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Introduction

The document ‘Estrategia sobre Certidumbre Regulatoria para el Sector Farmacéutico’ (Strategy of
Regulatory Certitude for the Pharmaceutical Sector)[1], published last January by COFEPRIS
describes important working projects the agency will support from 2022 to 2030 to alleviate
regulatory obstacles affecting therapeutics access for the Mexican population.

Among these, the strategy stresses the importance for COFEPRIS to comply with their
commitments to international regulatory standards, including those promulgated by the ICH and
PIC/S to benefit from increasing regulatory harmonisation and regulatory reliance, especially for
biologic therapeutics. This includes advancing with the implementation of Good Regulatory
Practices and the parameters of the WHO Global Benchmarking Tool.

Considering this recently published strategy, this CIRS R&D Briefing brings attention to a particular

group of therapeutics, orphan drugs, which are designed to help patients affected by rare diseases

and how their availability can be optimised for the Mexican population. Based on estimates by the

Mexican ministry of health and the World Economic Forum (WEF), orphan diseases affect from 8 to
13 million Mexicans [2,3].

Around the world, availability of and access to orphan products is a complex and multifactor
phenomenon. These therapeutics are designed to address diseases that each have a very low
incidence in the general population. Typically, these drugs address serious conditions with high
unmet medical needs where there are few therapeutic alternatives. These products result from
complicated discovery programmes, require sophisticated manufacturing facilities, challenging
clinical development programmes, and special expertise to develop. The availability of these
products, however, is made even more challenging when there is a lack of a clear and detailed
regulatory pathway to facilitate the registration and availability of these unique therapeutics.

This R&D Briefing focuses on how therapeutic options for orphan diseases in Mexico face barriers
to their availability and presents opportunities to optimise the regulatory environment. Please note
the work for this Briefing was undertaken in 2021-2022.
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What is an Orphan Disease?

When a patient presents a set of unique and difficult-to-diagnose symptoms, both the physician
and patient face a perplexing situation. Do the symptoms represent a variant expression of a
common disease or are the symptoms a manifestation of a rarely observed, yet debilitating or
potentially life-threatening disease? Through the exclusion of common disorders and today with
the widespread use of genetic testing, patients with challenging presentations may be diagnosed
with a rare/orphan disease that usually is genetically based. Many rare diseases or conditions can
be difficult to diagnose and manage because in their early stages, symptoms may be absent or
masked, misunderstood, or confused with other diseases [4].

It is estimated that there are about 7,000 known rare diseases worldwide and the Global Genes
Project (https://globalgenes.org/) estimates approximately 300 million people worldwide are

affected by a rare disease. Achieving accurate estimations of the prevalence and/or incidence of
any disease is a strategically important goal of public health policy, because this information allows
for planning and possible procurement of goods and services to attend to the potentially affected
population. In the case of rare diseases, estimation challenges are complex because of their low
incidence and the difficulties in measuring and compiling treatment and diagnostic information.

There is no single, widely accepted definition for rare diseases. Typically, a rare disease is any
disease that affects a small percentage of the population, usually life-threatening or chronically
debilitating, of such low prevalence that special combined efforts are needed to address them.
There also is no single name utilised in Latin America to refer to this category of diseases. Some
countries call them rare or orphan diseases, others simply call them low prevalence (baja
prevalencia) or infrequent diseases (poco frecuentes). There are some differences in the
definitions, but a constant is always the low incidence. In this Briefing we will refer to these as
‘orphan diseases’.

World Relevance of Orphan Drugs

Researchers have recognised that treating rare diseases almost always requires sophisticated
diagnostic approaches and specially designed therapeutic approaches using targeted “orphan
drugs” (ODs). Because new rare diseases are constantly being discovered, so too are novel
therapeutics to address these typically unmet medical needs. Unfortunately, only about 400 rare
diseases have therapies according to the Rare Genomics Institute
(https://www.raregenomics.org/). However, because about 80% of orphan diseases have a genetic

basis, developing targeted therapies using sophisticated genomic approaches has opened the way
to addressing the critical unmet medical needs that can be filled by targeted OD therapies.

In the United States, the Orphan Drug Act (ODA) of 1983 created financial incentives for drug and
biologics manufacturers, including tax credits for costs of clinical research, government grant
funding, assistance for clinical research, and a seven-year period of exclusive marketing given to the
first sponsor of an orphan-designated product who obtains market approval from the Food and
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Drug Administration (FDA) [5]. At the same time, federal programmes at the FDA and the National
Institutes of Health began encouraging product development, as well as clinical research for
products targeting rare diseases. Commercialisation of ODs requires large investments in research,
which is conducted by large companies and smaller disease-focused entities. In 2018, the top
twenty multinational companies accounted for 69% of the $130.6bn in global sales of orphan
products; by 2024, the market for these products is expected to grow rapidly to $242.5bn.

