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Unitat de Patologia Infecciosa | Immunodeficiéncies de Pediatria.
Hospital Universitari Vall d'Hebron. Barcelona.

Nuevos antiretrovirales.
Presente y futuro.

Pere Soler Palacin

Barcelona, 24 de febrero de 2015



No olviden mirar!!!

http://aidsinfo.nih.gov/
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VIH pediatrico
en Espana
(a diciembre 2013)
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An estimated 3.4 million children under 15 years old  were living with HIV in 2011,
91% of them in sub-Saharan Africa . In the same year, about 230,000 died of AIDS-
related causes. According to the report, access to antiretroviral therapy (ART) was still

low in most countries, with only about 28% of children who needed treatment receiving
it in 2011, in contrast to the 57% coverage among adults




olg

/, . .
»

VIH Pediatrico en Espaifa :

FRANCIA LEYENDA
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/5 Hospitales participantes

. La Paz

. G Marafnon

. 12 Octubre

. Carlos Il

. Principe de Asturias (Alcala de Henares)
. Mostoles

. Getafe

. Nifio Jesus

. Severo Ochoa (Leganés)

. Torrejon de Ardoz

. Carlos Haya (Malaga)

. Virgen del Rocio (Sevilla)

. Virgen de la Macarena (Sevilla)

. V. de las Nieves (Granada)

. Clinico San Cecilio (Granada)

. de Poniente-El Ejido (Almeria)

. Torrecardenas (Almeria)

. La Linea de la Concepcion (Cadiz)
. Puerta del Mar (Cadiz)

. Juan Ramon Jiménez (Huelva)

. Reina Sofia (Cérdoba)

. de Melilla

. de Motril

omplejo Hospitalario Ciudad de Jaén

H. de Cabuefies (Gijon)
H. Universitario Central de Asturias

H. Materno Infantil (Las Palmas)
H. Ntra. Sra. Candelaria (Tenerife)
C.H. Universitario de Canarias (Tenerife)

H. General de Lanzarote
H. General de Fuerteventura

H. Donostia (San Sebastian)
H. de Cruces de Bilbao
H. Txagorritxu de Vitoria

H de Albacete
H. Virgen de la Salud de Toledo

Complejo Hospitalario de Badajoz
Complejo Hospitalario de Caceres

H. Miguel Servet (Zaragoza)
H. Clinico (Zaragoza)

H. San Jorge (Huesca)




/5 Hospitales participantes

Navarra
H. Virgen del Camino (Pamplona)

Castilla Ledn

H. de Leb6n

H. Clinico de Valladolid

H. General Yagle de Burgos
H. de Zamora

Murcia

H. Virgen de la Arrixaca

H. Sta. Maria del Rosell (Cartagena)
H. Rafael Méndez (Lorca)

Galicia

H. de Pontevedra

Complejo Hospitalario Xeral Calde de Lugo
H. Juan Canalejo de La Coruia

Cantabria
H. Marqués de Valdecilla (Santander)

La Rioja
Complejo Hospitalario San Millan-San Pedro

Comunidad Valenciana
La Fe (Valencia)

Clinico Universitario de Valencia
General Universitario de Valencia
Francesc de Borja de Gandia

. Universitario Dr. Peset de Valencia
. de Sagunto

. General de Alicante

. Clinico San Juan de Alicante
General de Castellon

ITITIITIIICI

Catalufia

H. Vall d’ Hebron (Barcelona)

H. Sant Joan de Déu (Barcelona)

H. del Mar (Barcelona)

H. Mataré (Barcelona)

H. Germans Trias i Pujol (Barcelona)
Hospital Josep Trueta (Barcelona)
Hospital de Granollers (Barcelona)
Hospital Arnau de Vilanova (Lleida)
Hospital Parc Tauli (Girona)

H. Joan XXIII (Tarragona)

Hospital Sant Joan de Reus (Tarragona)

Islas Baleares
Hospital San Dureta (Mallorca)




CoRISpe Datos generales
(12/2013)

Coinfecciones por TV

N©° total ninos : 1089

Transferidos 369 (33,91%) 0

Fallecidos 98 (9%) TOTAL 26 (6,5%)

Perdidos/desconocido 140 (12,8%)  VHC 18 (4,5%)

Seguidos pediatria 482 (44,31%) VHB 6 (1,5%)

Mediana Edad: 12,1 afos (RIC: 8,4 -15)

Via de transmision Estadio clinico CDC (TV)
Vertical 399 (94,8%) N-A 206 (51,6%)
Transfusional 6 (1,4%) B 99 (24,8%)
Otros/Desconocido 16 (3,8%) C 89 (22,3%)

Proporcion por sexos (TV) Desconocido 5 (1,3%)

Nifas 222 (55,6%)
Nifios 177 (44,4%)



Distribucidn casos por
zona geografica

Pacientes

= Nodo 2 (24%)
= Nodo | (46%)

Madrid (30%)

(sin Madrid) 12,6 afios (9,1-16),
16,1 afios  (11,5-18.5),
14,9 afios (10,5-17.7)




