness to make

larger short-term investments

Investment Focus Focus on mandatory requirements, in
addition:  Registration  and  Listing

requirement and compliance with GMP

Market Adaption Compliance with GMP is not mandatory
but enhances future grow and global

marketing

Advantages Strengthens credibility, supports expansion
into the EU, and offers long-term benefits
with regulatory compliance in multiple

markets

Disadvantages Higher short-term investments, increased

risk, and potential budget challenges

As shown in Table 6, it is advisable to fulfill all requirements. This is in particular
recommended regarding the registration and listing obligation, as this can be fulfilled with
minimal effort. Even though GMP compliance is not mandatory and very expensive,
implementing such standards strengthens the company's credibility and makes it easier to
adapt to future regulatory requirements. Investing in training and bringing in external
expertise can help to expand internal knowledge and increase organizational capacity for
smooth implementation. The advantage is that GMP compliance can also be used as a
strategic advantage. At the same time, this creates the basis for expansion into regulated
markets such as the EU, where GMP standards are already a mandatory requirement. One
suggestion for GMP compliance here would be to align with the EU standards, as there are
no established GMP requirements in the US yet. The EU’s GMP framework provides an
international recognized and robust standard, making it an ideal foundation for a unified
registration strategy. The European cosmetics market, known for its stability, consumer

trust, and strict regulatory environment, offers significant growth potential as mentioned

47



before. Aligning with EU standards facilitates market entry, builds credibility, and
strengthens the brand’s global appeal. By adopting a harmonized approach to compliance,
the company can capitalize on opportunities in the EU while maintaining its presence in the

USA.

The disadvantage of this approach is that it involves higher short-term investments, which
can strain resources and create financial pressure. Additionally, the higher level of risk
means that the expected budget may not be met, leading to potential cost overruns and

delays.

In summary, a risk-based strategy focuses on meeting all regulatory requirements, including
GMP compliance despite the financial burden. This boosts credibility, supports EU
expansion, but involves higher short-term investments and risks. Despite the initial financial
burden, a joint registration strategy offers substantial long-term benefits by securing
regulatory compliance in multiple markets, enhancing operational efficiency, and unlocking
growth opportunities in key regions such as the EU and the USA. This joint registration

strategy will be presented in the following section 8.

8. Development of Joint Registration Strategy for the USA and EU

Based on previous insights, a registration strategy will be developed using a hypothetical
case study of a US-based small business with an annual turnover of $750,000. The strategy
will consider a market analysis to identify in-demand products, with a focus on the growing
European trend for natural and organic cosmetics due to increased health

consciousness (13).

The first step in developing a new "green" product line, which will be proposed to the US
company, includes products with minimal ingredients and sustainable packaging for both

the EU and US markets.

+» Aim: Development and registration of cosmetic products for the USA and EU
market.
¢ Activities:

o Review current regulation of cosmetic products in USA and EU
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O

O

Establishment of Target Product Profile (TPP)

Establishment of cosmetic product formulation

Design of packaging and labeling

Establishment of CPSR and PIF according to EU legislation and safety
substantiation

Establishment of cosmeticovigilance system

Development of marketing and advertising strategy

Registration of cosmetic product

+* Responsible Department: Regulatory Affairs, Marketing, Research & Development,

Production, Quality Management, or Consultant or Service Provider

+ Timeframe: 12-18 months

By following these steps, companies can effectively navigate the complex regulatory

environment and ensure that their cosmetic products are safe, compliant and will be

successfully registered in both the EU and US markets.

8.1.

Milestone 1: Development of a TPP

The development of a TPP can be a useful step in this process. The following key elements

as listed in Table 7 should be included in the TPP.

+* Aim: Development of TPP

++ Activities:

o

o

o

o

o

Detailed Review of EU and USA regulations
Analyses of market

Discuss formulation and intended use

Discuss potential design of packaging and labeling

Discuss potential marketing and advertising strategy

+* Responsible Department: Regulatory Affairs, Marketing, Research & Development,

Production, Quality Management, or Consultant or Service Provider

+ Timeframe: 1-3 months
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Table 7: Target Product Profile for the cosmetic product

Product name

“AguaBoost Glow” Green

Reflects hydration ("Aqua") and essential skin nourishment

("Boost"). “Glow” emphasizes the glow enhancing properties

of the formulation

Product type

Facial moisturizer (cream)

Intended use

The cosmetic product helps to reduce skin ageing, provides

long-lasting moisture and soothes irritated skin. It protects

against environmental influences and strengthens the skin

against external stress.

