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Lipoglicopéptidos de accion prolongada
= Similares pero diferentes
= |nformacion mas reciente
= Discusion
Delafloxacino
= Por qué despierta interés en las IOA

Tedizolid
= Series recientes en IOA
=  iNos acordamos?

Ceftarolina/ceftobiprol
= ¢Puedoyno quiero?

Multiples problemas: multiples opciones



DIFERENCIAS Y SIMILITUDES DE ORITAVANCINAY-
DALBAVANCINA

“Long-acting” antibiotics: e
= ambos con idéntica indicacién (IPPBB), seguros y comodos e i e e e S L s

.......................

= permiten administracién semanal (e incluso con intervalos superiores) para otras |nd|caC|on_e_s_ St
en infecciones por GP
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Oritavancina Precio, de momento, idéntico Dalbavancina

posologia mas comoda (1h
vs 3h), no interfiere con
pruebas de coagulacion, mas
de experiencia en otras

mayor espectro de actividad
(incluyendo ERV), mayor
volumen de distribucién, no
descrito desarrollo de
resistencia durante el
tratamiento

indicaciones, datos en
hemodialisis, aprobacién en
Pediatria

Han supuesto un gran avance para el manejo de las I0A



-------------

Original article
In vitro activity of ceftobiprole and dalbavancin against a collection of

coagulase-negative staphylococci isolates from clinical samples with
reduced susceptibility to daptomycin and/or resistant to linezolid or

glycopeptides

Silvia Velasco de la Fuente®*, Marta Fernandez-Martinez?, Jesus Rodriguez Lozano?,
Daniel Pablo-Marcos?, Maria Siller?, Jorge Calvo Montes?:"

Organisms (n° tested) and resistance to No. inhibited at dalbavancin MIC (mg/L) MIC (mg/L) EUCAST Criteria
antimicrobials (MNo. tested)
=0.004 0.008 0.015 0.03 0.06 0.125 0.25 0.5 1 =2 MICsp MICoo a5 iR
Total ColNS (228) 2 3 32 72 282 19 12 3 0 0.0G 0.125 93.0 7.0
Methicillin R (209) 1 5 30 66 76 18 9 3 1 0.03 0125 93.8 6.2
Daptomycin RS (7) 1 2 2 1 1 0.06 025 85.7 143
Linezolid R(111) 1 1 19 39 41 7 2 1 0.03 0.06 97.3 2.7
TeicoplaninR(115) 1 4 12 £ 41 12 10 3 1 0.06 025 87.8 122
Vancomycin R (1) 1 0.03 0.03 100.0 0.0

S.Velasco de la Fuente. EIMC 2023



Journal of
Antimicrobial
Chemotherapy

J Antimicrob Chemother 2023; 78: 669-677
https://doi.org/10.1093/jac/dkac434 Advance Access publication 6 January 2023

Emerging resistance in Staphylococcus epidermidis during dalbavancin
exposure: a case report and in vitro analysis of isolates from prosthetic
joint infections
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.......................

IPA precoz de cadera
por S.epidermidis
multi R (incluyendo
rifampicina)

Vancomicina (niveles

Dl el valle 15-22 mg/L)

89 afios, varon

Dalbavancina (dia
+10): 1000 mg,
seguido de 500

mg/semanal

Drenaje de
amrd hematoma (dia +28
tras DAIR)