16 -
14 -
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CoRISpe
Nuevos diagndsticos

—o— Expanoles
—a— Extranjeros
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N2 de madres
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CoRISpe
Nuevos diagndsticos

—@— Antes/ Durante Embarazo
---0--- Parto /Después del parto

2004

2005

2006

2007

2008

2009

2010

2011

2012 2013 Afio



Pacientes

Distribucion nifios VIH por ano
transferencia adultos (TV)




Evolucion de situacion
Inmunoldgica (%CD4)

100 ~
88,8
90 - 86,5 852

80 - 75,6
70 -
60 -
50 A
40 -
30 A

32010
02011
02012

20 -
o q 11,8 124
10 1 39 1,8 1,75 3,3
__-:‘
0 . T

%CD4 <15% %CD4 (15-25%) %CD4 >25%




Evolucidon de carga viral
Indetectable en pac. tratados (%)

100 -
90 A 84,2
80 A
70 A
60 -
50 A

89,7

' 87,3

B2010
02011
40 A
30 A
20 -
10 -
0

BE2012

M 2013
12,6 9,9

. 6 /7,6 7,4 5,9 43 51

<400 cp/ml 400-10000 cp/ml >10000 cp/ml




60

50,7

AN+IP

Pautas tratamiento (%)

AN+NAN AN+IP+NAN

AN

Otros

No tratados

2010

2011
02012
H2013



90,0
80,0
70,0
60,0
50,0
40,0
30,0
20,0
10,0

0,0

T 55 53

% Farmacos (historico)

82,1

72,8
68,4

61,9

54,0

. 46,2

438 41,8 41,6

- 35,8 35,0

i 16,6

12,2
838 8.2

3533 18 1,8 13 09 0,4




70 1

60 -

50 -

40 -

30 -

20 -

10 -

Nuevos antirretrovirales
CoRISpe

63

Darunavir

24

Etravirina

10

Maraviroc

26

36

Raltegravir

Atazanavir




Tratamiento antiretroviral
en pediatria (2015)
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1996-2015

19 anos de TARGA
23 ARV

(5 clases)
(+7 combos)
Descenso en la morbilidad y
mortalidad por VIH.
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Regardless of cinical symptoms, immune status, ar viralioad | Treat (All)

AIDS or significant HIV-related symptoms®

CGD4 percentage <25%, regardless of symptoms or HIV RNA

lewvel

Asymptomatic or mild symptoms® and
o CD4 percentage =25% and

o HIV RNA =100,000 copies/mL
Asymptomatic or mild symptoms® and
o CD4 percentage =25% and

o HIV BNA <100,0:00 copies/mL

Treat (Al*)
Treat (All)

Treat (BI)

Consider Treatment® (GHT)

=0 years

AIDS or significant HIV-related symptoms*
CD04 count =500 cells/mm*

Asymptomatic or mild symptoms® ang
o CD4 count =500 celis/mm* and

o HIV RNA =100,000 copies/mL
Asymptomatic or mild symptoms® and
o CD4 count >500 calls/mm’ and

0 HIV RNA <100,000 copies/mL

Treat (Al*)

Treat

D4 count <350 cells/mm® (Al*)
CD4 count 350-500 calis/mm’
(87}

Treat (Bll*)

Consider Treatment® (CH)

*  CDC Clinical Categories C and B (except for the following Category B condition: single episode of serious bacterial in-

Tection)

® CDC Clinical Category A or N or the following Category B condition: single episode of serious bat iifaction

¢ Clinical and laboratory-data should be re-evaluated every 3 to 4 months.
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X Pacientes NAI

X Tt. simplicacion os a largo plazo.
0 mantenimento 12 o 24h).

X Tt. de rescate ausencila de resistencias cruzadas.
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Farmacos

ARV disponibles

NRTI NNRTI P . '
entrada | jntegrasa
Zidovudina Atazanavir T-20
Lamivudina Nevirapina (Tipranavir) Maraviroc Raltegravir
- - ' Saquinavir (> 2a)
Didanosina Efavirenz LPqV/RTV (RGV +370)
(Estavudina) | (TDF+FTC+ _ Elvitegravir
Emtricitabina EF\_/_) FosamprenaVIr Dolutegravir
Abacavir Etravirina Norvir (ld) (ELV+ Cobi+
Tenofovir Rilpivirina (Indmawr) ™ FTC+TDF)
(TDF+FTC+ Darunavir SLBIMEIC|  (DLT+ABCH
AZT + 3TC RPV) (+DRV, + 3TC)
3TC + ABC ATV)
FTC + TDF

AZT + 3TC +ABC

_ Disponibles para edad pediatrica




“Nuevos” ARV (2008-2015)

NRTI NNRTI IP Otras familias
Etravirina Darunavir Inhibidores CCR5
Rilpivirina Maraviroc
(TMC-278)

Combinaciones:
Eviplera®

Stribild®
Triumeq®

Inh. Integrasa
Raltegravir
Elvitegravir

Dolutegravir

Potenciadores
(no ARV)

Cobicistat
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¢, Con qué empezar TARGA?