Claims

R/
A X4

4

>

L)

R/
A X4

7/
°e

Anti-Aging (127)
Provides long-lasting hydration (128)
Soothes and calms irritated skin (129)

Protects against environmental stressor(130)

Target audience

Women aged 20-50 normal to dry skin

Formulation

Hyaluronic acid (Moisturizing and skin conditioning)
(128)

Retinol (Antioxidant protection)(127)

Glycerin (129)

Aloe Vera leaf extract (Soothing and calming properties)

(130)

Formulation standards

Free from parabens and fragrances

Free from PFAS

Free from colorants

Dermatologically tested for sensitive skin

No animal testing for all ingredients in the supply chain

No use of nanomaterial

Packaging +»* Airless pump for optimal hygiene and preservation in
glass bottle
Shelf life ¢ Minimum of 12 months under recommended storage

conditions.
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Labeling ¢ Language English
+* Mentioned of RP with detailed contact information

+* Use of INCI naming convention

This TPP as listed in Table 7 considers the different requirements in the USA and the EU in
order to develop a product that is suitable for both markets. It is essential to conduct a
thorough examination of the legislation to ensure clear classification of the cosmetic
product. For example, a product classified as a cosmetic in the EU may be considered a drug

in the USA, such as sun protection products.

8.2. Milestone 2: Implementation of GMP

Although the implementation of compliance with GMP is associated with significant
financial burden, it has the highest priority in a joint registration strategy because all
products marketed in the EU must be manufactured under GMP (see section 4.3.4).This
approach will also ensure that future requirements of compliance with GMP in the USA are

met.

+* Aim: Ensure that the production environment meets GMP standards before starting
actual product development and registration.
¢ Activities:
o Selection and equipping of the production site in accordance with GMP
standards
o Implementation of hygiene and quality control processes
o Training of employees in GMP requirements
o Setting up a system to monitor production quality
o Preparation of documentation for all production processes
+*» Responsible Department: Production, Quality Management and/or Service
Provider or Contract Manufacturer

¢ Time frame: 3-6 months prior product development
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This implementation would ensure that the product meets the highest safety and quality
standards during development and registration. In the short term, production could be
outsourced to a contract manufacturer to reduce costs significantly. Partnering with a GMP-
certified manufacturer ensures high quality while taking advantage of their specialized
facilities and cost-efficiency. However, in the long term, it has to be evaluated whether
implementing an in-house GMP facility could be more cost-effective. After the introduction
of GMP, it will be possible to continue with the next milestones, such as the safety

assessment and registration in the EU and the USA.

8.3. Milestone 3: Analysis and/or Development of Formulation

A detailed analysis and formulation development must be carried out. This involves
carefully selected ingredients that meet the legal requirements and regulations in both the
EU and the USA. The safety of these ingredients must be evaluated, considering potential
risks, toxicological profiles, and known AEs. Furthermore, the formulation must account for
banned substances and any specific restrictions on certain ingredients, ensuring adherence

to the relevant regulations in both regions.

«» Aim: Ensure that all ingredients are safe and meet the legal requirements of both
markets.
¢ Activities:

o Careful review or development of the product formulation to identify any
necessary safety testing requirements

o Selecting ingredients that comply with the legal framework in the EU and the
USA (see section 3.3.2 and 4.3.2)

o Assessment of the safety of ingredients and considering potential risks,
banned substances and restrictions on use (see section 4.3.2 and 4.3.3)

o Only use ingredients for which comprehensive safety data sheets are
available, obtained through database searches, to reduce the need for
extensive toxicology testing by relying on ingredients with proven safety
information

o Document all ingredients and (potential) impurities of the cosmetic product
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¢ Responsible Department:

Regulatory Affairs

Accessor or Service Provider

+ Time frame: 6-8 months

Department, (external)-Safety

Based on the previous information, additional requirements are placed on the formulation

for strategic reasons. Aspects, details and the resulting strategic advantage are outlined in

Table 8.