Evolucion térpida
(persistencia del
drenaje)

emead Colocacionde VAC [

Crecimiento de

S.epidermidis
resistente a
dalbavancina

TAS con doxicilina Evolucién favorable

J.Al Janabi. JAC 2023

P2
Isolate P1 20 P3 P4
Day 13 Tissue 48 55
post-arthroplasty Sterile biopsy Evacuated Superficial
Sample type puncture  (DAIR)  haematoma revision
SMP (P1 is reference) 0 1 18 19
Cefoxitin R (6) R (6] R (&) R (6)
Erythromycin R (6) R (6) R(B) R (B)
Clindamycin R (6] R (B) R(B) R (B)
Gentamicin R (6) R (6) R(8) R (B)
Fusidic acid R (8) R(11) R (&) R (10)
Trimethoprim/ R (6) R (10) R(6) R (B)
sulfomethoxazole
Morfloxacin R(11) R(14) R (&) R (G)
Rifampin R (6) R(13) R (6) R (10)
Linezolid S(29) 5(32) S(32) S (36)
Tetracycline 5(25)
Daptomycin S (1) 5(1) S (1) R(2)
(gradient test)
Vancomycin S(2) 5(2) R(4) R (&)
(gradient test)
Viancomycin (broth) R (8) R (8) R (&)
Teicoplanin (broth) R (B) S (4) R (8)
Dalbavancin S (0.064) S (0.064) R(1.0) R (0.5)
(gradient test)
Dalbavancin (broth) R(1.0)
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scientific reports e
Comparative efficacy of dalbavancin alone and with rifampicin against | g ::::::
in vitro biofilms in a pharmacodynamic model with “"nﬁ-"‘ [ o] '%e’e
methicillin-resistant Staphylococcus aureus . .y T ¥y
Py OPEN  In vitro additive effects o
Cristina El Haj? Eva Benavent? Yanik Sierra" Laura Soldevila? Raul Rigo-Bonnin® . . . .
Benjamin Torrején?, Joan Gomez-Junyent?, Irantzu Rossell6®, Oscar Murillo '+ Of dalbava ncin and rlfampl(:ln
against biofilm of Staphylococcus
aureus
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. . B.Jacob. Scientific Reports 2021
C. El Haj. Int J Antimicrob Chemother 20022
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Evaluation of Oritavancin Combinations with Rifampin,
Gentamicin, or Linezolid against Prosthetic Joint Infection-
Associated Methicillin-Resistant Staphylococcus aureus Biofilms

by Time-Kill Assays
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en 8/10 cepas con la
combinacion
ORI/RIF; en 2/10
con la combinacion
ORI/GEN y en 3/10
con la combinacion
ORI/LNZ

Q.Yan. Antimicrob Agents Chemother 2018




Drug Design, Development and Therapy Dove

(5] REVIEW

Real-World Use of Dalbavancin in the Era of
Empowerment of Outpatient Antimicrobial
Treatment: A Careful Appraisal Beyond Approved
Indications Focusing on Unmet Clinical Needs

N2 Pacientes Tasa de éxito
v En la inmensa mayoria de los casos

Endocarditis 148 81,1% “terapia de continuacién”

v’ Se confirma excelente perfil de
Bacteriemia/ infecciones 144 81,3% seguridad (EA 0-13%)
vasculares v Desarrollo de resistencia en 4/800
Infeccion osteoarticular 483 84,5% (ninguno en 10A)

v Gran variedad de regimenes de
Otras indicaciones 25 92% dosificacion

M.Gatti- Drug design, Development and Therapy 2021




JAC-

Antimicrobial
JAC Antimicrob Resist !
httpsﬂcplrcr:iiggfltﬁrggyjccomrfdlclcl?D Resistance

Dalbavancin in clinical practice in Spain: a 2 year retrospective study

Laura Morata®, José Maria Aguado?, Miguel Salavert?, Juan Pasquau®, Enrique Miguez®, Patricia Mufioz®
Irantzu Rossellé’ and Benito Almirante (3 %+°

’

187 pacientes

Stophylococcus gureys  ENEG_—, 17.7%
CoNS I 4.0%
Others/Unknown [ N NAmAME 113"
Polymigrobial NG 4%

