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ABSTRACT

Biological products or biopharmaceuticals are medicinal products derived from living organism systems and manufactured by
using modern biotechnology that differ widely from the conventional synthetic drugs. They are much larger and more complex
molecules with inherent diversity; hence, different manufacturers cannot produce identical biological products, even with the
same type of host expression system and equivalent technologies. Thus, biologics manufactured and marketed after patent
expiration are usually referred to as biosimilars. Biosimilars endeavor to copy the original technology leading to the
production of innovative biotechnological medicines to obtain a product which is similar to the reference product. These
products reported to improve the treatment landscape for multiple diseases, particularly in the areas of oncology, blood
disorders, rheumatology, endocrinology and are becoming choice of treatment regimen due to policy push by governments for

itds affordability without comprising on quality, safety and effica

41% between 2009 and 2013, touching a high of U.S. $1.516 billion. The valuation of Brazilian pharma markets has shown
double digit growth in the past decade. Between 2012 and 2015, market valuations have increased from U.S. $25.2 billion to
U.S. $35.3 billion.

Biosimilarity is based on a comprehensive comparability exercise wherein unavoidable clinical differences are evaluated and
must meet equivalence or non-inferiority criteria. Biosimilars need to comply with different regulatory requirements for
market authorization in different sites. There are several other related issues that need to be defined by the national
authorities, such as interchangeability, labeling and prescribing information. The Brazilian health surveillance agency
shadows the key principles established by the World Health Organization for the assessment of biosimilarity. However, the
regulations also widen the gap by having standalone application pathway that does not require the usual comparability
exercise with the reference product, originating non-biosimilar copies. Interchangeability and the use of nonproprietary names
are not regulated. The objective of this manuscript is to explore the Brazilian Regulatory outlook from concept to
commercialization of Biosimilars.
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INTRODUCTION pharmaceutical market and a $4.6bn medical device market

1 0,
cottish businesses and research institutions report?egéh showig strong annual growth of 12 and 16%,

that the Brazil pharmaceuticals market is thehsixt pectively. - As_ such,  Brazil  offers _tremendous

largest economv in the world. and recent forecasfé)portunities for imports, corporate partnerships, and
9 cconomy T S search collaborations not only in the above mentioned
suggest that its likely to reach the fifth position in the life-science markets but also in a range of others inaudin

coming years; naturally, this sheer market size hag . \"heaith and agribusiness where Brazil is a world
cemented the crucial importance of the country in thl%adei‘

overall operations of all pharmacmal companies with

global ambitions. The largest lifcience market in Latin Before, explaining on Brazil market, it is critical to discuss

America and a platform used by overseas companies about socio demographic aspects. Brazil is the fifth largest

penetrate the Latin America market. Brazil has a $26bn country in terms of both land area and population, with
8.51 million sg. kilometers. The details are tabulated below
in Table
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Figure 1: Demographic and macroeconomic indicators
Table 1: Demographics of Brazil
Official Name Federative Republic of Brazil
Languages Spoken Portuguese
Is Landlocked No
Latitude/Longtude -10-55
Currencies Used Brazil Real
Demonym Brazilian
Capital Brasilia
Top cities of Brazil Sao Paulo, Rio de Janeiro, Salvador, Fortaleza, Belo Horizonte, etc.

The pharmaceuticals market in Brazil will be projected tapproval of new drugs and clinical trials)eetings with
touch close to $60 billio by 2020. The growth of the stakeholders, approval of certain licences is governed by
market will be driven by the healthcare industry in Brazithe ANVISA. For biologics and similar biologics, ANVISA
which is undergoing profound transformation andbeing the apex national regulatory authority that evaluates
experiencing new business dynamics, making the domessifety, efficacy and quality of drugs in the country.
market one of the most promising and it is by no means alNVISA releagd series of similar biologics guidelines,
easy market, but it is unequivocally a highly attractivethese guidelines are applicable for Similar Biologics to be
market in the world According t o andaeteloped inrBeapiloar import&r imt@ thé Oosntry for
pharma market is the sixth largest market in the world imarketing authorization.

terms of sales revenue. Half of the salmme from
prescription drugs, ovehecouner drugs take a 27%
share, and generic drugave the remaining 23%. The
generic drug segment was the main driver behind t
decade long growth of pharma industry in Brazil, with its
market sales tripling between 2009 and 2013.