Table 8: Establishment of formulation for "AquaBoost" Green

Aspect

Details

Advantage

No UV filter

The use of UV filter leads to

drugs regulation in the USA

Registration in EU and USA
without additional

requirements

No Nanomaterial

Avoid the use of nanomaterials

Reducing testing costs and

efforts

No Parabens

Avoid the use of Parabens

(preservatives)

Planned Indication for

sensitive skin

No Fragrance

Avoid the use of Fragrance

Planned Indication for

sensitive skin and additional

product's indication for sensitive

skin

requirements  for listing
fragrances
Additives (e.g., Minimize additives such as | Planned Indication for
preservatives) preservatives due to the | sensitive skin

No Animal testing

Ensure that no ingredients have

been tested on animals in the
supply chain, and explore
alternative suppliers if
necessary

Registration requirement in

EU
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Table 8 shows that avoiding UV filters, nanomaterials, parabens, fragrances and additives
has advantages such as simplified registration in the EU and the USA and reduced testing
requirements for sensitive skin. In addition, the avoidance of animal testing is emphasized
as a prerequisite for registration in the EU. Furthermore, it could be beneficial for strategic
reasons to omit ingredients such as UV filter so that the product does not have to be
marketed as a medicinal product in the USA. In addition, the use of nanomaterials should

be avoided, as this requires extensive testing and thus incurs additional costs.

In summary, the product formulation must comply with EU and US regulations, using safe
ingredients and avoiding UV filters. Preservatives should be minimized, and the supply chain
must ensure no animal testing as well as promoting sustainability. By ensuring that the
formulation meets both standards, companies can mitigate the risks and create a solid

foundation for successful registration.

8.4. Milestone 4: Design of Packaging and Labeling

Even if packaging is not required immediately, it is important to ensure that any claims made
about the product on the packaging and label are supported by scientific testing. This is
essential to avoid losing out on the potential competitive advantages these claims may
provide. It is recommended to begin drafting the claims early in the product development

process, ensuring they are properly substantiated and ready for marketing.

+ Aim: Ensure packaging and labeling comply with USA and EU requirements (see
section 3.3.5 and 4.3.5)
¢ Activities:
o Design and check compliance of packaging to be in line with EU and USA
requirements
o Design and checking compliance with labelling in line with EU and USA
requirements (language, ingredients, warnings)
o Ensuring the complete and correct declaration of all ingredients
+* Responsible Department: Regulatory Affairs Department, Design and Marketing
Team (or Service Provider)

+ Timeframe: 2-3 months
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However: Packaging is needed to establish stability data, and the labeling must be
final for the establishment of the PIF as stability data and labeling are part of the
PIF.

Further design specifications for labeling are listed in Table 9.

Table 9: Additional features in design of packaging and labeling

Aspect Details Advantage

Packaging and Should be sustainable Highly recyclable, potential

Labeling Material appealing for consumer

Packaging Glass bottle Recyclability and durability,
potential appealing for
consumer

Special packaging Pump bottle Prevents direct contact with

feature the product, reducing the risk
of contamination and the
need for preservatives

Further design specifications for labeling in accordance with the TPP are shown in Table 9.
Sustainable and easy to recycle materials should be used as they are not only
environmentally friendly but can also improve the image of a product and make it more

attractive to environmentally conscious consumers.

In times of increasing awareness of environmental issues, choosing sustainable materials
can also increase consumer confidence in the brand. To further enhance hygiene, a glass
pump bottle is ideal, as it prevents direct contact with the product, reducing the risk of
contamination and the need for preservatives. Moreover, the packaging must meet the
necessary stability requirements to provide the data required for the CPSR, ensuring the

product's safety and regulatory compliance (see section 8.5 and ANNEX 1V).

In summary, it is important that all product claims are supported by scientific testing to
secure competitive advantages and should be drafted as well as reviewed early in the
development process. The packaging and labeling must comply with USA and EU

requirements. Provide a competitive advantage, sustainable materials, such as glass bottles
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with a pump mechanism, are both environmentally friendly and hygienic while ensuring

regulatory requirements and stability data for product registration.

8.5. Milestone 5: Establishment of CPSR and Additional Evidence for

claims

An equally important step is to confirm the safety of the cosmetic product. This testing
process must be carried out to ensure that the product meets the required health and
safety standards before it is launched on the market. It is particularly important to
emphasize that animal testing must be strictly avoided at all stages of the safety
assessment. Today, various alternative methods are available to test the safety and efficacy
of cosmetic products, including in vitro tests, in silico and modern skin models. Moreover,
for small companies, relocating clinical testing for supporting claims, e.g. “Dermatologically
tested for sensitive skin”, to EU countries that offer them at a lower cost could be a

beneficial option.

