VI Congreso
SEICAV

Sociedad Espaiiola de
Infecciones Cardiovasculares

14:15-15:15. Simposio 2 SEICAV: Tratamiento antibiético domiciliario endovenoso (TADE) y la endocarditis infecciosa.

Moderadores:
Miguel Angel Goenaga. Hospital Universitario Donostia, San Sebastian, Guipuzcoa.
Nieves Sopena. Hospital Universitario Germans Trias i Pujol de Badalona. Barcelona.

e 14:15-14:35. Qué pacientes con endocarditis infecciosa pueden ir a tratamiento antibidtico domiciliario endovenoso (TADE).
M*? Eugenia Garcia Leoni. Hospital Universitario Gregorio Maranén. Madrid.

e 14:35-14:55. Nuevas opciones terapéuticas: papel Dalbavancina.
M.C. Farinias. Hospital Universitario Marqués de Valdecilla, Santander.

e 14:55-15:15. Discusion Simposio 2
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Systemic Antibacterials: Recent FDA Approvals

» 2009
-Telavancin (Vibativ): SSTI

2010
- Ceftaroline (Teflaro): SSTI, CAP

2011
- Fidaxomicin (Dificid): Clostridium difficile

2013
- Telavancin (Vibativ): HAP/VAP

2014
Tedizolid (Sivextro): SSTI
Dalbavancin (Dalvance): SSTI

Oritavancin (Orbactiv): SSTI




v Nuevas Opciones terapéuticas de la El en
el Domicilio

-Ceftarolina
-Tedizolid
-Dalbavancina



Ceftarolina fosamil.

 FDA: Octubre de 2010, aprobo su utilizacion para su
uso en adultos
« EMA en Europa en 2012.




¢ QUE ES CEFTAROLINA ?

~efalosporina de 52 generacion

L© antibidtico betalactamico util
n infecciones por SARM

Molécula con muy escasa solubilidad en
agua, por lo que para poder utilizarla para
su administracion parenteral precisa de la
adicion de un grupo fosfato que permite su
solubilidad.

La ceftarolina fosamil se convierte
rapidamente en su metabolito activo, la
ceftarolina, por la accion de las enzimas
fosfatasas sanguineas.

Ceftarolina fosamil
(profirmaco)
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Journal of
Antimicrobial
Chemotherapy

hemother 2012; 67: 1267-1270
c¢/dks006 Advance Access publication 6 February 2012

Aethicillin-resistant Staphylococcus aureus bacteraemia
1d endocarditis treated with ceftaroline salvage therapy

. Hol, Jose Cadenal?, Lindsey M. Childs23, Miguel Gonzalez-Velez! and James S. Lewis IT13/4*

Table 1. Summary of cases and outcomes

Linezolid
Source of MRSA Duration of VAN MIC  DAP MIC MIC Ceftaroline MIC C
Case bacteracemia bacteraemia (days) Prior therapy (days) {mg/L)" {mg/L)® (mg/L)®  (magf)®, dose/duration® Complications ou
1 ﬁndocurditis \ 13 days, cleared and 13 (VAN), then &4 (DAP) day 17: 4 2 MNA ﬁ.S—VISA isolute,\ mitral valve replacement, fre?
relapsed day 17, 600 mg iv g8h for ESBL Klebsiella
deared on day 18 42 days pneumonia bacteraemia;
(start of ceftaraline responded to 10 days of
therapy) merapenem
2 endocarditis 15 15 (VAN) 1.5 05 1 0.5, 600 mg iv q8h nane res
x3 weeks, then
linezolid 600 bid
%3 weeks
3 skin and soft tissue, | 2° 22 (VAN) 2 NA NA 0.5, 600 mg g8h none res
uveitis, endocarditis x3 weeks, then
linezolid 600 mg
orally bid x3 weeks|
& urinary tract 11 11 (VAN) 2 2 0.5 0.5, 600 mg gl2h for] GI bleeding deq
infection 10days
5 uveitis, ethmoid 13 12 (VAN) 2 1 2 0.5, 600 mg g8h for none res
osteormyelitis 2 weeks, then VAN
for & weeks
6 prostatitis, septic 13 8 (VAN) 1.5 1 2 0.5, 600 mg g8h for none res

thrombophlebitis

\.

22 days, then VAN
finish & weeks )

(9]

\.

S

bid, twice daily; DAP, daptormycin; ESBL, extended-spectrum B-lactammase; GI, gastrointestinal; iv, intravenously; NA, not available; q8h, every 8 h; g12h, every 12 h; VAN, vanci

VISA, vancormycin-intermediate 5. aureus.
“All MICs determined using Etest.

"All ceftaroline infusions administered over 1 h. No ceftaroline therapeutic drug monitoring was performed.
“Progression of ocular lesions while on therapy with vancomycin and appearance of new pulmonary nodules/lesions consistent with embolization.
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RESUMEN

Ceftarolina

Bditons: il sdoss Juan Pablo Honagds v Rabd Castdn

La ceftarolina fosamil es una nueva subclase de las cefalosporinas con una actividad intrinsec:
frente a diversos microorganismos grampositivos multirresistentes, entre ellos Staphylococcus

Streptococcus pneumoniae, v frente a enterobacterias causantes de bacteriemia v endocarditis infe
perfil farmacocinético y las caracteristicas farmacodinamicas convierten a este farmaco en una b
cion terapéutica para este tipo de infecciones. En los estudios experimentales se ha comprobado ul
eficacia para el tratamiento de las endocarditis producidas por S. aureus, con independencia de su
dad a meticilina o vancomicina. La experiencia clinica es limitada, aungue en los ensayos clinicos
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relacionada con infecciones de piel y partes blandas, neumonia o endocarditis infecciosa. En estud
ros se debera definir con precision el papel de este nuevo antibiotico para la terapia de estas infec

e chscierol cime

© 2014 Elsevier Espaiia, S.L. Todos los derechos re:



TEDIZOLID

» Antibidtico de 2° generacion perteneciente al grupo de las
Oxazolidinonas.

