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Claves para re-evaluar el Diagnostico

...para re-evaluar el diagnéstico

IVD <2 % gasto total en salud

Mercado y Demografia

Costos en salud
Influencia >60 %

en decisiones criticas

Adelantos en la ciencia

Nuevos descubrimientos

e

Necesidades Médicas

Medicina Personalizada

European Diagnostic Manufacturers Association (EDMA) 2009.
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Cambios en el Mercado IVD TG ol
Capitalizacion sobre las tendencias de mercado

Dinémica del Mercado

o Demograﬁ'a

* Segmentos y mercados IVD emergiendo

Escasez de mano de obra experta en el lab
® Entregar productos

Nuevos Test Diagnésticos
Innovadores

Medicina Personalizada

Informacién Integrada al paciente ° COHdUCiI’ eficiencias
operacionales

Reduccién en gastos en salud
Maduracién del mercado en core business
Consolidacién de los clientes

Incremento en politicas regulatorias
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A Factores de Diferenciacién Competitiva

Nuevos Diagnésticos para aumentar el cuidado del

paciente

Aumentar el Valor Médico

Incrementar la Eficiencia de los Test

Complejidad de los Clientes

2008 2020



a? B‘I’OTECOM

Soluciones

Demostrando Valor a través de la Medicina Personalizada @G Bl

Integrales

Presiones en el Cuidado Presiones Econémicas: Nuevas Tecnologias:

de la Salud: Costo-Beneficio Expandir las capacidades

Riesgo-Beneficio

Medicinas Altamente diferenciadas impactardn positivamente en la salud publica

v

Pacientes compensaran la innovacién



IVDs juegan un rol a lo largo de la via de tratamiento
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Biomarcadores son claves en la Medicina Personalizada

Tamizaje/Diagnéstico

Predisposicién a desarrollar »
Deteccion temprana

la enfermedad

Dificil de demostrar valor Pocos marcadores tienen
médico aceptable sensibilidad y
especificidad

Predecir probable curso de Predecir cémo se Monitorear la

la enfermedad comportard la droga eficacia/recurrencia
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Necesidades Medicas para Diagnéstico Molecular

Blood

Screening

Virology | HPV/ CT/NG | Microbiology | Genomics & Oncology

E] Mas de 80 millones de Infecciones Virales estdn El Virus Papiloma Humano Cuidado de la Salud Sub tipos de cdncer
% unidades de sangre entre las mayores causas de (HPV) causa la mayoria de los asociada a infecciones pueden incidir en la
3 donada son distribuidas muerte en todo el mundo canceres cervicouterinos. Este intrahospitalarias progresién de la
=~ cada afio cancer es uno de los mis enfermedad y en la
% : comunes en las mujeres, con mas efectividad del

de 250,000 muertes cada afio tratamiento
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Ejemplo 1:

Control del Cdncer Cervicouterino
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Human Papillomavirus (HPV) @Y sl

99% de los canceres cervicouterinos son causados por una infeccion
de HPV alto riesgo

P F T
T R \? 9 e 5™ cdncer mas comun en todo el mundo

¢ Infecciéon mas comun transmitida sexualmente

e 75% de las mujeres esta expuesta

* La mayoria de las infecciones por HPV son sanadas

* Sobre 100 tipos distintos de HPV
— HPV bajo riesgo: verrugas genitales

— HPV alto riesgo: cancer cervico uterino

* 16 tipos de HPV son considerados de alto riesgo




;Qué aporta una intervencién nueva frente al manejo actual, ;porqué pagar por ella?

VALOR MEDICO o Valor Clinico

Si la nueva intervencién es mejor que el manejo actual, ;deberfa tener un precio mayor?

Si la nueva intervencién es mejor quec%ﬁaaeﬁmciﬁlénto vale la pena pagar por el beneficio

obtenido?

COSTO EFECTIVIDAD



Establecer las Ventajas Competitivas

Gran Trial Clinico

Y Athena

\ 1. Demostrar el valor de identificar HPV Genot 16/18
2. Demostrar la performance relativa comparada con el estdndar actual |

3. Demostrar el valor del resultado del ensayo en algoritmos clinicos




Establecer las Ventajas Competitivas

Gran Trial Clinico

Y Athena

\ 1. Demostrar el valor de identificar HPV Genot 16/18
2. Demostrar la performance relativa comparada conlclESEnas

3. Demostrar el valor del resultado del ensayo en alsoritnios cll'.n.i




VALOR MEDICO

Cervical cancer associated mortality varies worldwide
2002 GLOBOCAN series of the IARC

# Eligible Women: 187 Mio.
CxCa cases: 65,493
CxCa deaths: 29,526

35— > CxCa rank 1544 yrs: 1

Mortality: 14 per 100,000

Rates per 100,000 women*

* Estimated age-standardized rates

Screening has reduced cervical cancer mortality in industrialized
nations by approximately a half to two-thirds
Ferlay J, et al. GLOBOCAN 2002: IARC CancerBase No. 5, version 2.0., Lyon: IARC Press 2004. Accessed online at http://globocan.iarc.fr

on Sept 2005



VALOR MEDICO

Test HPV es mas sensible que la citologia (PAP) para la deteccion ae
la enfermedad

43% ASCUS sonHPV HR+

I ! —e— e
T P— :
o T
: : . Preval > CIN %>
. - revalencia = 2=10,3 %
FPE —— =. &
L —@—
. : Estratificacién identificando
C S-®-- - - —— -
: : HPV 16/1
| : . ‘e V 16/18
: 1 Para identificar mujeres con
ALL rF . rF. o =i d
T I I I I I I I I alto riesgo de
20 40 G0 a0 100 CIN2 o peor.
Positivity

B Cytology M HPY

Test HPV es sustancialmente mas sensible en
detectar CIN2+ (96%) que la citologia (53%)?!

1.-Cuzick J, Clavel C, Petry K-U, et al. Overview of the European and North American studies on HPV testing in primary cervical cancer screening. Int J Cancer.

2006;119:TK 2.- Arbyn et al. Triage of women with equivocal or low grade cervical cytology results. J. Cell Mol Med. 2009; 13:648-659



http://www.ncbi.nlm.nih.gov/pubmed/17942871?ordinalpos=1&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum

VALOR MEDICO

Prevalencia de tipos de HPV en cancer cervical
Squamous cell carcinoma y adenocarcinoma

100 ~
[] Others
< 807 — [1 HPV59
P [ HPV33
S 60 1 HPV18 HPV1S
)] [0 HPV31
©
5 40 - 0 HPV45
o
HPV16 O HPV18
20 - HPV16
O HPV16
0 1 1
SCC AD

SCC=Squamous Cell Carcinoma
AD=Adenocarcinoma

HPV16 y HPV18 son los dos tipos de HPV oncogénicos mas prevalentes en SCC
y AD

Bosch FX, et al. J Natl Cancer Inst Monogr 2003; 31:3-13.




VALOR MEDICO

HPV16 y HPV18: riesgo en 10 afios de desarrollar precancer y cancer

PODER DE ANTICIPACION

20 -
15+ ® HPV16

® HPV18

v Non-HPV16/18
10 + oncogenic types

v Negative for
Py oncogenic HPV

A A A
——-y---

P v I v LY Lk Ak il

045 15 27 39 51 63 75 87 99 111 1195
Follow-up time (months)

Cumulative incidence of >CIN3 (%)

HPV genotyping for HPV16 and HPV18 may identify women
at greatest risk of 2CIN3

Khan MJ, et al. J Natl Cancer Inst 2005; 97:1072-1079.