Ostenarticular infection

{18.3%) Enterococct I 7 5%

L. Morata. JAC Antimicrob Resist 2022
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1500 mg I 17.0%
Loo0me A 13.2%
1,500 mg = 1,500 mg/week (1 doses) | A AR 13.2%
1,500 mg + 1,500 mg/2 week (2 doses) B -
1,000 me + 1,000 me/2 week (2 doses) [ 5.7%
Osteaarticular
infection (28.3%) Other posology ' N, 15.3%
53 pacientes con IOA
Reason for dalbavancin use, n (%)
Early discharge 123 (65.8)
Previous treatment failure 21 (11.2)
Adverse event in previous treatment 9 (4.8)
Others/unknown 34 (18.2)
Duration of treatment (weeks), median (range) 2.0 (1-34)
Total number of doses, median (range) 1(1-28)
Total dose administration {mg), median (range) 1500 (1000-27 000)
Compliance 181 (96.8)
Concomitant antimicrobial therapy, n (%) 61 (32.6)

« &« 5 8 & 0 0 0 0 B BB




antibiotics

Article

Off-Label Use of Dalbavancin for Sequential Treatment of
Spondylodiscitis by Methicillin-Resistant Staphylococcus
aureus: A Retrospective Single-Centre Experience

‘ Serie de 15 casos de espondilodiscitis por MRSA

‘ Tras 2 semanas de vancomicina, cambian a dalbavancina
\

1500 dia 1 --- 1500 dia 8--- 1500 a las 4 semanas (algunos casos 1-2 dosis mas y u n caso en TAS)
‘ La mitad de los pacientes en monoterapia. Varios con moxifloxacino (?) o cotrimoxazol

Todos buena evolucidn (seguimiento minimo 6 meses)

A
‘ Ninguna toxicidad relevante

. Niveles en dos de ellos: >8 mg/L

M.Mazzitelli. Antibiotics 2022




Table 1. Clinical features, microbiological strains and treatment

comparison between the two patients' groups included in
our study.
Group A Group B

Variable n=21) (n=48) p-Value
Age, mean =+ 5D 55+9.8 53+10.7 5o*
Male sex, n (%) 19 (90.5) 41 (89.1) !
Infection site, n (%)

Hip prothesis 13 (61.9) 29 (63) A EEE

Femoral osteosynthesis femorale 3(143) 6 (13.1) gorEE

Stabilizzazione vertebrale 3(143) 5 (10.8) FOFEE

Shoulder prosthesis 2 (9.5) 6 (13.1) BHRFFE
Strains, n (%)

MSSA 10 (47.6) 24 (52.1) J3HeE

MRSA 8 (38.1) 16 (34.8) JOEEE

Staphylococcus hominis 3(14.3) 6(13.1) BgFE*
Treatment, n (%)

Trimethoprim/sulfamethoxazole 10 (21.7)

Ciprofloxacin + rifampin 9 (19.5)

Daptomicin 10 (21.7)

Doxicicline 3 (6.5)

Linezolid 4 (8.7)

Linezolid + rifampin 6 (13)

Fiore. Infectiosi Diseases 2021

Table 2. Comparison in terms of recovery, stabilisation, average
hospital stay and toxicity between the two groups of patients
included in our study.

Group A Group B
Variable (n=21) (n = 46) p-Value
Recovery, n (%) 17 (81) 38 (82.6) 87*
Stabilisation, n (%) 3 (14.3) 7 (15.2) 92*
Treatment failure, n (%) 1(4.7) 1(2.2) S6*
Hospital stay, mean (5D) 13.5 (5.6) 243 (8.2) <001 %*
Toxicity, n (%) 0 8(174) L1 S
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LETTER TO THE EDITOR L I M S P S S
Dalbavancin two dose regimen for the treatment of prosthetic joint infections: SR e S T e
new possible options for difficult to treat infectious diseases HCEORC R D8 e e R M RN
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ORITAVANCINA (otras indicaciones) i

Role or oritavancin and dalbavancin in acute e e

haﬂteria| Ski“ a“d 3ki“ Stl‘llctlll‘e i“fectiﬂ“s - ”'