+» Aim: Carrying out a safety assessment for the product and preparing a CPSR for the
product and conducting additional testing for evidence supporting claims to comply
with EU regulations
¢ Activities:
o Review data sheets and search databases to replace ingredients testing
o Conduct a safety assessment based on CPSR requirements (ANNEX 1V)
o Creation of CPSR
+»* Responsible Department: Research& Development, Safety Accessor and/or Service
Provider
¢ Timeframe: 2-3 months

However: Must be final before the establishment of the PIF as CPSR is a part of the
PIF.

Furthermore, the comprehensive safety data gathered through CPSR can be used as
substantiation of the product’s safety when registering it in the USA, where the
requirements for safety testing are generally less stringent. This makes the CPSR a key

document for both European and American markets.
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Overall, verifying the safety of a cosmetic product should be done according to CPSR
requirements, avoiding animal testing by using alternative methods like in vitro testing,
computer modeling, and advanced skin models, with the resulting safety data also serving

as proof for regulatory submission in the USA.

8.6. Milestone 6: Establishment of Cosmeticovigilance System and

Recall Processes

The establishment of a cosmeticovigilance system is also a very complex process that should
be started as soon as possible. Companies need systems to monitor cosmetic safety,
address issues, and report adverse events, ensuring compliance with regulations. In

addition to establishing the processes, these must also be validated.

< Aim: Implementation of cosmeticovigilance system for market-surveillance and
compliance with regulations
¢ Activities:
o Establish system, processes and documentation
o Validate system and processes
o Creation of CPSR
+* Responsible Department: Regulatory Affairs, Quality Managements and/or Service
Provider

s Timeframe: 2-3 months

However: Must be final before the registration of a cosmetic product

One potential solution is to engage a service provider to manage the cosmeticovigilance
system initially, with the option to establish an in-house system later. The benefit of this
approach is quick implementation, but the downside is the high associated costs. To sum
up, establishing a cosmeticovigilance system is a complex and urgent process requiring
robust systems to monitor product safety, address concerns, and report AEs, with smaller
companies possibly opting for a service provider for quick implementation despite the high

costs.
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8.7. Milestone 7: Establishment of PIF in compliance with EU and

Safety Substantiation

The PIF is an important document and requires extensive documentation gathered during
the completion of previous milestones, including description of manufacturing process
under GMP, detailed description of formulation, safety data of the ingredients, labeling

information, CPSR and other necessary materials, and is based on EU regulations.

¢ Aim: Preparation of PIF in compliance with EU regulation.
¢ Activities:
o Collect and review the documentation for the PIF
o Establishment of PIF
o Maintaining of PIF
+* Responsible Department: Regulatory Affairs, Quality Managements, Safety
Assessor, Marketing, and/or Service Provider
¢ Timeframe: 2-3 months
However: Must be final before the registration of a cosmetic product as all

information needed for the PIF must be entered to CPNP Portal

Overall, the PIF is an important document that must be created in accordance with EU
regulations and includes information such as the manufacturing process, formulation,

safety data, and labeling.

8.8. Milestone 8: Development of Marketing and Advertising

Strategy

The goal of this milestone is to create a marketing and advertising strategy for your cosmetic
product that complies with the regulatory requirements of both the EU and the US. This
ensures legal compliance, avoids fines, and maintains consumer trust. The focus is on
adapting promotional materials to prevent unauthorized health or medical claims, while

aligning marketing with both regions' regulations.

< Aim: Development of a marketing strategy that meets the legal requirements of

both markets
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¢ Activities:

o Ensure no unapproved health or medical claims:

o Adapting marketing material to meet regulatory guidelines

o Ensuring advertising claims meet both markets’ guidelines

o Review of packaging and labeling
+* Responsible Department: Marketing and Regulatory Affairs and/or Service Provider
+ Timeframe: 2-3 months

However: Should be final before the registration of cosmetic products

In summary, creating a marketing and advertising strategy that complies with the regulatory
frameworks of both the EU and the US is crucial for the successful launch and sustainability
of your cosmetic product. The activities outlined above will help ensure that all marketing

materials are legally compliant, preventing any misleading claims or potential legal issues.

8.9. Milestone 9: Cosmetic Product Registration with EU

Registration can now be completed within the EU, but US companies must appoint a RP
based in the EU. This representative ensures compliance with EU regulations and handles

the necessary documentation.