Regimens Recommended for Initial Therapy of Antiretroviral-Naive Children

Panel's Recommendations

= The Panel recommends initiating antiretroviral therapy (ART) in treatment-naive children using one of the following agents
(i alphabetical order) plus a dual-nucleoside reverse franscriptase inhibitor (NRTI) backbone combination:

= For children =42 weeks of postmensirual age and postnatal =14 days of age: lopinavir/ritonavir (Al
= For children age =3 years: efavirenz (Al*)
= For children age =6 years: atazanavir/ritonavir (Al*).
= The Panel recommends the following preferred dual-MAT! backbone combinations:
= Abacavir + (lamivudine or emtricitabing) (Al) \

= HLA-B* 5701 genetic testing should be performed before initiating abacavir-based therapy, and abacavir should not
be given to a child who tests positive for HLA-B*3701 (All").

= Zidovudine + (lamivuding or emtricitabine} (AI*)
= For adolescents =12 years of age and Tanner Stage 4 or 5: tenofovir + {lamivudine or emtricitabine) (Al*). )
= Tabie B provides a list of Panel-recommended alternative and accepiable regimens.

= Selection of an inifial regimen should be individualized based on a number of factors including characteristics of the pro-
posed regimen, patient characteristics, and results of viral resistance testing (Alll).

= Aternative regimens may be preferred for some patients based on their individual characteristics and needs.
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NOVEDADES EN NRTI



vl dtebron___ Nuevas formulaciones
de TDF para ninos
(aprobado para > 2 anos)

MINETERIO agencin sspunols o
SANIDAD. SERVICIOS SOCIALES medicamenios y
IGUALDAD productos sanitarics

Viread [TENOFOVIR DISOPROXIL (EN FORMA DE FUMARATOQ)]

* Nueva indicacion:

Viread granulos orales — nueva formulacion y nueva indicacion

= Infeccion por VIH-1

Viread 33mg/g grénulos orales estd indicado en combinacidon con otros medicamentos
antirretrovirales para el tratamiento de pacientes pediatricos infectados con VIH-1, con resistencia a
inhibidores de la transcriptasa inversa analogos toxicidad que no
aconseje el uso de agentes de primera linea, e
afos si el uso de formas sdlidas orales no es apisgiado.

Viread 33mg/g granulos orales esta también indicado en combinacion con otros medicamentos
antirretrovirales para el tratamiento de adultos infectados con VIH-1 para los cuales una forma solida
oral no es apropiado.

= Infeccion por hepatitis B

Viread 33mg/g granulos orales esta indicado para el tratamiento en adultos de hepatitis B cronica
para los cuales una forma solida oral no sea apropiado con:

» Enfermedad hepatica compensada, con evidencia de replicacion viral activa, con niveles
plasmaticos de alanina aminotransferasa (ALT) elevados de forma continuada y evidencia
histologica de inflamacion activa y/o fibrosis.

» Enfermedad hepatica descompensada (ver secciones 4 4, 4 8 y 5.1 de |a ficha técnica).

Viread 33mg/g granulos orales esta también indicado para el tratamiento de hepatitis B cronica en
adolescentes de entre 12 y 18 afos para los cuales una forma sdlida oral no sea apropiado con:

» Enfermedad hepatica compensada y evidencia de enfermedad inmune activa, es decir, replicacion
viral activa, niveles de ALT persistentemente elevados y evidencia histolégica de inflamacion activa
y/ o fibrosis (ver secciones 4.4, 4.8 y 5.1 de la ficha técnica).



#ﬁ;i“ef’?" Gilead y Janssen llegan a un acuerdo para
iy ~ = desarrollar comprimidos combinados con la
L e nueva formulacion de tenofovir

Tenofovir alafenamida presenta un menor impacto renal y dseo que la antigua
formulacion

1- Nueva version Eviplera: RPV/TAF/FTC
2- Nueva version Stribild: EVGCc/TAF/FTC
2- Nueva combinacién: TAF/FTC/DRVc



NOVEDADES EN NNRTI
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NNRTI

<= 2003

2004-2005

2006-2012

Efavirenz
Nevirapina

Efavirenz

(No recomendado en <
3 meses o <3,5kq)

La noticia del dia

Etravirina
Rilpivirina

Se observa una eficacia similar, pero
menos efectos secundarios, al usar dosis
reducidas de efavirenz en el tratamiento

del VIH
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Etravirina

Intelence ®



'a—al ’iﬁrd'Hebrgn_ EtraVI rl n a.

l: Hospitals .. ... . ..

Pharmacokinetics and short-term safety and
tolerability of etravirine in treatment-experienced
HIV-1-infected children and adolescents

Christoph Koénigs®, Cornelia Feiterna-Sperling”, Susanna Esposito®,
Claudio Viscoli, Raffaella Rosso®*, Thomas N. Kakuda®,

Ruud Leemans', Monika Peeters®, Rebecca Mack®, Ingeborg Peeters$,
Rekha Sinha®, Katia Boven® and Carlo Giaquinto"

AIDS 2012, 26:447 -455



A Etravirina

Table 2. Summary of etravirine pharmacokinetics in both stages and in comparison to adult patients in the TMC125-C228 and DUET studies.