Since 1983, the ODA has resulted in the development of more than 250 ODs, which are now
available to treat a potential patient population of more than 13 million Americans alone. In
contrast, the decade before 1983 saw fewer than 10 such products developed. As a result of the
ODA, more treatments are available to people with rare diseases who once had no hope for
survival.

The number of new drugs with an orphan designation has increased across the European Medicines
Association (EMA), the US FDA, the Pharmaceuticals and Medical Devices Agency (PMDA),
Swissmedic and the Australian Therapeutic Goods Administration (TGA), from 31% between 2011
and 2015 to 38% between 2016 and 2020. In 2021, 26 of the Center for Drug Evaluation and
Research’s 50 novel drug approvals — more than half — were for orphan diseases [4]. In 2021, the
proportion of approved new active substances (NASs) with an orphan designation was high across
six key agencies [6]. Figure 1 shows the proportion of NAS approvals with orphan designation in the
EMA, the US FDA, PMDA, Health Canada, Swissmedic and TGA [7].

® Orphan ® Non-orphan Orphan by FDA, EMA or TGA* © 2022 CIRS, R&D Briefing 85
100%
90% A | - :
80%
2 70%
>
2 0
s 60% -
a
©
wv)
< 50% e
P
6
S 40%
2
5 30%
a
o
a
20%
10%
0%
NOANO A NONO A NONO A ~NOAOA N~NWAO A NOWO O
— — NN — — NN — — NN — 1 < N N o NN o NN
O0O0O0O0 O0O0O0O0 O0O0O0O0O O0O0O0OO0O OO0OO0OO0OO0O OO0OO0OO0O
NNAAN NN AN e A O

Approval year

*Health Canada does not currently have an orphan policy; this data shows the number of medicines that were approved by Health Canada that were classified
as orphan by either FDA, EMA or TGA.

Figure 1 — Proportion of NAS approvals by orphan designation for six regulatory authorities between 2017 and 2021

Source: https://cirsci.org/publications/cirs-rd-briefing-85-new-drug-approvals-in-six-major-authorities-2012-2021/
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From 2017 to 2021, the proportion of orphan designations varied year-on-year but has generally
increased across these agencies. This may be because of disease stratification and companies’
growing R&D pipelines and is consistent with increased commitment from agencies to tackle unmet
medical needs. In 2021, ODs accounted for 40% of approvals for TGA, 36% for EMA, 42% for PMDA,
49% for Swissmedic and 54% for the US FDA [6]. Although Health Canada does not currently have
an orphan policy, 59% of the NASs approved by the agency in 2021 were classified as orphan by
either the FDA, EMA or TGA.

Figure 2 shows the median approval time for the six selected agencies considering orphans and
non-orphans. Having appropriate OD-specific pathways may therefore accelerate the regulatory
review times of these critical therapeutics. Approval timelines for orphans and non-orphans have
been compared across six key agencies between 2017 and 2021 [6,7].
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time includes the EU Commission time.

*Health Canada does not currently have an orphan policy; this data shows the number of medicines that were approved by Health Canada that were classified
as orphan by either FDA, EMA or TGA.

Figure 2 — NAS median approval time by orphan designation for six regulatory authorities between 2017 and 2021

Source: https://cirsci.org/publications/cirs-rd-briefing-85-new-drug-approvals-in-six-major-authorities-2012-2021/

The US FDA had the fastest median approval time for orphans in 2021 (243 days), as most of these
products were approved through an expedited review pathway. PMDA had the second fastest
median approval time for orphans in 2021 (267 days). All new OD approved in Japan benefitted
from an expedited review pathway, owing to an incentive from PMDA to address unmet needs.

At the EMA, orphan medicines are eligible for conditional marketing authorisation and in some
cases can be administered under compassionate use [8].
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Worksharing agreements are being used increasingly frequently to authorise orphan products.

In 2020, TGA authorised Isatuximab and tafamidis (both granted orphan status at TGA) through the
collaborative efforts of the ACCESS consortium. Similarly, ORBIS (Figure 3) has also provided an
important opportunity to accelerate the authorisation of orphan products around the world [9].
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Submission gap is calculated as the time from date of submission at the first regulatory agency to the date of regulatory submission to the target agency.

‘Expedited review’ refers to Health Canada/TGA ‘Priority Review’ and Swissmedic ‘Fast Track’. Health Canada does not currently have an orphan policy.
Approval time is calculated from the date of submission to the date of approval by the agency.

Figure 3 — Project ORBIS; submission lag and approval times for NASs approved in 2020
(by month-year of approval by the US FDA)

Key International Regulations for Orphan Drugs

Key to facilitating access to these innovative medicines, including ODs, is the regulatory flexibility
that agencies have put in place to address this need. In addition to expedited review routes,
worksharing and collaborative projects described above, a variety of facilitated regulatory pathways
(FRPs) are now available in various agencies, including the Breakthrough Therapy designation (FDA)
and Sakigake (PMDA), along accelerated/conditional approval pathways in many countries.