The National Health Surveillance Agency commonly
known as ANVISA (AgénciaNacional de Vigilancia
}ianitéria) is the food and drug regulatory agency in Brazil.

NVISA was created in 1999 and is linked to the Ministry
of Health.

Brazilian regulatory agency that is responsible for the

Pharmaceutical exports fromrazil increased by around approval and supervision of food, cosmetics, atmin,

41% between 2009 and 2013, touchindigh of U.S. harmaceuticals, health services, and medical devices
$1.516 billion. The valuation of Brazilian pharma market§ ona_ others ’To kee ace ’and up to date with,
has shown double digit growth in the past decade. Betwedl] °"9 ’ b b P

2012 and 2015, market valuations have increased from U't ;rqﬁgogfgzrﬁi%ﬂlaég%é;q?S'r?rr:;?ése’ da; V:ﬁg a?()ﬁgzg”g?
$25.2 billion to U.S. $35.3 billior. P

preparing the international reénces that will guide health
Brazil has potential to become an important destination foegulation worldwide, ANVISA participates in the main
state of art infrastructure R&D and expertise in biopharmérums for discussion and regulation of products and
In Brazil, Regulatory approvals for the import of drugsservices subject to health regulation.
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ANVISA's participation in bilateral, regional andEuropean CommunityBecomes member of International
international negotiations andegulatory convergence Cooperation on Cosmetics Regulation (ICCR)
initiatives promotes the use existing international tools t . . . .
assist the Agency in its role of regulating, monitoring angé)lz.lcto-foulznds Mtgeg];ernatlonal Medical  Device
supervising products subject to health regulation. The egulators Forurd )
activities aim at avoiding duplication of efforts améking 2010:Meets all the necessary criteria to be recognized as a
the better use of available resources, with a focus not omRggulatory Authority of Regiondkeference (NRA) by the
on health protection and promotion, but also on the nation@an American Health Organization (PAHO)
economic developmentANVISA is also an important
player in Brazilian technical cooperation efforts. Technic
cooperation in galth regulation is an effective instrumen
for strengthening the regulatory capacities of all parti
involved, promoting the exchange of experiences and tﬂ?
use of best regulatory practices carried out by differe
health authorities. ANVISA role is to promote the protection of the
These are some ofhé main recent international P © P Y lati onos heal t h Dbofthe xect
achievements by ANVISA productlon, marketing and use of prqducts_ and services
subject to health regulation, including related
2016: Becomes a member of the International Council fognvironments, processes, ingredients and technologies, as
Harmonization of Technical ~Requirements foiwell as the control in ports, airports and bordeirs Brazil
Pharmaceuticals for Human Use (ICH) Research and Commerciadtion of Biotech product and
. ., Similar Biologics Governed as per the Law 6.360//1976,
2015:Controls performed by ANVISA for pharmaceutlcaIDecree 8.077/2013 and RDC n° 55/2010 (as amended from

ingredientsare recognized as equivalent to those of thttleme to time) details are mentioned in below table 2:

alll-he Brazilian Health Regulatory Agency (ANVISA) is a
odal agency linked to the Ministry of Health, peftthe
razilian National Health System (SUS) as the coordinator

the Brazilian Health Regulatory System (SNVS), present

roughout the national territory.

Table 2: Regulatory legislation and Guidelines in Brazil

REGULATORY ANVISA: AgénciaNacional de VigilanciaSanitaria or The National Health Surveillg
AGENCIES Agency, Ministry of Health
Brazilian National Health System (SUS)
Brazilian Health Regulatory System (SNVS)
CMED-(Camara de Regulacéo do Mercado de Medmatog The Medication Market]
Regulation Chamber is the interninisterial body responsible for the econon
regulation of the drug market in Brazil
CONERThe National Commission for Research Ethics
LICENSE APPROVING AUTHORITIES Director
Phgrm_aceutica Laws And Regulations/ | RDC 55/2016MAA
Guidelines RDC 50/201iStability
RDC 49/2013PAC
RDC 46/2008Blood products
RDC 47/2009 and RDC 60/2042belling
RDC 71/2009 and RDC 61/20#ackage insert
RDC 81/2008mport
RDC 234/2005Quality control
RDC 17/20D-GMP
Comparability guidelines
Guidelines for elaboration of Clinical study repeBi®logical products
Guidelines for Norclinical study Heparin development by comparability
Guidelines for Norclinical studyi Interferon Alpha development by comparability
Guidelines for transport qualification of biological products
GCP Guidelines.
Biologics: distinct from small molecule drugs in that they are larger,