+» Aim: Registration of Cosmetic Product with CPNP in the EU
¢ Activities:
o Obtaining all information
o Registration of the product in the CPNP portal, including all necessary
information (product details, safety report, manufacturer information)
+»* Responsible Department: Regulatory Affairs and/or Service Provider
+» Timeframe: 1 month

However: This step can only be taken when all documents, reports and labeling are

available based on PIF.

To sum up, US companies must appoint a PR based in the EU to ensure compliance and
handle the registration of cosmetic products with the CPNP portal. This process involves
gathering necessary documentation and can be completed within one month, but it

requires all reports, labeling, and documents based on the PIF to be available beforehand
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8.10. Milestone 10: Cosmetic Product Registration with USA

In parallel to the registration in the EU, the registration in the USA can be prepared. Once
completed, these documents can then be used for successful product registration in the

USA. Based on CPSR the registration process will be done

X/

*» Aim: Registration of Cosmetic Product with Cosmetics Direct Portal in the USA
* Activities:
o Obtaining all information

o Registration of the product in the Cosmetics Direct Portal

¢ Responsible Department: Regulatory Affairs and/or Service Provider
+ Timeframe: 1 month
However: This step can only be taken when all documents, reports and labeling are

available based on EU PIF.

In summary, the development of a joint registration strategy for a US-based SME selling
cosmetics in the EU and US markets involves key steps, including market analysis, creating
a sustainable "green" product line, and developing a TPP. The strategy includes product
formulation, packaging design, safety substantiation through CPSR and PIF, establishing
cosmeticovigilance systems, and creating a marketing strategy. For small companies,
developing a successful cosmetic product registration strategy in the US and EU requires
careful planning, cross-departmental collaboration and regulatory compliance in both
markets. This includes market analysis, sustainable product formulations, safety evidence

and effective marketing strategies, all of which can be achieved within 18 to 30 months.
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9. Summary and Outlook

Cosmetic products have a long history, originating in ancient civilizations, where they were
used for aesthetic and therapeutic purposes. Initially reserved for the upper classes,
cosmetic products became more accessible to the broad number of consumers due to
industrialization. However, some products contained harmful ingredients, leading to the

need for strict regulation of cosmetic products in the USA and in the EU.

The history of cosmetics regulation in the USA began with the FD&C Act of 1938. Under
MoCRA, the FDA's authority over product safety, adverse event reporting, and

manufacturer requirements were significantly expanded.

Cosmetic products are classified by intended use and ingredients, with exceptions for
products like self-tanning lotions and anti-dandruff shampoos. The FDA regulates
ingredients for safety, with particular focus on substances like PFAS. Under MoCRA, more
stringent safety measures for the cosmetic sector in the US have been introduced, as
companies are required to maintain documented safety substantiation for all products,

meaning that they must provide evidence supporting the safety of their cosmetics.

MoCRA improves transparency in labeling and packaging, particularly for fragrance
declarations, and introduces the "Cosmetics Direct Portal" for better product safety and
compliance. Moreover, the companies are requested to implement a cosmeticovigilance
system for monitoring and reporting any AEs or safety concerns related to cosmetic

products after they are placed on the market to FDA.

In comparison, cosmetic legislation was introduced in Europe with the implementation of
the regulatory framework with key milestones such as Council Directive 76/768/EEC and EU
Regulation No. 1223/2009. Notable developments include mandatory safety assessments,
ingredient labeling, the establishment of the CPNP system, and the complete ban on animal
testing for cosmetics, all contributing to increased consumer safety and product
transparency with the amendment of 2013. These comprehensive regulations contribute
significantly to increased consumer safety and product transparency and make EU

regulations much stricter than in the USA.

Both the USA and the EU focus on preventing misleading advertising claims to protect

consumers, ensuring product information is accurate. However, they differ in their

61



requirements of cosmetic formulations and ingredient safety. In the USA, ingredients like
UV filters are treated as drugs, while the EU has no similar regulation. The EU also enforces

a full ban on animal testing, unlike the USA, where animal testing is permitted.

MoCRA has aligned the USA's regulatory framework closer to European standards,
particularly in safety assessments, cosmeticovigilance and compliance with GMP. However,
the USA remains more flexible, especially for small businesses, with some regulations still

under development, such as fragrance labeling and GMP guidelines.