Nevertheless, there remain important differences and gaps in the availability of ODs across the
world. One analysis found that health plans in the United States apply fewer restrictions for orphan
than non-orphan drugs (30% vs 47%). This analysis also found considerable variation (11% to 65%)
in OD coverage restrictions across insurance plans. Interestingly, United States insurance plans
were more likely to restrict access to those ODs with larger budget impacts [10].

Legislation, government strategy and an encouraging regulatory environment are key for the
development, authorisation, and availability of any medicinal product. In the case of ODs, these
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aspects are even more relevant considering the low prevalence and the challenges to justify the
business case to develop and launch a product.

As mentioned before, the first worldwide official recognition and publication of
legislative/regulatory considerations was in 1983 when the United States enacted the United States
Orphan Drug Act. Australia and some Asian countries then launched legislation/regulation during
the nineties. The European Union, however, launched its first regulation on ODs in 2000, 17 years
later than the United States, with the publication of the regulation EC 141/2000.

Key Latin American Regulations for Orphan Drugs

It was not until the first decade of the 215 century that Latin American countries published their
first laws/regulations on ODs. Table 1 compares the instruments and details of OD legislations in
the United States, the European Union and the five largest Latin American countries [11-19].

Table 1 - Year and name of first legislation/regulation related to Orphan Drugs
for selected countries

Country Legislation/Regulation Year
United States Orphan Drug Act 1983
European Union EU Regulation EC 141/2000 2000
Colombia Ley 1392 2010
Argentina Ley Nacional 26689 2011
Mexico Article 224, General Health Law 2012
Brazil Rare Diseases National Attention | 2014;
Policy, Ordinance 199; RDC 205 2017
Chile Ley 20850, Luis Ricarte Soto Law 2015

The scope and characteristics of the legislation/regulation of OD in Latin America have evolved.
New decrees, resolutions or instruments have been published detailing treatment in each country,
however, only Brazil has on focused regulations dealing with these products.

There are many relevant regulatory/legal issues that influence the availability and access to ODs.
Among the most important elements are:

¢ the official definition of what can be considered a rare/orphan disease.

e OD designation procedure, and

e the market authorisation paths and their possible inclusion of incentives for development and
market authorisation.

A common element considered to define a rare disease refers to the number of people living with a
disease (Table 2). Some countries consider other factors such as the existence of adequate
treatments, the degree of unmet medical need, or the severity of the disease.
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Official definitions of rare/orphan disease

In general, the definition of a rare disease in most Latin American countries is comparable with the
European parameter, implying a prevalence of not more than five for every 10,000 individuals.
Brazil’s definition, however, is 6.5 persons per every 10,000 population and it is close to the United
States definition which implies a maximum of 200,000 individuals for the country. Considering a
total United States population of 332.7 million (United States Bureau of Census estimate for
January 2022), the United States definition is equivalent to about six per every 10,000 persons.

Table 2 — Definitions of rare disease in different countries

Country Patient ratio as defined Patient ratio standardised
for comparison
Brazil 65 in 100,000 1in 1,538
United States <200,000 in population 1in 1,659
Argentina 1in 2,000 1in 2,000
Australia 5in 10,000 1in 2,000
Chile 5in 10,000 1in 2,000
Colombia 1in 2,000 1in 2,000
European Union 5in 10,000 1in 2,000
Mexico 5in 10,000 1in 2,000
Norway 5in 10,000 1in 2,000
Panama 1in 2,000 1in 2,000
Singapore 1in 2,000 1in 2,000
Switzerland 5in 10,000 1in 2,000
United Kingdom 1in 2,000 1in 2,000
Japan <50,000 in population 1in 2,507
Russian Federation 10 in 100,000 1in 10,000
Peru* 1in 100,000 1in 100,000

e * Ministerial Resolution 230-2020-Minsa lists more than 500 rare diseases.

Source: Rare disease - Wikipedia

Often, the terms “low prevalence” or “ultra-rare” are used for diseases with a prevalence of fewer
than 1in 2,000 people.

Rare/orphan diseases designation procedure

The orphan designation procedure is a process independent of the market authorisation and it is
particularly important in countries where new drugs are being researched and developed.
Generally, this process allows sponsors to benefit from various incentives when developing a
therapeutic for the designated disease. The US FDA and the EMA require OD sponsors to apply for
orphan designation status. The designation requires complying with criteria related to prevalence,
morbidity of the disease and lack of therapeutics. Canada does not have a statutory definition of
ODs, consequently it does not have a designation procedure for orphan diseases.
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The Pan American Health Organization (PAHO) regional reference Latin American countries do not
have a procedure like the FDA and EMA for orphan designation of a drug. Mexico and Chile do not
have a process to assign orphan status to a drug. Instead, they require proof of the designation as

orphan by a reference agency. In the case of Brazil, the orphan designation is a requirement to
utilise the expedited orphan review process by Resolution RDC 205/2017 [18]. Characteristics of OD

pathways are compared in Table 3.