Oand are far more strugilly complex agents. Biologic

A b'OIPQ'C medicine is a Iarge molecule typlcallly denye medicines are often 200 to 1,000 times the size of a small
from living cells and used in the treatment, diagnosis of.

prevention of disease. These are produced bingu molecule drug. They are also highly sensitive, making them

biotechnolo rocedures likedNA technoloav. Bioloaic  M°re difficult to characterize and produce. Due to both
medicines ignyclpude therapeutic proteins nglA vagcinetheir size and sensitivity, biologic medicines aienost
P P ; | ways injected®into a pati el

monoclonal antibodies and fusion proteins. Biologics are
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Product Life cycle:

Manufacture and Continue to
Discovery: Basic and Product diffusion of safe improve and
transiational research development and effective advance

medicines medicines

Futiic funda Venture captal Smm“ Royates "';’-..pgw PO Internal company revenue
Academic/ . o L. Mid and large pharma
Publ::h - Micro SME to mid-sized Mid-sized to farge -
Acgastion
Coaboration Contract Research Cotaboraton Contract Manufacturing
project Organisation proect Organisation
Mid-size and large biopharmaceutical company
Source: CRA, 2014
Figure 2: Biopharmaceutical lifecycle and its value cHain
The biopharmaceuti cal i n d ervitonmerit.sBeaausé sciersgsed nmmdvdtiondreqgeires p | i

and sciencdased structure makes it difficult to apply anythe exchange of tacit knowdge, the industry has
one analytical framework when examining the actors thaleveloped into regional clusters. In addition to the range of
comprise it. As depicted in above figure, it takes a complevapabilities and collaborations required at each stage, the
knowledgebased ecosystem to develop and bring figure illustrates the importance of public funds and venture
biopharma product to market. Because product cycles arapital to the success of an industry where mofithile

so lengthy, the industry requires apportive and stable sizeable, often take many years to materialize. A recent
institutional ~ framework.  For  this reason, thestudy estimated that the cost of developing a biotech drug
biopharmaceutical industry has tended to flourish itbday from initial research to market approval is $2.6
countries and regions that can offer a solid enablirgllion dollars.

1875: Biobras in founded, pioneers insulin production in Brazil

1% Bloequivalent generics in Brazil (fill

&finish done locally with imported 1% cell line developed in Brazil
APIs) (Recepta-Butantan)
Fiprima, first
Innovation Law & Innov. Decree (2005): blosimilar developed
promotes alliances between universities & and approved in
Patents Law firms Brazil (Eurofarma)
2000 2010 |
» 1 ] 4
1995 | [ 2005 2015
Generics Law BIOMM listed 1# Brazilian company to run Phase Remsima, first

biosimilar approved

Il clinical trials in Brazil (Recepta
! : (Recepta) in Brazil (Celltrion)

Creation of ANVISA '
1% BNDES programs to First time a Brazilian company out licenses IP for
support local pharma (from cancer treatment (Recepta — Mersana)
consolidation to R&D |
stimulus)

AMNVISA commits to 90 day approval process for some
clinical frials

Source: Authors, based on interviews with industry representatives
Figure 3: Evolution of Biologics in Brazll

Clinical trial requirements in Brazil (8): To conduct the accordance with the provisions
clinical trials in Brazil the documents has to be submitte of ResolutioMNo466 ResolutionNo9andOrd650/2014

as per the below mentioned tableAs per : -
the LawN09.782 ResolutionNo9 andOrd650/2014 ANV ISA is a_ttached to thilinistry of Health (MOH), .
which grants it authority to regulate food and drug laws in

the Brazilian Health Surveillance Agency . .
A i - A . . Brazil. Ord650/2014tates that the agency is ruled by a
(AgénciaNacionatle VigilanciaSanitariafANVISA) is the Collegiate Board of Directors composed of five) (

regulatory authority responsible for clinical trial overs'gmmembers, and it oversees five (5) directorates. In addition,

approval, and inspections in Brazil. ANVISA grants ; C )
o - : : .~ ANVISA also has two (2) main offices: the Advisory
permission for clinical trials to be conducted in Brazil M =ouncil and the Ombudsman office. The Advisory Council
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monitors the Coll egi at e B de ProcessosOrganizacionais) to manage drug registratipno n
public inquiries, and the m@budsman serves as arlt also oversees the Office of Clinical Research
independent body for the public to directly communicaiCoordination on Drugs and Biologicals (Coordenagdo de
any complaints. Pesquis&linicaemMedicamentos e ProdutosBioldgicos
. : . . (COPECQ)), which is housed within the Office of Efficacy