The cobas® HPV Test

Channel 1
Channel 2
Channel 3

Channel 4

Pool of 12 HR types
HPV Genotype 16
HPV Genotype 18

Control

GT 16

GT 18

0

Control

2

3

4




VALOR MEDICO

Riesgo absoluto en >CIN2 respecto del genotipo de HPV en mujeres ASC-US positivo

|
X 30
(18.7-31.3)

25
X 20
: 14.0

(11.3-17.3)
2 g5
2 8.6
= | (6.0-12.1)
o) 10
0 5.1
o (4.1-6.3)
< 5 — 0.8
(0.4-1.5)
0 - . | :
ASC-US HPV-negative 12 other HR HPV-positive HPV genotypes
(N=80/1,578) (N=8/1,064) genotypes (N=72/514) 16/18
(N=29/338) (N=43/176)
(95% ClI) N=nCIN2+/ntotal

ATHENA trial; Roche Molecular Diagnostics; Data on file 2010.




VALOR MEDICO

Riesgo absoluto en >CIN3 respecto del genotipo de HPV en mujeres ASC-US positivo

T X 53

S 20+ 15.9
N’
v (11.2-22.0)
2 g5
o 8.4
S
= — (6.3-11.1)
o 10 ad
U) .
o] 2.9 (2.7-7.2)
< 5 — (2.2-3.9) 0.3
0 — I —_— I I I
ASC-US HPV-negative 12 other HR HPV-positive HPV genotypes
(N=46/1,578) (N=3/1,064) genotypes (N=43/514) 16/18
(N=15/338) (N=28/176)
(95% ClI) N=nCIN3+/ntotal

ATHENA trial; Roche Molecular Diagnostics; Data on file 2010.




VALOR MEDICO

ATHENA Results: Relative Risk of Pre-cancer

Lung cancer, smokers

Lung cancer, passwe smokers

CHD with high cholesterol (225)/low HDL-C

MI, male smokers

i

3
-
-

60x

50x

40x

30x

20x

10x

0x

56.4x

35.0x

29.7x

Pre-cancer in [Pap+ HPV 16/18+]

Pre-cancer in [“Normal” & HPV 16/18+]

Pre-cancer in [Pap+ & HPV HR+]




Establecer las Ventajas Competitivas

Gran Trial Clinico

Y Athena

\ 1. Demostrar el valor de identificar HPV Genot'16/18
2. Demostrar la performance relativa comparada con el estdndar

3. Demostrar el valor del resultado del ensayo en alsoritnios cll'.n.i




Sensitivity and specificity of HPV Test for detecting >CIN2 and =>CIN3 in the ASC-US population

HPV Test Gold Standard
e:::;e 95% CI e:ﬁ‘:;‘:te 95% CI
Sensitivity 90.0% (81.5—94.8) 87.2% (78.0—92.9)
Specificity 70.5% (68.1-72.7) 71.1% (68.8—73.4)
Sensitivity 93.5% (82.5-97.8) 91.3% (79.7-96.6)
Specificity 69.3% (66.9-71.5) 70.0% (67.7—-72.3)

The HPV Test performance is comparable with the Gold Standard
ATHENA trial; Roche Molecular Diagnostics; Data on file 2010.




Establecer las Ventajas Competitivas

Gran Trial Clinico

Y Athena

\ 1. Demostrar el valor de identificar HPV Genot 16/18

2. Demostrar la Performance relativa comparada con el estindar

3. Demostrar el valor del resultado del ensayo en algoritmos clini




Modelizacion Econdmica del Cribado de Cancer Cervical

Resultados del modelo - Efectividad

Anos de Vida Ajustados por Calidad (AVAC)
(promedio por paciente)

25,500 -

25,400
25,300

25,200

25,100
25,000
24,900 -

a

Crib. Op.

Cit+ VPH

VPH + Cit

Cit/VPH

B AVAC

25,101

25,285

25,371

25,455




Modelizacion Econdmica del Cribado de Cancer Cervical

Resultados del modelo - Costos

Coste Total (promedio por paciente, €)

6.000 € -
4.000 € -
2.000 € -
0 € 1 ; ; . ;
Crib. Op. Cit + VPH VPH + Cit Cit/VPH
M Cribado 114 € 376 € 499 € 765 €
M Lesiones ycancer 3.944 € 2.674 € 2.011 € 1.542 €
H Total 4.058 € 3.050 € 2.510 € 2.307 €
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Ejemplo 2:

Biomarcadores Oncoldgicos y Medicina Personalizada

26
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1990 1991 1992 1993 1994 1995 1996

Historia de la Genémica: El proyecto Genoma Humano

Rapid data release
gufd;:ll;s::’ull;l(l’sged Sanger Centre founded US. Equal Employment
Y (later renamed Wellcome Opportunity Commission
Trust Sanger Institute) issues policy

on genefic discrimination
in the workplace

W; The Wellcome Trust

HGP's mouse genefic
ping goal achieved

First gene for

breast cancer
(BRCAT) mapped I '

Bermuda principles for
rapid and open data release established



Historia de la Genémica: El proyecto Genoma Humano
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1998 1999 2000 2002 2003

Finished

version of

human

genome
' A, | sequence:

Draftversionof 'HGP ends with
rat genome sequence complefed all goals achieved

D Sequence of first human
RIKEN Genomic Sciences chromosome -
Center (Japan) established (chromosome 22)

Roundworm (C. elegans)
( genome sequented

Mustard cress (4. thaliana)

genome sequenced 10,000 fulllength

human ¢DNAs sequenced

nature

Arabidopsis M. Draft version of rice genome
Genoscope (French & "a:'i:a " sequence completed and published io be
National Genome ¥ e-ollection continued..

&“3

SN Pl;lllilialive begins
GTGCT
GTCCT

Sequencing Center) founded

2005: First Human Hapmap

2007: Humand Gene Variation
Chinese National Human Genome Centers Executive order bans genefic

