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ABSTRACT

The regulatory process to obtain marketing authtides (MAs) for drugs in Latin American (LATAM) catries,
despite regional harmonisation efforts, is highbyumtry-specific. Complex and evolving ad-hoc redsiefsom
reviewers must be proactively addressed to avatlycdelays or show-stoppers to local product l&esc This article
offers a pharmaceutical regulatory environment ATAM, resulting from more than a decade of expeareeim a
biotech company, to ensure successful global remylastrategy. The quality, safety and efficacyadhas its own
importance in the registration dossier. The comiakgignificance of markets is increasing globallyis vital for
pharmaceutical industry to cope with the regulat@guirements for betterment of public and to emsheir place in
the market. Although the International ConferengeHarmonisation (ICH) Common Technical Document PE€an
serve as a resource for most local MA applicatidngs not necessarily required in its full leng#hdditionally, a
significant amount of mandatory and highly courgpgcific documentation (related to infrastructiegal documents,
stability studies, labelling, etc) require strateglanning and allocation for successful and timelyal approvals.
Exhaustive identification of actual requirementa paesent challenges due to frequent changes utatéans, unclear
expectations, etc. Having as much early visibiityd command of the LATAM country-specific requirerteeand
health authorities’ (HAs) expectations will helpetipharmaceutical industry to improve planning fésbgl MA
applications, optimally manage internal expectaj@nd most importantly give patients in the redaster access to
therapies and better quality of life.
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This trend has also influenced the evolving growth
of the local drug regulations in the LATAM region:
with the rapid introduction of high-technology
medicines into import, export and distribution
networks, it has become critical for each HA to

components required to register a product from
country to country.

Adaptation and Growth - For years, pharmaceutical
companies have turned to emerging markets as low
cost manufacturing destinations, utilizing lower

guarantee that the medicines allowed to reach localwages and, frequently, less stringent environmental

patients are in compliance with specific standafds
quality, safety and efficaly

With varying levels of sophistication, resources an
overall expertise, each LATAM HA has
strengthened its health legislation. The regioersff

a wealth of opportunity for both the pharmaceutical
industry and local patients but the variation ie th

health and safety regulations.

As emerging markets capture a greater share of the
global pharmaceutical market, these countries are
altering and adapting their regulations to compete
with the quality expectations of highly regulated
markets like the EU and U.S., while addressingrthei
own sourcing needs.

drug registration processes causes time-consuminglLed in large part by substantial growth in Brazitla

and costly obstacles for companies.

Mexico, countries in Latin America are firmly

Based on more than ten years of experience establishing their place in the market

registering drug products in LATAM, this article
provides a practical overview of drug registration
requirements in the region, with specifics on issue
critical to consider for efficient regional reguway
strategies.

The main focus here relates to MAs for prescription

drugs (including biologics/biotech). It does not
cover the registration processes for devices,
biosimilars/generics or clinical trials.

Countries in Latin America need to harmonize their

Indication of the region

With the exception of Mexico, located in North
America, all LATAM countries are situated in either
Central America (Belize, Costa Rica, El Salvador,
Guatemala, Honduras, Nicaragua, and Panama),
South America (Argentina, Bolivia, Brazil, Chile,

Colombia, Ecuador, French Guiana, Guyana,
Paraguay, Peru, Suriname, Uruguay, and
Venezuela), or the Caribbean (more than 20

countries and territories including Aruba, the

basic vocabulary on pharmaceutical products and Bahamas, Cuba, the Dominican Republic, Haiti,
agree the technical procedures needed to ensure thdamaica, and Trinidad and Tobaddhis region has

quality of multisource products. Drug regulatory

a population of 582.5 million, compared with

agencies need to be strengthened so that theapproximately 734 million in Europewith 80-85%

population can have confidence in the quality &f th
drug supply. Agreeing on basic principles would
also facilitate the exchange of information, the
ability to build on one another’s experience anel th
study of how different pharmaceutical policies effe
the affordability of and access to pharmaceuticals.
Latin America’s Growing Pharma Industry

of the population concentrated in metropolitan srea
LATAM is ethnically and geographically diverse.
From a practical perspective, the first language of
most Latin Americans is Spanish except for
Brazilians, who speak Portuguese. Other languages
are spoken (for example, English in Trinidad and
Tobago, French in French Guiana, and Dutch in