Table 3 - Selected characteristics of the regulatory environment in the Americas and Europe

oD

designation

Market authorisation
path

Country Regulatory OD legislation
Authority or regulation
United States  FDA Yes
Europe EMA Yes
Canada Health Canada No
Argentina ANMAT Yes
Brazil ANVISA Yes
Mexico COFEPRIS No
Chile ISP Yes
Colombia INVIMA Yes

procedure
Yes

Yes
No

No
No
No
No

No

Special Market Authorisation Regulatory Pathways

Fast Track, Priority,
Accelerated

Centralised accelerated
procedure

Accelerated available, not
specific

Under special conditions

Special procedure
Recognition letter, 2 years

General abbreviated
registration

Simplified procedure for
Vital drugs not available

Among the most important factors affecting a decision to submit for a new OD registration to a

country are the characteristics of the specific-regulatory-pathway for market authorisation for such

medicines. The US FDA and the EMA have established specific pathways that aim to facilitate

development and access to ODs and these can also benefit from the use of a Priority Pathway, Fast

Track and Accelerated procedure. Each of the PAHO regional reference Latin American authorities

have their own particulars with respect to market authorisation of ODs and/or rare diseases.

Argentina

In Argentina, the first official publication on ODs/rare diseases was

Law 26,689 published in 2011 [15]. This law stressed the need to
promote comprehensive care for persons with “low frequency

diseases” and created a multidisciplinary societal committee

responsible for managing incentives for research, training, social

involvement, etc. This law defined these low frequency diseases,

B
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implying an incidence equal or below 2 persons for every 2,000 individuals. The regulation to this
law, published in 2015, created an Honorary Consulting Council for the development of proposals
on how to apply the 2011 mentioned law. The main impact of the law and its regulation was the
establishment of a definition of rare disease for Argentina.

In 2012, ANMAT issued Regulation No. 4,622/2012 explicitly created the Commission and
Assignation and Evaluation of Medicines responsible for determining whether a medicine can be
authorised under the so-called registration “under special conditions” applying to therapeutic
products for the prevention, diagnosis and/or treatment of low frequency diseases (rare diseases)
and other serious illnesses for which there are not sufficient therapeutic products available. This
regulatory framework is based on Rare Disease status, defined by Law 26,689 and Annex | of
regulation No 4622. In a succinct manner, Annex 1 defined a simplified procedure requiring full
presentation of early phases of clinical studies and other available clinical trials, complete evidence
that the drug has been classified as an OD, a risk assessment plan to closely monitor safety, quality
and efficacy of the product, including registration of patients and medical guidance, an intensive
pharmacovigilance plan, periodic reports on monitoring the results of the treatment, and a written
informed consent of the possible risks and benefits of the drug.

Brazil

Brazil did not have any specific comprehensive regulation for ODs until
recently. The ANVISA Resolution RDC No. 205, published in December
2017 [18], provides for a special procedure for approval of clinical trials,
good manufacturing practices certification and most importantly for a

registration path of new drugs for rare diseases.

The initial applicable regulation, RDC 60/2014 [17], was general for all drug registrations and did
prioritise the assessment of orphan therapies. To access the RDC 205 expedited pathway, the
sponsor must have an initial pre-submission meeting with ANVISA within 60 days after the first
submission to another regulatory agency to express interest in using this pathway. Thereafter,
companies have a 30-day time limit to submit a full formal application to ANVISA for registration
and the authority is committed to a maximum of 60 days for a resolution. By this process, ANVISA
encourages manufacturers to submit in Brazil at approximately the same time as other major
regulatory agencies, like the US FDA or the EMA.

Chile

In Chile, there is no law that defines what is considered an orphan or
rare disease; however, the Instituto de Salud Publica (ISP) issued
Resolution 411 in 2015 [19] which defines ODs and rare or orphan
diseases, and lists requirements and general conditions for market
approval. The sponsors must provide proof that the product has been

previously approved by the US FDA or the EMA and certification that
such agencies have classified the drug as an OD. The resolution indicates submissions must comply
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with normal requirements for registration, except the possibility of having limited clinical trials.
Finally, the sponsors must present updated public safety reports, special pharmacovigilance
provisions and a comprehensive risk management plan. The resolution indicates that market
approval would be subject to an abbreviated procedure, implying a time limit of 5 months from
submission to final decision.

Colombia

Decree 481 of Colombia, published in 2004, regulate the so-called
“Vital Drugs not Available”. The Decree defines these drugs as essential
medicines without substitutes aiming to preserve a life or reduce
suffering and not sufficiently available in the country because of its low
market profitability. Decree 481 also indicates that it is the
responsibility of the Specialized Chamber of Medicines and Biological

Products of the Reviewing Commission (Comisién Revisora) to determine whether a drug can be
listed as “Vital Non-Available”. If a drug is determined as Vital Non-Available, then it qualifies for a
simplified import procedure and is not subject to registration. In 2010, the Congress of Colombia
published Law 1392 [14], a general law that recognises and defines orphan diseases and outlines
general principles, commitments of the government for research, treatment, drug procurement
and for the creation of a national registration of patients. This law briefly discusses drugs for
treatment of orphan diseases.