?Ii?ectgrezlaltgea;fsme\:vlgrrlf658{201éenera\llv IMtanggljer?wen i and Safety Evaluatipn Management (Geréncia_ de Avaliag_éo

o PR . de Seguranca e Eficacia (GESEF). COPEC is responsible
Medicines  (Gerénci&eral de Medicamentos e

ProdutosBiolégicos (GGHED) operates within the General Iﬁ;lthfoz)n;t)llygss and registration of new dragi clinical
Managers of Organizational Processes (Geréra@ais P '

Table 3: Regulatory submission process in Brazil

Language restrictions | All documents must be submitted in Portuguese. Applications submitted to CONEP/CEP should be accompanig
original untranslated documents as well.

Translating all documents into Portuguese can takev2eks.

In 2011 it was estimated that costs can range from $3000 to $6000 for translations to be done.

Submission Sequence | Approval is required by the Institutional ethics committee (knownas Camié £t i caemPesqui sas i
ANVISA. While under Resolution No. 9/2015, foreign sponsor initiated studies must still be approved by the nation
committee, CONEP, ANVISAs decision is no longer dependent upon CONEPs.

Multi-sitest udi es should obtain EC approval from the coord
submitted in parallel. Study conduct at other sites must obtain local (CEP) approval before the study can begin
CONERANVISA submissiongan proceed without them.

Additional submissions| Import:

ANVI A6s approval of the CTA will al s o @cdpy oithe Sparial Budleatir
(approval certificate) must be presented at clearafite following docuents must be presented along with the apprq
certificate:

1  For imports made by a body other than the holder of the DDCM, a copy of the document of delegd
responsibilities for importation;

1  Anticipated duration of clinical trial

1  Documentation of irgrnational transport contract and proof of viability of the product for import

1 In addition to the documentation requirements for import, ANVISA through Resolution No. 9/2015 also re
the shipping containers used to import the drugse containers mst include the following information:

1 SB number or Document for Importing Product(s) under investigation by the DDCM to which the investig

product is subject

Amount of imported material

Information on special care for storage, such as temperaturgdity, and light

Information on physical form or pharmaceutical form referring to presentation of the product;

Information of the validity of the product, and where applicable, the medical device; and

Lot number or serial number

Amendments to the DDCM:

=A =8 =8 -8 -4

Substantial amendments (modifications) made to the DDCM must be filed with ANVISA and approved
implementation.Substantial amendments should be submitted in the form of an amendment attached to the protocol.

The following are considered substahdianendments:

A Inclusion of clinical study protocol(s) not previously established in the initial development plan

A Alterations that potentially impact quality or safety of the investigational product, active comparator or placeb
All other amendments shoulze submitted to ANVISA as part of the Safety Update Report, which is submitted annu
ANVISA.

Amendments to the Protocol:

All amendments to the protocol must be submitted to ANVISAbstantial amendments must be submitted to ANVISA
the form of @ amendment attached to the protocol and await approval before implementation; the approval timg
amendments is the same as for approval, 180 days for biologic products, Phase 1 and 2 trials; 90 days for all others.

Substantial amendments are thedgch

A Change the clinical trial protocol which affects the safety or physical or mental integrity of the participants
A Change the scientific value of the trial protocol
All other amendments to the protocol must be submitted to ANVISA as part of the aeporal r

Early Termination:

Early terminations must be submitted to ANVISA within 15 days; for a temporary suspension as an immediate safety
ANVISA must be notified within 7 daysThe appropriate technical and scientific justifications must bednete well as the
follow-up plan for clinical trial participantslf the sponsor wishes to resume the study a request fatieation as well ag
justifications for the trial to be restarted must be submitted to ANVISA.