* Inhibe la sintesis de proteinas impidiendo la union de N-
formilmetionil- ARNt al ribosoma.

e Se usa para tratar infecciones agudas de piel en adultos
ocasionadas por SARM, S.aureus sensible a meticilina, varias
especies de S.pyogenes y E. fecalis.

» Antibidtico BACTERIOSTATICO.
» X4-X16 veces mas potente que el Linezolid.

« Se administra 1 vez al dia, a diferencia del Linezolid que son 2
veces al dia.

 Efectos adversos: Nauseas, vomitos, diarrea, mareos y dolor
de cabeza.
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Comparative Efficacies of Tedizolid Phosphate, Vancomycin, and
Daptomycin in a Rabbit Model of Methicillin-Resistant Staphylococcus
aureus Endocarditis

Liana C. Chan,®P Li Basuino,® Etyene C. Dip,® Henry F. Chambers®

Divislon of Infectious Diseases, San Franclsco General Hospital, San Franclsco, California, USA®; Division of Molecular Medicine, Harbor-UCLA Medical Center, Tormance,
California, USA®

Tedizolid, the active component of the prodrug tedizolid phosphate, is a novel oxazolidinone that is approximately 4 times more
active by weight than linezolid against Staphylococcus aureus in vitro. The in vivo efficacy of tedizolid phosphate (15 mg/kg body
weight intravenous [i.v.] twice a day [b.i.d.]) was compared to those of vancomycin (30 mg/kg i.v. b.i.d.) and daptomycin (18
mg/kg i.v. once a day [qg.d.]) in a rabbit model of aortic valve endocarditis (AVE) caused by methicillin-resistant S. aureus strain
COL (infection inoculum of 107 CFU). Median vegetation titers of daptomycin-treated rabbits were significantly lower than
those of rabbits treated with tedizolid phosphate (15 mg/kg b.i.d.) (P = 0.016), whereas titers for vancomycin-treated compared
to tedizolid-treated rabbits were not different (P = 0.984). The numbers of organisms in spleen and kidney tissues were similar
for all treatment groups. A dose-ranging experiment was performed with tedizolid phosphate (2, 4, and 8 mg/kg b.i.d.) compared
to vancomycin (30 mg/kg b.i.d.), using a higher infecting inoculum (10° CFU) to determine the lowest efficacious dose of tedi-
zolid phosphate. Tedizolid phosphate (2 mg/kg) (equivalent to 60% of the area under the concentration-time curve from 0 to 24
h (AUC,_,4) for the human 200-mg dose approved by the U.S. Food and Drug Administration) was not efficacious. Tedizolid
phosphate at 4 mg/kg (equivalent to 75% of the AUC,_,, for the human 400-mg dose) and 8 mg/kg produced lower vegetation
titers than the control, but neither was as efficacious as vancomycin.



Dalbavancina

GENERALIDADES



Dalbavancina

La dalbavancina es un glicopéptido /I\/\/W\Nrr‘l" o
que se destaca por su gran eficacia
in vivo frente a Gram positivos. ki i
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Glicopeptidos

DALBAVANCIN

Lipoglicopéeptido
Derivado de la teicoplanina

Inhibe la sintesis de la pared
celular

Activo frente a SARM

T % -- 6-10 dias.

1d/s-> dosis semanal

1000 mg dia 0 y 500 mg/dia 8

In vitro inhibe > 98% de
bacterias gram+ (> 6000)

Nauseas, diarrea,
esterenimiento

TELAVANCIN

« Lipoglicopéptido
 Derivado de la Vancomicina

e Mecanismo dual (inhibe la
sintesis de la pared +
despolariza la membrana)

» Actividad bactericida rapida
» Activo frente a SARM

e T¥%--7-9h

e 7.5-10 mg7Kg/dia

» Nauseas, alteraciones del gusto,
trastorno del sueno

ORITAVANCIN

» Glicopéptido semisintético

o Espectrosimilar a
Vancomicina

e Activo SARM y SARV

« T 100h

e 1dosis cada 24-48 horas

« Alteracion del potencial
transmembrana

e Fase lll: No diferencias
Vancomicina vs Oritavancin




Dalbavancin (Dalvance)

* FDA Status: approved May 23, 2014

¢ Clinical Indication: approved for SSTI caused by gram-positive bacteria
(MSSA, MRSA, S. pyogenes, S. agalactiae, S. anginosus group)

Mechanism: Lipoglycopeptide that inhibits cell wall synthesis
2 Dose Regimen: 1000 mg IV followed 1 week later by 500 mg 1V

Dose Reduction:
- Regular hemodialysis: no dose change
- For CrCl < 30 mi/min and no hemodialysis: /50 mg then 375 mg

»  Adverse Effects: nausea, headache, diarrhea
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INFORME DE POSICIONAMIENTO TERAPEUTICO
PT-DALBAVANCINA/V1/21012016

Informe de Posicionamiento
Terapéutico de dalbavancina

(Xydalba®)

Fecha de publicacion: 21 de enero de 2016



ecordar...Mecanismo de accion glucopéetido

~Inhiben la sintesis del
peptidoglicano en un paso
metabdlico previo al de los B-
lactamicos, uniéndose a los
precursores e impidiendo su
formacion.




ecordar...Mecanismo de accion glucopetido

Ffecto bactericida lento
tiempo-dependiente sobre
poblacion sensible en fase de
replicacion activa.

|a eficacia clinica se
correlaciona con el tiempo de
permanencia por encima de la
CMI (T>CMI) y especialmente
con el valor del ABC24h/CMI.

