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* AVISO
Este evento é o primeiro de uma série de 8 webinarios.

A presenca em 6 sessOes garante a emissao
de certificado de participacao.
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As etapas de desenvolvimento de novos farmacos
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Validacao de Alvos

* Avalidacao do alvo é o primeiro passo para
descobrir um novo medicamento.

* O processo envolve a aplicacao de uma série de
técnicas que visam demonstrar gue os efeitos
do medicamento no alvo podem fornecer um
beneficio terapéutico com seguranca aceitavel.

* Avalidacao precoce e aprofundada de alvos
aumenta probabilidade de sucesso na etapa
clinica.

9 Cortellis

T

ANIMAL MODEL
OF DISEASE

TARGET
VALIDATION

EXPRESSION BIOMARKERS CELL-BASED PHARMACOLOGICAL FUNCTIONAL INVITRO/IN VIVO
GENETIC

PROFILE DISEASE TOOL COMPOUNDS ANALYSIS
MODELS

MANIPULATION

DISEASE
ASSOCIATION
GENETICS




Descoberta de compostos “lideres”

* Nesta fase sao empregadas bibliotecas de
compostos em modelos experimentias in vitro HTS hit Optimized Lead

O.. _.OH
RS
!
N %\
Br :

ou por screening virtual.

* Nesta etapa sao identificados farmacoforos que
poderao ser modificados para melhor
solubilidade, diminuicao de reatividade e outros

ICsq = 4.27 uM IC5p = 0.03 uM
aspectos de ADME. molwt=3626 [ molwt=4363
e Em seguida serdo avaliados pardmetros de o e S cLogF=6.3
o ) Activity & property
Farmacocinética e Metabolismo dos compostos guided optimization
mais promissores. ~1ﬁ{f§'vde1§'§!w

©) Cortellis’ ChemMedChem 2012, 7, 1546 — 1550.




Estudos Pré-clinicos

* Obtencao de informacdes de seguranca e
eficacia prévias.

* Validacao de métodos que aplicam
conhecimento de medicina translacional a partir
de Informacdes 6micas de Biologia de Sistemas

* Informacdes iniciais de indice terapéutico

©) Cortellis”

Species Models

Baboons Myocardiac Infarction, Hyperthyroidism, Renal Ischemia

Dog Acute Pancreatitis, Sepsis Model, Vascular Grafts, Aortic Condtriction.
Valvular Aortic Stenosis, Tricuspid Regurgitation

Cat Pulmonary Artery Constriction, Cardiomyopathy, Retinal Degeneration,
HIV-1

Minipig Hyperchloesterolaemia

Pig Haemorrrhagic Shock, Liver Regeneration, Sepsis Model, Vascular Grafts,
Pulmonary Artery Constriction

Rabbit Bone Fracture, Haemorrrhagic Shock, Inflammatory Bowel Disease,
Osteoarthritis, Osteoporosis, Aortic Insuffiency/Constriction, Pulmonary
Constriction, Hyperthyroidism

Rat Acute Pancreatitis, Haemorrrhagic Shock, Liver Regeneration, Primary

Liver Cancer, Sepsis Model, Diabetes, Arterial Thrombosis, Parkinson’s,
Diabetes, Alzheimer’s

Rat restrain model

Stress Ulcers

Sheep Bone Fracture, Vascular Grafts, Epilepsy, Osteochondrial defects, Aortic
Constriction

Yeast Somatic Mutations, Cancer

Zebrafish Birth defects, Paedetric Syndrome, and other genetic diseases

Brake et al., Pharm Anal Acta 2017, 8:9




Ensaios Clinicos

* Fase | :seguranca, tolerabilidade e
farmacocinética n=20 a 100.

* Fase ll: de estabelecer tanto a seguranca a curto
prazo quanto a dose-resposta e a eficacia do
produto. n =200 a 300

* Fase lll: determinar a relacdo risco/beneficio a
curto e longo prazo e o valor terapéutico do
produto. n=300 a 3.000

* Fase IV: acompanhar os efeitos dos
medicamentos a longo prazo, incluindo o
acompanhamento de novas reacdes adversas de
produtos lancados

©) Cortellis”

Estudos Novas indicagdes
Populagdo alvo randomizados, Farmacovigilancia
multicéntricos Estudos de vida real

iiid) iy S8 i
T AR

Voluntarios
sadios/estaveis

“"" Fase W
— gase W

+ Fase |

fase

Tolerabilidade

Seguranga

Farmacocinética
Eficacia

70% 30% 25%

Aprovacao

https://www.sbppc.org.br/fases-de-uma-pesquisa-clinica



Taxa de sucesso de obtencao de um farmaco entre compostos bioativos

Number of compounds Basic research

5,000-20,000 Drug discovery

Clinical research

Approved drug

@ Cortellis’ https://www.technologynetworks.com/drug-discovery/articles/exploring-the-drug-development-process-331894 8



Aumento do investimento no desenvolvimento de farmacos

Investimentos em P&D por ano (EUA) Namero farmacos por USS 1 Bi (EUA)

