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Asumo: Infeccidn postquirurgica grave

B Papel esencial de la cirugia/Bacteriemia concomitante

B Tratamiento inicial IV en el hospital. Potencial necesidad de

prolongarlo, incluso tras el alta
= v T ‘
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DA Approves Tedizolid for Skin Infections

wn L. Estes, PharmD

dizolid, an oxazolidinone, is the second new drug approved in the last month for treatment of skin and
ft tissue infections.

Opciones

ws Release

approves Orbactiv to treat skin infections

w antibacterial drug approved for this use this year

Ceftarolina
Ceftobiprol

UG/DEVICE INFORMATION

114

\ Approves Dalbavancin for Skin Infections

Eztes, PharmD)

w long-acting infravenous lipoglycopeptide can be used in a two-dose freatment course,
ed by 1 week.

Telavancina

Hospial General Universitar o
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= McCool et al. BMC Infectious Diseases (2017) 17:39
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[~ How To [+

PubMed mediastinitis AND ceftaroline |

Create alet Advanced

Search results

items: 0

€ No documents match your search terms

PubMed &) mediastinitis AND tedizolid |
Create alet Advanced

Search results

items: 0

@ No documents match your search terms

& NCBI  Resources () How To (%)

’-gﬂlr' PubMed %] ‘madiastjnitis AND ceftobiprole |
i Create RSS Create alert Advanced
act -

viol Infect Dis. 2014 Mar;33(3):325-8. doi: 10.1007/510096-013-1858-9. Epub 2013 Sep 14.

ole medocaril is an effective treatment against methicillin-resistant
occus aureus (MRSA) mediastinitis in a rat model.

jon-Venezia S, Kuzmenko B, Artzi N, Carmeli Y.

PmeEdgﬂ" PubMed k) mediastinitis AND dalbavancin|
Hﬁmﬁiﬂmm‘”“ Create RSS Create alert Advanced

Format: Abstract -

o Showing results for mediastinitis AND dalbavancin. Your search for mediastinitis AND dalbavancina retrieves
results.

J Antimicrob Chemather. 2016 Feb;71(2):460-3. doi: 10.1093jac/dkva5T. Epub 2015 Oct 30.

Efficacy of dalbavancin in the treatment of MRSA rat sternal osteomyelitis wit
mediastinitis.

Barnea Y', Lerner A2, Aizic A%, Navon-Venezia §*, Rachi E2, Dunne MW, Puttagunta 5%, Carmeli Y8,

@ Arthar infarmatinn
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¢ Que es tedizolid?

D-n'ng or 3 B-ring A n‘ng Cc-5
side chain C-ring (N-aryl) | (Oxazolidinone) side cha

N=
Tedizolid | y / \ Q\/
N—_
s N

B OXADOZILIDINONA (linezolid)

B Modificacion cadena g da > union a dianas
B Anti-grampositivo, incluido SARM y R a linezolid

Linezolid /_\ —Q— \A\/

SI EXTIR

B Aprobado: Infecciones de piel y p. Blandas

M Ensayos en: osteomielitis, herida, fibrosis quistica,
ninos, obesos, neumonia, PPD complicadas

M Mejor tolerancia g linezolid

rlococcus spp.

EUCAST Clinical Breakpoint Tables v. 6.0, valid from

nones MIC breakpoint Disk Fone diameter |[Motes
{mg/L) content breakpoint |Numbered notes relate to general comments and/or MIC breakpoints.
(ug) {mm) Lettered notes relate to the disk diffusion method.
S« R> 5= R<
4 4 10 1" 15" |1-lsolates susceptible to linezolid can be reported susceptible to tedizolid.
.5 0.5 Note® MNote®

A Examine zone edges with transmitted light (plate held up to light).
B. Isolates susceptible to linezolid can be reported susceptible to tedizolid. For isolates resistant to linezolid, perio
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Tedizolid: Pharmacology

Linear pharmacokinetics

Oral and IV (AUC igual con/sin comida).
> 90% oral bioavailability

Route

Formulations

T max (single-dose)
Distribution
Metabolism

Excretion
Half-life (terminal)
Dosage

Renal or hepatic adjustment.

