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1. Generalidades Nuevos
(Lipo) glicopeéptidos



LISTADO DE PRINCIPIOS ACTIVOS E INCORPORACION DEL PICTOGRAMA DE LA CONDUCCION.
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Nuevos (lipo)glucopéptidos

o Justificacion para su desarrollo

» Moléculas precursoras y primeros estudios in vitro.
— LY333328 (orit), 1996---cloroeremomicina
— BI397 (dal),1999---teicoplanina
— TD-6424 (tel), 2003---vancomicina

e Moléculas comerciales:
— Dalbavancina: Xydalba®

— Oritavancina: Orbactiv®
— Telavancina: Vibatib®



Estructura quimica

Zhanel et al, Drugs 2010

Vancomycin
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Dalbavancin
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Mecanismo de accion

Cross-linked
peptidoglycan

Jovetic S et al, Trends Biotech 2010



Mecanismo de accion

Allen NE & Nicas, FEMS Microbiol Rev 2003



Espectro antimicrobiano

o S, aureus (SASM, SARM, hVISA/GISA y VRSA)
 S. epidermidis (SESM y SERM)

e Enterococcus spp (tambien VRE, DAL no van A)
e Streptoccus spp.

 Clostridium spp.




Mecanismos de resistencila

 van A: dalbavancina (oritavancina in vitro)
e van B: oritavancina en enterococos

e van Z: oritavancina

 C,DEYG

Joneset al, AAC 2015



2. Resumen de la evidencila actual
en bacteriemia y endocarditis
Infecclosa
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3. Dalbavancina



DAL. Principales Caracteristicas PK/PD-1

005 : oo
Parameter Two-dose regimen Single-dose regimen

C ez (mg/L) Day 1: 281 (52) Day 1: 411 (86)

Day §: 141 (26)

AUCopay1e
(/L) 18100 (4600) 20300 (5300)
CL(LY 0.048 (0.0086) 0.049 (0.0096)

" Source: DALMS-01.
~ 1000 mg on Day 1 + 500 mg on Day 8; Study DUR001-303 subjects with evaluable PK sample.
1500 mg; Study DUR001-303 subjects with evaluable PK sample.

Ficha técnica EMA, Actualizacion 2016



DAL. Perfil PK tras una dosis de 1000mg
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Ficha técnica EMA, Actualizacion 2016



DAL. Niveles plasmaticos 1-2
dosis/semana

:

Regimen
— 1500mg Day 1
== 1000mg Day 1 + 500mg Day 8

g

;

Dalbavancin concentration (mg/L)
=
-
l

-
-
- e o
e e - L Y
-

Time (days)
Ficha técnica EMA, Actualizacion 2016



DAL. Principales Caracteristicas PK/PD-2

Union a proteinas 93%

vd 0,1-0,2 I/kg

Metabolismo 15% hidroxilacion
No es sustrato P450

Eliminacion 20% heces

19-33% renal no modificaday 8-12%

renal en forma de hidroxi-dalbavancina.
Poblaciones especiales

Insuf. Renal

Insuf. Hepatica

Sexo

Ancianos

Poblacion pediatrica

Ficha técnica EMA, Actualizacion 2016



DAL. Espectro Antimicrobiano-1

Staphylococcus spp.

EUCAST Clinical Breakpoint Tables v. 6.0, valid from 2016-01-01

Glycopeptides and Iipoglvcnpeptides1

MIC breakpoint
(mg/L)

LT Rz

Disk
content
(ng)

Zone diameter
breakpoint
(mm)

§2 | Re<

Motes

Numbered notes relate to general comments and/or MIC breakpoints.

Lettered notes relate to the disk diffusion method.

Dalbavancin®

Oritavanein, 5. sureus?

: : .
Teicoplanin, 5. sureus

Teicoplanin, Ceagulase-negative staphydl:-cm:i:

Telavancin, MRSA

: ]
Vancomyein, 5. aursus

Vancomyein, Coagulase-negative staphylococed

Enterococcus spp.

Glycopeptides and lipoglycopeptides

MIC Breakpoints

Staphylococcus spp.
0,125 mg/L
Enterococcus spp

ined by broth microdilution (reference 130 20778). 5. aureus
type distribution and there may be an impaired clinical
avoid reporting "GI3A" isclates intermediate as serious

25 of vancomycin or teicoplanin.

cation and antimicrobial susceptbility test result on any such
riory.