Both regions require some form of registration or notification, but the USA has specific
requirements, such as the need for a US agent for foreign companies, whereas the EU
mandates an RP within the EU. These differences create challenges for companies to market
cosmetics internationally, as they must navigate the distinct regulations in each region.
However, the introduction of MoCRA has aligned the USA's regulations more closely with
the EU's, particularly in areas such as safety substantiation, registration, and

cosmeticovigilance.

For small companies, the implementation of these new requirements under MoCRA could
pose significant challenges. These businesses may face increased costs and administrative
burdens to meet the new safety and compliance standards. However, despite these
challenges, there are also potential opportunities for growth. Companies that are able to
meet the new regulatory requirements will be better positioned to build consumer trust,
improve product quality, and ultimately differentiate themselves in an increasingly

competitive market.

One proposed development of a joint registration strategy for a US-based SME aiming to
sell cosmetic products in the EU and US markets involves several crucial steps. The process
starts with market analysis and the creation of a “green” product line focused on
sustainability and organic ingredients. The strategy includes establishing GMP, TPP, product
formulation, packaging design, safety substantiation through CPSR and PIF,
cosmeticovigilance system, and a marketing strategy. Implementing this strategy means
that small companies will be able to successfully register and sell their cosmetic products

in the European and US markets and provide access to new markets and opportunities.
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In summary, MoCRA represents a significant step towards improving the quality and safety
of cosmetic products for consumers in the USA. By introducing stricter regulations for
manufacturing practices, safety evidence, cosmetic monitoring and labeling, MoCRA is
intended to improve consumer protection and ensure that cosmetics are safer and more
reliable. While it may be difficult for small businesses to comply with the new regulations
at first, the long-term benefits of increased consumer confidence and sector growth

outweigh the costs and effort.

However, open questions about MoCRA concern the impact on the cosmetics industry, the
international harmonization of regulations and the practical implementation. Under
MoCRA, the FDA is required to issue final guidelines for GMP. However, it can be assumed
that the requirements will be like those of the EU as a global approach takes place.
Additionally, under MoCRA, the FDA is tasked with establishing final rules for fragrance
allergen labeling, although the exact scope is not yet known. It can, however, be assumed
that detailed information on the label will be required to provide consumers with the

greatest possible transparency and thus lead to an improvement in safety.

The use of social media channels and advertising has become more important in marketing
and advertising and has increased significantly. It is questionable how this should be
handled, as there is a possibility that comments under social media posts may contain

reports of side effects and need to be monitored.

In the future, promoting transparency and ensuring long-term health impacts will continue
to be crucial to focus on, as advancements in scientific research and innovations in cosmetic
chemistry play an increasingly important role in shaping the evolution of regulations. These
developments will help refine safety standards and regulatory frameworks, ensuring that
they align with the latest scientific insights and provide consumers with greater clarity

about the products they use, leading to improved quality and safety of cosmetic products.
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ANNEX |

FDA Registration obligation exception for Cosmetic Products in the USA:

Additionally, in accordance with 21 CFR 710.9 the registration obligation is not applicable

for all establishments listed below (131):

X/
L X4

X/
L X4

X/
L X4

Beauty shops and stores (except if the establishment manufactures or performs
cosmetic processing on the premises),

Retailers of cosmetic products, including individual and direct sales representatives,
retail distribution facilities, and pharmacies, apart from those that manufacture or
process cosmetic products that are sold directly to consumers at that location,
Hospitals, medical practices and clinics in the healthcare sector,

Public health authorities and other non-commercial institutes supply cosmetics to
consumer directly,

Establishments, e.g. hotels and airlines, that offer their customers free cosmetic
products in connection with other services,

Trade fairs and other events at which free samples of cosmetic products are offered.
An establishment that is engaged in the manufacture or processing of cosmetic
products that are used exclusively for use in research or evaluation purposes,
including production testing, and are not offered for individual sale,

An establishment that exclusively carries out one or more of the following activities
in relation to cosmetic products, e.g. labeling, relabeling, packaging, repackaging,

storage and distribution.

However, this exception does not apply to cosmetic products that regularly are

DS

L)

>

*0

L)

X/
°

>

*0

L)

in contact with the eye's mucus membrane during customary use, or

injected, or

for internal use, or

designed to alter appearance for over 24 hours without consumer removal as part

of normal use.