Advanced age.

200 mg tabs and single use vials
2.5h (oral), 1.1 h (IV)

70-90% protein bound

The prodrug tedizolid phosphate is rapidly converted to tedizolid by
endogenous phosphatases; it is not a substrate, inhibitor, or inducer
of CYP450 enzymes.

Metabolized via the liver

82% (feces), 18% (urine) as inactive metabolilte
12 h

200mg/day (oral OR IV)

NOT NEEDED

f—— —— - — - —g=— = ——— - -—-- - -



inical Response of Tedizolid versus Linezolid in Acute Bacterial Skin and Skin Structure

fections by Severity Measure Using a Pooled Analysis From Two Phase 3 Double-Blind

1als

esion area

ever at baseline
ncreased WBC
RS
ymphadenopathy
dands

IAS

Shorter 6-day treatment of ABSSSI, including severe infections, with
tedizolid phosphate comparable efficacy to 10-day with linezolid

n), LZD (n
[TZD {n), LZD {n)] [TZD (n) (n)] |
i Lesion area >300cm®  [200, 184] ———
>300cm®  [183,176] s i
: <300cm®  [376,397] — .
«300cm®  [359, 355] —— :
Fever at baseli Ye 147,146
Yes [135, 138] |—I—E—| ver aseling 5 [ 1 | ,_ql_|
i No 429,435
No [407, 393] A [ I -
I ——
Yes [251,217] — Increased WBC Yes [263, 241] :
i No [313, 340] g o
No [291, 314] H—— i
SIRS ¥ 140, 110 :
Yes [123, 100] : ® : Bs [140, 110] .F
[ No 436,471
No [409, 431] —le [ : !
I
Yes [424, 408] | g Lymphadenopathy Yes [450, 449] |_Ih_|
i No [126,132] SR
Mo [118, 123] ; Ll | !
Band L i 5
>10% [53, 40] ,_E_. e >10% [58, 46] = |
' <10% 518,535
<10% [489, 491] - | [ ] e
| = 1
>75mm  [196, 189] | VAS =75mm  [212, 203] —
! I
<75mm  [333,329] — <75mm  [350, 360] I—I—E—l
1
=7 [285, 266] |—i—l—| F 27 [297, 286] l—:—i—i
—a——
<7 [245, 251] ,_._E_. <7 [266, 277] :
k 1
! !
-15 -0 -5 © 5 10 15 20 <15 -10 -5 0 5 10
Response Rate Difference Response Rate Difference
(TZD - LZD 95% Cl) {TZD - LZD 95% Cl)
Favors Linezolid Favors Tedizolid Favors Linezolid Favors Tedizolid

* 4 * i

r m et g o e e

Antimicrob. Agents Chemother. doi:10.1128/AAC.02687-16



Tedizolid vs Linezolid.
MENOS trombopenia

B Tedizolid 200 mg Once Daily for & days

§ % o Linezolid 600 mg Twice Daily for 10 days i
14 - :
- | 12.6
v . I
a 12 10.8 10.8 :
5 10 | |
o l
= 8- : *
= " ! 6.4
£ % 58 4.9 i
ﬂ' |
£ 4- l
3 l
"Rk ’
= 31/551 rrir 8 58/537 FOTCYLE 56/520 : LVGYI 79/626
: D n T T I 1
L]
o

At Days 7 - 9 Visit At Days 11 - 13 Visit At Day of Last Dose At Any Time From Post
of Active Drug Visit Baseline Through Last Dose
of Active Drug Visit

FIG 3 Patients with platelet counts below the lower limit of normal (LLN) (<150,000 cells/fmm?) over time. *, P < 0.05. EOT, end-of-thei

Hospial General Universitar o
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s Cefalosporina parenteral de 52 generacion

CEFTAROLINA fosamil

meu;'u ﬁm '