Mexico

In Mexico, there is no regulation specific to the assessment and
approval of ODs. The main official references include a 2006
description in the Mexican Pharmacopeia defining general

gn

characteristics of ODs and a General Health Law amendment of
2012 which defined and recognised rare diseases [16].

The approval process of ODs seems to be managed by internal procedures of COFEPRIS. In 2020,
the agency organised a virtual seminar to explain the authorisation procedure. Accordingly,
submissions for approval have to be presented and organised in a Common Technical Document
(CTD) format and requested via a formal letter with application form EL87 which is available on the
COFEPRIS website. During this seminar it was also indicated that module 1 of the submission should
include a copy of an authorisation letter from the national pharmacovigilance committee, proof of
recognition as orphan by reference authorities like the US FDA, EMA or Swissmedic, and also recent
studies about the disease prevalence in Mexico and internationally. Submissions are not currently
required to go through COFEPRIS’s New Molecules Committee. The authorisation is granted not as
a registration but as a “Recognition Letter” with a validity of two years.

In 2017, Mexico created a multidisciplinary commission responsible for the analysis, evaluation,
registration, and monitoring of conditions with respect to the listed rare diseases. Until recently,
this commission had officially listed only 20 rare diseases. However, last June 29, 2023, Mexico

12
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issued a new regulation which abrogated the 2017 norm that created the above commission and
instead recognize the 5500 rare diseases listed in the International Classification of Diseases of the
World Health Organization.

Availability of Orphan Drugs in Mexico

Official statistics

Agencies strive to ensure that the most effective, safe, quality medicines are made available to
their populations. Yet patients suffering from rare diseases, who often require treatment with ODs,
may find themselves with a limited range of treatment options. This holds true across much of Latin
America, including Mexico. To better understand the challenges of optimising the availability of ODs
in Mexico, we assessed those from various perspectives.Figure 4 shows the total number of OD
approvals in Mexico from 2010 to 2021 (published by COFEPRIS) [20, 21]. During this period,
COFEPRIS approved a total of 95 products targeted for rare diseases. The graph clearly shows a
sharp decline in approvals over the past five years.

16 r

In the last twelve years
Cofepris have approved
95 new orphan drugs

11 11 11
7 7
4 4

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021

14

12 ¢

10

Number of new orphan drugs approved

Year of approval

Note: Nine ODs were excluded from this analysis since their active substances were approved previously
Figure 4 — New orphan drugs approved by COFEPRIS, 2010-2021

Source: https://www.gob.mx/cofepris/documentos/registros-sanitarios-medicamentos. Last time visited 29/12/2021.

Using data derived from publicly available resources.

Figure 5 presents a comparison of the total number of new OD approvals in Mexico with those of
the US FDA and the EMA over the period 2010-2021. Recent years have shown an opposite trend
between the number of ODs approved by the FDA and the EMA (increasing numbers) and the
approvals in Mexico (lower than most other years). In 2020 and 2021 there were only 4 and 5 new
ODs authorised in Mexico, respectively, compared with 31 and 28 products for the FDA in those
years and 16 for the EMA in each year.
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The lower authorisations of Mexico compared with the US FDA and the EMA may be impacted by
Mexico’s lack of a specific ODs regulation and/or of a specific pathway for these types of
therapeutics, as well as company strategy in submitting to the various markets.

EMA, Europe

mFDA, USA

Number of new orphan drugs approved

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021
Year of approval

Figure 5 — Comparison of total new orphan drugs approved by COFEPRIS, the US FDA and the EMA, 2010-2021

Sources: 1. https://www.gob.mx/cofepris/documentos/registros-sanitarios-medicamentos. Last time visited 29/12/2021. 2. CIRS
Regulatory Review times Database 2022 (RRTD 2022).

Approval time is a key consideration for patients who are waiting for these important medicines.
Figure 6 compares the overall approval time for ODs by the US FDA, EMA and Mexico for the period
2010-2021. Because of the regulatory agilities built into their systems, the US FDA and EMA
consistently show shorter approval time than Mexico. This situation became more evident in
Mexico in the past two years. For 2020 and 2021, total approval time in Mexico is about twice as
long as the EMA and four times longer than for the United States. Those years registered the
longest approval times in Mexico for the 12 years of analysis.