ANNEX II

FDA List of Prohibited and restricted Ingredients:

Prohibited Ingredients:

+»+ Antibacterial Agents:

L)

0

*0

*
L X4

X/
L X4

©)

Bithionol: Antibacterial agent, once used in cosmetics like shampoos and
creams, can cause photosensitivity and may trigger cross-sensitivity with

other chemicals (132)

Skin Bleaching Agents:

o

Mercury: commonly used in skin-lightening products, these pose significant

health risks (133)

Aerosol Propellants:

o

Vinyl chloride: Previously used in aerosol cosmetic products, it is now
banned due to carcinogenic risks (134)
Chlorofluorocarbon (CFC) propellants: Prohibited in pressurized containers

for environmental and safety reasons (135)

Antimicrobial Agent

o

Halogenated Salicylanilides: Used as antimicrobial agents, these are banned

due to safety concerns(136)

Other Hazardous Ingredients:

o

Chloroform: Formerly an ingredient in certain cosmetics, banned due to its
toxicity (137)

Methylene chloride: Used in aerosol cosmetics, banned due to toxicity (138)
Aerosol cosmetics containing zirconium: Ingredient of aerosol anti-

perspirants (139)

Restricted Ingredients:

«* Animal-derived material: The use of certain cattle material, such as brain or skull

tissue is forbidden due to prevent the risk of transmissible diseases (140)



ANNEX 111

FDA Mandatory Facility Registration in the USA:
All companies, except for small businesses, must register their facility.

<+ Any person who owns or operates an existing facility involved in manufacturing or
processing cosmetic products for distribution in the USA as of December 29, 2022,
is required to register the facility within one year of that date through the Portal
Cosmetic Direct System

** Any person who owns or operates a new facility involved in manufacturing or
processing cosmetic products for distribution in the United States after December
29, 2022, is required to register the facility within 60 days.

++ This includes domestic and foreign facilities. For foreign facilities, the appointment
of a U.S. Agent is mandatory to act as a local point of contact for regulatory
communications with the FDA.

*» The registration must be renewed every two years. All new information must be

submitted within 60 days (141).

The registration process for cosmetic facilities under Portal Cosmetics Direct requires

specific information

+* to be provided in Structured Product Labeling (SPL) format.
o Including name of the facility
o Physical address
o Email address
o Telephone number.
o Registration number, if available
o All brand names under which cosmetic products manufactured or

processed at the facility are sold must be listed.

For each cosmetic product, the product category or categories must be specified, along with

the identification of the RP associated with the product (141).



FDA Mandatory Cosmetic Product Listing

As already mentioned, all companies, except small businesses, must provide detailed

listings of all cosmetic products they market in the USA.

X/

% Each product listing must include:

o Product name

o Category or intended use of the product

o A list of ingredients, including any fragrances, flavors, or colors, with each
ingredient identified by their International Nomenclature of cosmetic
Ingredients (INCI), names and concentrations (if required)

++» Contact data for the RP, as mentioned on the label (142)



ANNEX IV

Content of Product Information File in the EU:

The PIF must contain following information and shall be updated, if it seems required:

X/
L X4

X/
L X4

Cosmetic product’s description: A detailed description of the product, including its
intended use and function (143).

CPSR: This includes a comprehensive safety assessment of the product, including
toxicological profiles of all ingredients, exposure data, and any potential risks
associated with the product’s use. The CPSR must be based on scientifically robust
methods and must be performed by a safety assessor (118).

Description of the manufacturing process, including a declaration of compliance
with cosmetic GMP, such as ISO 22716:2007 or equivalent standards. The process
must ensure the product is consistently manufactured to high-quality standards
(82).

Evidence supporting claimed effects were relevant to the nature or effect of the
product. Companies must provide evidence that supports the claimed effects. This
evidence must be based on scientifically recognized methods or other valid tests
(144).

Data on animal testing: The PIF must document any animal testing conducted by the
manufacturer, agents, or suppliers related to the development or safety assessment
of the cosmetic product or its ingredients. This includes tests done to meet third-

country regulations, although animal testing is prohibited in the EU (143).



