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Mejores caracteristicas PK

Mejor tolerancia / eficacia clinica
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For reprint orders, please contact: reprints@futuremedicine.com
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Isavuconazole: a new extended spectrum
triazole for invasive mold diseases
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ESPECTRO ACTIVIDAD
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& CRESEMBA

Dosis (IV y oral) Dia 1-2 Dia 23

INDICACIONES

Carga 200mg x 3

Mantenimiento 200x 1
6 52
5 |
4 -
Mean ISA Daily dose - with load
Trough 3 4
Concentration n o Daily dose - without load
(Hg/ml) 2 | [
1 MIC,, Aspergillus spp.
0 5 10 15 20 25
Days

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Anti-InfectiveDrugsAdvisoryCommittee/UCM431846.pdf
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ESPECTRO ACTIVIDAD

PK Triazoles =
I T S
Oral v
\Y, v v v 4 v
Dosis carga v v v X/v v
No ajuste IR IV X/v
(ciclodextrina) v 2 S (Sien V) ~

Child-Pugh Ay B v Child-Pugh Ay B
(50% dosis) Child-Pugh C (ND)

No ajuste hemodialisis X v v v v

No ajuste Insuf. Hep. v v

No ajuste edad, sexo, enfermedad de base, raza




ESPECTRO ACTIVIDAD

PK Triazoles

INDICACIONES

_ Fluconazol | Itraconazol | Voriconazol | Posaconazol Isavucon.

Penetracion SNC >60% Baja (<10%) 50-60% 0-40% Desconocido
Penetracionvitrea  28-75% Baja (10%) 38% 26% Desconocido

Orina 90% Baja (1-10%) Baja (<2%) Baja (<2%) Baja(0,4%)
Piel Amplia Amplia Desconocido Amplia Desconocido
Visceras Amplia Amplia Amplia Amplia Amplia

_ Hep. Bajo " " " "
Metabolismo - 54 Hepatico Hepatico Hepatico Hepatico

(10%)



Metabolismo por CYP3A4 y CYP3A5
Impacto minimo en CYP2C9 y CYP2C19

Micelli. CID 2015

INDICACIONES

Table 4. Drug-Drug Interactions With Isavuconazole

Type of Interaction, Drug Recommendation

Increases isavuconazole level
Lopinavir/ritonavir Use with caution
Decreases isavuconazole level
Rifampin Contraindicated
Carbamazepine
Long-acting barbiturates
St John's wort
Levels increased by isavuconazole

Sirolimus Use with caution. Monitor

serum levels of these drugs
and adjust dose when given
with isavuconazole

Tacrolimus
Cyclosporine
Mycophenolate mofetil

Digoxin

Colchicine Use with caution. May require
Dagibatran dose adjustment
Atorvastatin No dose adjustment
Midazolam recommended when given

with isavuconazole; monitor
patient

Levels decreased by isavuconazole

Bupropion Use with caution. Dose increase
of bupropion may be

necessary.

Lopinavir/ritonavir Use with caution

ESPECTRO ACTIVIDAD
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TDM sérico y Triazoles

INDICACIONES

NIVELES Itraconazol | Voriconazol Posaconazol Isavuconazol

Subterapéuticos <0,5pug/ml <1-2 pg/mil <0,5 ug/mi

>0,5 ug/ml (profilaxis) 2?7?77
0,5-1,5 pg/mil (rescate)

0,5-2

ug/ml 2-5 ug/mi

Adecuados

Toxicos >5,5 ug/mi
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Journals. ASM.org

Safety and Pharmacokinetics of Isavuconazole as Antifungal
Prophylaxis in Acute Myeloid Leukemia Patients with Neutropenia:

Results of a Phase 2, Dose Escalation Study

INDICACIONES

Oliver A. Cornely,® Angelika Béhme,® Anne Schmitt-Hoffmann,® Andrew J. Ullmann®*

Variabilidad inter-paciente

Dosis baja (mg) Dosis alta (mg)
400/200/200 (dia 1) 800(/;201/)400
Dosis 200/200 (dia 2) 4007400 (dia 2)
200 (dias 3-28) 400 (dfas 3-28)
Cmax 28% 35,6%
CV
AUC
0 0
(ng-h/mi) 37% 17%

Farmacocinetica no lineal (¢ bajo tamafno muestral?) (n=20)

Conclusion: No recomendacion de TDM




Intra-subject variability and exposure-response relationship of isavuconazole in the
phase 3 SECURE study in patients with invasive mould disease caused by Aspergillus
spp. and other filamentous fungi

Niveles sericos Respuesta clinica
7 6.3 100
0 80
5
4 60
2.7
3 , 40 -
) 1,8
1 20 -
0 - . | 0 -
Cuartil 1 Cuartil 2 Cuartil 3 Cuartil 4 Cuartil 1 Cuartil 2 Cuartil 3 Cuartil 4

e Conclusidn: No recomendacion de TDM

Kaindl. ECCMID 2016
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e Inhibe sintesis de ergosterol
e Fungicida para Aspergillus - fungistatico para Candida

Atlas of fungal Infections, Richard Diamond Ed. 1999

Introduction to Medical Mycology. Merck and Co. 2001




ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, Apr. 2008, p. 1396-1400 CARACTERITICASH 4 .'
0066-4804/08/$08.00+0  doi:10.1128/AAC.01512-07 7%

Copyright © 2008, American Society for Microbiology. All Rights Reserved.

