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Ensaios Clinicos

e “Varias medidas de milhares
de pessoas”

Medicina de Precisao

e Requer diferentes maneiras
de testar intervencoes
considerando milhares de
fatores (genéticos,
ambientais...)

www.isaia.com.br
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N-of-1 trials”

- Paciente com diagndstico de hipertensao ira iniciar tratamento e o seu efeito sera
monitorado para decidir a conduta:

- Comum na pratica clinica, mas de maneira nao formalizada

- Com coleta de dados durante um periodo longo de tempo e o uso de controles
apropriados, o paciente podera ser classificado como respondedor ou nao
respondedor ao tratamento de uma maneira mais confidvel;

www.isaia.com.br - Agregando resultados de varios n-of-1 trials (todos conduzidos da mesma forma)
Porto Alegre/RS obtemos informagdes sobre como tratar melhor subconjuntos da populagcao ou até
mesmo de maneira geral
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N-of-1 Trials

e utilizacao em larga escala dessa
significa ter que resolver varios problemas

| ioTéde dos aparelhos de monitorizacao;
3senvolvimento de biomarcadores apropriados;
- Mudanca de paradigma em diversos niveis:

- Agéncias regulatorias;

- IndUstria farmacéutica;

- Clinica™*

www.isaia.com.br
Porto Alegre/RS
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N-of-1 Trials

Je intervencdes controle
- Crossover

- Estabelecer valores de referéncia individualizados?
- CA125 x indicacao de cancer de ovario
- Tanner Project (envolvimento do autor)

www.isaia.com.br
Porto Alegre/RS
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Using N-of-1 Trials to Improve Patient Management and Save Costs

| PaulA. Scuffham, PhD'-!', Jane Nikles, PhD?, Geoffrey K. Mitchell, PhD?, Michael J. Yelland, PhD’,
& Norma Vine, BA, Hons®, Christopher J. Poulos, FAFRM?, Peter I. Pillans, MD®,
Guy Bashford, FAFRM?®, Chris del Mar, MD’, Philip J. Schiuter, PhD??, and Paul Glasziou, PhD'®

BACKGROUND: N-of-1 trials test treatment effective-
ness within an individual patient.

OBJECTIVE: To assess (i) the impact of three different
N-of-1 trials on both clinical and economic outcomes
over 12 months and (ii) whether the use of N-of-1 trials
to targel patients' access to high-cost drugs might be
cost-effective in Australia.

DESIGN: Descriptive study of management change,
persistence, and costs summarizing three N-of-1 trials.
PARTICIPANTS: Volunteer patients with osteoarthritis,
chronic neuropathic pain or ADHD whose optimal
choice of treatment was uncertain.

INTERVENTIONS: Double-blind cyclical alternative
medications for the three conditions,

MEASURES: Detailed resource use, treatment and
health outcomes (response) data collected by postal
and telephone surveys immediately before and after the
trial and at 3, 6 and 12 months, Estimated costs to the
Australian healthcare system for the pre-trial vs.
12 months post-trial.

RESULTS: Participants persisting with the joint
patient-doctor decision 12 months after trial completion
were 32% for osteoarthritis, 45% for chronic neuro-
pathic pain and 70% for the ADHD trials. Cost-offsets
were obtained from reduced usage of non-optimal
drugs, and reduced medical consultations. Drug costs
increased for the chronic neuropathic pain and ADHD
trials due to many patients being on either low-cost or
no pharmaceuticals before the trial.

CONCLUSIONS: N-of-1 trials are an effective method to
identify optimal treatment in patients in whom disease
management is uncertain. Using this evidence-based
approach, patients and doctors tend to persist with
optimal treatment resulting in cost-savings. N-of-1
trials are clinically acceptable and may be an eflective
way of ratonally prescribing some expensive long-term
medicines,

www.isaia.com.br

Porto Alegre/RS

Schuffham, P. A. et al. J. Gen. Intern. Med. 25, 906-913 (2010).
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30 apropriados nem factiveis

Iros para a estudos de saude publica que
efeito de intervencao na populacao

adicao de fluoreto na agua

Making objective claims about individual responses
requires taking appropriate measures (of tumour
progression, say) repeatedly and efficiently.