Content of the Cosmetic Product Safety Report as a Part of PIF in the EU.
All information listed below are taken from Annex | of 1223/2009 (118):
¢ Part A: Cosmetic product safety information:
o Of the on the quantitative and qualitative composition product
o Physical characteristics/ chemical characteristics and stability
o Microbial quality
o Impurities, traces and information about packaging material
o Normal and reasonably foreseeable use

o Exposure to the cosmetic product: site of application, surface area,
amount of applied product, duration and frequency of use, the normal
and reasonably foreseeable exposure route(s), targeted (or exposed)
population(s). Potential exposure of a specific population shall also be

taken into account.
o Exposure to substances
o Toxicological profiles of the ingredients

o All available data on the undesirable effects and serious undesirable

effects to the cosmetic product

o Other relevant information, e.g. existing studies from human volunteers
or the duly confirmed and substantiated findings of risk assessments

carried out in other relevant areas.



¢+ Part B: Cosmetic product safety assessment:

Assessment conclusion: Statement on the safety of the cosmetic product

Labelled warnings and instructions of use: Statement on the need to label any

particular warnings and instructions of use

Reasoning: Explanation of scientific reasoning leading to the assessment conclusion
set out under Section 1 and the statement set out under Section 2. This explanation
shall be based on the descriptions set out under Part A. Where relevant, safety

margins shall be assessed and discussed.

Assessor’s credentials and approval of part B: Name and address of the safety
assessor. Proof of qualification of safety assessor. Date and signature of safety

assessor.



ANNEX V

Requirement of Cosmetic Product Listing in the EU:

X/
L X4

Name and address of the RP (145),

Content at the time of packaging, indicated by weight or volume (excepted for small
packages under five grams) (146),

Date of minimum durability, on cosmetics indicating how long the product remains
effective under proper storage. It must be marked with a specific symbol or the words
“best used before the end of” showing month/year or day/month/year. For products
lasting over 30 months, this date is not required; instead, they must show a period-
after-opening symbol indicating safe use time after opening (147),

Origin of product in case of imported product (145),

Precautions and special safety instruction for products for professional use (94),

Batch number of manufacturer or any other unique identifier, at least on outer
packaging if the product packaging is too small (148),

Intended use, if not represented by appearance (149),

If the cosmetic product contain nanomaterial, the term “nano” must be used on the
label (150)

Perfumes and aromatic compositions are listed as "parfum" or "aroma”.

Colorants, except for hair dyes, may be listed after other ingredients or with "may

contain." (150)

Requirement of Labeling in the EU According to Article 19 Labeling of 1229/2009:

7
°e

X/
L X4

X/
°

Name and address of the RP (145)

Must include all substances used in manufacturing, excluding impurities and auxiliary
materials absent from the final product.

List of ingredients: Perfume and aromatic compositions and their raw materials shall be
referred to by the terms “parfum” or “aroma”. The list of ingredients must be arranged
in descending order of weight at the time they are added to the cosmetic product.
Ingredients with concentrations of less than 1% can be listed in any order after those

with higher concentrations (95).



X/
L X4

Ingredients should be listed by descending weight, with those under 1 % appearing last,
using the common ingredient name. If no common name is available, a term from a
widely accepted nomenclature should be used (150, 151).

If the labeling information as mentioned above is impractical to label, it should be
provided on an attached leaflet, label, tape, tag, or card. Where possible, abbreviated
information or symbols can be used (152).

The abbreviation of the responsible person's name and address, as long as it allows
identification (145)

Address where responsible person makes the product information file available (145)
Origin country, in case of imported cosmetic products (145)

Content per weigh or volume (146)

“Date of minimum durability” in MM/YYYY or DD/MM/YYYY (147)

Mentioning of “nano” (95)

Batch number (94, 148)



ANNEX VI

EU needed information for the CPNP

The RP shall submit the following information to the EC via CPNP. Specific product

information, e.g., name(s) and category

Responsible person’s name and address, including the location of the product file
Origin country, in case of import

MS where the cosmetic product will be marketed

Contact details of a natural person, this person must be able to reach in case of
need, e.g. in case of safety concern or consumer complaints

Nanomaterials, if applicable: the notification must specify the nanomaterial used,
including the IUPAC chemical name and the exposure circumstances that can be
considered foreseeable (106).

Carcinogenic, mutagenic, or toxic substances. The name and Chemical Abstracts
Service number or IUPAC number of any substances classified as carcinogenic,
mutagenic, or toxic for reproduction category 1A or 1B under Annex VI Part 3 of
Regulation (EC) No 1272/2008 must be included (105);

Frame formulation, that allows quick and effective medical treatment in case of

complications, e.g. undesirable effects (87)
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