Latin America has been a long sought after, though Suriname) but only by a minor fraction of the

difficult to penetrate pharmaceutical market. With
the market size of Latin America at $66 billionads

population. The Spanish language varies markedly
between countries, especially the more vernacular o

May 2012, many companies have developed spoken language.

strategies to enable access to a portion of thisSocioeconomic and demographic factors,

like

growing market. Part of these strategic discussionsliteracy and quality of healthcare, also preserthwi
center around how to address different regulations strong variations between countries, and, within

between countries in the region and the various countries,
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Culturally, the panoply of countries of this regisn In 2009, the national expenditure average in Latin
as varied as their geography, which runs from America represented 85 of the region’'s GDP,
impressive mountains to coastal lowlands, from equivalent to a per capital annual expenditure of
tropical rainforest, arid deserts and vast grasisiao USD 671 USD divided partly into public
cold, windswept Patagonia. This diversity influemce expenditure and partly into private out-of-pocket
the politics and to a certain extent contributetht® expenditure and payments made through insurance
HAs’ idiosyncrasies. schemes. Latin America is also experiencing a
Key trends transition in major health risk trends, going from
The main key pharmaceutical trends that have beerinfectious diseases to more traditionally westerdiz
detected for the region in the short to medium term health risk trends such as hypertension, obesity,
are several, and one of the most important isylikel cancer, ischemic heart diseases and diabetes. This
to be the fast growing domain of the generics nmtarke significant change in demographics, disease
in the region. By 2015, branded and unbranded patterns, economics and market size are creating
generics are expected to be growing faster thannew challenges for domestic and international
patent protected and non-protected branded drags. | pharmaceutical companies operating in the country.
the region, pharmaceutical sales are growing fast Companies are facing other considerations such as
and especially in the areas of vaccines, oncology, emerging science, new products and services,
high cost medicines, biologicals and rare disedses. shifting demographics, evolving regulations and
terms of demand, there is an increasing demand fortransformed business models which consequently
drugs as more people move into middle class, urgingtrigger increased stakeholder expectations in the
the region to increase drug access in spite of region’

intensifying cost containment measures taking place Specific considerations of the drug registration

in  most counties. Additionally, attractive process

opportunities have arisen for biopharmaceutical Unlike the EU or the Association of Southeast Asian
producers in Latin America, also due to the fist Nations (ASEAN) countries, LATAM drug
biotech drugs having gone off patent recently, registration processes are not harmonised.
allowing for the emergence of a new Biosimilars Substantial harmonisation efforts have been ongoing
market that still represents a consistent regwator for the past fifteen years, mainly through the

challenge in many Latin American markéts. initiative of the Pan American Health Organization
Latin America health and pharmaceutical (PAHO) via the Pan American Network for Drug
market overview Regulatory Harmonization (PANDRH). PANDRH

With its population reaching 6 million people in has periodically generated recommendations for a
2011 (WHO 2012)—Argentina Brazil and Mexico number of key topics (including pharmacovigilance
accounting for 60% of the population—Latin and pharmacopoeias) to strengthen local HAs and
America is a fast growing region with equally fast regional regulatory harmonisatiSnHowever, in
growing economies. Brazil, Mexico, Argentina and practical terms, every country has its own reguiato
Colombia are considered as the “top 4” Latin requirements. There is no regional “CTD"-like
American economies and pharmaceutical powers. application and each MA application needs to be
As a pharmaceutical market overview, Latin planned and executed as per the requirements of
American sales in 2011 were at USD 62.9 billion, each country’s HA, thus bringing country-specific
registering a 8.9% growth in 2012, which is challenges to pharmaceutical companies seeking
particularly significant if considered within the marketing penetration in the region.
wider picture of a global market value of USD 995 To date, there are five national reference autiesrit
billion dollars in 2011 (source: WHO 2012). in the region, as recognised by PAHO, those from
Argentina, Brazil, Colombia, Cuba, and Mexito.
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Recent attempts at homologation, or allowing the initiative would promote competition and lower
approval from one regional reference authority to prices, resulting in increased accessibfity.