The overall results for Mexico in 2020 show the differences in the number of authorisations and
length of registration times are widening in those years compared to the US FDA and the EMA.
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Figure 6 — Comparison of median approval time for total new orphan drugs by COFEPRIS, the US FDA and the EMA,
2010-2021

Sources: 1. https://www.gob.mx/cofepris/documentos/registros-sanitarios-medicamentos. Last time visited
29/12/2023. 2. CIRS Regulatory Review times Database 2022 (RRTD 2022).

Company survey statistics

Because of the previous observations, it was considered relevant to examine Mexico’s approval
time with respect to a similar Latin American country: Brazil. CIRS conducted a survey of 11
multinational pharmaceutical companies, all of which are active in Mexico in the OD arena, as
described in further detail on page 17, in order to obtain additional detail on the COFEPRIS
submission timeline.

The agencies of both countries (COFEPRIS and ANVISA) are PIC/S and ICH members, and their
countries are the most populated and largest economies in Latin America. A cohort of 36 ODs that
were approved by both COFEPRIS and ANVISA were analysed over the period 2010-2021. For this
cohort, the approval time, the submission gap time and the total roll out time were measured.

The approval time for a therapeutic in an agency is defined as the difference between the
submission date and the approval date and includes both agency and company time. The
submission gap for a drug in a specific agency is the difference between the first-in-the-world
submission date and the submission date to that agency.

Figure 7 compares the median approval time, the submission gap and the total roll out time of the
same cohort of ODs approved Brazil and Mexico for the full period 2010-2021 and examines four
consecutive 3-year periods during those years.

15

e

C I R CENTRE FOR INNOVATION
IN REGULATORY SCIENCE


https://www.gob.mx/cofepris/documentos/registros-sanitarios-medicamentos

Median submission gap ® Median approval time (Median roll out time)

Time (days)
0 250 500 750 1000 1250 1500 1750 2000
20102012  COFEPRIS (14) (1728)
ANVISA (14) (1426)
20132015  COFEPRIS (12) (1070)
ANVISA (12) (1429)
2016-2018 COFEPRIS (6) (771)
ANVISA (6) (617)
COFEPRIS (4) (1202)
2019-2021
ANVISA (4) 214 (712)
Total COFEPRIS (36) 286 (1086)
ANVISA (36) (904)

Notes: The surveyed pharmaceutical companies mentioned that between 2010 and 2021 they received 39 new orphan drug
approvals from COFEPRIS. Research on the approval time, submission gap and roll out time was done using the submission dates
described by the surveyed companies, the approval dates described in open-source publications from COFEPRIS, and the first in the
world submission dates extracted from the CIRS Regulatory Review Time Database 2022. The approval time is the difference
between the approval date and the submission date in COFEPRIS. The submission gap is the difference between the first in the world
submission date (CIRS RRTD 2022) and the submission date in COFEPRIS. The roll out time is the difference between the first in the
world submission date (CIRS RRTD 2022) and the approval date in COFEPRIS.

Figure 7 — Submission gap, approval time, and roll out time of a same cohort of 36 new orphan drugs approved by
COFEPRIS and ANVISA

Sources: CIRS Industry Survey Results 2021, CIRS Regulatory Review Time Database,
https://www.gob.mx/cofepris/documentos/registros-sanitarios-medicamentos. Last time visited 01/07/2022, and Open
data portal of Brazil https://dados.gov.br/dataset/medicamentos-registrados-no-brasil,
https://dados.gov.br/dataset/cico-de-via-de-analise-de-peticodes-de-registro-de-medicamentos. Last time visited
18/07/2022.

When observing the full period (2010-2021), the two countries seem relatively aligned with a total
difference for the full period in the median approval time of 72 days in favour of COFEPRIS.
However, when comparing period by period, considerable differences and variations in approval

time, submission gap and total roll out time were noted. Considering only approval time, in the case
of Mexico, the median during the first three periods (covering from 2010 to 2018), ranged between
252 and 286 days, comparatively shorter than Brazil and a relatively “reasonable” time. However,
Mexico’s median approval time for the four products approved during the period 2019-2021
increased to 747 days. In contrast, Brazil had a median approval time for the period 2019-2021 of
214 days, an improvement with respect to its own previous experience and less than one-third of
Mexico’s similar approval time.

Comparing the submission gap, largely owing to company decisions, differences among the two
countries were also observed. The comparison of 2010-12 and 2016—-18 show more than 60%
longer time for submission to Mexico compared with Brazil. For the other cohorts (2013-15 and
2019-21), the difference is no more than 8% lower in Mexico than in Brazil.

16

@ RS G


https://www.gob.mx/cofepris/documentos/registros-sanitarios-medicamentos
https://dados.gov.br/dataset/medicamentos-registrados-no-brasil
https://dados.gov.br/dataset/cico-de-via-de-analise-de-peticodes-de-registro-de-medicamentos

The approval time and submission gap have direct and considerable impact on the total time to
availability of medicines. In the most recent period analysed (2019-2021), the total roll out time
shows that it took slightly less than two years for a new drug from its first world submission to the
Brazilian authorisation. A similar measure for Mexico indicates it would take about three years and
four months to become available in the market.