0% int i . Lt -

ctions for commercial systems.

seeptible to dalbavancin and oritavancin.
totible to telavancin,

ype isolates and those with non-vand -mediated glycopeptide

yoint Tables v. 6.0, valid from 2016-01-01

C breakpoints.

A Vancomyein susceptible enterococs exhibit sharp zone edges and do nat axhibit colonies in the inhibifion zone. Examina zona

atiges with transmitied light {plate held up ta light]. i the zone adpe is fuzzy, colonies grow within the zone or if you are uncertain,

then perform confimmatory testing with PCR or repor resistant (see pictures below) even if the zone diameleris 2 12 mm.

|solates must nat be reported susceptible before 24 h incubation.

Dalbavancin IE E IE IE
Ontavancin IE IE IE IE
Teicoplanin z 2 30 18 18
Telavancin IE E IE E
Vancomycin B 4 5 i o

O ANTIMICROEIAL

X EUCAST

war Soclety of Dlini tal Mictshiclagy snd Infactious Disease;

EURDPEAN COMMITTEE

SUSCEPTIRILITY TESTING




DAL. Espectro Antimicrobiano-2

Streptococcus groups A, B, C and G EUCAST Clinical Breakpoint Tables v. 6.0, valid from 2016-01-01
Glycopeptides and lipoglycopeptides MIC breakpoint | Disk | Zone diameter (Notes
(mgiL) content | breakpoint  [Numbered notes relate to general comments andfor MIC breakpaints.
fnaenl {rsmal Lnttnrnd notne rolatn to thn dicle diffieiom mnthoed

== MIC Breakpoints A

: =y
Grrta\ranm.nll on methods; agar dilution
Teicoplanin
Telavancin
—=— Streptococcus groups A, B, C and G.

cotes—

Viridans group O 125 I I lg/L
UIYCUPEPUUES anu npoygly )
Dalbavancin ity test result on any such
Oritavangin
Teinaplarllin" .
Telavancin
Vancomycin' St t -

reptococcus pneumaoniae

Streptococcus

Uil e AP GEs ai BEGETY O 1 25 /L
149 Mg
B L T ELEEE RERTFIS] FRUALHE K FEAT
.:|:r_1.:4.. mammasamey = | TR T R T Y T Y T L P T T Wy T T R T T s o i, e il i
 FUNETARE L B VL DELITE L T L REE LU AP P R R Y LRI AR, TV LTV

< ; BENIRESE-FRERn s TR TR ELINIR PRI SR JL S TR FRATIE R RN SR LR LYRY IR T RE. T

LR, . Lo O, A il il o, e
S U S T TS <o S S T

EUROPEAN COMMITTEE
E U CA S T ON ANTIMICROBIAL

SUSCEFTIBILITY TESTING
&

Eurapaar Sainty of Clini eal Micwsbislagy snd |nfactious Dinsnses




Actividad de DAL frente a VRE

M Cumiaie % i a VI (i) of
phenotype or
IETUENEY M )] 06 012 )5 5 2 4
Iesstead)
E. [cecalis
Vand (230) (4 Iy b 39 43 3 44
Vanlh (34) 03 333 T2 0.2 ;50 Th.6 9L
E. foecim
Vand (1,74 (1 03 12 ) A6 115 3l
Vinh (13) 10 i) .6 7 R.1 %03 q75

Biedebenbach et al, AAC 2009




DAL. Principales Efectos Adversos

T e <1/10->1/100 <1/100-21/1,000 <1/1,000-21/10,000
Infections and infestations vulvovaginal mycotic infection. urinary
tract infection. fungal infection.
Clostridium difficile colitis, oral
candidiasis
Blood and lymphatic system anaemia, thrombocytosis, eosinophilia,
disorders leucopenia. neutropenia
Immune system disorders anaphylactoid
reacfion
Metabolism and nutrition decreased appetite
disorders
Psychiatric disorders insomnia
Nervous system disorders | dysgeusia. dizziness
Vascular disorders | flushing, phlebitis
Respiratory, thoracic and cough bronchospasm

mediastinal disorders

Gastrointestinal disorders nausea, diarrhoea, constipation., abdominal pain, dyspepsia.
abdominal discomfort. vomiting

Skin and subcutaneous tissue pruritus, urticaria. rash

disorders

Reproductive system and vulvovaginal pruritus

breast disorders

General disorders and infusion-related reactions

administration site

conditions

Investigations blood lactate dehydrogenase increased.

alanine aminotransferase increased.
aspartate aminotransferase increased. blood
uric acid increased. liver function test
abnormal. transaminases increased. blood
alkaline phosphatase increased. platelet
hcion 2016 fzount increased. body temperature

L I R L e T e - IR |

Ficha técnica EMA. Actualizi




DAL. Indicaciones Aprobadas

 Alternativa en Infecciones de piel y partes
blandas, en adultos.