(in Beijing and Shanghai) established discrimination in U.S. federal workplace
2008: Individual Human Genome Sequencing
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@ Multiple sclerosis @ Pulmonary funct. COPD
@ Fasting glucosa @ Iris color O Myeloproliferative neoplasms @ QT interval prolongation
@ Basal cell cancer @ Chronic lymphocytic leukemia @ Folate pathway vitamins @ Ischemic stroke O Narcolepsy O Psoriasis
O Bipolar disorder O Cleft lip/palate © Freckles and burning O Juvenile igiopathic arthris O Neuroblastoma @ Recombination raie %
@ Adiponectin levels @ Bladder cancer @ Cognitive function QO Gallstones. @ Kidney stones @ Nicotine dependence @ Red vs.non-red har @ Soluble ICAM-1
@ Age-related macular degeneration @ Blond or brown hair @ Colorectal cancer O Hair color @ LDL cholesterol @ Obesity O Renal function @ Statin-induced myopathy
O AIDS progression @ HBload pressure @ Coronary disease O Heart rate @ Liver enzymes. @ Otosclerosis © Restless legs syndrome @ Stroke
O Alzheimer disease APOE’ed cariers @ Blue or green eyes @ Creutzleldt-Jakob disease © Height @ Lung cancer © Other metabolic traits O Rheumatoid athritis © Systemic lupus erythematosus O Type 1 diabstes
& Amyotrophic lateral sclerosis @ BMI, waist circumference @ Crohn’s disease O Hepatitus B @ Malaria @ Panic disorder @ Serum bilirubin @ Systemiclupus erythematosus in women @ Type 2 diabetes
@ Asthma O Bone density @ Drug-induced liver injury O Hirschsprung’s disease © Make pattern baldness @ Peripheral arlerial disease @ Serum IgE levels O Testicular germ cell tumor @ Venous Thromboembolism
@ Atopic dermatitus @ Breast cancer @ Eosinophil count O HDL cholesterol © MCP-1 @ Plasma LP (a) levels @ Serum markers of Iron status @ Thyroid cancer @ Vitamin B12 levels
Atrial fibrillation @ C-reactive protein @ Essential tremor @ |dicpathic pulmonary fibrosis (O Mean platelet volume @ Primary biliary cirrhosis @ Serum metabolites @ Total chalesterol @ Warfarin dose
@ Attention Deficit Hyp ivity Disorder O C: i serol levels O Exfoliation glaucoma @® Inflammatory bowel disease @ Melanoma @ Prostate cancer © Serum urate @ Triglycerides @ Weight
O Autism O Celiac disease @ F cell distribution @ i @] 8 O Protein levels @ Skinpi ion by @ YKL levels
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Gendmica y Salud: Medicina Personalizada
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@ Multiple sclerosis @ Puimanary funct. COPD
@ Fasting glucose @ Iris color O Myeloproliferative neoplasms @ QT interval prolongation
@ Basal cell cancer @ Chronic lymphocytic leukemia @ Folate pathway vitamins @ Ischemic stroke O Narcolepsy O Psoriasis
O Bipolar disorder Q Cleft lip/palate O Freckles and burning O Juvenile idiopathic arthritis O Neuroblastoma @ Recombination rate
@ Adiponectin levels @ Bladder cancer @ Cognitive function O Gallstones. @ Kidney stones @ Nicotine dependence © Red vs.non-red hair @ Soluble ICAM-1 X
© Age-related macular degeneration @ Blond or brown hair @ Colorectal cancer @ Hair color @ LDL cholesterol @ Obesity © Renal function @ Statin-induced myopathy
O AIDS progression @ Blood pressure @ Coronary disease O Heart rate @ Liver enzymes. @ Otosclerosis © Restless legs syndrome @ Stroke
O Mzheimer disease APOE’ed cariers @ Blue or green eyes @ Creutzieldt-Jakob disease © Height @ Lung cancer © Other metabolic traits. O Rheumatoid athritis © Systemic lupus erythematosus O Type 1 diabetes
O Amyotrophic lateral sclerosis @ BMI, waist circumference @ Crohn’s disease O Hepatitus B @ Malaria @ Panic disorder @ Serum bilirubin @ Sysiemiclupus erythemaiosusin women @ Type 2 diabstes
@ Asthma © Bone density @ Drugrinduced liver injury O Hirsehsprung’s disease @ Male pattern baldness @ Peripheral arterial disease @ Serum IgE levels © Testicular germ cell tumor @ Vvenous Thrombosmbalism
@ Atopic dermatitus @ Breast cancer @ Eosinophil count © HOL cholesterol O MCP-1 @ PlasmalLP (a) levels @ Serum markers of lron status @ Thyroid cancer @ vitamin B12 levels
Afrigl fibrillation @ C-reactive protein @ Essential tremor @ Idicpathic pulmonary fibrosis O Mean platelet volume @ Primary biliary cirthosis © Serum metabolites @ Total cholesterol @ Warfarin dose
@ Attention Deficit Hy P jity Disorder @ C: serdl levels @ I glaucoma @ Inflammatory bowel disease @ Melanoma @ Prostate cancer © Serum urate (] Triglycerides @ Weight
O Autism O Celiac disease @ F cell distribution @ i ¥ O & Q Protein levels @ Skinpi by @ YKL-0 levels
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Gendmica y Salud: Medicina Personalizada

2007 1st quarter

[
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@ Multiple sclerosis @ Puimanary funct. COPD
@ Fasting glucose @ Iris color O Myeloproliferative neoplasms @ QT interval prolongation
@ Basal cell cancer @ Chronic lymphocytic leukemia @ Folate pathway vitamins @ Ischemic stroke O Narcolepsy O Psoriasis
O Bipolar disorder Q Cleft lip/palate O Freckles and burning O Juvenile idiopathic arthritis O Neuroblastoma @ Recombination rate
@ Adiponectin levels @ Bladder cancer @ Cognitive function O Gallstones. @ Kidney stones @ Nicotine dependence © Red vs.non-red hair @ Soluble ICAM-1 X
© Age-related macular degeneration @ Blond or brown hair @ Colorectal cancer @ Hair color @ LDL cholesterol @ Obesity © Renal function @ Statin-induced myopathy
O AIDS progression @ Blood pressure @ Coronary disease O Heart rate @ Liver enzymes. @ Otosclerosis © Restless legs syndrome @ Stroke
O Mzheimer disease APOE’ed cariers @ Blue or green eyes @ Creutzieldt-Jakob disease © Height @ Lung cancer © Other metabolic traits. O Rheumatoid athritis © Systemic lupus erythematosus O Type 1 diabetes
O Amyotrophic lateral sclerosis @ BMI, waist circumference @ Crohn’s disease O Hepatitus B @ Malaria @ Panic disorder @ Serum bilirubin @ Sysiemiclupus erythemaiosusin women @ Type 2 diabstes
@ Asthma © Bone density @ Drugrinduced liver injury O Hirsehsprung’s disease @ Male pattern baldness @ Peripheral arterial disease @ Serum IgE levels © Testicular germ cell tumor @ Vvenous Thrombosmbalism
@ Atopic dermatitus @ Breast cancer @ Eosinophil count © HOL cholesterol O MCP-1 @ PlasmalLP (a) levels @ Serum markers of lron status @ Thyroid cancer @ vitamin B12 levels
Afrigl fibrillation @ C-reactive protein @ Essential tremor @ Idicpathic pulmonary fibrosis O Mean platelet volume @ Primary biliary cirthosis © Serum metabolites @ Total cholesterol @ Warfarin dose
@ Attention Deficit Hy P jity Disorder @ C: serdl levels @ I glaucoma @ Inflammatory bowel disease @ Melanoma @ Prostate cancer © Serum urate (] Triglycerides @ Weight
O Autism O Celiac disease @ F cell distribution @ i ¥ O & Q Protein levels @ Skinpi by @ YKL-0 levels
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2007 2nd quarter
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Gendmica y Salud: Medicina Personalizada
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@ Multiple sclerosis @ Puimanary funct. COPD
@ Fasting glucose @ Iris color O Myeloproliferative neoplasms @ QT interval prolongation
@ Basal cell cancer @ Chronic lymphocytic leukemia @ Folate pathway vitamins @ Ischemic stroke O Narcolepsy O Psoriasis
O Bipolar disorder Q Cleft lip/palate O Freckles and burning O Juvenile idiopathic arthritis O Neuroblastoma @ Recombination rate
@ Adiponectin levels @ Bladder cancer @ Cognitive function O Gallstones. @ Kidney stones @ Nicotine dependence © Red vs.non-red hair @ Soluble ICAM-1 X
© Age-related macular degeneration @ Blond or brown hair @ Colorectal cancer @ Hair color @ LDL cholesterol @ Obesity © Renal function @ Statin-induced myopathy
O AIDS progression @ Blood pressure @ Coronary disease O Heart rate @ Liver enzymes. @ Otosclerosis © Restless legs syndrome @ Stroke
O Mzheimer disease APOE’ed cariers @ Blue or green eyes @ Creutzieldt-Jakob disease © Height @ Lung cancer © Other metabolic traits. O Rheumatoid athritis © Systemic lupus erythematosus O Type 1 diabetes
O Amyotrophic lateral sclerosis @ BMI, waist circumference @ Crohn’s disease O Hepatitus B @ Malaria @ Panic disorder @ Serum bilirubin @ Sysiemiclupus erythemaiosusin women @ Type 2 diabstes
@ Asthma © Bone density @ Drugrinduced liver injury O Hirsehsprung’s disease @ Male pattern baldness @ Peripheral arterial disease @ Serum IgE levels © Testicular germ cell tumor @ Vvenous Thrombosmbalism
@ Atopic dermatitus @ Breast cancer @ Eosinophil count © HOL cholesterol O MCP-1 @ PlasmalLP (a) levels @ Serum markers of lron status @ Thyroid cancer @ vitamin B12 levels
Afrigl fibrillation @ C-reactive protein @ Essential tremor @ Idicpathic pulmonary fibrosis O Mean platelet volume @ Primary biliary cirthosis © Serum metabolites @ Total cholesterol @ Warfarin dose