L:.;.‘f

ﬂ!v:ﬂlnﬂ hu-'lml

TR L

“» Mayor actividad frente a Gram positivos MDR, incluyendo MRSA + GISA

¢ Acividad frente a Gram neg. como Ceftriaxona

* Aprobada para SSTI's y NAC. Reclutando osteo, neumonia UCI, penetracion SNC
¢ Ajuste en Insuf. renal (eliminac. 88%)

¢ DOSIS NORMAL 600 mg/12h. INF GRAVE SAMR: 600 mg/8 hlV durante 2 h

Integrated Analysis of FOCUS 1 and FOCUS 2:
Randomized, Doubled-Blinded, Multicenter
Phase 3 Trials of the Efficacy and Safety

Integrated Analysis of CANVAS 1 and 2: Phase 3,
Multicenter, Randomized, Double-Blind Studies
to Evaluate the Safety and Efficacy of Ceftaroline

. : : versus Vanc Cl eonam in C icate
of Coftarolin Bo | versits Colteasne ersus Vancomycin p!us Aztreonam 1in _ompllc.,a

in Patients with Community-Acquired Pneumonia

Skin and Skin-Structure Infection

G. Ralph Coray! Mark Wileox,® Gearge H. Talbot* H. David Fredliand ? Tanya Baculik? Gary W. Witharell *

Thomas M. File, Jr"? Donald E. Low.™ Paul B. Eckburg,! George H. Talbot* H. David Friedland.? Jon Lee? lan Critchley? Anita F. Das? and Dirk Thye®
Lily Liorens," lan Erlichle]' and Dirk Thye® PR o P e I-.-"--lrr Mot Cosnline: 2nsse |nc ¥ Dakland, And Teihes tr an Franskinn Falinenin: 4 ns Taseh
st hic, ey ol 1 Ml o e TR e .
l California; “Talot Advisors, Wayne, Pannsylvania; and *Moun lS Ehﬂ Iﬂfﬂ'ﬂt ﬂfS .Ef”lﬂ Eﬂrf EJ 139-5 1#‘]5 PR D R AR S e . Clin Infect Dis Eﬂfﬂ,ﬁf.—ﬁ#f‘
L1}

fadaicl

NAC Infeccidon piel y partes blandas



Bacteriemia por Gram positivos

cal Use of Ceftaroline Fosamil for the Treatment of Gram-Positive Bacterem
CAPTURE Study Experience

Christy Maggiore, PharmD, BCPS", Leonard B. Johnson, MD?, Keith Kaye, MD, MPH?*, Chad M. Cannon, MD*, Jose Vazquez, MD, FACP, FIDSA®
ast Medical Cenier, Faname Ciy, FL; *5L John Haspiial and Medica! Cenfer, Demmalf, MY, *Defroif Medical Cenfer and Wayne Sfate University, Detrod, MY, “Liniversity af Kansss Medizal Center, Kansas CRy, K.
s\feakcal College of Geongia, Georpa Regents Liniversiy, Augusta, GA
Feawmrding sl

Estudio retrospectivo, 37 centros.
Coleccidon de casos. 252 enfermos e S e

g0 - 773 750 764 76.0

40 1

6.7 a3
7 742
77,4% Exito.
B0
Table 3. Pathogens Isolated®
Pathogen, n (%) CAPTURE (N=85)
MRSA 36 (42 .4)
Vancomycin MIC >1 ma/L* 9 (23.7) 7

MSSA 2 (5.9)
Escherichia coli 4{4.7) NI REFARE i AREHREIREIRE

Proportion of Patients, %

&ls

Nlr\:
= i

T
ES Conpestive Wl wlar ou WD Trm

Haemﬂphrlrus r”ﬂuenzae 2 I:Ed:l g;:'::l I z'ﬂ::: I IFIIIEE‘;“\I: | o e Il-emunlayllll I?’azllzlu:‘ heart falure  heart diszase 48T
HJEB'SI"EHE ﬂ}:‘}"fﬂﬂa 2 {24] Iuccess Ihul:k:r:mn srdocandls ) )
FPseudomonas aeruginosa 2 (2.4) - Rk Facios gy R