In Vitro Antifungal Activities of Isavuconazole (BALA4815), Voriconazole,
and Fluconazole against 1,007 Isolates of Zygomycete, Candida, HPIEHERTE
Aspergillus, Fusarium, and Scedosporium Species”

Jests Guinea,'** Teresa Peldez,'? Sandra Recio,! Marta Torres-Narbona,' and Emilio Bouza'?

EUCAST (puntos de corte)

S < R>
A. flavus ND ND

A. fumigatus 1 1
A. nidulans 0,25 0,25
A. niger ND ND

A. terreus 1 1

http://www.eucast.org/fileadmin/src/media/PDFs/EUCAST files/Rationale documents/Isavuconazole RD Final.pdf
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Journals. ASM.org

In Vitro Susceptibility of Aspergillus fumigatus to Isavuconazole: NorcACIONES
Correlation with Itraconazole, Voriconazole, and Posaconazole

Lea Gregson,® Joanne Goodwin,® Adam Johnson,” Laura McEntee,® Caroline B. Moore,”< Malcolm Richardson,?< William W. Hope,®
Susan J. Howard?

wmean  Antimicrobial Agents @Cmssmrk
JEY ccmior | ondl Chemotherapy
Activity of Isavuconazole and Other Azoles against Candida Clinical

Isolates and Yeast Model Systems with Known Azole Resistance
Mechanisms

Dominique Sanglard, Alix T. Coste

Resistencia cruzada entre voriconazol-isavuconazol en A. fumigatus

Resistencia cruzada resto triazoles-isavuconazol en Candida

No se espera que tenga actividad antibiofilm (endocarditis por Candida o candidemia)




C. albicans

C. parapsilosis

C. tropicalis

C. glabrata

Otras Candida

Aspergillus

Mucorales

Fusariumy Scedo

Sensibilidad cepas wild-type

Fluco Vori

Posa

Isa

CARACTERISTICAS

Candinas

INDICACIONES

AmB




ISAVUCONAZOL

Tratamiento
aspergilosis
(SECURE)

A7

Tratamiento
mucormicosis
(VITAL)

CARACTERISTICAS ESPECTRO ACTIVIDAD

& CRESEMBA
e

Candidemia

ACTIVE



CARACTERISTICAS ESPECTRO ACTIVIDAD

Indicaciones (FDA y EMA)

Otras alternativas
L Alternativa a
Aspergilosis invasora : AmB-L
voriconazol
Alternativa en
Mucormicosis pacientes con Posaconazol

L-AmB contraindicada

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Anti-InfectiveDrugsAdvisoryCommittee/UCM431846.pdf

http://www.ema.europa.eu/docs/en GB/document library/EPAR - Product Information/human/002734/WC500196128.pdf




Isavuconazole versus voriconazole for primary treatment
of invasive mould disease caused by Aspergillus and
other filamentous fungi (SECURE): a phase 3,
randomised-controlled, non-inferiority trial

Johan A Maertens, Issam | Raad, Kieren A Marr, Thomas F Patterson, Dimitrios P Kontoyiannis, Oliver A Cornely, Eric ] Bow, Galia Rahav,
Dionysios Neofytos, Mickael Aoun, John W Baddley, Michael Giladi, Werner | Heinz, Raoul Herbrecht, William Hope, Meinolf Karthaus,
Dong-Gun Lee, Olivier Lortholary, Vicki A Morrison, llana Oren, Dominik Selleslag, Shmuel Shoham, George R Thompson [ii, Misun Lee,
Rochelle M Maher, Anne-Hortense Schmitt-Hoffmann, Bernhardt Zeiher, Andrew ] Ullmann

PACIENTES CON IFI (API)

v

CARACTERISTICAS ESPECTRO ACTIVIDAD

& CRESEMBA

v

Isavuconazol (n=258) Voriconazol (n=258)

mortalidad

19%

No inferioridad

20%

Maertens. Lancet ID 2016



Crude Mortality

n/N (%) Favors Isavuconazole Favors Voriconazole
ISA VRC < T
-1.0 ]
Day 42 ITT 48/258 (18.6) 52/258 (20.2) : O I
i
-2.6 ]
Day 42 mITT 28/143 (19.6) 30/129 (23.3) = O I
i
2207 !
Day 42 myITT 23/123 (18.7) 24/108 (22.2) = O I
f
1.4 I
Day 84 ITT 751258 (29.1) 80/258 (31.0) = O I
f
55 I
Day 84 mITT 43/143 (30.1) 48/129 (37.2) = O I
i
57 i
Day 84 myITT 35/123 (28.5) 39/108 (36.1) ¢ O I
I