Adult reference

Stage | etravirine Stage Il efravirine Etravirine 200mg b.id. Etravirine 200 mg
Parameter 4 mp/kg bi.d 5.2mg/kg bid. (stucy TMC125-0228 [23]) beid. (DUET trials [10])
n 19 20 27 577
Median (range) t_.. ih) 4 (2-8) 4 (2 -h6) 4 (2-8) -
Mean (5D) Gy (ng/ml) 495 (453) 757 (680) 451 (233) -
Mean (5D) Cain [I'tg,l"l'l'lll 184 (151) 294 (278) 185 (128) 393 378
LSM ratio (90% CIF (%) 99 (67-145) 158 (109-228) - =
Mean (SD) AUC; 3y, ing h/mi) 4050 (3602) 6141 (5586) 3713 (2069) 5501 (4544)
L5M ratio (20% CIFP (%) 102 (73-142) 158 (116=-215) - -
AUC, 3y, area under the plasma concentration-time cyirve from time of administrdtion to 12 h after dosing; b.id., twice daily; CI, confidence

plasma concentration,
*Protocol-specified comparison versus HIV-1-infected) treatment-experienced ad
ritonavir-containing regimen.

interval; Cia, maximum plasma concentration; Cn, nfinimum plasma :.:(:nf_'entrati]n: LM, least-square mean; iy, time-to-reach the maximum

ts receiving etravirine 200 mg b.i.d. on a stable lopinavir/

Table 3. Adverse evenls grade 2 or higher at least possibly related to etravirine treatment in stages | and 1.

Parameter Stage | etravirine 4mg/kg b.id. (n=21) Stage Il etravirine 5.2 mg/kg b.id. (n=21)
Mervous system disorders [n (%] 1(5) 1 (5]

Headache [ (%] 115) 1(5)

Syncope vasovagal [n %6]] 1(5) 0

Investigations [ (%)] 0 1(5)

Blood triglycerides increased [n (%)) 0 1(5)

Skin and subcutaneous disorders [ (%] 15} 0

Rash maculopapular [n (%)) 1(3) 0

There were no significant differences between the stages. b.i.d., twice daily.
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NOVEDADES EN IP



IP

<= 2003 2004-2005 2006-2009
LOP/r LOP/r Tipranavir
TPVIr Darunavir

Fosamprenavir
Atazanavir/r




E:-h Norvir® Cobicistat
Meltrex

New Heat-Stable Norvir® (ritonavir) Tablet Approved in Europe

The European Commission granted approval of a new tablet formulation of Abbott's
antiretroviral medication Norvir® (ritonavir) on Jan. 25, 2010. The new Norvir tablets can
be stored at room temperature and do not require refrigeration, making it more
convenient for some patients. European approval is a critical step in Abbott's efforts to
expedite registration filings for the Norvir tablet in countries around the world, including
in developing countries where the majority of people with HIV live. The Norvir tablets

and the Norvir soft-gelatin capsules both contain 100 mg of ritonavir. While the rate of

- | .
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g i - Atazanavir

Atazanavir and atazanavir/ritonavir pharmacokinetics
in HIV-infected infants, children, and adolescents

Jennifer ). Kiser?, Richard M. Rutstein”, Pearl Samson®,
Bobbie Graham®, Grace Aldrovandi¢, Lynne M. Mofenson',
Elizabeth Smith8, Steven Schnittman”, Terry Fenton®,
Richard C. Brundage' and Courtney V. Fletcher

AIDS 2011, 25:1489-1496
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Fig. 1. Dosing cohorts that mel protocol-defined ataranavir
pharmacokinetic largets relative to historical data in adults.



Darunavir

7 PREZISTA

(darunavir 300 mg) tablets




'{V Presentaciones
' - de darunavir

PREZISTA" (TMC-114) —
Darunavir

‘ 75 mg 150mg

Y
O
) 100mg/ml

400 mg 600mg 800mg 200ml)




vl dteron Presentaciones
de darunavir

MINISTERIO E——
DE SANIDAD, SERVICIOS SOCIALES medicamentos y
EIGUALDAD . producios sanitarios

e Extension de la indicacion:

Extension de la indicacion: El texto actualizado esta marcado con los cambios (tachado aquello que se
elimina y en negrita el texto anadido):

| Suspension de 100 mg/ml |

Prezista, coadministrado con dosis bajas de rltonavlr esta indicado para el tratamiento de la infeccion
por el Virus de la Inmunodeﬁmen ReGambinacion con otros medicamentos
antlrretrowrales en pacne g=-adultos asi como en pacientes pediatricos proe
#€ peso corporal (ver

MR a partir de los 3 afios y con al menos 15K
seccion 4 2 de Ia flcha tecnlca)

400 y 800 mg comprimidos recubiertos con pelicula

Prezista, coadministrado con dosis bajas de ritonavir, esta indicado para el tratamiento de pacientes con
infeccion por el Virus de la Inmunodeficiencia Humana (VIH-1) en combinacién con otros medicamentos
antirretrovirales.