Hospial General Universitar o
Lregorio Maranon

- Open Forum Infectious Diseases, 2016 https://doi.org/10.1093/ofid/ofwl72.79¢



Ceftaroline as Salvage Monotherapy for
- Persistent MRSA Bacteremia: A Review
of Current Literature

Metaanalisis. Bacte por MRSA. Rescate
600 mg tid en estos estudios

170 episodios (52 endocarditis)

Duracion tto 9-60 dias
Poco seguimiento
Buena evol inmediata 132 (78%

Hospital Genera [

il Burnett YJ. Ann. Pharmacotherapy. 2016; 0(12):1051-1059.




Seguridad de Ceftarolina en ensayos clinicos

EFECTO ADVERSO Ceftarolina Comparadores
(1305) (1301)

Diarrea 4.6% 3.2%
Nauseas 4.2% 3.8%
Vomitos 2% 2%
Exantema 3% 2%
Prurito 1.9% 3.5%
Cefalea 3.1%
Elevacion de transaminasas % 3%
Flebitis 2% 1%

Comparadores: Vancomicina 1 gr/12h IV + Aztreonam 1 gr/12h IV en CANVAS
Ceftriaxona 1 gr/24h IV en FOCUS 1-2 y ASIA CAP

Incidencia de neutropenia 10%-14% a las 22 semanas y 21% a las 23 semanas
de exposicion a ceftarolina: MONITORIZAR

Hospital Gem
Gregari

adwic

Hemograma semanal



Frente a los comparadores

VENTAIAS CONTRAS: A VIGILAR

*No toxicidad renal. Uso en IR *Toxicidad hematologica:

*Eficacia de betalactamico: Neutropenia/agranulocitosis

= Mayor eficacia que vanco, dapto?
> VISA, hVISA, R a dapto

Neumonia eosinofila

_ _ o *Coste?
*Sinergia con daptomicina, vanco

*Eficacia en neumonia
*No interacciones (no p450)
*Buena penetracion en LCR

Ahorro de carbapenems




Ceftobiprole: an extended-spectrum anti-

methicillin-resistant Staphylococcus aureus =~ azrer
cephalosporin —

B 5th Generation Cephalosporin. Active against MRSA + E. faecalis, H. influenzae,
Enterobacteriaceae, Pseudomonas aeruginosa

M |v500 mg tid in adults with Normal Renal Function.
B Aproved for SSTIs and pneumonia (excluding VAP)
SSTlIs

Randomized, Double-Blind Trial Comparing ~ s -
eftobiprole Medocaril with Vancomycin plus Resuls of a Double-Blind, Randomized Trial of Ceftobiprole Tr

Saridine for e Tretinent of Patieris with of Complicated Sk and Skin Structure nfections Caused
omplicated Skin and Skin-Structure Infections Gram-Positive Bacteria”
Noel GJ. CID. 2008; 46: 647-655. Noel GJ. Antimicrob.Agents..Chemother. 2008, 52: :

Non inferior to Vanco+Ceftazidime in SSTIs

Hospial General Univers
Lregorio Maranon
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Ceftobiprole: Pneumonia

A Phase 3 Randomized Double-Blind

Comparison of Ceftobiprole Medocaril Versus
Ceftazidime Plus Linezolid for the Treatment of

Hospital-Acquired Pneumonia

Awad. SS. CID. 2014; 59:51-61.

A randomised, double-blind trial comparing ceftobiprole medocaril with
ceftriaxone with or without linezolid for the treatment of patients with
community-acquired pneumonia requiring hospitalisation

Nicholson SC. International Journal of Antimicrobial Agents 39 (2012) 240- 246.