20 -15 -10 -5 0 5 10 15 20
Adjusted Difference (%), 95% CI

http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/Anti-InfectiveDrugsAdvisoryCommittee/UCM431846.pdf




Isavuconazole versus voriconazole for primary treatment
of invasive mould disease caused by Aspergillus and
other filamentous fungi (SECURE): a phase 3,
randomised-controlled, non-inferiority trial

Johan A Maertens, Issam | Raad, Kieren A Marr, Thomas F Patterson, Dimitrios P Kontoyiannis, Oliver A Cornely, Eric ) Bow, Galia Rahav,
Dionysios Neofytos, Mickael Aoun, John W Baddley, Michael Giladi, Werner | Heinz, Raoul Herbrecht, William Hope, Meinolf Karthaus,
Dong-Gun Lee, Olivier Lortholary, Vicki A Morrison, llana Oren, Dominik Selleslag, Shmuel Shoham, George R Thompson [ii, Misun Lee,
Rochelle M Maher, Anne-Hortense Schmitt-Hoffmann, Bernhardt Zeiher, Andrew ] Ullmann

Alteraciones Isavuconazol Voriconazol

Hepato-biliares 9% 16%
Visuales 15% 27%
Cutaneas 33% 42%

Totales 42% 60%

Mejor tolerado

CARACTERISTICAS ESPECTRO ACTIVIDAD

& CRESEMBA

P

<0,05

Maertens. Lancet ID 2016



CARACTERISTICAS ESPECTRO ACTIVIDAD

Isavuconazole treatment for mucormycosis: a single-arm
open-label trial and case-control analysis

& CRESEMBA

Francisco M Marty, Luis Ostrosky-Zeichner, Oliver A Cornely, Kathleen M Mullane, John R Perfect, George R Thompson [ll, George ] Alangaden,

Janice M Brown, David N Fredricks, Werner | Heinz, Raoul Herbrecht, Nikolai Klimko, Galina Klyasova, Johan A Maertens, Sameer R Melinkeri,
llana Oren, Peter G Pappas, Zdenék Racil, Galia Rahav, Rodrigo Santos, Stefan Schwartz, J Janne Vehreschild, Jo-Anne H Young,

Ploenchan Chetchotisakd, Sutep Jaruratanasirikul, Souha S Kanj, Marc Engelhardt, Achim Kaufhold, Masanori Ito, Misun Lee, Carolyn Sasse,
Rochelle M Maher, Bernhardt Zeiher, Maria | G T Vehreschild, for the VITAL and FungiScope Mucormycosis Investigators*

PACIENTES CON
MUCORMICOSIS

Isavuconazol (n=37) AmB Fungiscope (n=33)

mortalidad

33% 41%

Similar

Marty. Lancet ID 2016



Isavuconazole versus caspofungin in the treatment of candidaemia and other invasive CARACTERISTICAS ESPECTROACTIVIDAD
Candida infections: the ACTIVE trial

Bart Jan Kullberg*!, George Thompson?, Peter G. Pappas?, Jose Vazquez*, Claudio Viscoli®,
Luis Ostrosky-Zeichner®, Coleman Rotstein’, Jack Sobel®, Raoul Herbrecht®, Galia Rahav'0,
Eric Van Wijngaerden'', Jan De Waele'?, Sutep Jaruratanasirikul'®, Ploenchan
Chetchotisakd'#, Laura Kovanda'®, Christopher Lademacher’, Misun Lee'®, Marc

Engelhardt’®
ﬁ PACIENTES CANDIDEMIA j
Isavuconazol iv (n=199) Caspofungina (n=201)
Isavuconazol oral (+10) Voriconazol oral (+10)

l Respuesta global l
60% 1%

No alcanzd no-inferioridad
Mortalidad y EA similares

Kullberg. ECCMID 2016



CARACTERISTICAS ESPECTRO ACTIVIDAD

Indicaciones clinicas

Fluconazol | Voriconazol | Posaconazol | Isavucon.

Profilaxis

Candidemia

Aspergilosis

Mucormicosis

Fusarium/Scedo

Indicacién actual

Probablemente futura

o | " Opinién de Jests Guinea
No indicacion actual ni probablemente en futuro



CONCLUSIONES

e Nuevo azol con PKy PD mejorado respecto anteriores
e Perfil PKy serguridad principal atractivo

e Orientado hacia el tratamiento de IFI por hongos

filamentosos:

e Alternativa a vori en aspergilosis (IDSA 2016)

e Alternativa a AmB en mucormicosis

e Datos en candidemia no apoyan esta indicacion