60 - 100.0 -
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Annual RED spending (Billion USD)

no. of drugs per billion USS RE&D spending

- ; 0.1 : . : : : .
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year year

* Cortellis’ Naunyn-Schmiedeberg’s Arch Pharmacol (2016) 389:353-360



Informacao x Big Data
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O Valor da Informacgao

understanding, integration, applied,

reflected upon, actionable,
accumulated, principles, patterns,
WISDOM decision-making process

I'S K

RI

idea, learning, notion, concept,

KNOWLEDGE synthesized, compared,

thought-out, discussed

organized, structured,

lN FURMA"ON categorized, useful,

condensed, calculated

D E GlESTIOIN

individual facts,

DATA figures, signals,

measurements
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O Valor da Informac¢ao em Life Sciences

@  Abrangentes: diversidade de fontes de informacao, para além dos
papers.

* Confiaveis: nivel de citacao mais alto possivel adequado ao tema.

 Relevantes: atualizadas, reflexo do estado-da-arte.

* Disponiveis : resumo, open access, original data, metadados.




CDDI: Overview

Drugs & Biologics
Genes & Targets

= |nformacdes Integradas Organic Synthesis

. ~ 22 G Experimental Pharmacology
= Atualizacoes diarias

Bi0|0gia / Experimental Models

= |nformacdes curadas
manualmente

Pharmacokinetics
Drug-Drug Interactions
Clinical Studies
Organizations

d’jk

Farmacologia ' Quimica ) Literature

Patents
Disease Briefings

Biomarkers
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Construc¢ao da Informac¢ao no CDDI

/ S G Science /\

(|l

— CODI | E%

Database

Artigos Cientificos
N Interface
Im,&

*EP, JP, US, WO
«CN, IN, KR

__Patentes

£k y

"_,-"' R ‘\,.‘ 1 0 Olh
\Sreso: )

“"}e'yl‘l’n'q EQUIPE EDITORIAL:
>200/yedP09 * Equipe dedicada de + 200 editores
Congressos il - Todos eles PhDs em ciéncias da vida como medicina,
Notas de Imprensa biologia molecular e bioquimica

* Rede de + 600 lideres de opiniao

ClinicalTrials.gov

Ensaios Clinicos (4 FDA
FoodandDrug Administration

\ Informacbes Regulat()rias/
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1. Disease Briefings

Etiologia/Fisiopatologia

VRARP, RARP

* Pipeline de farmacos em
desenvolvimento.

* Alvos potenciais para intervencao
farmacologica.

©) Cortellis



2. Genes & Targets

Host cell

SARS-CoV-2

attachment

Virion
assembly
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acldified endosome

Traw

s lation

we
G‘ - —
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_
4 Ribosome. «
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Viral RNA

) strand

Replication

Spike protein

Uncoating

T cell
activation

Cytokine production
Inflammation

Lysosoma

stabilization

Avaliacao das vias canonicas de
alvos e sinalizacao celular.

Compreensao geral das
funcionalidades de cada alvo.

Selecao de farmacos e biologicos
potenciais.

Insert footer

16



3. Experimental Pharmacology & 4. Experimental Models

* Avaliacao comparative dos
farmacos e biolégicos mais
promissores.

* Informacdes iniciais para gSAR.

* Informacoes sobre Material e
Meétodos para métodos in vitro e
pré-clinicos

©) Cortellis’

Experimental Pharmacology Mean / Median

Y Apply Filters T Filter by Value Range Q) Unify - Convert <@ Show normalized units % So

2 z:.n%e ! System ¥ Experimental Activity &

cvo- g ) Severe acute respiratory

0013943 syndrome coronavirus 2
(SARS-CoV-2) infection
(CoviD-19)
remission/reduction, IN
VITRO

Pharmacological
Activity

Coronavirus (COVID-19;
2019-nCoV) (B1.135
variant), antiviral activity

Filter by Value Range

EC-50

Selectall

1610 E-12t0

1x10 €-11 to 1x10 E-10

1x10 E-10 to Lx10E-3

1x10E-9to 1x10E-8

1x10 E-8 to 1x10 E-7
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Showing 1-1 of 1 Experimental Pharmacology records for Pharmacological A

Material/Experimental
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Ic-50 469 nM Literature

nsider the option to Unify-Convert your param
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5. Pharmacokinetics

] N
T e Avalia ¢do de parametros de
Parameter 1 %
(]
Lo .. Measured
ministered Product ~ Dosage v S alue & ompartment &
e e e e, ADME para aprimoramenteo de
/7
G > MET  Azilsartan medoxomil 60 m; Azilsartan AUC 22.97 mg-h/l Plasma fa r m a COS
(]
i AUC 17.36 mg-h/L Plasma

e Comprensao do metabolism
primario e de segunda passagem.