Non Inferiority NOT reached in VAP patients



lavancin: A Novel Lipoglycopeptide

B New lipoglicopeptide Derived from Vanco.
M Acts against both cell membranes and cell wall
m |V 7,5-10 mg/kg/qd

B Nefrotoxicity >Vanco. Prolongs QT R

ancin Versus Standard Therapy for Treatment Telavancin versus Standard Therapy for Treatment of Comj
omplicated Skin and Soft-Tissue Infections Due Skin and Skin Structure Infections Caused by Gram-Posi

ram-Positive Bacteria Bacteria: FAST 2 Study

Telavancin versus a B-lactam or Vanco In

SSTIs. Non inferiority. Better erradication.
Fast 1 and 2 Studies

Hospial General Universitar o
Lregorio Maranon

- _Saravolatz L. CID 2009; 49:1908-14; Stryjewski ME, A.A.C. 2006; 50: 862-867; Stryjewski ME, C.1.D. 2005:40: 1601-1607



Telavancin: Pneumonia. ATTAIN studies

Telavancin versus Vancomycin for Hospital-
Acquired Pneumonia due to Gram-positive

P athogens Rubinstein E. C.1.D. 2011;52:31-40

lavancin vs Vanco in NN. Greater Mortality with Telavancin and more
hrotoxicity (10% vs 6%)

pts with Renal Insufficiency from the beginning, results were equivalent.

Telavancin Hospital-Acquired Pneumonia Trials: Purportedly Gram negatives
Impact of Gram-Negative Infections and SIS W adequatily covered
Inadequate Gram-Negative Coverage on Clinical In Telavancin side-

Efficacy and All-Cause Mortality

Lacy MK. C.1.D. 2015; 61:S87-93



Oritavancin: SOLO1 and SOLO2 studies

I New lipoglicopeptide approved as alternative in SSTIs in adults

I Active against Gram positives, including VRSA

1 1200mg Iv in single dose to infuse in 3 h. Little metabolism

1 Very long half life (t1/2 aprox. 40-277 h). Accumulates in tissues and MF

No inferiority in SSTIs, 1200 mg Orita vs Vanco bid

ORIGINAL ARTICLE

le-Dose Oritavancin in the Treatment
f Acute Bacterial Skin Infections

ﬁ Corey GR. N Engl J Med 2014;370:2180-90.

adwic

Single-Dose Oritavancin Versus 7-10 Days
Vancomycin in the Treatment of Gram-Pos
Acute Bacterial Skin and Skin Structure
Infections: The SOLO II Noninferiority Stu

Corey GR. C.1.D. 2015; 2015;60(2):254




zroup

ified intention-to-treat population
imary efficacy outcome at ECE
vestigator-assessed clinical cure at PTE
sion size reduction =208 at ECE
opulation

imary efficacy outcome at ECE
vestigator-assessed clinical cure at PTE
sion size reduction =205 at ECE

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

imary efficacy outcome at ECE
vestigator-assessed clinical cure at PTE
sion size reduction =20% at ECE

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

imary efficacy outcome at ECE
vestigator-assessed clinical cure at PTE
sion size reduction =20% at ECE

QOritavancin

Vancomycin

no. of events ftotal no. (36)

3917475 (82.3)
378475 (79.6)
413475 (86.9)

344394 (87.3)
357394 (90.6)
362/394 (91.9)

84/104 (80.8)
86/104 (82.7)
94/104 (90.4)

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

378/479 (78.9)
383/479 (80.0)
397/479 (82.9)

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

80/100 (80.0)
83/100 (83.0)
84/100 (84.0)

92/110 (83.6)
88/110 (80.0)
94/110 (85.5)

Percentage-Point Difference (95% Cl)

.—
—
—im—
+
o
*il
— =
=
—
=
| | 1 | | | | ] ]
20 -15 -10 -5 0 5 10 15 20

Vancomycin Better

Oritavancin Better

3.4 (-1.6 tc
0.4 (-5.5 tc
4.1 (-0.5 to

1.2 (-3.6 tc
1.9 (-2.3 tc
-1.3 (-5.0 fc

0.8 (-10.11
0.3 (-10.7 1
6.4 (-2.8 tc

0.9 (-10.61
3.3 (-14.01
1.0 (-10.3 1

v GR. C.1.D. 2015; 2015;60(2):254-62

Corey GR. N Engl J Med 2014;370:2180-90.