.......................

and other potential indications BB A

Matteo Bassetti™®, Laura Labate®®,
Antonio Vena® and Daniele R. Giacobbe®

Revision de literatura (series) con oritavancina en indicaciones diferentes a ABSSSI
Recogen 327 casos (casi siempre como continuacion del tratamiento)

« 216 fueron infecciones osteoarticulares y 40 endocarditis/bacteriemia

* Escasa toxicidad

* No consta desarrollo de resistencias

Bassetti. Curr Opinion Infect Dis 2021
o



Drugs - Real World Outcomes (2020) 7 (Suppl 1):541-545
https://doi.org/10.1007/540801-020-00195-7

ORIGINAL RESEARCH ARTICLE 1

Cheg
updi

Treatment of Acute Osteomyelitis with Once-Weekly Oritavancin:
A Two-Year, Multicenter, Retrospective Study

* 134 casos de OM tratadas en 20 “centros de infusion” de 6
estados en USA

e 9/128 casos filiados, producidos por MRSA

 89% eligieron oritavancina por “transportation challenges”

* Tratamiento con Oritavancina 1200 mg seguido de 4-5 dosis
semanales de 800 mg

« Exito: 80% a los 6 meses

e 5 efectos adversos: 3 hipoglucemia; 2 taquicardia. Ningun
Caso requirio ingreso

NW. Vamd Hise. Drug-Real World Outcomes 2020
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Table 1 Baseline demographics in 134 osteomyelitis cases

N (%)

Male 66 (49.3)
Female 68 (50.7)
Age, years, mean (range) 60 (19-97)
Apge group, years

<30 T(5.2)

31-49 28 (20.9)

50-65 54 (40.3)

=66 45 (33.6)

Weight, kg, mean (range), SD
BMI (kg/m”), mean, (range), SD

78 (38-164), 23.8
27 (15.8-484), 6.7

Baseline MRI 134 (1001

Infection confirmed on MREI 128 (95.5)

Baseline CRP 134 (100}

Baseline ESR 132 (98.5)

Previous antibiotic therapy 18 (13.4)

Baseline bacteremia (MR SA) 9{6.7T)

Debridement of bone or joint 121 (90.3)

Positive wound, bone, joint culture 119 (BE.8)

Culture positive (wound, joint, deep wound) MRSA 92/128 with cultures
obtained (71.9)



“Long-acting”

lipglicopeéeptidos

Sin duda una avance y una util herramienta para manejar
los pacientes con I0A

Datos interesantes sobre actividad en biopeliculas y en
combinacion con rifampicina (estos ultimos aun escasos)

Muchas experiencia acumulada pero casi siempre como
tratamientos de “consolidacién/finalizacién)

Comenzamos a disponer de datos en entidades
especificas y tratamientos “mayoritarios” con
dalbavancina/oritavancina.

=  |mportante generar mas evidencias

Inquietud por el riesgo de aparicion de resistencias.

= |mportante vigilarlo y establecer los escenarios de
riesgo



Delafloxacino

OH

HoN

m
m

pH 7.4 pH 5.2

Mayor actividad intrinseca (MRSA, anaerobios, P.aeruginosa)
Actividad en pH acido (intracelular, biopeliculas, piel...)
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carecen de un grupo bdsico en la posicion
C7, lo que lo convierte en un dcido débil y
por tanto predominantemente anionico a
pH neutro

adicion de Cloro en la posicion C8, que sirve
como grupo en el anillo aromadtico y le