Prezista 400 mg comprimidos puede utilizarse para proporcionar adecuadas pautas posologicas para el
tratamiento de la infeccion por HIV-1 en adultos y pacientes pediatricos mayores de 12 afos de
edad y con un peso superior a los 40 kg:

« Para el tratamiento de la infeccion por el Virus de la Inmunodeficiencia Humana VIH-1 en pacientes
adultos naive al tratamiento antirretroviral (TAR) (ver seccidén 4.2. de la ficha técnica).

* Para el tratamiento de la infeccion por el Virus de la Inmunodeficiencia Humana VIH-1 en pacientes
adultos previamente tratados con TAR sin mutaciones asociadas a resistencia a darunavir y que tienen
una carga viral plasmatica < 100. 000 copias/ml yun recuento de linfocitos CD4+ > 100 células x 10%/1. A

la prueba genotipica deberia dirigir el uso de Prezista (ver secciones 4.2, 43, 44 y 51 de la fcha
tecnica).



Caracteristicas de DRV

Table 2 Pharmacokinetics of darunavir in children and adults from the US Package Insert'? and other references as noted

Observation or parameter (adult patients)

Protein binding 95%
Bioavailability, absolute
without ritonavir 37%
with ritonavir 82%

Bioavailability, relative

food'" +30%
T _ 2 hours 2.5-40
Terminal half-life, hours I5 (when co-administered with ritonavir)
Clearance, L/h (intravenous dosing with ritonavir) 59
Volume of distribution, L (intravenous dosing)*' 131
Effect of hepatic impairment No significant change with moderate impairment (Child-Pugh Class B)
Effect of renal impairment No significant change with moderate impairment (creatinine clearance 30-60 mL/min)
Typical darunavir | Pooled POWER | and 2 DELPHI
concentrations® N = 119 adults N = 74 children
AUC_,,, ug-h/mL° median (range) 123.3 (67.7-213.0) 127.3 (67.1-230.7)
C,, lg/mL? median (range) 3.5 (1.3-7.4) 3.9 (1.8-7.8)

‘Time to maximum concentration

Observed after darunavir 600 mg plus ritonavir 100 mg twice daily in adults, and according to dosing in Table 2 in children.
“Area under the time-concentration curve from 0 to 24 hours, calculated as 2*AUC_ ..

dConcentration immediately prior to dosing, ie. trough concentration.

Neely M. Ther Clin Risk Manage
2009



Caracteristicas de DRV

Table 3 FDA-licensed darunavir/ritonavir dosing in children and
adolescents

Weight Dose

(kg) (Ibs) (darunavir mg) (ritonavir mg)
20 to <30 44 to <66 375 50

30 to <40 66 to <88 450 60

=40 =88 600 100

Neely M. Ther Clin Risk Manage
2009



Pharmacokinetics, safety and efficacy of darunavir/
ritonavir in treatment-experienced children
and adolescents

Stéphane Blanche?, Rosa Bolognab, Pedro Cahn€, Sorin Ruginad,

Patricia Flynn®, Claudia Fortuny’, Peter Vis8, Vanitha Sekar",
Ben van Baelen®, Inge Dierynck® and Sabrina Spinosa-Guzman?®

AIDS 2009, 23:2005-2013

- DELPHI (Darunavir EvalLuation in Pediatrics HIV-Infected)
- Estudio Fase Il, 48 semanas. PK, seqguridad y eficacia
- Pacientes de 6 a 17 anos, con fracaso virologico

(>1000 cp/ml), TAR previo

- N= 80 TAR acompafiante: analogos (no TDF); no
analogos: NVP-EFV




Pharmacokinetics, safety and efficacy of darunavir/
ritonavir in treatment-experienced children
and adolescents

DELPHI STUDY T

Demographics

Male, n (%) 57 (Z71)
Age at screening, n (%)
6—<12 years 24 (30)
12—-17 years 56 (70O)
Weight class, n (%)
20—-29 kg 19 (24)
30—-39kg 21 (Z26)
40—49 kg 28 (35)
=>50kg 12 (15)
Perinatal infection, n (%) 62 (738)
Race, n (%)
Black 24 (30)*
Caucasian 50 (&63)
Asian 1 (1)
Hispanic —
Multiracial 5 (&)
Other —
Disease characteristics
Mean HIV-1 RNA, log o copies/ml (SE for part I; SD for part II) 4.64 (0O.80)

11

Mean duration of known HIV infection, years (SE for part |; SD for part II)
CDC class C, n (%)
Median CD4 cell count, cells/pl (range)
Median CD4% (range)

Drug history

Median previously used antiretrovirals, n (range) o (3 __19)
=>1 previously used PIl, n (%) L= (06) )
=1 previously used NNRTI, n (%) &3 (7F9)

=1 previously used NRTI, n (%) 0 (1 00)
Previous ENF use, n (%) 8 (10)

Baseline resistance
Median number of mutations® at baseline, n (range)