Annual Reports:

Sponsors must it annual monitoring reports to ANVISA within 60 days from the beginning of the fFiad information,
listed below, should only be from Brazilian centers, and submitted in tabulated form:

A Title of the clinical trial
A Protocol code
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Status of participastrecruited for the clinical trial

Breakdown of the number of participants recruited by the center

The number and description of the deviations and protocol violations by the center; and

Description of all adverse events occurring at the center duringéhigd, identifying the trial participants with th
codes used in the Case Report Form adopted in the clinical trial protocol

Final Reports:

T I I I

Final reports must be submitted to ANVISA within 12 months after the end date of the trial and include thiedo|
information:

Title of the trial
Protocol code

>

A Breakdown of the number of participants recruited removed from the clinical trial
A Description of patients included in each statistical analysis and those who were excluded from the analysis of g
A Demggraphic description of participants recruited for the trial
A Statistical analysis
A Number and description of protocol deviations and violations
A All adverse events and laboratory abnormalities with causality assessment, occurring in participants
A The results btained in the measurement of outcomes for each participant in the clinical trial and
A The rationale for early termination of development in Brazil or anywhere else in the world, if applicable
Fees Clinical trial approval fees paid to ANVISA arerefertecd as Sani tary Sur veil ITaenTEWS ale
generated during the applicati on pr ocleesvalue isgenarased basetl ong

subject (such as approval of an application) and the size afaiimpany. The company size is determined based on
economic capacity of the company (and any subsidiaries) as measured by its gross annual turnover;

ANVISAs table of current rates of TFV8n Portuguese only) is set from the Interministerial PofdfiF-MS 45/2017 of
January 30 2017The fees for clinical trial approval, based on company type, are as follows (all the monetary figu
Brazilian Reals/as of August 14, 2017, the conversion rate was $.31 USD to $1 Brazilian Real):

Group 1i Large (exceeding 50 million Reals): R $19,677.00

Group 2i Large (equal or less than 50 million Reals): R $16,725.45

Group 3i Medium (equal or less than 20 million Reals): R$ 13,773.90

Group 4 - Medium (equal or less than 6 million Reals: R $7,870.00

Small (equéor less than R $3,600,000.00 and more than to R $360,000: R $1,967.70
Micro (equal or less than $360,000 R: 983.85 Brazilian Real

It is unclear whether or not the CEPs/CONEP charge fees for CTA review.

Insurance requirementy Local insurance broker igquired.

Referenced Documenty Resolution No. 9/2015

Procedue for Marketing Authorisation o f Biosimilars To develop a biosimilar, the manufacturer will need to first
in Brazil * identify a marketed biologic product to serve as the

reference biologi product. Then a detailed characterization

The development of a similar biologic involves a stepwisgf the reference biologic product will be performed. The
approach of optimizing the production process, :

. ) . information obtained from the characterization of the
comparability exerciseof characterization of the product

(physicochemical as well as biological) followed by_prereference biologic product will be utilized to direct the
clinical and/or clinical studies process development of the biosimilar preduand

comparative testing to demonstrate bioequivalence between
the biosimilar product and the reference bhiologic product.

Development phase

RESEARCH AND MANUFACTURING PRECLINICAL
DEVELOPMENTOF A PROCESS &
SIMILAR BIOLOGIC —————1 CHARACTERISATION [————] STUIDES
(PHYSICOCHEMICAL &
BIOLOGICAL)
POSTMARKETING MARKETING CLINICAL
SURVEILLANCE  {«———| AUTHORISATION e — STUDIES
FOR SIMILAR
BIOLOGIC

Figure 4: Steps involved in the Development and Marketing of a Biosimilar
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In 2010, Brazil introduced regulations to precisely addresAccording to ResoluticlRDC 55/200 there are two
and establish specifigathwaysto grant licence for follow pathways exist for neoriginator biologicals i a
on biological products using a comparability pathway. Thcomparability pathway and a staabbne pathway.

Brazilian regulations (RDC 55/2010) are based on dn‘fere.l.he two pathways have different requirements for the

regulations and _guidelinesrom around the world, o o Gata required for the registratisiossier, refer
including the WHO Similar Biological Product Guidelines below Figure g 9 ’

These guidelines follow the same scientific principles as
the WHO guidelines but contain some differences due to
the specific needs of Brazil.

Figure 5: Regulatory pathways for registration of biological products by ANVISA

ANVISA: AgénciaNacional de VigilanciaSanitari&MC: biological the comparability pathway demands the
chemistry, manufacturing and controls; N/A: nofollowing during characterization of the product:

applicable. - Headto-head comparison with the comparator

Stand-alone pathwayThe stanehlone pathway is used in  biological poduct.
instances whe a nororiginator biological cannot be
compared to the originator product. With this pathway tF~
applicant must submit a summary of the preclinical ar
clinical studies performed on the roriginator biological
product. The scope of the preclinical sasd may be
reduced and phase I/ll studies can be exempt. Phase- Primary structure must be identical to the comparator.
studies are mandatory, with exceptions, and must

Primary and higheorder structure, posdtanslational
modifications, biological activity, purity and impurities,
productrelated substances (variants), and
immunochemical properties.