facilitate approval in another country, have The ambiguity of the term generic was one of the
presented challenges. For example, a homologationreasons why some medical associations and
process was recently announced for both EI consumer groups opposed the policy. For them the
Salvador and Ecuador if an approval from the quality of the similar drugs was questionable.
Mexican Federal Commission for the Protection Although the term generic includes a quality compo-
against Sanitary Risks (COFEPRIS) is grarffed. nent the government had limited its mandate to
Salvadorean and Ecuadorian experts, however, haveprescribing by generic name (that is, it used the
confirmed that, from a practical point of view,gh$ word generic to indicate that prescriptions hathé¢o
still in the process of implementation until thedb written using nonproprietary names) and substigutin
HAs issue further regulations related to this similar drugs for proprietary drugs. For obvious
initiative. Thus, to date, registration in these reasons the pharmaceutical industry also opposed
countries must be pursued independent of Mexicanthe policy. All those who opposed the generic

approval, and according to local requirements. initiative used this opportunity to claim that slani
drugs or copies could be unsafe and of poor quality
DISCUSSION and that the ministrg/ did not adequately regulbee t

One of our most important findings was that the production of drugs:
term generic means different things between and Many parties have an interest in how pharmaceutical
within countries. With the exception of Brazil, products are classified. Some countries in theoregi
which has about 1033 generic pharmaceuticals, thehave developed a typology that includes three types
markets in the rest of the Latin American countries of drugs: original, similar and generic. The others
studied have few drugs proven to be therapeutically use a binary classification of branded and generic
equivalent or interchangeable with the proprietary products. WHO has proposed a different typology:
product. The result is that generic drug policies single source and multisource pharmaceuticals.
relate to the use of similar drugs (or copies), and  Single source pharmaceuticals correspond to the
daily speech most policy-makers, consumers, andoriginal drugs (usually on-patent), while multisoar
many health professionals use the terms generic anddrugs can be produced by multiple pharmaceutical
similar interchangeably, which further confuses the firms and include drugs that are pharmaceutically
issue. equivalent and may or may not be therapeutically
Indiscriminate use of the term generic in Argentina equivalent to the original drug. Single source @&rug
is a good example of the confusion that can be are usually identified with a brand name, and
produced. When in 2002 the Minister of Health multisource drugs can be identified by the INN pr b
announced his initiative to promote the use of brand names. The merging of the categories of
generic drugs (resolution 326 and law 25.549) similar drugs and generic drugs offers several
national and provincial medical associations painte advantages.
out that none of the drugs sold in the country as Drug regulatory agencies have to ensure that the
generic had proven bioequivalence as required bysupply of medicine is safe and that medicines are
law. The Argentine pharmaceutical market did offer efficacious for treating the ailments for which yhe
many similar drugs under branded and INN names, will be prescribed. In the case of multisource dtug
and the intent of the initiative was to stimulate however, there is no agreement on the tests ticht ea
competition among drug producers so that expensivepharmaceutical product should undergo in order to
branded originals could be replaced with similar be considered to have met acceptable efficacy and
drugs. The government expected that the new safety standards. For some products it is suffidien
document that the new product is pharmaceutically
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equivalent to the original drug; in other cases
therapeutic equivalence needs
Therapeutic equivalence can be proven by clinical
trials, in vitro or through pharmacodynamic studies
The type of testing used has significant implicagio

in terms of costs, technical capacity and time.
Consequently, those parties interested in restrgini
competition advocate for lengthy testing and those
interested in expediting the availability of cheape
versions of drugs argue for limited testing that is
sufficient to guarantee the efficacy and safety of
most drugs.