@ Attention Deficit Hy P jity Disorder @ C: serdl levels @ I glaucoma @ Inflammatory bowel disease @ Melanoma @ Prostate cancer © Serum urate (] Triglycerides @ Weight
O Autism O Celiac disease @ F cell distribution @ i ¥ O & Q Protein levels @ Skinpi by @ YKL-0 levels
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@ Multiple sclerosis @ Puimanary funct. COPD
@ Fasting glucose @ Iris color O Myeloproliferative neoplasms @ QT interval prolongation
@ Basal cell cancer @ Chronic lymphocytic leukemia @ Folate pathway vitamins @ Ischemic stroke O Narcolepsy O Psoriasis
O Bipolar disorder Q Cleft lip/palate O Freckles and burning O Juvenile idiopathic arthritis O Neuroblastoma @ Recombination rate
@ Adiponectin levels @ Bladder cancer @ Cognitive function O Gallstones. @ Kidney stones @ Nicotine dependence © Red vs.non-red hair @ Soluble ICAM-1 X
© Age-related macular degeneration @ Blond or brown hair @ Colorectal cancer @ Hair color @ LDL cholesterol @ Obesity © Renal function @ Statin-induced myopathy
O AIDS progression @ Blood pressure @ Coronary disease O Heart rate @ Liver enzymes. @ Otosclerosis © Restless legs syndrome @ Stroke
O Mzheimer disease APOE’ed cariers @ Blue or green eyes @ Creutzieldt-Jakob disease © Height @ Lung cancer © Other metabolic traits. O Rheumatoid athritis © Systemic lupus erythematosus O Type 1 diabetes
O Amyotrophic lateral sclerosis @ BMI, waist circumference @ Crohn’s disease O Hepatitus B @ Malaria @ Panic disorder @ Serum bilirubin @ Sysiemiclupus erythemaiosusin women @ Type 2 diabstes
@ Asthma © Bone density @ Drugrinduced liver injury O Hirsehsprung’s disease @ Male pattern baldness @ Peripheral arterial disease @ Serum IgE levels © Testicular germ cell tumor @ Vvenous Thrombosmbalism
@ Atopic dermatitus @ Breast cancer @ Eosinophil count © HOL cholesterol O MCP-1 @ PlasmalLP (a) levels @ Serum markers of lron status @ Thyroid cancer @ vitamin B12 levels
Afrigl fibrillation @ C-reactive protein @ Essential tremor @ Idicpathic pulmonary fibrosis O Mean platelet volume @ Primary biliary cirthosis © Serum metabolites @ Total cholesterol @ Warfarin dose

@ Attention Deficit Hy P jity Disorder @ C: serdl levels @ I glaucoma @ Inflammatory bowel disease @ Melanoma @ Prostate cancer © Serum urate (] Triglycerides @ Weight
O Autism O Celiac disease @ F cell distribution @ i ¥ O & Q Protein levels @ Skinpi by @ YKL-0 levels
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@ Fasting glucose @ Iris color O Myeloproliferative neoplasms @ QT interval prolongation
@ Basal cell cancer @ Chronic lymphocytic leukemia @ Folate pathway vitamins @ Ischemic stroke O Narcolepsy O Psoriasis
O Bipolar disorder Q Cleft lip/palate O Freckles and burning O Juvenile idiopathic arthritis O Neuroblastoma @ Recombination rate
@ Adiponectin levels @ Bladder cancer @ Cognitive function O Gallstones. @ Kidney stones @ Nicotine dependence © Red vs.non-red hair @ Soluble ICAM-1 X
© Age-related macular degeneration @ Blond or brown hair @ Colorectal cancer @ Hair color @ LDL cholesterol @ Obesity © Renal function @ Statin-induced myopathy
O AIDS progression @ Blood pressure @ Coronary disease O Heart rate @ Liver enzymes. @ Otosclerosis © Restless legs syndrome @ Stroke
O Mzheimer disease APOE’ed cariers @ Blue or green eyes @ Creutzieldt-Jakob disease © Height @ Lung cancer © Other metabolic traits. O Rheumatoid athritis © Systemic lupus erythematosus O Type 1 diabetes
O Amyotrophic lateral sclerosis @ BMI, waist circumference @ Crohn’s disease O Hepatitus B @ Malaria @ Panic disorder @ Serum bilirubin @ Sysiemiclupus erythemaiosusin women @ Type 2 diabstes
@ Asthma © Bone density @ Drugrinduced liver injury O Hirsehsprung’s disease @ Male pattern baldness @ Peripheral arterial disease @ Serum IgE levels © Testicular germ cell tumor @ Vvenous Thrombosmbalism
@ Atopic dermatitus @ Breast cancer @ Eosinophil count © HOL cholesterol O MCP-1 @ PlasmalLP (a) levels @ Serum markers of lron status @ Thyroid cancer @ vitamin B12 levels
Afrigl fibrillation @ C-reactive protein @ Essential tremor @ Idicpathic pulmonary fibrosis O Mean platelet volume @ Primary biliary cirthosis © Serum metabolites @ Total cholesterol @ Warfarin dose
@ Attention Deficit Hy P jity Disorder @ C: serdl levels @ I glaucoma @ Inflammatory bowel disease @ Melanoma @ Prostate cancer © Serum urate (] Triglycerides @ Weight
O Autism O Celiac disease @ F cell distribution @ i ¥ O & Q Protein levels @ Skinpi by @ YKL-0 levels
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2008 1st quarter
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@ Multiple sclerosis @ Puimanary funct. COPD
14 @ Fasting glucose @ Iris color O Myeloproliferative neoplasms @ QT interval prolongation
13 @ Basal cell cancer @ Chronic lymphocytic leukemia @ Folate pathway vitamins @ Ischemic stroke O Narcolepsy O Psoriasis
O Bipolar disorder Q Cleft lip/palate O Freckles and burning O Juvenile idiopathic arthritis O Neuroblastoma @ Recombination rate
@ Adiponectin levels @ Bladder cancer @ Cognitive function O Gallstones. @ Kidney stones @ Nicotine dependence © Red vs.non-red hair @ Soluble ICAM-1
© Age-related macular degeneration @ Blond or brown hair @ Colorectal cancer @ Hair color @ LDL cholesterol @ Obesity © Renal function @ Statin-induced myopathy
O AIDS progression @ Blood pressure @ Coronary disease O Heart rate @ Liver enzymes. @ Otosclerosis © Restless legs syndrome @ Stroke
O Mzheimer disease APOE’ed cariers @ Blue or green eyes @ Creutzieldt-Jakob disease © Height @ Lung cancer © Other metabolic traits. O Rheumatoid athritis © Systemic lupus erythematosus O Type 1 diabetes
O Amyotrophic lateral sclerosis @ BMI, waist circumference @ Crohn’s disease O Hepatitus B @ Malaria @ Panic disorder @ Serum bilirubin @ Sysiemiclupus erythemaiosusin women @ Type 2 diabstes
@ Asthma © Bone density @ Drugrinduced liver injury O Hirsehsprung’s disease @ Male pattern baldness @ Peripheral arterial disease @ Serum IgE levels © Testicular germ cell tumor @ Vvenous Thrombosmbalism
@ Atopic dermatitus @ Breast cancer @ Eosinophil count © HOL cholesterol O MCP-1 @ PlasmalLP (a) levels @ Serum markers of lron status @ Thyroid cancer @ vitamin B12 levels
Afrigl fibrillation @ C-reactive protein @ Essential tremor @ Idicpathic pulmonary fibrosis O Mean platelet volume @ Primary biliary cirthosis © Serum metabolites @ Total cholesterol @ Warfarin dose
@ Attention Deficit Hy P jity Disorder @ C: serdl levels @ I glaucoma @ Inflammatory bowel disease @ Melanoma @ Prostate cancer © Serum urate (] Triglycerides @ Weight
O Autism O Celiac disease @ F cell distribution @ i ¥ O & Q Protein levels @ Skinpi by @ YKL-0 levels
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2008 2nd quarter
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@ Multiple sclerosis @ Puimonary funct COPD
14 @ Fasting glucose @ Iris color O Myeloproliferative neoplasms @ QT interval prolongation
@ Basal cell cancer @ Chronic ymphocytic levkemia @ Folate pathway vitamins @ Ischemic stroke O Narcolepsy O Psoriasis
© Bipolar disorder @ Cleftlip/palate O Freckles and burning O Juvenile idiopathic arthriis O Neuroblastoma @ Recombination rate
@ Adiponectin levels @ Biadder cancer @ Cognitive function O Gallstones @ Kidney stones @ Nicotine dependence @© Red vs.non-red hair @ Soluble ICAM-1 X
© Age-related macular degeneration @ Blond or brown hair @ Colorectal cancer O Hair color @ LDL cholesterol © Obesity © Renal function @ Statin-induced myopathy
O AIDS progression © Blood pressure © Coronary disease O Heartrate @ Liver enzymes @ Otosclerosis © Restless legs syndrome @ Stroke
© Alzheimer disease APOE’ed carriers @ Blue or green eyes @ Creutzfeldt-Jakob disease © Height @ Lung cancer © Other metabolic traits. O Rheumatoid athritis © Systemic lupus erythematosus O Type 1 diabetes
© Amyotrophic lateral sclerosis @ BM, waist circumference @ Crohn’s disease O Hepatitus B @ Malaria @ Panic disorder @ Serum bilirubin @ Systemic lupus erythematosusin women @ Type 2 diabetes
@ Asthma © Bone density @ Drug-induced liver injury © Hirschsprung’s disease © Male pattern baldness @ Peripheral arterial disease @ Serum IgE levels O Testicular germ cell tumor @© Venous Thromboembolism
@ Atopic dermatitus @ Breast cancer @ Eosinophil count O HOL cholesterol O McCP-1 @ PlasmalLP (a) levels @ Serum markers of Iron status @ Thyroid cancer @ Vitamin B12 levels
@ Atnial fibrillation @ C-reactive protein @ Essential tremor @ Idiopathic pulmonary fibrosis O Mean platelet volume @ Primary biliary cirthosis © Serum metabolites @ Total cholesterol @ Warfarin dose
@ Attention Deficit jvity Disorder @ C i levels @ jon gl © y bowel disease @ Melanoma © Prostate cancer © Serum urate © Triglycerides @ Weight