Pl mutations® L1131 (o _19) |
Primary (major) Pl mutations 3 (0O—6)
NNRTI mutations® 2 (O—1)
NRTI mutations® 4 (0O—3)

AIDS 2009, 23:2005-2013



Pharmacokinetics, safety and efficacy of darunavir/
ritonavir in treatment-experienced children
and adolescents

Stéphane Blanche?, Rosa Bolognab, Pedro Cahn€, Sorin Rugina“I
Patricia Flynn¢, Claudia Fortuny’, Peter Vis%, Vanitha Sekar",
Ben van Baelen3, Inge Dierynck® and Sabrina Spinosa-Guzman?3

DELPHI STUDY

’

100 4 m—a =1 100, HIV-1 ANA reduction
m-® HIV-1 BNA < 400 copies/mi
#— HIV-1 RNA < 50 copies/mi
— EGH
i
65%
% 5:]- "“‘-lll---uun....- 0_,-'
b * { * 48% )
5 404
=8
o
]
C 204
D T T T T T T T T T 1
024 B8 12 16 20 24 32 40 48
Time (weeks)
n=80 80

Fig. 2. Virologic response to week 48 (ITT; TLOVR). ITT,
intent-to-treat; TLOVR, time-to-loss of virologic response.
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Maraviroc

CELSENTRI®
Maraviroc

i‘.-%- ﬁﬁ., I.‘S— =

Comp. 150, 300mg

Celsentr1 ®
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Maraviroc pharmacokinetics in
CCRS5-tfropic HIV-1-infected children
aged 2-<18 years: preliminary results

from study A4001031

M Vourvahis,' L McFadyen,? B Duncan,?® T Checchio,?
C Giaquinto,* SR Lavoie,” SR Valluri,! A Fang,' G Mukwaya,’
J Heera,? H Valdez!

'Pfizer, New York, NY, USA; 2Pfizer, Sandwich, UK; 3Pfizer, Groton, CT, USA;
“Department of Pediatrics, University of Padova, Padova, Italy; *Diision of
Pediatric Infectious Diseases, Virginia Commonwealth University, Richmond,
VA, USA

Presented ai the 3™ HIV Pediatrics Workshop, 15 - 18 July 2011, Rome, Haly
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Maraviroc

VG

Initial MVC pediatric doses by BSA on entry
and OBT regimen

Body surface area, m? Dose in absence of Dose with potent Dose with CYP3A4
potent CYP3A4 CYPIA4 inhibitors® inducers (in absence
inhibitors/inducers? of potent CYP3A4
inhibitors®)

<0.22 20 mg BID* 10 mg BID- 40 mg BID*
0.22-0.43 50 mg BID 25mg BID 100 mg BID
0.44-0.72 100 mg BID 50 mg BID 200 mg BID
073-1.19 150 mg BID 75 mg BID 300 mg BID
1.20-1.30 200 mg BID 100 mg EID 375 mg BID
1.31-1.73 250 mg BID 125 mg BID 450 mg BID
=1.73 300 mg BID 150 mg EID 400 mg BID

Anitial MV pediafric dose for fufure patients nof receiving a potent CYP3A4 inhibitor or inducer will be doubled up
ta a maximum inifial dose of 300 mg BID

“For example; atozranovir darunavis indinavin, lopinavir/ritonavic nelfinavin saguinavin ketoconaozole, iroconazaole,
clarithromycin, telithromycin

~Diose available in liguid formulation onby

BID. twice-daily

BSA, body surface area; MVC, maraviroc; OBT, optimized background therapy

Presented at the 3™ HIV Pediatrics Workshop, 15 - 18 July 2011, Rome, lialy

ol
[



I::-\ﬁ'd'Hebron
Hospilalssie SR

Maraviroc

Resulis

* Asof March 25, 2011, PK profiles were available for 30
patients. Of these, 22 patients met the primary PK target
(Cavg > 100 ng/mL) at Week 2 with their initial MVC dose.
All of these patients received OBT including Pls known to
boost MVC exposure (eg, darunavir/r, atazanavir/r,

lopinavir/r).

« Fight (24%) patients did not meet the primary PK target
affter the initial dose.

— Of these, five were dosed without a Pl and one was dosed
with tipranavir/ritonavir (which does not increase MVC
exposure in adults); a summary of dose adjustments for these
patients is shown in Table 3.

MY, maraviroc; OBT, optimized background therapy; PK, pharmaccokinetics;
Presentad at the 3™ HIV Pediatrics Workshop, 15 - 16 July 2011, Rome, Italy
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- Maraviroc -

Median MVC plasma concentration-time

profiles for all patients achieving the primary PK
target in Stage 1

- B Cohort |
400 @ Cohort 2
¢ Cohort3
A Cohortdq

Median plasma MY C
concenfration (ng/mL)

—a
—a
|

T T |
0 1 2 4 é

Time post-dose (br)

S

12

MYC, maraviroc; PK, pharmacaokinetics;
Presentad at the 3™ HIV Pediatrics Workshop, 15 - 18 July 2011, Rome, ltaly
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- Raltegravir
- Elvitegravir
- Dolutegravir
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Raltegravir

ISENTRESS®
Raltegravir (RGV)

4P N
25mg* 100mg* Comp. 400mg
Comp. masticables

|sentress ®
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Raltegravir

MINETERIO == "
DE SANIDAD, SERVICICS SOCIALES m S S
EIGUALDAD roductos sanitaries

Isentress (RALTEGRAVIR)

* Nueva indicacion:

En combinacion con otros farmacos antirretrovirales para el tratamiento de la infeggic ;
inmunodeficiencia humana (VIH-1) en pacientes adultos, adolescentes y nino@a partir de los 2 afos de

edad (ver secciones 4.2, 44, 5.1 y 5.2 de la ficha técnica).