- Concentracion-dependiente con dependencia del tiempo: Su efecto se

mediante la relacién entre el ABC alcanzado en un periodo de 24 horas y la C
microorganismo (ABC,, /CMI).

Concentracion
&

Cornan / CMI
AUC / CMI

Tiempo (h)



PRINCIPALES CARACTERISTICAS

nion a proteinas 93%

d 0,1-0,2 I/kg

etabolismo 15% hidroxilacion
No es sustrato P450

iminacion 20% heces

19-33% renal no modificaday 8-12%
renal en forma de hidroxi-dalbavancina.

oblaciones especiales
insuf. Renal canns o

230 mL/min cr on 1000 mg followed

I“SUf_ Hep ética regular hemaodialysis 10 mg 1 week later by 500 mg
Sexo T 125 mg 3wl b s 7
Ancianos

Poblacion pediatrica

eacciones cruzadas con otros glucopeéptidos (que no resistencias): casos de Colitis pseudomembranosa; Tambi

acciones similares al sindrome del hombre rojo.
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Lipoglupéptido semisintético que inhibe la sintesis de la pared 9%;, L:
celular, de manera similar a como actuan los glucopéptidos. L

Es activo frente a la gran mayoria de bacterias Gram positivas,
Neumococos y enterococos.

No activa para las cepas de enterococos R a Vancomicina por
expresion del gen VanA.

Es bactericida tiempo-dependiente.

La via de eliminacion es mixta, eliminandose en 30-40% por
orina, requiriendo ajuste de dosis en casos de insuficiencia renal
grave.

Tiene una semivida de eliminacion prolongada (6-12 dias) por
lo que se puede administrar una vez a la semana.



i%—i ELNQ:.IHEI%_SERWCIOSSOCIALES adlbarmGRtEn Y CDNCLUSIGE
A "y EIGUALDAD & productos sanitarios
Dalbavancina_ a la dosis de 1000 mg en el dia 1 y 500 mg en dia
£. ha demostrado su eficacia. en base a critertos de no infennondad.
INFORME DE POSICIONAMIENTO TERAPEUTICO frente a vancomicina (1000 mg/ 12 b/ 14 dias) con posibilidad de
VT SOL RN L2000 cambio a terapia oral con linezolid (600 mg/12 h) a partir del tercer
dia.

Informe de Posicionamiento

Moamamasstion da dallhasrasaissa
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CONSIDERACIONES FINALES DEL GCPT

Dado que no se han encontrado diferencias clinicamente
relevantes entre la eficacia y seguridad del medicamento evaluado y
sus alternativas, la eleccion entre ellos se basard fundamentalmente
en criterios de eficiencia.

hospitalizacion, se contemple el manejo extrahospitalario de la
infeccion, dalbavancina constituye una alternativa terapéutica al
tratamuento secuencial con linezolid oral.




Dalbavancina

PIELY PARTES BLANDAS



I CURACION CLINICA:
v 94.1% pacientes tratados con 2 dosis de DAL
003:37 (15 November) 61.5% pacientes tratados con 1 dosis de DAL

e-Weekly Dalbavancin versus Standard-of-Care 76.2% pacientes tratados con regimen estandard

microbial Regimens for Treatment of Skin
Soft-Tissue Infections Once Weekly Dalbavancin vs
otandard-of-Care Antimicrobials

zer, Mary Beth Dorr, Beth P. Goldstein, Marc Perry, James A. Dowell, Tim Henkel, and the Dalbavancin
Soft-Tissue Infection Study Group® fﬂ r s 55 IE‘

‘maceuticals, King of Prussia, Pennsylvania

cin, a novel glycopeptide with a long elimination half-life (~9-12 days), was compared to standard
ybial therapy for skin and soft-tissue infections (SSTIs). In a randomized, controlled, open-label, phase
f-concept trial, adults received 1100 mg of dalbavancin (as a single intravenous infusion), 1000 mg
ancin intravenously and then 500 mg intravenously 1 week later, or a prospectively defined standard-
gimen. A gram-positive pathogen was isolated from samples obtained from 41 (66%) of 62 patients
1e; Staphylococcus aureus was the most prevalent species (83% of pathogens). Clinical success rates
w-up visit (test of cure) were 94.1% among patients treated with 2 doses of dalbavancin, 61.5% among
reated with 1 dose of dalbavancin, and 76.2% among patients treated with a standard-of-care regimen.
nent regimens were well tolerated; drug-related adverse reaction rates were similar across the 3 groups.
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dings suggest that a regimen of 2 doses of dalbavancin administered 1 week apart is effective in the
t of complicated, gram-positive bacterial SSTIs and warrants further study.

randard-of-Care Antibiotics: Ceftriaxone,
fazolin, Piperacillin and tazobactam,

ndamycin, Vancomycin, Linezolid, Cephalexin CE ME
1-dose dalbavancin mI-dose dalbavancin

n=20f05 30 n=21  n=13 01 n=21




Table 3. Gram-positive pathogens isolated from samples obtained at baseline from patients with skin
and soft-tissue infections (microbiological intent-to-treat population).