— FDA 2014
— EMA 2015

(1500mg administrados como perfusion unica o
1000mg + 500mg una semana después).



Randomized, Double-Blind Comparison

of Once-Weekly Dalbavancin versus Twice-Daily
Linezolid Therapy for the Treatment of Complicated
Skin and Skin Structure Infections

Luis E. Jauregui,’ Simon Babazadeh,? Elyse Seltzer,® Lisa Goldberg,” Dainis Krievins,” Mark Frederick,?®
David Krause,® lgors Satilovs,® Zilvinas Endzinas,” Jeffrey Breaux,® and William O’'Riordan®

The N EW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JUNE S5, 2014 VOL. 370 NO, 23

Once-Weekly Dalbavancin versus Daily Conventional Therapy
for Skin Infection

o | a1 W - 1er M. MMark W 5 Georoe H T

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’




DAL. Estudios pK/pD

Extended-Duration Dosing and Distribution of Dalbavancin into Bone
and Articular Tissue AAC 2015

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

e Fase [,1000mg+500mg hasta 8sem (4,6,8). N=18
e Fase |, 1000 mg antes cirugia. N=30

 Bien tolerado, no acumulacion.

 Niveles en hueso y articulacion >CMI S. aureus.



DAL. Modelos animales en Bact/El-1

Activities of Dalbavancin In Vitro and in a Rabbit Model of
Experimental Endocarditis Due to Srtaphylococcus aureus
with or without Reduced Susceptibility to

Vancomycin and Teicoplanin

AAC, 2004

Agnes Lefort,™ Juliette Pavie, Louis Garry, Francoise Chau, and Bruno Fantin

lg 2
g 84 —3 —J— control
5077 —e—DAL 4
E-') g :I | ——DAL 20
S 4 —a— DAL 50
%0 3 —3— Vanco 50
- % ] ——Teico 50
O I I T T i T H
0 3 6 9 12 15 18 21 24
Time (h)
Antibiotic levels in serum, pg/ml Log,; CFUJg of vegetation (mean * SD)
Regimen (mean + SD) (no. of sterile/treated animals)
Peak (h) Trough (h) Lim-1 Lim-2
Controls 9.1 % 13(0117) 94+ 1.1(0/15)
DAL 10 mg/kg q.d.i.v., 4 days 114 £ 17(0.5) 19+9(24) 56+ 1.6° (077) 55+21° (1/10)
DAL 40 mg/kg 1.v., single dose 255 £ 53(0.5) 3+2(%) 70+ 1.4 (0/8) 69+21° (0/10)




DAL. Estudios clinicos en Bact/El-1

Efficacy and Safety of Weekly Dalbavancin Therapy

Catheter—Related Bloodstream Infection Caused
Positive Pathogens 2005

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

1000mg dia 1 + 500mg dia 8 vs. 1000mg/12h Dalbavancin Vancomycin
group group
Study population
ITT population = 2 34
MicrolTT population® 23 (70) 28 (82)
Evaluable population at EOT 17 (52} 21 (62)
Evaluable population at TOC 14 (42) 20 (59)
Demographic cha racteristic”®
No. of patients 23 28
Age, mean years (range) 54 (20—-78) 58 (19-85)
132 (E57) 11 (39)
robable CR-BSI 18 (78) 20 (71)
efinite CR-BSI 5 (22) 8 (29)
ICU stay during study®
Yes 8 (24) 8 (24)

No 25 (76) 26 (76)




DAL. Estudios clinicos en Bact/El-2

No. (%) of isolates

Dalbavancin ~ Vancomycin

group” group
Type of i1solate (n = 26) (n = 28)
Staphylococcus aureus
All 11 (42.3) 12 {42.9)
MRSA" 5 (19.2) 9 (32.1)
CoNS 13 (50.0) 13 (46.4)
Enterococcus faecalis 2 (7.7) 3 (10.7)

Raad | et al, CID 2005



DAL. Estudios clinicos en Bact/El-3

Dalbavancin

Vancomycin

Population and visit, response group group
microlTT population at EOT
Owverall success 21/23 (91.3) 18/28 (64.3)
Clinical success 21/23 (91.3) 18/28 (64.3)
Microbiological success 22/23 (95.6) 26/28 (92.9)

microlTT population at TOC
Overall success®
By catheter status
Retained at baseline