Yet it is not always clear what to measure.

Only a fraction of the thousands of proposed

www.isaia.com.br biomarkers have been shown to be useful in the clinic.
Porto Alegre/RS



INIDADE DE PESQUISA CLINICA

Uﬂé% ag‘i ? iR ( o de Medicina Reprodutiva Dr Carlos Isaia Filho Ltda.
L

clinica

“linicos “Tradicionais”

gue descobrir que uma intervencao
pem em um determinado grupo é

2nte raro e muitas vezes por acaso.
e
> 85Cassos sobre genética, estilo de vida, e

- Estudos que concluem que sao necessarios mais
estudos.
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senhos de Ensaios Clinicos

Lung Cancer Colorectal Cancer

ALAB AA L

Ovarian Cancer Multiple Myeloma

AR LR o

Breast Cancer Various Rare Cancers

- Alguns pacientes com diferentes tipos de cancer vao ter a mesma
mutacdao em seus tumores (representados pelos pontos brancos);

- Um basket trial testa um farmaco que tem como alvo a mutacao

www.isaia.com.br nesses pacientes.
Porto Alegre/RS
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Basket trials

L A
lonal Cancer Institute’s Molecular Analysis for

apy Choice (MATCH) Trial

THIS PRECISION MEDICINE TRIAL ~ :  NCI-MATCH* IS FOR ADULTS WITH:
EXPLORES TREATING PATIENTS A includi

BASED ON THE MOLECULAR

PROFILES OF THEIR TUMORS

ABOUT 5,000
CANCER PATIENTS
WILL BE
SCREENED WITH A
TUMOR BIOPSY

THE BIOPSIED
TUMOR TISSUE
WILL UNDERGO

e —————————————  GENE
GENE SEQUENCING WILL LOOK FOR CHANGES IN 143 GENES (RSHNFRISNRES

- -

IF A PATIENT'S TUMOR HAS A GENETIC ABNORMALITY THAT MATCHES ONE TARGETED BY A DRUG
WWW.isaia.com.br USED IN THE TRIAL, THE PATIENT WILL BE ELIGIBLE TO JOIN THE TREATMENT PORTION OF NCI-MATCH

Porto Alegre/RS
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ot rials — NCI-MATCH Trial

IF A PATIENT'S TUMOR HAS A GENETIC ABNORMALITY THAT MATCHES ONE TARGETED BY A DRUG
USED IN THE TRIAL, THE PATIENT WILL BE ELIGIBLE TO JOIN THE TREATMENT PORTION OF NCI-MATCH

NOT ALL PATIENTS WILL
HAVE TUMORS WITH AN
ABNORMALITY THAT

MATCHES A DRUG BEING
TESTED

PATIENTS WITH TUMORS
THAT SHARE THE SAME
GENETIC ABNORMALITY,
REGARDLESS OF TUMOR
TYPE, WILL RECEIVE THE
DRUG THAT TARGETS
THAT ABNORMALITY

www.isaia.com.br
Porto Alegre/RS
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Umbrella Trials

cer and Melanoma Research Alliance
clinical trial

0 virpento do autor
//youtu.be/42G5CN_5Hqw
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rescente interesse nas “-6micas”

Proteomics

Metabolomics Glycomics

Pharmacogenomics ' v Transcriptomics l
v "
[ Epigenomics > Systems biology < Lipidomics J
| Interactomics : " - ( Genomics

Strategies for discovering

www.isaia.com.br biomarkers
Porto Alegre/RS Recorte de
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-

uip 0S que coletam informacdes sobre a
do usuario estao ficando disponiveis

',.

| HealthMate  10:09 ! HealthMate 10:09
Yodavy's activi (

www.isaia.com.br
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Paving the Way for
Personalized Medicine

Www.isaia.com.br FDA's Role in a New Era of Medical Product Development
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nicio do reconhecimento e aceitacao do FDA