No. of patients with pathogen®
in indicated treatment group

1-Dose dalbavancin  2-Dose dalbavancin  Comparator

Pathogen in = 14) {n = 13} {n = 14)
Staphylococcus aureus 13 11 10
Methicillin-resistant 5. aureus 6 b 2
Group B streptococcus 0 2 2
Streptococcus pyogenes 0 1 1
Miscellaneous Streptococcus and other specieab 3 2 4

? More than 1 pathogen was detected in some patients at baseline.
® |ncludes B-hermaolytic (nontypeable), group C, group G, and vindans streptococc and Peptostreptococcus.



CID 2005:41 (15 November)

indomized, Double-Blind Comparison
“Once-Weekly Dalbavancin versus Twice-Daily
nezolid Therapy for the Treatment of Complicated
in and Skin Structure Infections

E. Jauregui,' Simon Babazadeh? Elyse Seltzer® Lisa Goldberg® Dainis Krievins,” Mark Frederick?
d Krause,| Igors Satilovs?® Zilvinas Endzinas,! Jeffrey Breaux.® and William 0'Riordan®

ncent Mercy Medical Center, Toledo, Ohio; *Crest Clinical Trials, Anaheim, “Talbert Medical Group, Huntington Beach, and *eStudy Site,
Vista, California; *Vicuron Pharmaceuticals, King of Prussia, Pennsylvania; 5Gulf Coast Research Associates, Baton Rouge, Louisiana;
ading University Hospital, Riga, and ®Daugavpils Regional Hospital, Daugavpils, Latvia; and *Kaunas Medical University Hospital,

s, Lithuania

wckground.  Dalbavancin, a novel lipoglycopeptide with a pharmacokinetic profile that allows weekly dosing,
tive against gram-positive bacteria, including methicillin-resistant Staphylococcus aurens (MRSA). The efficacy
albavancin for treatment of skin and skin structure infections (555Is) was demonstrated in a phase 2 study.

ethods. In a phase 3 noninferiority study, patients with complicated S588Is, including infections known or
ected to involve MRSA, were randomized (ratio, 2:1) in a double-blind manner to receive dalbavancin (1000
iven intravenously on day 1 and 500 mg given intravenously on day 8) or linezolid (600 mg given intravenously
itravenously/orally every 12 h for 14 days). Efficacy was assessed by determining clinical and microbiological
ynses at the end of therapy and at the test-of-cure visit. Relapses were identified by additional follow-up ~1

th later.

esults.  MRSA was identified in 51% of patients from whom a pathogen was isolated at baseline. Dalbavancin
linezolid demonstrated comparable clinical efficacy in the clinically evaluable population at the test-of-cure
{(88.9% and 91.2% success, respectively). The rate of clinical success at the end of therapy was >90% in both
. Less than 1.0% of patients in either treatment arm experienced relapse after the test-of-cure visit. Both
ments yielded successful microbiological response in excess of 85% among microbiologically evaluable patients
id of therapy and at the test-of-cure visit for all pathogens combined, for all 5. aureus strains, and for MESA.
rointestinal symptoms were among the most common adverse events in
nts in the linezolid arm reported adverse events that were judged by the investigator to be probably/possib
ed to treatment (dalbavancin arm, 25.4% of subjects; linezolid arm, 32.2% of subjects).
onclusions. mg given on mg given on day
ell tolerated and as effective as linezolid given twice daily for 14 days for the treatment of patients w1Lh
plicated 5551, including those infected with MRSA.

O Dalbavancin  BLinezolld

aT5Gad =k ) s

el s

afid

=8
b
Q
-
E
&
4
=

=

Clinical  Micro=  Overall  Clinical  Micro-  Owe
biological biclogical

Clinical, microbiological, and overall (combined
clinical/microbiological) success at end-of-therapy
(EOT) and test-of cure (TOC) visits.
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Once-Weekly Dalbavancin versus Daily Conventional Therapy

659 Patients were assessed for eligibility

l

573 Underwent randomization

Y

1

288 Were assigned to dalbavancin
treatment group

285 Were assigned to vancomycin-
linezolid treatment group

\

A\

284 Received study drug
4 Did not receive study drug

284 Received study drug
1 Did not receive study drug

ly discontinued study
st to follow-up

ler reasons
w consent

Y

for Skin Infection

Anita F. Das, Ph.D., and Michael W. Dunne, M.D.