Dalvabancina ;,Qué es?

. aureus (SARM, GISA)
. epidermidis

wwm

)yoglucopeéptido semisintético

pyogenes

. agalactiae
pneumoniae (SPRP)
. grupo-viridans

tivo frente a Gram positivos

nwvnon

«cepto VanA)

. faecalis
. faecium

M Tl

probado en 2014 por la FDA Listeria monocytogenes
Corynebacterium spp

Bacillus anthracis
Cocos y Bacilos Gram positivos anaerobio



In vitro activity of dalbavancin against multidrug-resistant
Staphylococcus aureus and streptococci from patients with
documented infections in Europe and surrounding regions

(2011-2013)

[nternational Journal of Antimicrobial Agents 47 (2016) 495-499

Michael D. Huband *, Mariana Castanheira, David ]. Farrell, Robert K. Flamm,
Ronald N. Jones, Helio S. Sader, Rodrigo E. Mendes

d eces mas potente que daptomicina

DALBAVANCINA

ces mas potente que vancomicing

eces mas potente que linezolid

Cepas de CMI a vancomicina de 2 los rangos de CMI estan entre 0,12 y 0,25, pero aun asi
dalbavancina fue mas activa que los comparadores.



300

- | ;);:)l;)ar:agncina
Dalbavancina
g o Dalbavancina
A\dmIﬂIStFaCIén é 150 500 mg
Via intravenosa (infusion de 30 minutos) 5 1 ]
50 -
Posologia: o S

Dias

Dosis unica: 1500 mg

Figura 1. Concentraciones de dalbavancina en plasma en funcion del tiempo en un paciente
tipico con infecciones bacterianas agudas de la piel y de los tejidos blandos (simulacion

DOS d OS|S: 1000 mg | n | C | al me nte y a Ia Se mana utilizando un modelo farmacocinético poblacional) para los regimenes de una v de dos dosis
500mgmg)

Ajuste si Crcl< 30 mL/min ajuste de dosis (750-375)
Farmacocinética lineal y escasa variabilidad

Y

[ =]

o
1

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

> w

(=] o

o o
1 1

Dalbavancin concentration (mg/L)
8
1

: 8 15
Time (days)



Dalbavancina - SSTI

Once-Weekly Dalbavancin versus Standard-of-Care
Antimicrobial Regimens for Treatment of Skin
and Soft-Tissue Infections

Elyse Seltzer, Mary Beth Dorr, Beth P. Goldstein, Marc Perry, James A. Dowell, Tim Henkel, and the Dalbavancin
Skin and Soft-Tissue Infection Study Group®
Vicuron Pharmaceuticals, King of Prussia, Pennsylvania

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JUNE 5, 2014 VOL. 370 NO. 23

Once-Weekly Dalbavancin versus Daily Conventional Therapy
for Skin Infection

Helen W. Boucher, M.D., Mark Wilcox, M.D., George H. Talbot, M.D., Sailaja Puttagunta, M.D.,
Anita F. Das, Ph.D., and Michael W. Dunne, M.D.

Clinical Infectious Diseases ~
SIDSA,

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*

"Allergan plc, Branford, Connecticut; “Orlando Health, Florida; *Stradins University Hospital, Riga, Latvia; and “Janssen Pharmaceuticals, Springhouse, Pennsylvania

| Calendar

e mbia T S U __I-

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,® Igors Satilovs” Zilvinas Endzinas,® Jefirey Breaux,® and William 0'Riordan®



Eficacia infeccion PPB

Objetivo 1°
)
: - e 81,8 76.8 78,3 79,7 79,8
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Analisis de Sensibilidad

90,9

89,9

D1 D2 AMBOS
mDB mV+LZ

Hospital General Universitaro
Lregorio Maranon

Boucher et al NEJM 2014



Efectos Adversos

DB BaV+LZ

Hospital General Universitaro
Gregono Maranon

e Boucher et al NEJM 2014
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Instituto de Investigacion Sanitaria Gregorio Marafion

DALBavancina: estudio de su USo clinico en Espaina

(Estudio DALBUSE)

E. Bouza, M. Valerio, A. Soriano, L. Morata, E. Garcia Carus, C. Rodriguez-Gonzalez, M@

Carmen Hidalgo-Tenorio, A. Plata, P. Mufoz, A. Vena.