Our study documented high levels of confusion
among our respondents (all of whom were working
in regulatory agencies or were pharmaceutical
experts). Therefore, it is not useful to maintdie t
classification of pharmaceutical products commonly
used in Latin America. The classification of
products that we wused in our survey was
inappropriate but because there is a lack of

to be proven.

products and the types of tests needed, if angréef

a drug can enter the market. The tests for many
products will be simple and inexpensive.

The case of Brazil highlights some of the diffigest
encountered in making these types of
determinations. Brazil passed resolution number 391
in September 1999; it stated that for a produdigdo
registered as generic there was a need to prove
bioequivalence. Subsequently, the requirement for
proving bioequivalence was modified (in February
2002 by resolution 10 and in March 2002 by
resolution 84). Resolution 10 included a list of
medicines that for safety reasons could not be
registered as generic drugs. (Uruguay has a similar
list and Colombia is considering adopting one.)
Resolution 10 also mandated the creation of a guide
to substitute bioequivalence testing with othetstes
to demonstrate the interchangeability of the new
product with the reference drug. In addition,
resolution 84 modified the list of products ideieiif

consensus on classifying these products, we wouldin resolution 10. Other issues under discussion in
have encountered the same problem if we hadBrazil include the determination of the minimum

selected a different typology. Interestingly, our
respondents also had different interpretationshef t
word bioequivalence. For some the term implied that
clinical trials had to be conducted to ensure that
generic product was pharmaceutically equivalent
and its bioavailability was the same or similar

number of volunteers needed to demonstrate
bioavailability and bioequivalence in clinical tsa

It is impossible to carry out comparative cross-
national studies of generic policies as a resuthef
lack of consensus on the meaning of the term
generic. For example, in our study we found that it

enough to have essentially the same effects as thevas impossible to make cross-national comparisons

proprietary drug. Others used the terms
bioequivalence and inter changeability
indiscriminately and asserted that for a drug to be
classified as a generic it had to be interchangeabl
with the reference product. Documents from Chile
specify that the test of bioavailability can be don
vitro.

Our findings suggest that countries are trying to
reach agreement on the type of testing that needs t
be done before the commercialization of multisource
drugs can be approved. Argentina, Brazil, Chile and
Costa Rica have developed lists of the

of the share of generic sales as a proportion ¢l ea
country’s pharmaceutical market or even to compare
the number of registered generic and similar
products.

Drug Registration

The regulatory regime in LATAM countries can be
divided into three categories i.e. Countries which
have established regulations (Brazil, Mexico, and
Venezuela) to demonstrate the efficacy, safety
through clinical trials or Bioequivalence studieishw
the innovator’s product in the drug approval praces
The countries as Argentina, Chile, Columbia,

pharmaceutical products that need to be tested forEcuador, and Paraguay also have the regulations for
therapeutic equivalence, and these countries haveregistration of new or generic drug but are less

often identified the corresponding tests neededs Th
is a first step. Ideally such a list would includk
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and Peru) has imperfectly formed drug regulations
for the approval of drugs.
In many of the LA countries the amount of time that

the regulatory agency has to register a product is8.

very short. Peru requires the least amount of fone

registration: only 7 days. If the regulatory agency
fails to prove that a particular product may be
harmful during this period of time, the product is
automatically registered. Except for Brazil and

7. Lack of sufficient regulatory science capacity
to assess generic products that potentially meet
the need for crucial drugs.

Lack of formal pre-submission meetings or

scientific advice.

9. Long review timelines for registration hence
more uncertainty.
10. More detailed documentation, SOPs, validation

requests

Chile, which have between 8 and 14 months, the restSpotlight on Research and Development

of the countries for which we obtained information With the growing emphasis on the timely
have less than 6 months to register a product. Theintroduction of life saving drugs for diseases in
only countries that offer incentives for the Latam countries, there has also been an increase in
registration  of  generics/copies/similars  are discovery research for diseases that are more
Argentina, Brazil and Chile. These three countries prevalent in the region than in the other countries

discount the registration application fee for gener
drugs and in addition Brazil offers a shorter
evaluation time for generic and similar products.