Helen W. Boucher, M.D., Mark Wilcox, M.D., George H. Talbot, M.D., Sailaja Puttagunta, M.D.,

2011-2012

836 Patients were assessed for eligibility

l

739 Underwent randomization

Y

/

371 Were assigned to dalbavancin
treatment group

368 Were assigned to vancomycin—
linezolid treatment group

Y

l

368 Received study drug
3 Did not receive study drug

367 Received study drug
1 Did not receive study drug

28 Prematurely discontinued study

39 Prematurely discontinued study

9

/

14 Were lost to follow-up
7 Had other reasons
2 Withdrew consent
5 Died

261 Completed the study

257 Completed the study

23 Were lost to follow-up

9 Withdrew consent
6 Had other reasons
1 Died

Y

35 Prematurely disco

15 Were lost to foll
= 13 Withdrew conse
4 Had other reasc
3 Died

/

332 Completed the study

333 Completed the study




Dalbavancin versus Vancomycin for SSTI
DISCOVER 1 and DISCOVER 2

Study Design Clinical Response to Therapy

¢ Methods Dalbavancin = Vancomycin-Linezolid

- Pooled analysis of 2 phase 3 trials* 91 92
- Randomized trials | 80 80

- N = 659 adults
- Acute bacterial SSTI

o
=

h
o
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» Regimens

- Dalbavancin 1000 mg d1, 500 mg d8

- Vancomycin |V for =3 days, then oral
linezolid 600 mg bid to complete 10-14d

Patlents%
S

M
o
|

1° End Point 2° End Point

*DISCOVER 1 and DISCOVER 2 1° End Point = Success rate at48 to 72 hours
2° End Point = Success rate atend of therapy




Treatment Success
DISCOVER 1 & 2

1.5 (-4.6-7.9) 1.5 (-7.4-4.6)
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DISCOVER 1 DISCOVER 2

*Absolute difference (95% confidence interval)

-0.1 (4.5-4.2)
| ——

m Vancomycin
» Dalbavancin

Both Trials

Boucher HW et al. VN Eng J Med2014,370(23):2169-79.




I Clinical Infectious Diseases 2016;62(5):545-51

A Randomized Clinical Trial of Single-Dose Versus Weekly
Dalbavancin for Treatment of Acute Bacterial Skin and
Skin Structure Infection

Michael W. Dunne,’ Sailaja Puttagunta,’ Philip Giordano,? Dainis Krievins ! Michael Zelasky,' and James Baldassarre'
" Allargan plc, Branford, Connecticut; “Orlando Health, Florida; *Strading University Hospital, Riga, Latvia and *Janssen Phammaceuticals, Springhouse, Pennsylvania

Background. Acute bacterial skin and skin structure infections { ABSS5Is) are a cause of significant morbidity and therapy can be
a burden to the healthcare system. New antibiotics that simplify treatment and avoid hospitalization are needed. This study compared
the safety and efficacy of a single intravenous infusion of 1500 mg of dalbavancin to the 2-dose regimen.

Methods. This study was a randomized, double-blind trial in patients aged >18 years with ABSSSIs. Patients were randomized to
dalbavancin 1500 mg either as a single intravenous (1V) infusion or 1000 mg IV on day 1 followed 1 week later by 500 mg IV. The
primary endpoint was a >20% reduction in the area of erythema at 48-72 hours in the intent-to-treat population. Noninferiority was
to be declared if the lower limit of the 95% confidence interval (CI) on the difference in the outcomes was greater than —10%. Clinical
outcome was also assessed at days 14 and 28,

Results. Six hundred ninety-eight patients were randomized. Demographic characteristics were similar on each regimen,
although there were more patients with methicillin-resistant Staphylococcus aureus (MRSA) at baseline on the 2-dose regimen
(36/210 [17.1%] vs 61/220 [27.7%]). Dalbavancin delivered as a single dose was noninferior to a 2-dose regimen (81.4% vs
84.2%; difference, —2.9% [95% CI, —8.5% to 2.8%]). Clinical outcomes were also similar at day 14 (84.0% vs 84.8%), day 28
(84.5% vs 85.1%), and day 14 in clinically evaluable patients with MRSA in a baseline culture (92.9% vs 95.3%) in the single-
and 2-dose regimens, respectively. Treatment-emergent adverse events occurred in 20.1% of the single-dose patients and 19.9% on
the 2-dose regimen.

Conclusions. A single 1500-mg infusion of dalbavancin is noninferior to a 2-dose regimen, has a similar safety profile, and
removes logistical constraints related to delivery of the second dose.



Dunne MW et al. (2016)
* Dose-exploration study in ABSSSI

» 1500mg IV once
* 1000mg IV on day 1 then 500mg IV on day 8




Dunne MW et al. (2016)

* Dose-exploration study in ABSSSI
« 1500mg IV once

» 1000mg IV on day 1 then 500mg IV on day 8

* No differences in adverse events up to 28 days
100

% of patients
h O
D Q0

kJ
2 o

48-7/2 hr 36-75 hr Day 14 Day 18
Treatment response Clinical success

MATLY
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3 Dunne MW et al. Glin infect Dis 2006;625)- 54551
b ["'T" ABS5S] = Acile badderial kinard skin streciur e infection i ! - I
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e de la daptomicina. La reciente comercializacién de dalbavancit
nuevo lipoglucopéptido, supone un avance, principalmente [
gran actividad frente a estafilococos sensibles y resistentes a la n
lina, pero también gracias a una semivida de eliminaciéon muy p
gada, que permite una administracién semanal por via intrav
utilizando un catéter periférico y con un tiempo de infusién no
rior a los 30 min®. Esta nueva posologia supone un cambio de pa

ma que requiere un conocimiento detallado del producto. El oh
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tro antimicrobiano de dalbavancina. Mecanismo de accion y actividad

0 frente a microorganismos Gram positivos

Cercenado

licrobiologia y Enfermedades Infecciosas, Hospital General Universitario Gregorio Marafion, Madrid, Fspaiia
ro de Medicing, Facultad de Medicing, Universidad Complutense, Madrid, Espafia

-Xcelente actividad frente SARM y estreptococos del
grupo viridans y S. pneumoniae resistentes a la
penicilina.