Comparison with Latin America

The trends for ODs in Mexico were also compared with other jurisdictions considering a similar
cohort of drugs. First, a cohort of 43 ODs approved in both the US FDA and the EMA from 2016 to
2020 was identified and these were analysed to determine whether those drugs were approved in
Mexico and other Latin American jurisdictions. The comparator countries were Argentina, Canada,
Brazil, Colombia, Chile and Mexico (Table 4). The information for approvals was obtained from the
websites of the relevant agencies or by interviews directly with the regulators.

For this cohort, Mexico authorised only five of the ODs, equivalent to about 11% of the total ODs. In
comparison, Canada and Brazil showed high levels of registrations for this cohort, 77% and 65%
respectively, while Argentina granted approval to 44% of the products. Colombia had the smallest
number of approvals (9%).

It is relevant to mention that the lower percentage of approvals of those ODs in Mexico, Chile and
Colombia could have resulted from a variety of factors, including reduced market interest of
companies or regulatory barriers.

Table 4 — Number of products approved by jurisdiction for a cohort of 43 new orphan drugs
approved by both the US FDA and the EMA

Country Regulatory Authority/Agency Number of approved products
Canada Health Canada 33

Brazil ANVISA 28

Argentina ANMAT 19

Chile ISP 10

Mexico COFEPRIS 5

Colombia INVIMA 4

Source: This information was obtained from the websites of the relevant agencies or directly from the
regulators.

Industry Perception Study

CIRS conducted a survey of 11 multinational pharmaceutical companies, all of which are active in
Mexico in the OD arena. The authorisations originating from those 11 companies represented 50 of
the 95 (53%) total orphan products approved in Mexico during the period 2010-2021. The survey
was conducted between October and November 2021 and was designed to understand the
industry’s perception of the Mexican regulatory environment for ODs and how it compares with
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other Latin American regulatory environments. The companies surveyed were active in other Latin
American countries as follows: all (11) had a presence in Brazil, 10 were active in Colombia and
Chile, and 9 companies in Perd and Argentina.

The respondent’s general perception of Mexico’s regulatory process for ODs shows that four
companies rated the process as poor (approximately 36%), four considered the process as
acceptable (approximately 36%) and three companies as good (approximately 27%). This response
indicates there is no consensus within the industry on the existence of significant regulatory
problems. However, when asked for details regarding their answers, the responses indicated some
barriers existed, including:

e Lack of a formal OD regulation

e Legal uncertainty

e Lack of clear procedures for authorisation

e Influence of the individual reviewer’s criteria in authorisations and renewals for ODs.

The main positive aspects mentioned were:

e A good level of communication with the agency and reviewers
e The existence of a focused area of expertise within the agency for orphan products, despite
the lack of a specific OD pathway.

The survey also reflected the company’s perception that approval times for ODs by COFEPRIS took
longer than for other countries (Figure 8).

5
3
2 2
1
Faster than in other  Around the same time Longer than other Latin Around the same time Less time than in
Latin American countries as in other Latin American countries as in developed developed countries like
American countries countries the US and European
countries

Figure 8: Company perception of COFEPRIS approval time compared with other Latin American countries
and reference countries

Source: CIRS Survey
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All companies agreed that when there is a previous authorisation by a mature agency, the
regulatory approval process for a new OD by COFEPRIS should take no more than 6 months.

Companies perceived authorisation delays are related to an existing review backlog at the agency
and to COFEPRIS’ requests for additional information beyond what might be expected (Figure 9).

@ Similar standards

Stricter standards, more difficult to authorise

Figure 9 — Comparison of standards and requirements requested by COFEPRIS with other countries such
as the United States or a European country

Source: CIRS Survey

Eight of 11 companies felt that the standards for authorisation were stricter and more difficult to
address than in other countries and that these were impacted by:

1. Lack of specific guidelines on the requirements and the description of the homologated
assessment criteria

2. Hard-to-meet requirements as per the normal marketing authorisation (e.g., Phase Il
clinical trials, stability studies batch number, commercial batch information requirement,
demonstrating the prevalence of the disease in Mexico)

3. Additional CTD information required (e.g., traceability of batches submitted, Good
Manufacturing Practice certificates issued only by agencies recognised by COFEPRIS,
chromatograms, and manufacturing license for the marketing authorisation holder).