Clinical evaluation the clinical comparability exercise

compar ed -itrof erdman tyo, ) eOWi dure:
Gsuperiorityo to the new requires a stepwise procedure: i gin
biological) - Pharmacokinetic (PK) and pharmacodynamic (PD)

Comparability pathway-The comparability pathway studies followed by pivotal clinical trials.

outlines an approach in which the follam biological is - Clinical efficacy studies could be required:
compared to the reference product in terms of quality a
available data. This pathway closely resembles that of t~
WHO Similar Biological Product Guidelines.

The selection of a sensitive populationdaadequate
endpoints is a critical consideration. Selection should
allow the detection of possible differences between the
A comparatve dossier containing preclinical and clinica  products.

studies is necessary to demonstrate comparability betwe
the products. Nomwlinical and clinical data can be reduced”
The pathway also allows for extrapolation of therapeut- For the design of the studies equivalence is preferable,
indications between the follean biological and the but noninferiority can be used, if justified.

reference product.

Quality
In order to demonstrate the quality of the follow

Comparative immunogenicity study is necessary.

Extrapolation of indications

In Brazil, it is possible to receive approval for
indications in which the followon biological has not
been tested, but the following criteria must be met:
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- A sensitive test model has to be used,dwtias to be Onceregistered with ANVISA, a biological product can
able to detect potential differences between thenly be put up for safe in the domestic market after its price
biosimilar and the comparator. is stipulated by the Medication Chamber (CMED), based

n preset criteria; for a biological product with proven

erapeutic gains, for instanchet sales price cannot be

higher than its price list effective in a basket of countries

- Safety and immunogenicity have to be sufficientlyselected by CMED. During marketing phase, if any queries

- The mechanism of action and/or involved receptor(§
must be the same.

characterized. or complaints or changes were been found this is to be
. . reported to authority immediately in the Rbdarketing
General considerations Ph
ase.
Finaly, an application for approval of a follean
biological in Brazil has to take into consideration the CONCLUSION
following requirements: In the present scenario, Brazil has stringent and at par

. regulatory requirements for approval of a new drug.

) The_p_harrr_laceutlcal dosage form and the route r?armac)e/zuticgl product approvaFI)pprocess should be seeg as
administration should be the same as those of tI&ecritical milestone in ensuring asseto safe and effective
comparator drugs n order to protect the public health and facilitate

- For licensing of aipsimilar it is mandatory to present ahealthy growth of pharmaceutical firms.

risk management plan. The directive for licensing biosimilars published by the

As mentioned earlier in Brazil, there are two pathway i. Brazilian Regulatory Agency in 2010 is in line with the
complete technical and scientific registration dossig#tinciples mentioned on the WHO norms and standards
including clinical and nomlinical data; or (i) the evaluation of similar bio therapeutic products. ANVISA
comparability, in which case ¢hproduct is registered uponnow is a member country of ICH organization, it is
comparison of its efficacy and safety attributes with &xpected to be more harmonization activities with ICH.
comparator product, which is a product already registeréesignating approved copies of biologic products as
at ANVISA. Also, the registration process of biologicalbiosimilars after the comparabiliggxercise has been well
products under the comparability pathway by following thexplained in the regulations. ANVISA may find an
instructions laid down in the guidelines approved bgpportunity to revise its regulation and also adopt
ANVISA and, currently, ANVISA has approved theexpression on omission of standalone pathway. It has been
guidelines for the registration of the alpha interferon angenerally recognized that many important issues associated
heparin. with biosimilas need to be defined by the national
authorities in future amendments; we therefergphasize

Once the data is submitted to ANVISA in the above form egulatory approval process in brazil shall be evolied

ANVISA Biological division reviews and if gets satisfied, make at par with regulated market for biosimilars from

approves a sm;]llar b|qlog|c forf ma”‘e“gg- F(;)r bot evelopment to commercialization like regulatethrket
regisrations pathways, in case of IMRErICENEIBELCIS, tl%ﬁch as USFDA to accelerate the early grant of biosimilars

biological product must have been registered in the countfy i : ¢ f d effective d
of manufacturing for further approved by ANVISA. By WV Fnsunng access fo sale and eflective drugs.
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