NO tiene actividad frente a aquellas cepas de
—nterococo que expresan el fenotipo de resistencia
VanA.

Actualmente, mas del 98% de las cepas frente a las
Jue se ha estudiado la actividad de dalbavancina se
nhiben por concentraciones 0,12 mg/I, que es el

punto de corte de sensibilidad definido por el[EUCAST.

Actividad lentamente bactericida frente a S. aureus,
~CN y S. pyogenes.

lSLnd |

Actividad invitro de L dalbavancina frente a microorganismos Gram positivos obtendda en estudios de vigilancia a navel mundial

Microorganismes {n) M, (gl CMiL, {mg) Rango Cepas sensibles (T Re
Stapindscocous mureus (54843} 0E 0.0E < (L0005 o7 1
SASM (T.222) 0E 00605 < [LM0B-0.5 o7 hli
SARM [I7.351) 0,06 0.06 < 0,081 He.5 1
SARM [R167) m0E 0.06 < 003025 o7 x
SANSD (37} 0,06 oz < 00205 ] ] Z
SARL[19) m0E i) < 003012 100 X
SANST (38} 06 0.06 < 003012 oo I
VISA (8] s NI 0,50-2 0 -
BVISA (3] 025 s 0105 Fli] 2
ECN (2.243) <00 Q06002 < 0031 =109 1
ECN M5 [963) < 00 0.06-0.5 < 0.03-1 = 00 1
ECN ME {2293) <0 QOE-D0.5 < 0021 > 00 1
ECN teicoplanina-R [15] < 0m 0 < 003025 ] 1
Enterocoom s sppe [ 186) 06 =4 £ 0034 56 H
S [6G3) < A 006012 = 00 4 =00 4
ERV VanA (150} >4 >4 015>4 o H
ERV VanB [GG4) <00 a1 < 003-2 =109 H
ERV VanC [75) <12 <012 < 01205 - 00 k
E. forcalis V5 [586) <0m 0.06 < 0034 > 05 10
E. forcalis VR (98} =4 e | < 000 4 <1 1
E. forcamm V5 [BE) 06 {10 ] £ 004 =109 IL
E. forchen VR [182) =4 =4 < 00k 4 <1 hi
Streptocsous prem omioe [ 3I07) (PS = H6; A - 06; PE= 1068) 0@ 006 < 003012 lili] 14
Streptoceous betahemaoliticos [1242) <00 003 < 0,03-0.25 SEE E,
Strepincocus pyogmes [S06) £ 003 <003 < 005012 oo i,
Streptocoous agoloctine [28T) <00 oz < 003025 G4 B,
Streptocoous dy sagolactise (58] < A A} < 0,000,123 L] ¥
Shreptoceous grspo viridms [TEG) £ 10a CAiliE] € 000025 qo7 E,
Sheptocecus gnapo viridons P+ PR (30} <003 <003 = 003 L] It
Streptoceous o gin o | 1B4) < 0 006 < (L0006 lili] X
Streptocoaus bovis {16} <0m 00G6 < 0.03-0,06 oo 1
Barillus anthrocts [30) 06 0I5 < 00305 NI 1E
Corpmehacteriim spp. (B3) 0605 0z0ns = 0031 NI 10
Actingnmyces spp. (38) 025 a5 < 00205 NI 15
Listerin monocpingenes [ 138) < 0y03-0.06 £ (LI-0DE < 003012 NI 1
Clestridium spp. (45) 103025 0062 < L3-8 N 15
C perfrimgens {100 0E (1 ] 0.03-0,12 NI 18
C dificile [26) 025 05 0105 ND L
C dlosiridigforme | 14) 4 2 1008 NI 15
Loctohacillus spp. (23] 0s >33 006~ 32 ND 1
Eubadteriom spp. (25} 025 1 0,05-2 NI L
Bropionibacteriem spp. [15) 025 (119 00205 NI 18
Peptostreptocnoms sppc (30) w2 035 < 00305 N 15
Odroes cocos Gram positivos anasrobios {100) 003005 o2 < 00025 NI It

ECN: estafilococos coagulasa negatvos; ERV: emterooocos resistentes a la vancomicing; ESW: enterococos sensthles a la vancomicing; BVISA: Stophylecnoms ¢



Ensayos clinicos que evalian la eficacia de dalbavancina en el tratamiento de las infecciones de piel y tejidos blandos

Seltzer et al® Jauregui et al™ Boucher et al" Dunne et al®
Estudios DISCOVER 1y 2