© Autism © Celiac disease @ F cell distribution @ i ¥ @] & O Protein levels @ Skin pi ion by @ YKL-40 levels
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2008 3rd quarter
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@ Multiple sclerosis @ Puimonary funct COPD
14 @ Fasting glucose @ Iris color O Myeloproliferative neoplasms @ QT interval prolongation
@ Basal cell cancer @ Chronic ymphocytic levkemia @ Folate pathway vitamins @ Ischemic stroke O Narcolepsy O Psoriasis
© Bipolar disorder @ Cleftlip/palate O Freckles and burning O Juvenile idiopathic arthriis O Neuroblastoma @ Recombination rate
@ Adiponectin levels @ Biadder cancer @ Cognitive function O Gallstones @ Kidney stones @ Nicotine dependence @© Red vs.non-red hair @ Soluble ICAM-1 X
© Age-related macular degeneration @ Blond or brown hair @ Colorectal cancer O Hair color @ LDL cholesterol © Obesity © Renal function @ Statin-induced myopathy
O AIDS progression © Blood pressure © Coronary disease O Heartrate @ Liver enzymes @ Otosclerosis © Restless legs syndrome @ Stroke
© Alzheimer disease APOE’ed carriers @ Blue or green eyes @ Creutzfeldt-Jakob disease © Height @ Lung cancer © Other metabolic traits. O Rheumatoid athritis © Systemic lupus erythematosus O Type 1 diabetes
© Amyotrophic lateral sclerosis @ BM, waist circumference @ Crohn’s disease O Hepatitus B @ Malaria @ Panic disorder @ Serum bilirubin @ Systemic lupus erythematosusin women @ Type 2 diabetes
@ Asthma © Bone density @ Drug-induced liver injury © Hirschsprung’s disease © Male pattern baldness @ Peripheral arterial disease @ Serum IgE levels O Testicular germ cell tumor @© Venous Thromboembolism
@ Atopic dermatitus @ Breast cancer @ Eosinophil count O HOL cholesterol O McCP-1 @ PlasmalLP (a) levels @ Serum markers of Iron status @ Thyroid cancer @ Vitamin B12 levels
@ Atnial fibrillation @ C-reactive protein @ Essential tremor @ Idiopathic pulmonary fibrosis O Mean platelet volume @ Primary biliary cirthosis © Serum metabolites @ Total cholesterol @ Warfarin dose
@ Attention Deficit jvity Disorder @ C i levels @ jon gl © y bowel disease @ Melanoma © Prostate cancer © Serum urate © Triglycerides @ Weight

© Autism © Celiac disease @ F cell distribution @ i ¥ @] & O Protein levels @ Skin pi ion by @ YKL-40 levels




a? B‘I‘OTECOM

Soluciones

(¥ & 6 Biotecnoldgicas

Integrales

Gendmica y Salud: Medicina Personalizada

2008 4th quarter
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@ Multiple sclerosis @ Puimonary funct COPD
@ Fasting glucose @ Iris color O Myeloproliferative neoplasms @ QT interval prolongation
@ Basal cell cancer @ Chionic lymphocytic leukemia @ Folate pathway vitamins @ Ischemic stroke O Narcolepsy O Psoriasis
© Bipolar disorder © Cleftlipipalate O Freckles and burning O Juvenile idiopathic arthriis O Neuroblastoma © Recombination rate X
@ Adiponectin levels @ Biadder cancer @ Cognitive function O Gallstones @ Kidney stones @ Nicotine dependence @© Red vs.non-red hair @ Soluble ICAM-1
© Age-related macular degeneration @ Blond or brown hair @ Colorectal cancer O Hair color @ LDL cholesterol © Obesity © Renal function @ Statin-induced myopathy
O AIDS progression © Blood pressure © Coronary disease O Heart rate @ Liver enzymes @ Otosclerosis © Restless legs syndrome @ Stroke
© Aizheimer disease APOE"ed carriers @ Blue or green eyes @ Creutzleldt-Jakob disease @ Height @ Lung cancer © Other metabolic traits O Rheumatoid athritis © Systemic lupus erythematosus O Type 1 diabetes
© Amyotrophic lateral sclerosis @ BMI, waist circumference @ Crohn’s disease © Hepatitus B @ Malaria @ Panic disorder @ Serum bilirubin @ Systemic lupus erythematosusin women @ Type 2 diabetes
@ Asthma © Bone density @ Drug-induced liver injury © Hirschsprung’s disease @ Male pattern baldness @ Peripheral arterial disease @ Serum IgE levels O Testicular germ cell tumor @© Venous Thromboembolism
@ Atopic dermatitus @ Breast cancer @ Eosinophil count O HDL cholesterol © McP-1 @ PlasmaLP (a) levels @ Serum markers of ron status @ Thyroid cancer @ Vitamin B12 levels
@ Atnial fibrillation @ C-reactive protein @ Essential tremor @ Idiopathic pulmonary fibrosis O Mean platelet volume @ Primary biliary cirthosis @ Serum metabolites @ Total cholesterol @ Warfarin dose
@ Attention Deficit ¢ ivity Disorder © C. i leveis @ ion gl (@] y bowe! disease @ Melanoma © Prostate cancer O Serum urate @ Triglycerides @ Weight