The cost of registering a product ranges between 50.

dollars in Bolivia (for 5 years) and $27,000 in
Brazil. Argentina, Brazil and Chile offer
significantly lower fees for the registration of
generics and similars than for the registratioraof

new product. Chile and Colombia charge a different

fee for registration than for re-validation. Ecuado
offers a cheaper registration price to national
companies (US $535) and for essential drugs (US
$344) than to foreign companies (US $1,339).
Nicaragua also favours local producers (US $485 for *
a foreign product and US $166 for a nationally
produced drugj?

Key Challenges

1. Lack of harmonization in regulatory
requirements

2. Lacking new or changing regulations

3. Lack of quality manufacturing capacity and
differences in Labeling

4. Emerging market health authorities have
limited resources

5. They necessitate local patients in clinical trials/
B.E study to take part.

6. Lack of sufficient human resources and

funding for drug regulatory activities.
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Dossier requirements for submission to
Regulatory bodies

CPP / WHO GMP / Manufacturing license

Free Sale Certificate

Letter of Authorization / Power of Attorney
Dossiers to be submitted in local language
Legalization of administrative documents from
the embassy

API Technical package (Brazil, Mexico)
Specification and methods

COA of API and Excipients from vendors
Manufacturing procedure and controls

Executed Batch manufacturing records / Batch
Numbering system.

Stability data on three batches Stability
conditions as per zone definitions.
Recommendations for important requirements
Brazil

Requirement: PE (Pharmaceutical equivalent study
to be performed in Brazil).

Recommendations: ANVISA to accept the
Pharmaceutical equivalent study generated by the
Manufacturer as the facility and lab is inspectgd b
the ANVISA.

Benefits: Time.

Mexico

Requirement: BE Study to be done in Mexico
RecommendationsCOFEPRIS to accept the BE -
study performed in India against Mexico reference
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Recommendation: Acceptance of process validation
/ evaluation report on exhibit batches.

Benefits: Time. Other General recommendations:

Chile 1. Incase the manufacturing plant is approved by
Requirement: Process validation completion before USFDA / UK MHRA / ANVISA, Latam countries
BE Batch. to accept the dossiers along with and FSC. (Eg.

product. The USFDA / ANVISA / UK MHRA
approved lab.

Colombia and Chile).

Table No.1: Comparative Study with Key Requirementdor Drug Registration in LATAM Countries