Tipo de estudio Fase Il Fase Il Fase Ill Fase 111
Periodo 2001-2002 2003-2004 2011-2012 2014-2015
Grupos de Dalbavancina  Dalbavancina  Régimen Dalbavancina  Linerolid Dalbavancina  Vancomicinafl Dalbavancina  Dalbavancina
tratammiento 1 dosis? 2 dosis" estandar” 2 dosis® 2 dosis” linezolid 1 dosis* 2 dosis®
Pacientes N=20 N=21 N=21 MN=571 N=283 M= 659 N= 653 M= 349 N =349
incluidos
Pacientes en los 14 (70) 13 (61,9) 14 (66,6) 391 (68.5) 215(75.9) 337 (5113 329 (50.4) 210 (60,2) 2200(63)
que se identifico
microorganismao, n
SARM, n (%) 614 (42.8) 5113 (38,5) 214 (143) 181(46,3) 97 (45]1) 90/337 (26,7) 67{329(204) 36/210(171) 61/220 (Z1.7)
SASM, n (%) 7114 (50) 6/13 (46.2) 8/14 (571) 137 (35,0) T7(35.8) 167/337 (49,5) 189/320(574) 103/210(49,0) 96/220(436)
Streptococous 014 () 1113 (7.,7) 114.1) 19(49) 12 (5,6) 37337 (109) 36/329(109) 6/210(28) 12/220[5,4)
pvogenes, n (%)
Respuesta al
tratamiento
Exitoalas48-72h - - - - - 525/659 (79,7) 521/653 (79.8) 293/349 (B4%) 208/349(85.4%)
nfN (%]}
Visita al final de
tratamiento
ITT nf/N (%) 15/20(75) 19/721 (91) 1721 (81) 02, 3% Q4 e - - 203349 (84) 296/340 (84 8)
CE nfN (%) 13/16 (81) 1617 (94) 17121 (81) - - - - 267/302 (8g4) 270/302(89.4)
Visita de
seguimiento
ITT n/N (%) 12/20{60) 1921 (91) 1621 (76) 208/316 (94) 151/163 (93) - - 205340 (84 5) 297/349 (85)
CE nf/N (%) 8/13 (62) 1617 (94) 1621 (76) - - - - 2500271 (92.3) 247[267 (92,5)
Efectos adversos 11 (55%) 10 (48%) 12 (57%) 254 % 32 2% 80(123) 89137 F0{201) 69 (19.9)
A

CE: clinicamente evaluables; [TT: intencion de tratamiento; SARM: Staphyococous aureus resistente a meticilina; SASM: Staphylococous aureus sensible a meticilina.

#1.100 mg de dalbavancina administrada en dosis Gnica por via intravenosa.

"1.000 mg de dalbavancina por via intravenosa seguidos de 500 mg 1 semana mas tarde.

“Uno de los siguientes farmacos: ceftriaxona, cefazolina, piperacilinaftazobactam, clindamicina, vancomicina, linezolid o cefalexina individualmente o en combinacion durante
7-21 dias.
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xtended-Duration Dosing and Distribution of Dalbavancin into Bone
nd Articular Tissue

chael W. Dunne,? Sailaja Puttagunta,® Craig R. Sprenger,®* Chris Rubino,® Scott Van Wart,® James Baldassarre?

ata Therapeutics, Inc,, Branford, Connecticut, USAZ Institute for Clinical Pharmacodynamics, Latham, New York, USA®: PRACS Institute, Ltd,, Fargo, North Dakota, USAS

Ibavancin is an intravenous lipoglycopeptide with activity against Gram-positive pathogens and an MIC,, for Staphylococcus
reus of 0.06 pg/ml. With a terminal half-life of > 14 days, dosing regimens with infrequent parenteral administration become
ailable to treat infectious diseases such as osteomyelitis and endocarditis that otherwise require daily dosing for many weeks.
order to support a rationale for these novel regimens, the pharmacokinetics over an extended dosing interval and the distri-
tion of dalbavancin into bone and articular tissue were studied in two phase I trials and pharmacokinetic modeling was per-
-med. Intravenous administration of 1,000 mg of dalbavancin on day 1 followed by 500 mg weekly for seven additional weeks
s well tolerated and did not demonstrate evidence of drug accumulation. In a separate study, dalbavancin concentrations in
rtical bone 12 h after infusion of a single 1,000-mg intravenous infusion were 6.3 pg/g and 2 weeks later were 4.1 pg/g. A two-
se, once-weekly regimen that would provide tissue exposure over the dalbavancin MIC for Staphylococcus aureus for 8 weeks,
iximizing the initial exposure to treatment while minimizing the frequency of intravenous therapy, is proposed.

A bone penetration study (DUR001-105) done in 30 patients enrolled in six separate
cohorts of five patientseach and an extended-duration dosing study
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Efficacy and Safety of Weekly Dalbavancin Therapy
for Catheter-Related Bloodstream Infection Caused

by Gram-Positive Pathogens

Issam Raad,' Rabih Darouiche,? Jose Vazquez,® Arnold Lentnek,® Ray Hachem,' Hend Hanna,' Beth Goldstein,®
Tim Henkel.® and Elyse Seltzer®

'The M. D. Anderson Cancer Center and “Veterans Affairs Medical Center, Houston, Texas; “Harper University Hospital, Detroit, Michigan;
"Wellstar/Kennestone Hospital, Marietta, Georgia; and ®Vicuron Pharmaceuticals, King of Prussia, Pennsylvania

Background.  Catheter-related bloodstream infections (CR-BSIs) are associated with substantial mortality,
prolongation of hospital stay, and increased cost of care. Dalbavancin, a new glycopeptide antibiotic with unique
pharmacokinetic properties that have allowed clinical development of a weekly dosing regimen, possesses excellent
activity against clinically important gram-positive bacteria, suggesting utility in the treatment of patients with CR-
B5ls.

Methods. A phase 2, open-label, randomized, controlled, multicenter study of 75 adult patients with CR-BSIs
compared treatment with intravenous dalbavancin, administered as a single 1000-mg dose followed by a 500-mg
dose 1 week later, with intravenous vancomycin, administered twice daily for 14 days. Gram-positive bacteria
isolated in this study included coagulase-negative staphylococci (CoNS) and Staphylococcus aureus, including
methicillin-resistant S. aureus (MRSA).