On behalf of the DALBUSE study group : Ascension Arroyo, Arturo Artero, Jose Maria
Barbero, Enrique Bernal; Francisco Javier Candel, Laura Castelo, Javier Cobo; M2 Carmen
Galvez, Pablo Guisado, Rafael Hervas, Juan Pablo Horcajada, Dra. Simona Mihaela
Iftimie, Enrique Jiménez, Francisco Jover, José Luis Lamas, Juan Emilio Losa, Ana B.
Lozano, Eduardo Malmierca, Mar Masia; Rosa Oltra, Alicia Rico, M2 Dolors Rodriguez,Sergio
Julio Rodriguez, Dr. Rafael San Juan, Dra. Cristina Sarria,.Maria Antonia Sepulveda, Beatriz

Sobrino.



Centros participantes

Aviles_Gijén Santander

a Coruna Bilbao
_ *Ledn Pasajes py,e”ep%
Sesenta y nueve pacientes _ i
. Valladolid , Zaragoza
.Salaman Tarragona® rcelona
ellon de
i = o la Pl
29 hospitales de Espana | f - a“a
Valencla
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Islands
i Cordoba * * Alicante
Media de 2,4 casos por centro Huelva, tage
*S villa
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VivumuL Al - I de o - -
. ' : inary |slands are not shown
J
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Caracteristicas demograficas

CARACTERISTICAS N=69 (%)

Edad, mediana, afos (RIQ) 63,5 (49,3-72,0)

Varon 40 (58)

Servicio de ingreso

Medicina 36 (52,2)

Cirugia 29 (42,0)

Hospitalizacion domicilio 4 (5,8)

Enfermedad de base ,

Diabetes mellitus 23 (33,3) 34 pauentes (49,2%)
Cardiovascular 22 (31,9) tuvieron mas de una
Respiratoria 15(21,7) enfermedad de base
Enf. renal cronica 15 (21,7)

Enf. neuroldgica 14 (20,3)

Neoplasia sélida 8 (11,6)

Enf. gastrointestinal 7(10,1)

Hepatopatia cronica 6(8,7)
Hemodialisis

indice de Charlson (mediana, RIQ)
Escala de McCabe

No fatal 51 (73,9)

Ultimamente fatal 14 (20,3)
Rapidamente fatal 3(4,3)




Infecciones dirigidas (61)

TIPO DE INFECCION SAMR | SAMS Strept. spp

Infeccion de protesis articular 13 3 1 1 0 1

Piel y tejidos blandos* 5 6 1 0 0
Osteomielitis* 3 1 2 0 3
Bacteremia-CVC* 3 2 1 0 0
Endocarditis 1 0 2 1 0
Inf. Intrabdominal 0 0 3 0 0

Otras

S I Y P AT

* Infecciones mixtas



ratamiento antibiotico previo e indicacion dalbavancina

Comodidad en la
administracion

1

Toxicidad medular

Resistencia Ab

Alergia B-lactamicos

|. Renal tto. previo

Otras razones

20,3%

_ MEDIANA DE DURACION
- DEL TRATAMIENTO

e 21 (7-168 dias)

0 20 80 100

25 pacientes (36,2%) recibieron un antibiotico concomitante

De los 69 pacientes, 42 necesitaron control del foco, que se hizo

adecuadamente en 31 de ellos (73,2%)



Evolucion clinica (2)
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Evolucidn clinica (3)
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18 bacteriemias tratadas con Dalbavancina