Requirements/ Argentina Brazil Chile Colombia Mexico Peru Venezuela
consideration (ANMAT) (ANVISA) (ISP) (INVIMA) (COFEPRIS) (DIGEMID) (INHRR)
Dossier Specific sections Specific sections
language should be in Portuguese Spanish Spanish should be in Spanish Spanish
guag Spanisl Spanisl
Stability
condition
30/75 30/75 30/75 30/75 25/60 30/75 30/75
Registration 60,100 Mexican
fees 2,300 Rias 5100 Rias uUsD 2,231 USD 150 pesos 160,000 USD 125 USD 175
pesos (Fast Track]
COPP Country specific
Country specific (Legalized) Country specific | Country specific| Country specific | Country specific| Country specific
(Legalized) (Legalized) (Legalized) (Legalized) (Legalized) (Legalized)
. . No, recent Yes, but Yes, but
Areb?é??c%:%/ biologics/ biotech No, recent No, drugs and proposal for the No, recent proposal for the NOS’ ethaerrgt:re
roducts regulation was biologics/ biotech| biologics/biotech regulation of biologics/ biotech regulation of re uirgments for
rep ulated as implemented and| regulation was have separate | biologics/biotech| regulation was | biologics/biotech q drugs and
% requires a more implemented requirements. is under implemented is under . ugs a
rugs? ; h . : . biologics/biotech.
complex dossier. consideration. consideration
Legal definition
Recent regulationg Decrees w;sr%hbigﬁézgﬁ
(August 2012): 2577/2006, thg Official
complex dossier, | 768/2006, RDC lati f :
harmacovigilance 28/2007 N(_) regulations Law 1392 o Gazette in
P (PV) plans RDClG/ZOOé' in exist for orphan 2010 and Law January 2012
Orphan drug monitoring of theory allows for drugsl to .dfm? 1438 Or]: 2011, |n(_:o|rporat|ng
legislation in efficacy, priority review — (recent legislation orphan 'artlc e 224 Bis No No
. ’ . ked and designation into the General
lace? effectiveness and| ongoing efforts to was revoked D ot
P ’ safety plans issue further new to date there is nd application Health Law —
Iabgl?n ' leqislation on indication if it process is not further
requiremengts not or%han drugs will be re-issued). yet defined. regulations with
clear advantages registration rdeec;l?i”rsér?qg:tc;szltir
yet. process. currently in draft
form.
Venezuela
Requw/ements Argentina Brazil Chile Colombia Mexico Peru (INHRR)
consideration (ANMAT) (ANVISA) (ISP) (INVIMA) (COFEPRIS) (DIGEMID)
Performed by
Repetition of Repetition of Repetition of Repetition of certified laboratory
. release testing release testing release testing . release testing .
Local Testing during during during Not required during Not required as part of
commercialisation| commercialisation| commercialisation| commercialisation registration.
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In Portuguese as|
In Spanish as per per local In Spanish as pe
local regulations. regulations. local regulations.
Mock-ups Mock-ups Mock-ups
i required for i i required for
reqwr.ed.for q ed In Spanish as pef In Spanish a.s per In Sp.anlsh as per| q ed
submission. submission. ) local regulations.| Mexican norm. submission.
A ) . . local regulations. ) ) .
Local registration | Local registration Mock-ups Local registration, Different
; Mock-ups In Spanish as per
) number and and pharmacist . required for pharmacist product p P
Labeling ) ) : ' required for o L ' ; local regulations
Requirements | Pharmacist details information. submission submission. distributor manufacturing Mock-ups requiréd
Recent Red stripe around | ocq) registration Local (For orphan sites require for submission.
implementation of | box for medicines number and reglst,Jtratlon d fdrugs, Iabellng: different
" harmacist number an rom country o ) .
traceability codes. sold under p details local distributor | origin is currently |~ registration
HA recently medical ' details. allowed). number.
started to request| prescription. Source of
_voluntary Pursuing content based on
Iarl]t(':;stl?er;&fet serialized tWo- reference agency
pat : dimensional approval.
codes.
Electronic Paper and Paper and
Submission No Yes Yes electronic No Yes electronic
ANVISA GMP Certifications by Region
W Europe
H China
W India
M Latin America
mROW
mUSA
Figure No.1: ANVISA GMP Certifications by Region
129
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kaging
aterial
Test, oport & Mfg.
Patent/Excheivity
F&DMR LD
Bioeq uivalence strategy
BE /Clinical study 104 ¢
hy CRO .
1L
Dossierwriting &
Review
Dossier submission
to Awathority
Dossier Evalation Pl Inspection
| |
Product Approval

Figure No.2: Regulatory filing process

CONCLUSION medications will also drive continued deal-making
The LATAM region does not have a centralised or and regional investment in Latin America. Foreign
harmonised procedure for drug registration. There market players looking to expand their footprintdan

are critical differences between countries in the established players in Latin America will benefit

region. As quality requirements and the cost of from emerging companies seeking to further develop
compliance continue to increase globally, Latin their manufacturing and expertise in this growing
America and other emerging markets will continue region.

to be in focus. Manufacturers continue to seek ways

to decrease costs and capitalize on these rapidyACKOWLEDGEMENT

growing markets, leading to greater partnership I would like to thanks Krishna Teja Pharmacy

opportunities as governments strive to increase the College Chadalawada Nagar, Tirupathi-5175086,
local capabilities as a means of decreasing Andra Pradesh, India for continuous support and
healthcare expenditures. Specialized manufacturingencouragement throughout this work.

necessary for biologics, high potency, and cytaoxi
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