Remowved at or
before baseline

By catheter type
Tunneled
Nontunneled

Clinical success
Microbiclogical success
Evaluable population at EOT

Owverall success

Clinical success

Microbiological success

Evaluable population at TOC

Owverall success

Clinical success

Microbiological success

20/23 (87.0)°

14/28 (50.0)°

6/8 (75.0) 4/10 (40.0)
14/15 (93.3) 10/18 (55.6)

6/7 (85.7) 5/ 5 (100.0)
14/16 (87.5) S22 { 41.0)
20/23 (87.0) 14/28 (50.0)
22/23 (95.7) 22/28 (78.6)
16/17 (94.12) 13/21 (81.9)
16/17 (84.12) 13/21 (61.9)
17/17 (100.0) 20/21 (95.2)
13/14 (92.9) 9/20 (45.0)
13/14 (92.9) 9/20 (45.0)
14/14 (100.0) 16/20 (80.0)

Raad | et al, CID 2005

P<0.05



DAL. Estudios clinicos en Bact/El-4

DISCOVER 1 DISCOVER 2 BOTH STUDIES
Characteristic Dalbavancin | Vancomycin/ | Dalbavancin | Vancomycin/ | Dalbavancin | Vancomyecin/
Linezolid Linezolid Linezolid
SIRS n, (%)* 175 (61.6) 175 (61.6) 157 {42.7) 161 (43.8) 332 (50.9) 336 (51.5)
Area of infection, median cm”, ( 333.0 367.8 313.50 362.40 324.0 366.8
range)** (25.6. 3400.0) | (77.6, 3675.0) (85.1, (72.0, 3922.0) (25.6, (72.0, 3922.0)
000
Gram-positive bacteremia, n**** 8 6 20 11 17
S. aureus. n 4 3 7 6 i 9
S. pyogenes. n 1 0 3 1 4 1
S. agalactiae, n 3 0 2 1 5 1
Other, n 0 3 9 3 9 6
Success 100% 85,7%

Boucher H et al, NEJM 2014 (Suppl. Material)
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PT-DALBAVANCINA/V1/21012016

Informe de Posicionamiento
Terapéutico de dalbavancina
(Xydalba™)

Fecha de publicacidon: 21 de enero de 2016

CONCLUSION

Dalbavancina. a la dosis de 1000 mg en el dia 1 v 500 mg en dia
8. ha demostrado su eficacia. en base a criterios de no inferioridad.
frente a vancomucina (1000 mg/ 12 h' 14 dias) con posibilidad de
cambio a terapia oral con linezolid (600 mg/12 h) a partir del tercer
dia.

Respecto al perfil de seguridad. es aceptable v similar al gque
presentan los comparadores.

Este antibidotico constituye una altermativa terapéutica wvalida al
tratamiento actual con glicopéptidos v otros antibidticos
comercializados para esta finalidad (daptomicina. tigeciclina.
linczolid v ceftarolina). en aquellos casos de infeccidn bacteriana
aguda de la piel ¥ sus estructuras en los que hava una alta sospecha
clinica o una alta prevalencia local de infeccidon por SARM en
adultos. En aquellas situaciones clinicas en las que se plantes un
tratamicnto parcenteral prolongado. dalbavancina. ofreceria como
ventaja. su regimen de administracion (dos dosis espaciadas 7 dias).
que potencialmente reduciria ¢l riesgo de complicaciones asociadas
a la terapia parenteral en miltiples dosis.

En aquellas situmaciones en las gque. tras un periodo de
hospitalizacion. se contemple <l mancjo extrahospitalario de la
infeccion. dalbavancina constituye una alternativa terapéutica al

tratamiento secuencial con linerzolid oral.

CONSIDERACIONES FINALES DEL GCPT

Dado gue no se han encontrado diferencias clinicamenre
relevantes entire la eficacia v seguridad del medicamente evaluado v
sug glternativas, la eleccion entre ellos se basard fundamenralmenre
en| criterios de eficiencia.




DAL. Micro-resumen

No suficiente evidencia clinica (s.t. El,
microorganismo)

Necesarios mas estudios en modelo animal
Datos In vitro (enterococos, VGS)

Datos pK/pD y seguridad para tratamientos
nrolongados >14 dias.