¢ Indicaciones ya autorizadas:

Isentress esta indicado en combinacion con otros farmacos antirretrovirales para el tratamiento de la
infeccion por el virus de la inmunodeficiencia humana (\VIH-1) en pacientes adultos.

Esta indicacion esta basada en los datos de seguridad y eficacia de dos ensayos a doble ciego,
controlados con placebo en pacientes tratados previamente y un ensayo a doble ciego, controlado con
principio activo en pacientes no tratados previamente (ver secciones 4.4y 5.1).

Comprimidos masticables
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Raltegravir

Pharmacokinetics, Safety, and 48-Week Efficacy
of Oral Raltegravir in HIV-1-Infected Children
Aged 2 Through 18 Years

HIV/AIDS » CID 2014:58 (1 Pebruary) » 413

| Al Treated (AT} n = 125: Final Dose (FD)' n = 56

¥ v ! *
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IMPAACT P1066: Raltegravir (RAL) safety
and efficacy in HIV infected youth 2 to 18 years of age through week 48

Subject Baseline Characteristics (Final Dose)

Cohortl CohortllA CohortliB Cohortlil
(12-18yrs) (6-<12yrs) (6-<12yrs) (2-<6yrs)

N=59 |  N=4 N=13 |  N=20
Film coated tablet Chewable tablet

Median Age
(yrs)
Male Gender 51% 75% 54% 35% 49%

Black Race 59% 75% 54% 60% 59%

VRNA(log 4
c/mL), mean 4.3 [3.1-6] 4.4[3.54.9] 4.3[3.5-5.2] 4.3 [2.7-5.3] 4.3 [2.7-6]
[range]

CD4 cells/mm?,
median

CDCHIV
categoryBorC

Prior NNRTI 86% 75% 85% 50% 78%
Prior PI 97% 73% 62% 60% 83%

15 10.5 9 3 13

397 807 529 1087 481

76% 25% 23% 40% 59%

XIX International AIDS Conference 2012
Washington DC, USA, 22-27 July, 2012



Recommended Dose for Raltegravir (ISENTRESS)
Chewable Tablets in Pediatric Patients 2 to Less
Than 12 Years of Age —

From US Product Circular

Body weight (kg) Number of Chewable
tablets
10 to <14 kg 75 mg twice daily X 25 mg twice daily
14 to <20 kg 100 mg twice daily ]| X 100 mg twice dail 'y
20 to <28 kg 150 mg twice daily 1.5 x 100* mg twice
daily
28 to <40 kg 200 mg twice daily 4 X 100 mg twice dai ly
At least 40 kg 300 mg twice dalily 3/ x 100 twice daily

 The weight based dosing recommendation for the chewable tables is
based on approximately 6 mg/kg/dose twice daily

 *The 100 mg chewable tablet is scored and can be divided into equal
halves



Efficacy: Percent of Patients (95% CI) with
VRNA<50 c¢/mL (Final Dose)

Week 24 Week 48
—i— Cohort | 55.2% 57.1%
—@— CohortllA 50.0% 50.0%
—4— CohortlIB 53.8% 54.5%

—¥— Cohort/ll 20.0% 57.9%
#— Total 23.7% 26.7%

iz
B
R
o
(=]
&)
o
(T
v
r
=
T
=
=
w
5
®
o
=5
=
g
[iF]
o

MNumber of Contributing Patients
—&— Total 06 01 a0 95




Raltegravir 6m -2a

Interim Results from IMPAACT P1066: Raltegravir Oral Granule
Formulation in Children 6 Months to <2 Years

Stephen A Specior’, Edward Acosts?, Man Zheng®, Hady Teppler®, Brenda Homony®, Edwand Handelsman®, Caml Womell®, Bobbie Graham”, Andrew Wiznia®, Sharon Machman® and the P1068 Team
G San Diege, La Jolla, A, 0 Mlabarma, AL Frarvan Schoct Pubiic Healn, MA, + Merd Shap & Dohme CorL. M., SHUAID, WD, "NICHED, MD, TFroniisr Science Researeh Foundalion inc.. MY, ®acabl Med Centar, NY, FSUNY at Siony Srook, HY
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Antvir Ther, 2008;13{6)839-43

Successful rescue therapy with a darunavir/ritonavir and etravirine
antiretroviral regimen in a child with vertically acquired multidrug-

resistant HIV-1.