1. Bacteriemia- CVC, 7 (38 Tipo de microrganismo
2. Endocarditis, 4 (22,2)
3. Inf. Intra-abdominal, 2 (

H SARM B SCN B Enterococcus

W Fracaso
m Exito clinico

MEDIANA DE DURACION
DEL TRATAMIENTO
14 (7-70 dias)

Evolucion clinica

9 pacientes (50%) recibieron un tratamiento antibiotico concomitante
De los 18 pacientes, 8 necesitaron control del foco, que se hizo adecuadamente en 8 de ellos




Maricela Valerio y Antonio Vena



Precio aproximado de 7 dias de tratamiento

| Precio7dias(e)

Linezolid iv/po 50/61
Daptomicina (10 mg/k/d) 984
Ceftarolina (600/12) 808
Ceftarolina (600/8) 1212
Tedizolid (6 d) 1146

Dalbavancina (3 dosis 500) 1341




Potential contribution of novel and older agents In

patient management

INDICACION
BSI

SSTI

Potency

IV/oral
switch

Toxicity

Early
Discharge

OPAT

IV or oral

INTERACCION

PRECIO

ancomicina t*

aptomicina +++

nezolid o+ ke ++ 4t 4+
2dizolid ++++ +++ + +++ i
albavancina o+ + ot T
eftarolina ++ +/-

Hospital General Universitario
Gregaro Maranon  \ODIFICADO DE Dryden MS, Novel antibiotics for SSTI. Current Opinion in Infectious Diseases. 2014 vol 27 116-124

doi:10.1097/QC0O.050



Tedizolid

Oritavancin

Dalbavancin

Ceftaroline

Ceftobiprole

Drug class

Oxazolidinone

Lipoglycopeptide

Cephalosporin

Spectrum

Most Gram positive
bacteria, including

Most Gram positive bacteria, including

VRE ; small colony-variants of 5. aureus,

Most Gram positive bacteria, including meticillin-resistant

staphylococci

Enterobacteriaceae (although not those with ESBL or

Half life, 12 h
Extensive tissue
distribution

Protein binding 80%

Extensive tissue
distribution
Protein binding 90%

Extensive tissue
distribution
Protein binding
95%

Good tissue distribution
Protein binding 20%
Time/MIC

anaerobes, mecC+ MRSA; VRSA (oritavancin); and
streptococci, some VISA/hVISA ampC)
staphylococci and
enterococci
Pharmacokinetics Bio-availability, 91% Half life = 250 h Half life 350 h Half life 2 h Half life 3.5 h

Good tissue distribution
Protein binding 16%
Time/MIC

and osteo-articular
infections

bloodstream, and foreign body-related

infections

endocarditis

Dosage 200 mg daily, IV or PO | 1200 mg IV, only 1000 mg IV day 1, 600 mg IV 2 times per day | 500 mg IV 3 times per day
one dose 500 mg IV day 8
Approved for ABSSSI ABSSSI ABSSSI and community-acquired pneumonia
Weaknesses Bacteriostatic Only IV Only IV Only IV
Cost Cost Cost Cost
Strengths Oral drug Bactericidal Bactericidal Bactericidal
Tissue diffusion Long half life Safety profile Safety profile
No dose adjustment Convenient dosing Some Gram negative Some Gram negative
for renal failure Safety profile coverage coverage
Safety profile better Reduce duration of inpatient stay
than linezolid
Active against ¢fr+ S.
aureLls
Comments May be useful for CNS | May be useful for osteo-articular, May be useful for bloodstream infections, including

Ceftaroline under development as a combination with

avibactam

ABSSSI, Acute bacterial skin and skin structure infections; CMNS, central nervous system ; ESBL, Extended spectrum B-lactams; h, hours; IV, intravenous ; PO,

orally; VISA/hWVISA, (heteroresistant) vancomycin-intermediate 5. gureus; VRE, vancomycin-resistant enterococci; VRSA, vancomycin-resistant 5. gureus.

fadaicl

David MZ. International Journal of Antimicrobial Agents (2017), http://dx.doi.org/doi: 10.1016/j.ijantimicag.2017.05.0