Comodidad
Seqguridad
Perfil microbiologico

Buena penetracion hueso (artritis séptica 12 o
embdlica)




4. Oritavancina
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Single-Dose Oritavancin in the Treatment

of Acutre Bactrerial Skin Infections

Percentage-Point Difference (95% Cl)

Subgroup

Medified intention-to-treat population
Primary efficacy outcome at ECE
Investigator-assessed clinical cure at PTE
Lesion size reduction =20% at ECE

CE popu ation
Primary efficacy outcome at ECE
Invest gator-assessed clinical cure at PTE
Lesion size reduction =20% at ECE

Patients infected with MRSA in intention-to-treat
population with microbiologic evaluation

Primary efficacy outcome at ECE
Investigator-assessed clinical cure at PTE

et o Fo ety (J=L o

Patients infected with MSSA in intention-to-treat
population with microbiologic evaluation

Primary efficacy outcome at ECE
Investigator-assessed clinical cure at PTE
Lesion size reduction =20% at ECE

Oritavancin

Vancomycin

no. of events ftotal no. (%)

391/475 (823)
378/475 (79.6)
413 /475 (86.9)

344/394 (37.3)
357/394 (30.6)
362/394 (91.9)

84/104 (80.8)
86/104 (82.7)

04 /104 (90 4

96/116 (82.8)
89/116 (76.7)
98/116 (84.5)

378479 (78.9)
383/479 (80.0)
397/479 (82.9)

342/397 (86.1)
352/397 (88.7)
370/397 (93.2)

80/100 (30.0)
83/100 (33.0)

92/110 (33.6)
88/110 (30.0)
94/110 (35.5)

'

Vancomycin Better

Y

Oritavancin Better

3.4 (-1.6 to 8.4)
0.4 {-5.5 to 4.7)
4.1 (-0.5 to 8.5)

1.2 (-3.6 to 5.9)
1.9 (2.3 to 6.2)
13 (-5.0t0 2.3)

0.8 (-10.1 to 11.7)
0.3 (-10.7 t0 10.0)

0.9 (-10.6 to £.9)
-3.3 (-14.0 to 7.4)
-1.0 (-10.3 to0 £.3)
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CORRESPONDENCE

Dalbavancin or Oritavancin for Skin Infections




ORI. Indicaciones Aprobadas

 Alternativa en Infecciones de piel y partes
blandas, en adultos.

— FDA 2014
— EMA 2015

(1200mg iv en dosis Unica a pasar en 3h)



ORI. Caracteristicas pK/pD-1

Distribucion en 3 comp

Concentracion-dependiente: t1/2 393h
AUCo-24/MIC, Cmax/MIC Union a proteinas 85%
Vd 100L
No se metaboliza
~. 100]- 4
o E Mice 20 mg/kg Rabbits 20 mg/kg
E S
T =2
o E 10]=-
g 8
& £
E E 1] Humans 1200 mg
O 5
O
R ——

0 6 12 18 24 36 48 0 612 24 48 960 6 12 18 24 48

Ambrose P et al, CID 2012



ORI. Estudios pK/pD Bact/El-2

Oritavancin Population Pharmacokinetics in Healthy Subjects and
Patients with Complicated Skin and Skin Structure
Infections or Bacteremia”

Christopher M. Rubino,"** Scott A. Van Wart,"? Sujata M. Bhavnani,"* Paul G. Ambrose,"?
Jill S. McCollam.?7 and Alan Forrest!?

Iustiture for Clinical Pharmacodynamics, Ordway Research Institure, Inc., Albany, New York'; SUNY at Buffalo, School of
Phamnacy and Pharmaceutical Sciences, Buffalo, New York>: and Tarcanrta Therapeutics, Cambridge, Massachussetts”

Individual Weighted Residuals C)

0 80 160 240 320 400
Individual Fitted Oritavancin Cone. (meg/mL)
Population © 00 Healthy ®*® cSSSI * * * Bacteremia



ORI. Estudios pK/pD Bact/El-3

Pharmacokinetic-Pharmacodynamic Relationships Describing the [ifficacy
of Oritavancin in Patients with Staphylococcus aureus Bacteremia

Sujata M. Bhavnani,'-** Julic A. Passarell,! Joel S. Owen,'* Jeffrey S. Loutit,?
Steven B. Porter.* and Paul G. Ambrose!?f

95% CT* for odds ratio

Parameter Estimate SE Odds ratio !
Lower limil Upper limit
AUC, ,, (g - bymi) ~{1.00U5 (L0016 L 1,996 LU0 0.71
AUC, ,,MIC 0.0001 00029 100 0,995 100 0.9
Cogy (/i) 0.0013 00143 100 0973 103 0.92
(o MIC 0.0120 0,023 101 0.967 .06 (.61
% Time > MIC (%) 00014 00368 999 0929 107 0.97
Free-drug % time >> MIC (%) 0.0007 0.0208 100 0,961 104 0.97
Free-drup % time > MIC = 2% (743 0434 14 0,805 43 (.09
Preexisting diabetes -6 0.39] 0.28] 0,039 L34 .11
[deal body wt (k) 0,743 044 142 0.805 143 0.09
W (kg

Age (yr) ~0.0068 0.0207 0.993 0954 1.03 0.74



ORI. Espectro Antimicrobiano-1

Staphylococcus spp.