Other barriers to an efficient OD regulatory process are listed in Table 5.
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Table 5 — Major challenges facing COFEPRIS in its regulatory authorisation process
for new orphan drugs

Major challenges % of surveyed companies that agree

Work overload in the agency, leading to delays in the 100% (11)
regulatory process
Too much information is requested, which makes the 91% (10)

regulatory evaluation process longer, especially in cases
when the product has been previously authorised in
strict regulatory agencies

Lack of resources with knowledge to assess regulatory 82% (9)
requests
Equivalence agreements or routes of consignments (de 82% (9)

reliance) are not actually used to benefit from the
scientific evaluation previously carried out by other

agencies
Orphan drugs are not a priority 45% (5)
The lack of clear orphan drug-specific regulations 18% (2)

indicating what, how and when
Source: CIRS Survey

Finally, the role that companies could play in optimising the OD process in collaboration with
COFEPRIS was explored. Although 9 of the 11 companies felt that the industry had low or no input
into developing the regulatory processes and polices for ODs in Mexico, the survey respondents
were eager to contribute to and improve the process. They indicated desire in:

e Supporting the development of local standards for ODs

e Raising awareness about the prevention, diagnosis, and treatment of rare diseases among
the health system participants and the agency

e Contributing to the agency’s technical knowledge on new advanced technology products
and process details needed for a supportive scientific review within the authorisation
process.

e Creating and promoting a favourable regulatory environment that simplifies and shortens
the authorisation process for a new OD.

This would help address the three main challenges indicated by the survey:

e Uncertainty in registration requirements
e Lack of reliance authorisation process
e Lack of local rare diseases prevalence information.

And could be further addressed by the:

e Development of a robust and clear OD regulatory framework
e Development of a reliance process for ODs through a specific equivalence agreement
e Improving collaboration among the agency, academic researchers and developers.
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Survey of Patient Associations: The lack of treatments for rare diseases
in Mexico

Rare diseases affect so few people that information about them may be difficult to find, making the
situation more traumatic and stressful. In the past, support could only be found through
networking with other families coping with similar diseases or through networks developed by
academics and concerned doctors. Over the years, patient representative groups have worked
tirelessly to draw attention to the needs of people with rare diseases, and especially to the lack of
treatment options. One important role of these patient advocates is to promote legislation that
encourages the authorisation of and access to life-saving OD products.

Therefore, CIRS engaged patient representative groups in Mexico to obtain their organisational
perceptions of how the regulatory process for orphan products is conducted in Mexico. Barriers
and opportunities to access ODs were explored. Four patient organisations responded to the survey
providing basic insights into the complexities of the process for patients.

Their aspirations were found to be largely in line with those of other stakeholders. For example,
their expectation was for a 6-month target authorisation time in Mexico. They too had divergent
perceptions of the speed with which COFEPRIS addressed new products for orphan diseases with a
split between being slower, similar or faster than other Latin American agencies. They recognised
that COFEPRIS was burdened by its workload; coupled with a perceived lack of prioritisation of
orphan products and a poor scientific understanding of these diseases, patients were left waiting
for their specialty therapies. However, they felt that these obstacles could be overcome through
greater opportunities for interactions with the agency, including pre-submission meetings and
educational forums.

The Way Forward

Mexican patients who suffer from rare diseases have an expectation of having available to them the
same innovative therapies that patients with similar afflictions can access in other countries. The
availability of innovative medicines for rare and orphan diseases in Mexico is influenced by many
factors. These include the relative low prevalence of the disease in Mexico, the roll-out strategy of
the developer of the medicines and not least of all, the types of regulatory pathways that are
available to facilitate the development and authorisation of these important medicines.

In Mexico, these factors have resulted in the relative lack of availability of innovative ODs compared
not only to major economies such as the United States and Europe, but also compared with other
Latin American countries. To optimise the regulatory process and facilitate the availability of
innovative ODs in Mexico, our observations, together with perceptions and recommendations from
multinational companies and patient groups suggest that the following activities could serve to
address these issues in Mexico:
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e COFEPRIS could develop a robust OD regulatory framework with clear guidelines for
developers and assessment procedures for reviewers.

e COFEPRIS could encourage a reliance process for ODs through a specific equivalence
agreement based on approvals by reference agencies.

e All parties (COFEPRIS, academic researchers, patient groups, and developers) could
collaborate to create a learning environment for all stakeholders, including COFEPRIS
assessors who wish to focus on orphan products.

These initiatives could contribute to the timely availability of ODs for the Mexican population.
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List of acronyms

ANMAT
ANVISA
CIRS
COFEPRIS

CTD
EMA

FDA
ICH

INVIMA
ISP

NAS
oD

PAHO
PIC/S
PMDA
TGA
WEF
WHO

Administracién Nacional de Medicamentos, Alimentos y Tecnologia Médica
Agencia Nacional de Vigilancia Sanitaria

Centre for Innovation in Regulatory Science

Comision Federal para la Proteccién contra Riesgos Sanitarios

Common Technical Document
European Medicines Agency

Food and Drug Administration

The International Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use

Instituto Nacional de Vigilancia de Medicamentos y Alimentos

Instituto de Salud Publica

new active substances
orphan drug

Pan American Health Organization
Pharmaceutical Inspection Co-operation Scheme

Pharmaceuticals and Medical Devices Agency
Therapeutic Goods Administration

World Economic Forum

World Health Organization
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