Vigand A, Meropl L, Marchetti G, Vangolli A, CHacomet V, Fasan 5, Pradella A, Cermni C, Poccoss GV

Luig Sacco Hospital, University of Mian, Mian, Italy. alessandra vigano: & ursmi it

AIDS, 2009 Mow 13:23(1 TH2364-6.

Raltearavir, etravirine and r-darunavir combination in adolescents with
multidrug-resistant virus.

[nzet £, Chiaix ML, Tamalet C, Refiguet Y, Fation G, Trcoire 1, Rabaud C. Frange B, Amnaitre H, Bianche 5

Sermvice dHematologie Pédiatrique, CHU Tamone, Marselle, France

Twebie heavily pretreated, perinatally infected adclescents in virological faihue wers treated wich o combination of raltegravir, r-darunave and etravirine, as part of
an expanded access prograem in France. After a 12-month median fodow-up, viral boad was <400 copicstml in 11 (<30 in six). No grade > 1 side effects were
recorded Addiionsl data and marketing sthorirations are awasted, bul prefmmary results B adolescents with extensive mmadtidneg resistant virus are encowaging

PAID: 19623069 [Pub®led - in process]
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Simplificacion HAART

Ty

Regimen Dosis N° comps/caps Comentarios
1996 e —_— + Restricciones de comida,
44T/3TC/ - G liquidos frecuentes.
ndinavir 10 ps, TID ko GO + Pobre tolerabilidad.

& D + Toxicidad a corto y largo

& Gl plazo.

P + Efectos gastrointestinales,

1998 — anemia, neutropenia.
ZDV/3TC/ 5 ps, BID e — + Alteracion del SNC.
efavirenz e — + Toxicidad mitocondrial.
2002 pan— + Efectos gastrointestinales,
ZDV/3TC/EEV 3 ps, BID anemia, neutropenia.

o G + Alteracion del SNC.
4+ Toxicidad mitocondrial.



=
| L&

= Vall d'Hebron
! Hospitals. i
3 *"ﬁ-:.‘}" e \

Simplificacion HAART

Regimen Dosis N° comps/caps Comentarios
2003
TDF/ [FTC o ST ey Generalmente bien tolerado;
3TC]/ EFV 3ps, QD @ gtectos GI, efectos SNC (EFV).
2006
- Efectos adversos minimos o
TRV+EFV 2 ps QD D ) nulos, buena PK, no
KV+EFV restricciones de comida.

2007-> actualidad

1 comp QD

[

Efectos adversos minimos o
nulos, buena PK, no
restricciones de comida.
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Moyle G et al. HIV 6. 2002. Glasgow, UK. Abstract 99.
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Combinaciones de

farmacos

c -
dos/dia

Principales efectbos secundarios

Véarise dolutegrands, shacavic y Lemiuding,

1 Wéarse elavidenz, emiricitabing y benafasir Todnar con e
E1Gmagn vacio,
prafesentements o
acoslarse
[ Habituales: Miussss, darres, suefios sxtrafics, dalor de cabera, fntigs, mareos,  Tormar con alimentos
mmumcmmwm} Mstulencing v soninolencis.
Raros: Probemas hepdticos graves, problemes renales, disminucidn de Ls
rhacs dhes
[] Witarse rilplviring, erntricitabing y tenofovie Tormar con alimentos
Comprimics gue contiens  Un conprmicio al dia 1 Viesarse abuscavir y lambviding Se puerle larmar con
BOOMmg de abaeaviry & i BSErLes
300rmg de larmbviading
Comprirmico que cantiens  Un compramideo das veces o diy F1 Wiearme abaeavir, lamivuding y ridesudng Se priede Lormar con
300rng e abatinvr, o aan shimenitos
IS0y e Eanivudie, v
300mg sdcauding
Camprimitia que contiens  Un comprimido al dia 1 s erntrictabna y tenofor Es preferibie inemarls
200rng de emlriciabing ¥ iR el pert
2di5my de tenofovis tomarss £on
o serdmago vaco
Comprirnido que contiens  Un cormnprimicdo dos veces o diy 2 Vietarse lamivuding y zidovudina S puiede tormar con
50 cle Lamivuidine 0 N sirmentos
Hderauicing

300mg
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EUROPEAN MEDICINES AGENCY

AaCTENCE MEDICIMNES HEALTH

22 January 2015
EMA/CHMP/ 38006/ 2015
Committes for Madicinal Products for Human Uss [CHMEP)

Summary of opinion? (initial authorisation)

Dutrebis

lamivudine/raltegravir

On 22 January 2015, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive
opinion, recommending the granting of a marketing authorisation for the medicinal product Dutrebis,
150 mg lamivudine/300 mg raltegravir, film-coated tablet intended for the treatment of human

ImMmunodencency virus 2 age o Waars

and weighing at least 30 kg. The applicant for this medicinal product is Merck Sharp & Dohme Limited.

They may request a re-examination of any CHMP opinion, provided they notify the European Madicines

Agency in writing of their intention within 15 days of receipt of the opinion.



iMuchas gracias por su
atencion!
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