EUCAST Clinical Breakpoint Tables v. 6.0, valid from 2016-01-01

Glycopeptides and Iipoglvcnpeptides1

MIC breakpoint
(mg/L)

LT Rz

Disk
content
(ng)

Zone diameter
breakpoint
(mm)

§2 | Re<

Motes

Numbered notes relate to general comments and/or MIC breakpoints.

Lettered notes relate to the disk diffusion method.

== MIC Breakpoints

: : .
Teicoplanin, 5. sureus

et SEANNYIOCOCCUS SPP.

: ]
Vancomyein, 5. aursus

0,125 mgl/L
Enterococcus spp. EnterOCOCCUS Spp

Glycopeptides and lipoglycopef

by broth microdiution (reference 150 20778). 5. aureuz
distribution and thers may be an impaired clinical
reporting "GISA" isolates intermediate as serious
vancomycin or teicoplanin.

1 and antimicrobial suscepiibility test result on any such

= for commercial systems.

tible to dalbavancin and oritavancin.
to telavancin.

solates and those with non-vand -mediated glycopeptide

t Tables v. 6.0, valid from 2016-01-01

eakpoints.

L W 37 [
Dalbavancin [E E |E [E |A Vancomyein susceptible enterococ exhibit sharp zone edges and do not axhibit colonies in the inhikition zone. Examine zone
Oritavancin E E IE E |edges with transmitted light {plate held up fo light). If the zone edge is fuzzy, colonies grow within the zone of If you are uncertain,
Teicoplanin 7 2 0 P m then perform confimmatory testing with PCR or repor resistant (see pictures below) even if the zone diameleris 2 12 mm.

. ' Isolates must not be reparied susceptible before 24 b incubation.

Telavancin IE E IE E
Vancomycin B 4 5 i o

EUROPEAN COMMITTEE
E U CA S T O ANTIMICROBIAL

SUSCEPTIBILITY TESTING
Ciirap i

war Soclety of Dlini tal Mictshiclagy snd Infactious Disease;




ORI. Espectro Antimicrobiano-2

Streptococcus groups A,B,Cand G

EUCAST Clinical Breakpoint Tables v. 6.0, valid from 2016-01-01

Viridans group s
GIYCURBPUUES and npogiyco

Dalbavancin

Oritavancin

Teic:t:n;:nlzl.nin‘I

Telavancin

Vancomycin'

Streptococcus p
1 e R [N PP, 0t IR ]

Dphyrpremy © pegrepy grep!
PhTammmde * magana gy

[T

Streptococcus groups A, B, C and G.

0,125 mg/L
Viridans group streptococci.

Streptococcus pneumoniae
0,25 mg/L

Glycopeptides and lipoglycopeptides MIC breakpoint | Disk | Zone diameter (Notes
(mgiL) content | breakpoint  [Numbered notes relate to general comments andfor MIC breakpaints.
() (mm) Lettered notes relate to the disk diffusion method.
Sc R= Sz R<
Dalbavancin' = . = A—tau S S —— - “Eiqtest recult on any such
Oritavancin' u s i
Teicoptanin' M I C B eak O tS methods: agar dilution
Telav:ncin r I n
1.|'z|n|:vam3.ln'I

est result on any such

jaalinacll i dnl sl

EUROPEAN COMMITTEE
E U CA S T ON ANTIMICROBIAL
SUSCEPTIBILITY TESTING

Eurnpenn Saciety of Clini tal Micssbinlagy and Infactiou

5 Dinensos




ORI. Estudios in vitro Bact/El-1

Oritavancin Activity against Vancomycin-Susceptible and
Vancomycin-Resistant Enterococci with Molecularly Characterized

Glycopeptide Resistance Genes Recovered from Bacteremic Patients,
2009-2010

Rodrigo E. Mendes,® Leah N. Woosley,® David J. Farrell,® Helio S. Sader,® and Ronald N. Jones3P A ‘C’ 2011