 Metodologia analitica completa
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6. Clinical Trials

* Informacodes sobre o pipeline de
lancamentos de produtos em
fase clinica

Y Apply Filters ¥ Sorted by relevance Showing 1-25 of 974 Clinical Studies records for Intervention Type: Drug therapy ...
Phase 1 x
[] @ StudyName % Study Design Intervention Type Condition Identifier (Phase) Population Number 5 Drugs &

Renzapride in irritable bowel Multicenter Open Drug therapy Irritable bowel syndrome NCT00607971

syndrome: The NCT00607971 study (Phase 3 Clinical)
L] L]
Rimonabant in hepatic steatosis and Double-blind Drug therapy Diabetes type 2 NCT00577148
° type 2 diabetes: The NCT00577148 - (Phase 3 Clinical)

study Multicenter Hepatic steatosis

* |dentificacao de biomarcadores
empregados.
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7. Patents

type coronavirus pneumonia
diagnosis or treatment target

US7618802 coronavirus

9 Cortellis

Condition

syndrome coronavirus 2

syndrome coronavirus

Patentes completes obtidas em 7
escritorios de patentes.

Formulas de Markush e estruturas
guimicas resolvidas e associadas a

nomenclatura de farmacos.

Possibilidade de filtro por area de
invencao para prospecao de solucoes
tecnologicas empregadas.



Integrity: como se cadastrar®

Passo 1: Em rede com IP pertencente ao
ambiente CAPES, acessar o Portal de
Periodicos da CAPES
(http://www.periodicos.capes.gov.br/) e em

“BASE” procurar por “Integrity”.
Devera funcionar também através da VPN,
PROXY , ou rede CAFE da Universidade.

=~ Integrity

- !

A Cortellis solution

* Obs.: Todos os usuarios do Integrity terdao acesso ao CDDI

Cortellis’
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BUSCA

Buscar assunto

Buscar periodico

BUSCA
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Assunto
Buscar ba
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Documentos
ACERVO

BUSCAR BASE
Integrity |
Integrity (Clarivate Analytics) g H
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Lista Completa

Busca avancada | Visualizar

2 Clarivate
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Passo 2: Selecione o Link para ser redirecionado ao

site de Primeiro Acesso do Integrity

jital K63 Repositorios Institucionais , Textos completos
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12 4 Daf
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vil Engineers - ICE extos completos

Geografia e Estatistica (IBGE) &4 Estatisticas
eiro de Informacao em Ciéncia e Tecnologia (I1BICT). Repositorio Institucional C Repositorios Institucionais

eito Public P). Biblioteca Digital k&3 Repositorios Institucionais
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Welcome

I Registered Users

If you already have a User Name and Password to use Thomson Reuters Integrity,
enter them here and click Login

User Name

Password Login

Forgotten login details? Please click here

PaSSO 3: Seleciona r O ca m po :Jl‘s:%f'.ltw:lsizfssgice is offered to Authorized Users on the condition that they accept
“Self-Register” em “First-

° S i
tl me U Se rS” ' If your-company/institution has licensed Thomson Reuters
Integrity under the self-registration mode, click here to Self-Registe I
register

I More Information \

Access to Thomson Reuters
Integrity is available to licensed Questioning
users. To request more information
about this product, click here

reates
nowlédge

RS vy

®© 2017 Clarivate Analytics.
. All rights reserved
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Passo 4: Preencher o registro com um e-mail vdlido de uso frequente para uso futuro do ‘keep me
posted” e para atualizacoes do Integrity. Por gentilzea especificar a instituicao a qual pertence. Por

exemplo: Universidade X /Faculdade Y/ Departamento Z. Ao final clicar em “Send”.

First Name

WELCOME TO THOMSON REUTERS INTEGRITY - REGISTER YOUR DETAILS Last Name

To begin your Integrity session please update your personal details below and then click
Send
Role & Company

This will allow us to verify your account, and ensure you get the most out of Integrity. Once you have Job Role
completed this registration form you will not be asked for these details when you nextlog in.

. . . Job Area
All fields are compulsory - please complete this form in ENGLISH only

Specific Job Area

Login Details
Company/institution

E-mail contato@email.com

Confirm email contate@amail.cem City

User Name Contato Postcode
Password FEEREEEE e COUHIW
Confirm Password sesnenss " Language

*'Wrong Password Format

Telephone Number

Contact Details

-
Contato

Contatoi

Scientist / Dept. Member v
Biclogy v
Cell Biclegist A
Universidade

Manaus

0000000

Brazil v
EMGLISH v
55-11-00000

Salutation Dr. v
Flease send me periodic updates on ntegrity including new release notices g
First Name Contato and training schedules. res Na
Last Name Contatei | agree that my details will be used in accordance with the Privacy Policy,
including sharing my details with other parts of the Science business of 8 yas Mo

Thomson Reuters to enable the above updates to be sent.

Role & Company

* | understand my details will be shared with the wider Thomson Reuters business, but will not be

Job Role Scientist / Dept. Membs v : :
O passed to any third parties.

Job Area Biclogy hd By clicking " Send", you agree and consent to the Privacy Policy, including the reception of
electronic communications from the Science business of Thomson Reuters.

[Send |}
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