confiere polaridad y mayor actividad
voluminosa sustitucion heteroaromatica en
posicion N1 que imparte una mayor
superficie molecular en comparacion con
la mayoria de las demads fluoroquinolonas
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Punto de corte FDA: Sensible <0,25 %%
_ ' o , Punto de corte EUCAST: (para NAC) <0.016; para ABSSI <0,25 S
Table 1. Comparative In Vitro Percentage Susceptibility and MIC 90s of . T s L I vt e e el O S
Delafloxacin %S (CLSI) %S (EUCAST). .- .€iMis0- .- - €MI90- - -1 RANGO-CME -
. MRSA 73 :
Organism (Number of |sclates Tested) Susceptible MIC 90 Delafloxacin® 0.06 05 000d0d .-
MSSA (591) 98.50% 0.008 Levofloxacin 300 0.0 ! >4 D204 |
SRS — — Croforacn 00 00 >118 >118 Bt >18
Coagulase-negative Staphylococcus 86.00% o . . ‘ J o
Methicillin susceptible (75) - 0.06
Methicillin reaistath {125) — 0.5 Stentococcuspyogenes (3
Enterococcus faecalis (300) 73.00% 1 _
Enterococcus fascium (295) 4.60% w4 Delﬂﬂoxaﬂlnc 0.008 0.015 <0.004 10 0.03
\firidans group streptococci (294) 95.40% 0.03 Levofloxacin 998 95 05 | 0251034
s bt - 0.004 Modloacn 1000 Q1 025 0121005
Moraxella catarrhalis (100} — 0.008
Streptococcus pneumoniae (300) 100% 0.16
Clostridium difficile (9) — 0.03 Enterococcus fagcals (450)
Cbﬁmd’_um pe@'_jge”ﬁ 12 - — Deleflokaci’ 0.08 1 <000 t02
Bacteroides fragilis (18) - 0.12 _
Prevotella spp (9) _ A Levofloxacin 107 107 1 P 0251054
Peptostreptococcus spp (16) e 0.03
Bacteroides thetaiotamicron (18} — 0.54




Table2. Mean (Standard Deviation) Pharmacokinetic Parameters and Statistical Analysis of Pharmacokinetic Parameters Following Administration of a
Single 1-Hour Intravenous Infusion or a Single Oral Dose of Delafloxacin in Healthy Volunteers

Oral Delafloxacin (450 mg) Intravenous Delafloxacin (300 mg)
Parameter (n = bb) (n = 55)
T . h° 0.817 (0.50-4.00) 1.00 (0.75-1.13)
C_.mgl 6.12 (1.96) 10.7 (2.29)
AUC,, mg.h/L 23.3 (700) 26.9 (5.78)
AUC,_, mg.h/L® 24.2 (6.45) 26.7 (6.03)
F 58.8 (10.5)°

Biodisponibilidad oral = 60%. (300mg iv 22450 mg vo)
Excrecion renal: 66% (ajuste si Cl Creat < 30 ml/min)
Vida media: 3,7h

Volumen de distribucion: 30-48 litros

Union a proteinas: 84%

Administracion cada 12h
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Aprobado por FDA y EMA para eI tratamtento de
infecciones complicadas de piel y tejidos blandos y