MIC (g/ml) Number? (cumulative %) inhibited at MIC (ug/ml) of®

Organism and resistance (no. tested) 50% 90% =(.008 0.015 0.03 0.06 0.12 0.25 0.5

E. faecalis (1,312) . ) |
Vancomycin susceptible (1,275) 0015 003 Slnergla con DAP frente d 99.9)  1(100.0)

WA {z7) 1505 TVRE (no cepas bacteriemia) (19 5000
vanB (10) 0015 0015 — e — — -
E. faecium (869)
Mnm}frin nmrﬁpﬂ'h]e (383 74(97.7)  71(99.5) 2(100.0) - - - -
vanA (470) 76(16.2)  74(319) 146(63.0) 133(91.3) 37(99.1) 4(1000) -
vanB (16) 16(100.0) - - - - - -

E. casseliflavus (15) and E. gallinarum (24)
vanC (39) <0008 0015  M(872) 5(1000) - - _ B .




ORI. Estudios in vitro Bact/El-2

Activities of antistaphylococcal antibiotics towards the extracellular and
intraphagocytic forms of Staphylococcus aureus isolates from a patient with
persistent bacteraemia and endocarditis  CMI, 2008

5, Lt?f!fﬂi?'&’l, K. Kosowskﬂ—Shff:k?, K. ﬁs?im:g, P. M. Tu.fkfnsl, F. Van Bambeke® and P. C. Appe.fbrmmg

Regression parameter value (95% confidence intervals)® Bacterostatic
concentration (., bacteriostatic
Antibiotic Strain F (/L) EC,, (mg/1)* g (mg/L]" concentration ratio
Vancomycin ATCC 25923 087 ( 11 to -0.601 a,A 0.99 (062 159) a,A (1995 2.4 17
HMC 545 087 (-127to 047 a A 133 (070 251) a,A (1979 5] 1
HMC 549 068 (<132 to 0.04) 2, A ? 79 (147-9.78) a,A (974 12 4.2
Daptomycin ATCC 25923 -164 (<204 to -126/ BRE 13(054-216) a,A (1980 14 R
HMC 5da (161 (=116 to <)}l 2,A 1"‘” (1hh-125) 2,A 1971 N 18
HMC 549 ~59 (<114 to <005 a.A 45{'} (111-9.16) .4 09%7 14 54
Quinupristin-dalfopristin ATCC 2923 -242(=327to -1.581 o CE 340124094 a 0973 Do 207
(-

HMC 545 —2{}] 225t I?SIaCE 160 11—{]2'5};1(: (995 . *} 5

ATCC 293 <246 (435010 -1 4113(2 25 100849 14
BICSH 25 CAMt-L5TaC 3*4(}*1}11¢}m




ORI. Estudios In vivo Bact/El-1

VRE y VSE
CONEJO

Activity and Diffusion of LY333328 in Experimental Endocarditis
Due to Vancomycin-Resistant Enferococcus faecalis

AZZAM SALEH-MGHIR,' AGNES LEFORT,' YOLANDE PETEGNIEF,? SOPHIE DAUTREY

JEAN-MARIE VALLOIS,' DOMINIQUE LE GULUDEC,” CLAUDE CARBON,' AAC 1999
AND BRUNO FANTIN'*

Activity of LY333328 Combined with Gentamicin In Vitro and

in Rabbit Experimental Endocarditis Due to Vancomycin-
Susceptible or -Resistant Enterococcus faecalis

AGNES LEFORT,' AZZAM SALEH-MGHIR,' LOUIS GARRY,' CLAUDE CARBON,'?
anp BRUNO FANTIN'-* AAC 2000



ORI. Estudios In vivo Bact/El-2

MRSA
CONEJO

Efficacy of LY333328 against Experimental Methicillin-Resistant
Staphylococcus aureus Endocarditis

GLENN W. KAATZ.*-* SUSAN M. SEO,'* JEFFREY R. AESCHLIMANN,* HEATHER H. HOULIHAN,**
RENEE-CLAUDE MERCIER,** avp MICHAEL J. RYBAK'4

MSSA AAC 1998
RATA

Xiong YQ, Yin L, Hady WA, et al. Efficacy of oritavancin (ORI),
a lipoglycopeptide antibiotic, in a rat Staphylococcal aureus endocarditis
(IE) model: microbiological and bioluminescent assessments |abstract
B-1011]. In: 48th Interscience Conference on Antimicrobial Agents
and Chemotherapy/Infectious Diseases Society of America 46th Annual
Meeting. Washington, DC: American Society for Microbiology, 2008.