© Autism © Celiac disease @ F cell distribution @ i y @] & O Protein levels @ Skin pi ion by @ YKL-40 levels
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@ Adiponectin levels

© Age-related macular degeneration
O AIDS progression

O Mzheimer disease APOE"ed carriers
O Amyotrophic lateral sclerosis
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@ Basal cell cancer

O Bipolar disarder

@ Bladder cancer

@ Blond or brown hair

@ Blood pressure

@ Blue or green eyes

@ BMI, waist circumference

1
006

@ Chronic lymphocytic leukemia
Q Cleft lip/palate

@ Cognitive function

@ Colorectal cancer

© Coronary disease

@ Creutzfeldt-Jakob disease
@ Crohn's disease

@ Drugrinduced liver injury

glaucoma

@ Asthma © Bone density

@ Atopic dermatitus @ Breast cancer @ Eosinophil count
@ i fibrillation @ C-reactive protein @ Essential tremor
@ Attention Deficit Hyp Disorder @ C: vercl levels ©

O Autism O Celiac disease @ F cell distribution

=8

17

@ Fasting glucose

@ Folate pathway vitamins
O Freckles and burning
QO Gallstones

O Hair color

O Heart rate

o] Height

O Hepatitus B

O Hirschsprung’s disease
O HOL cholestercl

§‘§

@ Iis color

@ Ischemic stroke

Q) Juvenile idicpathic arthritis
@ Kidney stones

@ LDL cholesterol

@ Liver enzymes.

@ Lung cancer

@ Malaria

© Male pattern baldness

© mcP-1

@ Idicpathic pulmonary fibrosis O Mean platelet volume

@ Inflammatory bowel disease @ Melanoma
i o]

@ y
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@ Multiple sclerosis

O Myeloproliferative neoplasms

O Narcolepsy

O Neuroblastoma

@ nNicotine dependence

@ Obesity

@ Oiosclerosis

© Other metabolic iraits

@ Panic disorder

@ Pesipheral arterial disease

@ PlasmalLP (a) levels

@ Primary biliary cirthosis
Prostate cancer

O Protein levels
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2009 1st quarter
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@ Pulmonary funct. COPD
@ QT interval prolongation
O Psoriasis

O Recombination rate
© Red vs.non-red hair
© Renal function

© Restless legs syndrome
O Rheumatoid athritis
@ Serum bilirubin

@ Serum IgE levels

@ Serum markers of Iron status
O Serum metabolites

Q@ Serum urale

@ Skin pi by
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@ Soluble ICAM-1

@ Statin-induced myopathy
@ stroke

© Systemic lupus erythematosus

12
o
Y
© Type 1 diabetes

@ Sysiemiclupus erythemaiosusin women @ Type 2 diabstes

O Testicular germ cell tumor
@ Thyroid cancer

@ Total cholesterol

@ Triglycerides

@ Venous Thromboembolism
@ Vitamin B12 levels

@ \Warfarin dose

@ Weight

@ YKL-40 levels
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@ Adiponectin levels

© Age-related macular degeneration
O AIDS progression

O Mzheimer disease APOE"ed carriers
O Amyotrophic lateral sclerosis

P19

ded
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@ Basal cell cancer

O Bipolar disarder

@ Bladder cancer

@ Blond or brown hair

@ Blood pressure

@ Blue or green eyes

@ BMI, waist circumference

?%
%

@ Chronic lymphocytic leukemia
Q Cleft lip/palate

@ Cognitive function

@ Colorectal cancer

© Coronary disease

@ Creutzfeldt-Jakob disease
@ Crohn's disease

@ Drugrinduced liver injury

glaucoma

@ Asthma © Bone density

@ Atopic dermatitus @ Breast cancer @ Eosinophil count
@ i fibrillation @ C-reactive protein @ Essential tremor
@ Attention Deficit Hyp Disorder @ C: vercl levels ©

O Autism O Celiac disease @ F cell distribution

@ Fasting glucose

@ Folate pathway vitamins
O Freckles and burning
QO Gallstones

O Hair color

O Heart rate

o] Height

O Hepatitus B

O Hirschsprung’s disease
O HOL cholestercl

@ Iis color

@ Ischemic stroke

Q) Juvenile idicpathic arthritis
@ Kidney stones

@ LDL cholesterol

@ Liver enzymes.

@ Lung cancer

@ Malaria

© Male pattern baldness

© mcP-1

@ Idicpathic pulmonary fibrosis O Mean platelet volume

@ Inflammatory bowel disease @ Melanoma
i o]

@ y

&
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@ Multiple sclerosis

O Myeloproliferative neoplasms

O Narcolepsy

O Neuroblastoma

@ nNicotine dependence

@ Obesity

@ Oiosclerosis

© Other metabolic iraits

@ Panic disorder

@ Pesipheral arterial disease

@ PlasmalLP (a) levels

@ Primary biliary cirthosis
Prostate cancer

O Protein levels
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2009 2nd quarter
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@ Pulmonary funct. COPD
@ QT interval prolongation
O Psoriasis

O Recombination rate
© Red vs.non-red hair
© Renal function

© Restless legs syndrome
O Rheumatoid athritis
@ Serum bilirubin

@ Serum IgE levels

@ Serum markers of Iron status
O Serum metabolites

Q@ Serum urale

@ Skin pi by

£

@ Soluble ICAM-1

@ Statin-induced myopathy
@ stroke

© Systemic lupus erythematosus

-
|

© Type 1 diabetes

@ Sysiemiclupus erythemaiosusin women @ Type 2 diabstes

O Testicular germ cell tumor
@ Thyroid cancer

@ Total cholesterol

@ Triglycerides

@ Venous Thromboembolism
@ Vitamin B12 levels

@ \Warfarin dose

@ Weight

@ YKL-40 levels
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Limitaciones en la eficacia de los tratamientos actuales son el motor de la medicina
personalizada

PATIENTS CAN RESPOND DIFFERENTLY TO THE SAME MEDICINE

ANTI-DEPRESSANTS

(SSRI’s)

ASTHMA DRUGS

DIABETES DRUGS

ARTHRITIS DRUGS

ALZHEIMER’S DRUGS

CANCER DRUGS

Percentage of the patient popalation for which a particalar drug in a class is ineffective, on average

Source of data: Brian B. Spear, Margo Heath-Chiozzi, Jeffrey Huff, "Clinical Trend's in
Molecular Medicine, Volume 7, Issue 5, 1 May 2001, Pages 201-204.
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Gendmica y Salud: Medicina Personalizada

The Right Therapy for the Right Patient, at the Right Time

Fa mejor respuesta a la terapia significa usar test de diagnostico molecular o biomarcadores para seleccionar y ajustar

la terapia y asi conseguir maximizar la eficacia y minimizar las reacciones adversas.