Results. Infected patients who received weekly dalbavancin (n = 33 ) had an overall success rate (87.0%; 95%
confidence interval [CI], 73.2%—-100.0%) that was significantly higher than that of those who received vancomycin
(n= 34) (50.0%; 95% CI, 31.5%—68.5%). Adverse events and laboratory abnormalities were generally mild and
were comparable for the 2 drugs.

Conclusions. Dalbavancin thus appears to be an effective and well-tolerated treatment option for adult patients
with CR-BSIs caused by CoNS and S. aureus, including MRSA.




Catheter-Related Bloodstream Infections
Dalbavancin versus Vancomycin

Study Design Overall Success Rate

® Methods (N 75) Dalbavancin Vancomycin
Phase 2, randomized, controlled

- Patients with catheter-related BSI

- Randomized, open-labeled

- Catheter-related BSI cause by Gram+

- Catheters removed for MSSA & MRSA

- MRSA identified in 51% of patients

87

Patlents%

® Regimens
- Dalbavancin: 1.0g IV d1;0.5glIv d8
- Vancomycin: 1g bid IV x 14d

Source: Raad |, et al. Clin Infect Dis 2005:;40:374-80.
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Dalbavancin_

Adults with signs of :
bacteremia possibly/definitely | 2% g2 1900me ¥ 2y
associated with a catheter S

Open-label, randomized, MSSA
controlled, phase 2 trial = MR SA
G B E faecalis

Vancomycin 1000mg IV q12h

Success at Test-of-Cure Visit

= Vancomycin
' Dalbavanacin

% of patients

T

Overall Chnical Microbiological

MAYD. MRSA = Methicillin-Resistant S. aursus
MSSA = Methicillin-Sensitive S. awsus Raad | et al. Ciiz infect Dis 2005;40(3):374-80.
CoNS = Coagulase-negative Stspfyiococcus
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m EARLY CLINICAL EXPERIENCE WITH DALBAVANCIN IN A TERTIARY HOSPITAL OF
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. apf 0175 t
NTRODUCTION RESULTS
ancin (DAL] is a newly approved A total of B patients received DAL during the study period {75 % male, median age 38), all of them as a targeted therapy [Table 1).
mbla_l EEE[“ o e trgztment o Table 1. Baseline patients' characteristics, previous treatments and dalbavancin treatment information
ACETLAEAY Sl i i Pobetz _____ [Poten3 _JPed _[Paemts ___[Pbens ___lPet7 _______|Pbetd
ns (SSTI) caused by Gram- ge(yesrs) O 58 57 & 58 38 40 =
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of DAL in clinical practice, as

the outcome and tolerability of
nt. We also tried to evaluate the
3l impact on reduction of length
ital stay and costs after DAL
tration [considering an

ed cost of £325.01 for one day of
isation in an internal medicine
Spain).

Abbrevistions: ABS5S5L soute bacterial skin and skin strscture infections, ColS: Coagulase negative Stapfyiooocous, HIV: human immunodeficiency virus, |E: infective endocarditis M55A: meticillin-susceptit
Stophylooeoows gureus, MRSA: meticillin-resisant £ awreus.

<+ The median DAL administration doses was 4, corresponding to a median of 29 days of DAL exposure. Considering a hy
length of hospital stay with other antimicrobial agents of 71.6 days per patients, DAL reduced the total days of hospitali
154 days |26 days per patients), with total saving of about £ 50.050.

CONCLUSIONS

% Qur study suggests that DAL is a well-tolerated and effective drug for treatment of severe Gram-positive infections.
% DAL can substantially reduce the length of hospital stay.
% Although additional data are needed, the compassionate use of DAL in our patients was found to be satisfactory.
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Results: All 39 patients (100%) who received dalbavancin (including 8 patients on the single-dose
regimen) had clearance of bacteraemia compared with 19/20 (95%) patients treated with comparators
(vancomycin or linezolid). For dalbavancin-treated patients, 33/37 (89%) patients were clinical
successes at EOT vs 18/23 (78%) patients treated with comparators.

Table 1. Documented Clearance and Clinical Outcomes in S. aureus Bacteraemia (Phase 2/3

Studies)
Infection Dalbavancin
Study 48-72 h EOT
Clearance of 220% Reduction
Bacteraemia* in Lesion Size Clinical Success’
ABSSSI, n/N
DURD01-301 3/3 3/4 2/3
DUR001-302 707 9/12 5/6
DURO001-303 15/15 14/15 14/15
¢SSSI, n/IN
VERO0OQ1-8 4/4 - 3/4
Catheter-related
bloodstream infection, n/N
VEROO1-4 10/10 - 9/9
Total, niN (%) 39/39 (100) 26/31 (84) 33/37 (89)

ABSSSI=acute bacterial skin and skin structure infection; cSSSI=complicated skin and skin structure
infection; EOT=end of treatment. *Patients with follow-up blood culture (post-baseline); TClinically
evaluable population (those with missing data excluded from analysis) of patients with a positive blood
culture at baseline.
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Ongoing Clinical Trials

 Dalbavancin

» Safety and efficacy in adults with osteomyelitis

 Adults with community-acquired bacterial
pneumonia*

 Children with ABSSSI, osteomyelitis