In Vivo Activity of Oritavancin in Animal
Infection Models and Rationale for a New Dosing
Regimen in Humans CID 2012

Paul G. Ambrose,’2 George L. Drusano, and William A. Craig?

El:

MRSA: eficacia similar a vancomicina. Limitacion: humanizacion de las dosis.
MSSA: eficacia similar a daptomicina y cloxacilina (<% HC+ dia 3). Superior a
vancomicina.

VSE: eficacia similar a vancomicinay teicoplanina.

VRE (van Ay B): mayor eficacia. No desarrollo de resistencias.
Sinergia con gentamicina.
No datos en E. faecium

Bacteriemia:

Efecto bactericida a las 72h; buena penetracion en bazo.

Buena actividad intracelular, tb frente a SCV.

En el modelo de CRB en rata (tanto en VRE como en MRSA): mayor eficacia dosis
grandes infrecuentes.



ORI. Estudios clinicos en Bact/El-1

Oritavancin Vancomycin
N=475 N=479)

Several questions must be answered; for exam-

Positive infect

pital setting, have since shown the potential to
3.0ures e effectively managed on an outpatient basis
Dosttive infetfonice  the patient’s condition has stabilized.®

Corey R et al, NEJM 2014




ORI. Estudios clinicos en Bact/El-1

Prolonged Use of Oritavancin for

Antibiotic
Ampicillin
Vancomycin
Gentamicin
Streptomycin
Tetracycline
Doxycycline
Telavancin

Linezolid
Daptomycin

Quinupristin/dalfopristin
Tigecycline

Oritavancin

Initial Presentation

KBD 6 mm (R)

KBD 6 mm (R)
KBD 26 mm (Syn)
KBD 21 mm (Syn)
KBD 6 mm (R)

_—

KBD 30 mm (§]

MIC 4 pg/mL (5)

MIC 0.25 pg/mL

First Recurrence (5 mo Later)

KBD 6 mm (R)
MIC > 255 pg/mL (R)

KBD 6 mm (R)
KBD 26 mm (Syn)
KBD 22 mm (Syn)
KBD 6 mm (R)
KBD 12 mm

Initial: MIC > 32 pg/mL
Repeat: MIC 0.19 pg/mL

KBD 31 mm (§)

Initial: MIC 0.19 pg/mL
Repeat: MIC 0.25 pg/mL

MIC 0.5 pg/mL

N

Second Recurrence (8 mo Later)

KBD 6 mm (R}
MIC 256 ug/mL (R)

KBD 6 mm (R
KBD 28 mm (Syn)
KBD 26 mm (Syn)
KBD 6 mm (R)

Initial: MIC 32 pg/mL

KBD 35 mm (R]
MIC 0.75 pg/mL (S)

Initial: MIC 4 pg/mL (5]

MIC 0.0%4 pg/mL

MIC 0.5pg/mL



ORI. Micro-resumen

No suficiente evidencia clinica (s.t. El,
microorganismo)

Mas datos en el modelo animal, pero muchas dudas
en el modelo. ¢Datos en combinacion?

Datos In vitro (enterococos, VGS)

Datos pK/pD para tratamientos prolongados >14
dias.

Rapida actividad bactericida
Buena penetracion tisular
Perfil microbiologico
Actividad frente a biofilm



5. Potencialidades en bacteriemia/El



* Tratamiento domiciliario
* Tratamiento supresivo en casos refractarios

 Dosis Inicial + otro tratamiento para reducir
el tiempo de bacteriemia inicial +
complicaciones.

 Dosis antes de cirugia (¢ repetir?)
o Explorar actividad ORI frente a El sobre DIC
* Uso en recidivas debidas SCV

—

—



6. Conclusiones



Por su espectro y su escaso riesgo de nefrotoxicidad,
tanto DAL como ORI son antibioticos cuyas
caracteristicas los hacen interesantes para tratar
pacientes graves como son los afectos de bacteriemia
complicada o endocarditis infecciosa (como
alternativa a VAN)

Su larga vida media y facilidad de administracion los
convierte en farmacos con una potencial aplicacion en
domicilio, centros convalescencia, etc.

Otros usos y su eficacia en combinacion con otros
farmacos (st MRSA 'y VRE) deben ser todavia
explorados.

La evidencia disponible para ambos farmacos a dia de
hoy no permite recomendarlos off-label. Se requieren
nuevos estudios experimentales y clinicos.



iGraclas!