Personalized medicine

tests (Diagnostics) Personalized Medicine

Targeted Rx




Gendmica y Salud: Medicina Personalizada

Como funcionara la medicina personalizada.
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Eleven Drugs Requiring Biomarker Testing Prior to Deciding on Drug Use

Drug
Ziagen
(abacavir)

| Drug Marketer
GlaxoSmithKline

| Test Requirement

Screening for carriage of the HLA-B*5701 allele should be performed in any
HIV-infected patient. Abacavir should not be used in patients known to carry
the HLA-B*5701 allele, unless no other therapeutic option is available in
these patients, based on the treatment history and resistance testing.

| Indication
Infectious
Diseases

Epitol / Tegretol | Novartis Patients of Han Chinese and Thai origin should be screened for HLA-B*1502 | Meuropsychiatric
(carbamazepine) as this allele strongly predicts the risk of severe carbamazepine-associated Diseases
Stevens Johnson syndrome.

Herceptin Genentech/Roche Susceptibility to the therapy is determined by the analysis for HER2/neu Cancer
| (trastuzumab) OVEer-expression.

Tasigna Novartis Patients with imatinib-resistant Ph+ chronic myeloid leukemia. Cancer

(nilotinib)

Sprycel Bristol-Myers Squibb Patients with imatinib-resistant Ph+ chronic myeloid leukemia. Cancer
| (dasatinib)

Trisenox Cephalon PML/RAR alpha gene+ [or £{15;17) translocation] acute Cancer

(arsenic trioxide) promyelocyticleukemia.

Erbitux Bristol-Myers Squibb, EGFR+ metastatic colorectal cancer after failure of innotecan; KRAS wild- Cancer

(cetuximab) ImClone Systems, Merck | type metastatic colorectal cancer.

Tarceva Genentech/Roche Advanced non-small cell lung carcinoma; no clinically relevant effects Cancer

(erlotinib) demonstrated for patients with EGFR- tumours.

Vectibix Amagen EGFR+, non-mutated KRAS, metastatic, previously treated colorectal cancer | Cancer

(panitumumab) — Conditional Marketing Autorisation.

Tykerb [ Tyverb GlaxoSmithKline In combination with capecitabinefor Her2+ breast cancer after failure of Cancer

(lapatinib) taxanesand trastuzumab — Conditional Marketing Autorisation.

Iressa AstraZeneca, Teva For the treatment of patients with locally advanced or metastatic non-smaill Cancer
| (gefitinib} cell lung carcinoma with activating mutations of EGFR-TK.

Source: Data extracted from the presentation by Dr. Marisa Papaluca Amati, Deputy Head, Sector Safety and Efficacy of Medicines, EMEA, at the SGPPH Spring
Conference, London, 3 June 2009

Note: This presentation of testing requirements by the EMEA is different from the FDA table as it starts

with the drug for which there is a biomarker testing requirement rather than starting with the biomarker
which needs to be tested for.

March 2010
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Compaﬁl'as Diagnosticas

Beneficios de adoptar la medicina personalizada

Compafn’as farmaceuticas

*Creacién de nuevas compafifas DX

*Potencial de mejorar precios debido a mayor eficacia

e Avances den investigacion y descubrimiento de

Permite enfocar clinical trials en grupos menores
biomarcadores se trasladan directamente a test

por menor tiempo y mejores resultados

diagndsticos.

Pacientes y Médicos

*DX facilita la entrada y expansién en el mercado

*La medicina personalizada reduce terapias innecesarias y

Reguladores

generan menos efectos adversos.

*Una mayor integracion entre Terapia y Dx hacen

mas eficientes y seguros los clinical trials.

eIncremento de Vigilancia en la aprobaci(’)n de \'
drogas. L= Pagadores
-
*Incremento de aprobacién de test genémicos que *Reduccién general en los gastos de salud por la
influyen en la seguridad y eficacia de las drogas. integracion Rx-Dx

*Pago por rendimiento o resultado.



Q
Genémica y Salud: Medicina Personalizada N -~ B‘LOTECOM

Soluciones

Biotecnolégicas

9
° Integrales
Biomarkers pueden reducir tiempo, riesgo y dinero en el desarrollo de farmacos..

Discovery Pre-clinical Phase | Phase Il Phase 1l Registration

\\\ \ Marketed Drug
(Phase IV)

\ Biomarkers can reduce time, cost
IND Filing and probability of failure MDA ﬁ.ppmual
\ Cumulative
Discovery Pre-clinical | Phase I' Phase Il Phase llI Registration | (candidate to
\ approval)
Time i 1 1 2 \[3— 1 -8
(~years) A
3
P(success) . 0.40 0.70 047 [ 0.802 [ 0.8072 ] 0.084
Cost, $M* 29 9 20 30 | 100 | 40 ~200°

Motes: IND = Investigational Mew Drug; NDA = New Drug Application; (1) Phase | cost includes parallel animal studies; (2) simplifying assumptions, time in each
phase is variable; (3) probability of entering the next phase; (4) direct costs only, not discounted or risk-adjusted, from 1990s data; current direct costs are

likely to be higher; (5) Total pipeline costs per candidate from discovery to approval, probability adjusted and discounted to account for cost of capital is
estimated to be over 5800 Million {DiMasi et al, 2003).

Sources: Di Massi et al., 2003; FDA, Center for Drug Education and Research; Boston Consulting Group; Scientia Analysis.
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Oncologia ha sido el “early adopter” de la MP por multiples factores.

High Cost
Cancer treatment is expensive:
In 1999-2000, cancer accounted for $60.9 billion
in direct medical costs and $15.5 billion for
indirect morbidity costst*)

Lack of Effective Therapeutics: Overall,
only 25% of cancer treatments are effective!®

Medical Need
Cancer remains a leading killer in the developed
world, driving researchers, physicians, patients
and payors to seek solutions

Standard of Care
has always included sample biopsy of cancer
tissue, a requirement for effective personalized
molecular diagnostics

Research Effort
Over $200 Bn has been spent on cancer research
over the last 40 years® resulting in significant
advances in understanding of pathway biology

Nature of Disease
Cancer is a heterogeneous disease, with over
200 types identified so far®); each is unique and
requires a different therapeutic approach
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Companion Diagnostics- Hipersensibilidad al Abacavir (HIV terapia)

HLA-B*5701 test orders by Qr 2002-2008

Testorders
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La democratizacion de la genomica personalizada.

Go login | claim codes blog help your cart

23andMe genetics just got ¢

welcome genetics 101 store about us

c; (1] time.com, ~[#2][x [[2]- . .
[ e e o | - bt the latest on your DNA with $399 and a tube of saliva.

n P . Pl
i Favorkos | 5is @ Sitios sugeridos ~ & | Hotmail gratuito ) e's what you do:

I 1. The Retail DA Test - TIME's Best Inventions of 20... ‘ | %~ B) - [ = - Pagina v Seguridad - Herramientas ~ @~

riiaRr v SATURDAY, OCTOBER 24,
Time. com Home Page e —
SEARCH ]

HOME | U.S. | POLITICS | WORLD | BIZ & TECH | HEALTH & SCIENCE | ENTERTAINMENT | TRAVEL | PEOPLE | PHOTOS | ViDEO [EESERNGEINSINEN MAGAZ —

xw'elcome o You

Special Reports Best\VVebsites WorstCars Time 100 Time 100 Roundtable Design 100 Bestinventions BestTV Shows Top10 ALL Time —

TIME's Best Inventions of 2008

| ti £ the Y — Most Popul rder a kit ($399 USD) from 2_ Claim your kit, spit into the 3. Our CLIA-certified lab analyzes 4. Log in and start exploring your
ox lost Popular » Fi
nvention of the Year " bnline store. tube, and send it to the lab. your DNA in 2-4 weeks. genome.
1. The Retail DNA Test
By Anita Hamilton 1. AreTeacher
Mediocrity?
ARTIC — 2. Paranormal Act - )
8 P"( 3. Why Angry Br| Relative Finder Global Origins Ancestral Lineages
N rin Bigots
Before meeting with
i 4. Despite Its Woe| )
ameWoicickico- g paternal ine Trace your roots back to
Sphere 5. AMajor Blow t . )
founder of a consumer 5o . " . inatia  hagiogeo 1
AddThis 6. Northwests W ilaiea
pone tesingzervin 2 ey = the dawn of humanity.
alled 23andMe, 1 kn B e ¥ 7. Dyson's Bladeld pamalbal Maternal line
called 23andMe, 1 imow v 2z 8. sending Eurg ey q ) q q . § i
b/ vahoo! Buzz £ P! s o vz
just three things about = Farevel ot - wpP—— - T fraevioes] Get the highest resolution view into your maternal and
her: she's pregnant, Sponsored Links 10. The Case of the| e |JatE|'na| ||nEagES.
5 : Maternal Haplogroup: D4e2 . -
she's married to SECRET: White - . Vasagrass: 5. & sbgrss o N .
- 23andMe Ancestry Edition { $399) also includes:
Google's Sergey Brin, Teeth Trick
dflh ftuYal o ienine « Relative Finder: Find people who share DMNA with you
and she went to Yale. Jethod Exposed. The
But after an hour Besults WILL Shock What's o Your Global Origing: Ancestry Painting and Global Similarity.
ou.
e DR o www.consumertipsweek..
a ot
hittp: v, time, comjtime & Internet

http://www.23andme.com/

A comprehensive view into your ancient past. See the history passed on from generation to generation.

Immerse yourself in the lives of your ancestors.

Explore the details of your ancestors' migrations and

accomplishrnents. Did they paint bison inthe caves of

northern Spain? Invent agriculture in the Middle East?

Find outwhich unigue pieces of history are part of your Africa
lineage.




BIOTECOM
N 1

Biotecnolégicas
° Integrales

Q
e €

Genomica y Salud: Medicina Personalizada o

Soluciones

La democratizacion de la genomica personalizada.

http://www.decodeme.com/

deCODEMe H How deCODEme Works ~ Health  Ancestry  Genetics Explained  TryDemo  Store  Login

£ You are using an old version of Internet Explorer. The site will look better if you upgrade to the latest version or change your browser type.
"2 Upgrade information can be found here or alternatively you could try Firefox or Opera.

deCODE your health

Calculate genetic risk — Empower prevention

YOUr genes are a road-rmap to better health Introductory price o .
from $195 USD Empowered by a greater understanding... | have
Discover your ancestral roots become even more proactive about prevention”
your genetic relationship to world populations .
Anna Peterson, deCODEme customer © read our customer stories

MNews > Hypertension added to Complete Scan

Scientific leadership

O deCODEme ' deCODEme % deCODEme % deCODE leads the field in the discovery
Complete Scan ’ Cardio Scan Cancer Scan of genetic variants for common diseases

Discover your Genetic risk for 48 Discover your genetic risk for the Calculate your genetic risk for seven © deCODE's scientific discoveries

diseases and traits ranging from most common types of common cancers including Lung

Heart Attack and Diabetes to cardiovascular diseases, including Cancer, Skin Cancer, Breast Compare with competitors

Alcohol Flush Reaction and Heart Attack and Atrial Fibrillation. Cancer and Prostate Cancer. YWWe capture more medically relevant

Testicular Cancer. genetic variants than our competitors

© our Complete Scan © our Cardio Scan © our Cancer Scan _
© compare our genetic scans
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2} Navigenics - Using the power of penetic testing to help you take control of your health - Microsoft Internet Explorer

File Edit View Faworites Tools  Help a.
@ Back - \_J D @ h @) Search *Favnntes @ D_:% "*ﬂ - I_J ﬁ ‘3
Address |@ httpe e, navigenics ., com, Vl [cla] Lirks
; e = . mMermber Login | Physician Login | Reguest Information | s
(-\\) N av'gen ICS (B66) 522-15857 +1 (650 S85-T743
what We Offer Cenetics & Health Far Physicians About Us

Success Stories

There's DNA.
And then there's what you do with it.

Mavigenics is the leading personalized genetic testing company. We use the latest science
and technology to give you a view into your DA, revealing your genetic predispositions for
important health conditions and empowering you with knowledge to help you take control of
wour health future.

Q Mavigenics test|mu:|n|al sUCCess sko

t enkrepreneur
MAdruT Wy

Internet entrepreneur

"WWe hear a lat of different — and sametimes
conflicting — apinions about how to take care of our
health. I'm wery excited about receiving only the
most relevant information to me, based on my
DA, "

Our genetic testing services: $999

As science and technology improve, we are committed to
bringing you premiurm personalized genetic insights, with a
focus on privacy and security.

YWhen you make this important health investment, our e e e e e e N e e e
serice is often eligible for reimburserment from your flexible
spending (FSA) or health savings (HSA) accounts. Find a |:1hy5ician
Find a phyysician in your area who offers
the Navigenics genetic testing services, so
wou can focus your health plan on
prevention.

Find a physician now >

£

I@ http: f fua, navigenics, comyvisitor fwhat_we_offerfsuccess_storiesfaaron/ £ Internet
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(Y Navigenics”

Ii Example Results  This is an example Mavigenics Healih Compass report.

Your estimated lifetime risk

Click anywhere on the colored boxes below to access in-depth information about each

predispositions, what you can do, your specific genetic markers, and much more._

0 - 1% =1 - 10% >10 - 25% =25 - 50% =50 - 100%
Brain Alzheimer's Breast cancer Diabetes. type You have no
ansurysm disease results in this
ouw: 0.919% “Wou: 10%: range

Awvg: D.90% Awgs 17%

Macular
degeneration
You: 0.78%
Awg: 31%

Lung cancer

You: 5%
Angs 6%

Atrial fibrllation

You: 199%
Avg: 23%

Heart attack

Sarcoidosis Deep vein Orsteoarthritis
thrombosis

You: 0.55% You: 4. 2% You: 26%

Aowg: 1.0% Aoarg: 3.6% Awgr 4T9%

Glaucoma Colon cancer Ohesity

You: 0.479% You: 4. 1% Yow: 25%

Awg: 2.4% Awgt 5% Awvg: 32%

Mulktiple Psoriasis

sclerosis
You: 0.28%
Awg: D.TT%

Wou: 2.5%
Aorg: 4 0%

Crohn’s Rheumatoid
dissase arthritis
You: 0.12% You: 1.7%
Aowg: 0.54% Awg: 3. 3%
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Foco de la Investigacién en un érea de aplicacién cuyo mercado sea

atractivo
M ATIETL Demostrar el valor médico de la innovacién

Mddien . (kg Mesp e
hedennred HFY Dagnada

Construir un modelo de costo efectividad aplicable a la realidad local
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Gracias por su atencidn...

Dr. Andrés Araya
Fundador Biotecom

andres.araya@biotecom.cl
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