délafloxacine

para neumonia comunitaria T .
Vo crak
N Boite de 10 comprimes
== . ——
Study, year Study Study site  Study Number of patients Dose regimen Therapy
duration population duration
Ddafloxacdin Comparator Delafloxacin Comparator
{¥Riordan Between June 14 sites in =18 years, 49 50 3 mg gql2h tigecycline 100 mg IV~ 5-14 days
et al. (2015) and United 5States  cSSSI once, followed by
September S50 mg IV gql2 h
208
Kingsley et al. Between 23 zites in 18 years, 81 Vanoomydn (n = 3 mg gql2h 15 mgilkg 5-14 days
[ 20145) February and  United States ARSSST 98), Linezolid vanoomycin, S mg
Movember (n=77) linezalid
011
Pullman et al. Between 34 sites in 18 years, 331 39 30 mg gqlzh vanoomycin 5-14 days
(2017) April 7 countries ABSSSI 15 mg/kg plus
2013 and aztreonam 2 g ql2h
June 2014
(¥ Riordan Between May 76 sites in 18 years, 423 4X7 3 mg ql2h or  vancomycin 5-14 days
et al. (2015) 2014 and 16 countries  ABSSSI 450 mg BID 15 mg/kg plus
January 3016 aztreonam 2 g ql2h
Hormajada Between 88 =ites in =18 years, 431 428 3 mg gql2h moxifloxacin 400 mg 5-10 days
et al. (2020) December 18 countres CAP g24 h (MRESA
2016 and linezolid 600 mg TV
Aungust 2018 gql2 h)
NCTO0E20TF Between 12 countries =18 Years, 55k 134 Vancormydn (2) 3 mggqlzh or  Vanocomycin 5-14 days
September Linezolid (&) 450 mg BID 15 mg/kg BID
2019 and Piperacillin/ Linezolid 600 mg BILY
October 2020 Tazobactam (68) Fiperacillin/
Tigecycline (54) Tazobactam 4.5 g
TID Tigecycline
50 mg TID
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Delafloxacin Comparator Odds Ralio Cdds Ratio
_ Stuchy or Subgroup Events Total Events Total Weigit M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

Harcajada, et al, 2020 (DEFINE-CABR) 3|0 4 384 428 144%  1.09[0.70,1.71) —
Kingsley, elal, 2016 AT a1 103 178  TH6% 1.66 [0.24, 207
MCTO4L04207 7 (DRESS) 1243 134 114 132 3.9% 1.22 |0.53, 2.83] -
Q" Riardan, el al, 2018 244 423 255 427 421% 092 070, 1.21] ﬂ'
D'Riordan, et al, 2015 33 35 K 34 0.7% 1.60[0.25 10.21]
Pullman, etal, 2017 172 £ | 166 329 3 4% 1.06 [0.78, 1.44]
Total (95% CI) 1435 1525 100.0%  1.06 [0.89, 1.26]
Total eventis 1018 1058

Heterogeneily: Chit= 2.78, df = 5 {F = .58}, F= 0% ; t f t i

o _ 0.01 01 1 10 100
Test for overall effect Z= 068 (P = 0.50) Favours [experimental] Favours [control]

FIGURE 4
Owverall clinical cure rates of delafloxacin and comparatos in the treatment of acute bacterial infections.

Any TEAEs leading to discontinue drug

Oelaflegacin Comparaion (= Fatin Oideds Rertio
—Saudhy of Sulsgeoup Euwnls Twmﬂ_ﬂi.w%fl - H, Rawsdom, 55% C1

Horcajasa, et gl 2020 {DEFIME- CAEF) 15 470 12T 2T.T% A7 08B, 5.39) -
KIngsley, 8l al, 2015 i} 1 | 1S 1M15% IR LN | t .
O Riordan, ef al, 2014 ] 417 il X 255% O500AT, 1 45] T
ORlordan, el al, 2015 ] 44 3 Bl  102% 014 ol 2.73] "
Fullman, et al, 2017 4 3xd id I 241% 0.21 joubé, 0.F3] —_—
Twlal (5% Cly 1300 1403 100.0%% DA 0.3, 1471 "_‘
Talal wvenks 23 43

Hetarogenely: Taw'=1.14, Ch"= 12 8% di= 4 (P=001); "= BE%

i . } {
Teslfor overall effact £=1.33{F = 0.1E] e ! L s

Favours [azpaimamtall Favouws [control]

No parece haber interacciones significativas ni potencial arritmogénico...
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A Combined Pharmacodynamic Quantitative and Qualitative Model
Reveals the Potent Activity of Daptomycin and Delafloxacin against
Staphylococcus aureus Biofilms

vancomycin vancomycin

delafloxacin daptomycin ... ’

- M-
-x -

delafloxacin selaimeacin alas 48 h CMI x 8-12

fusidic acid fusidic acid

moxifloxacin moxifloxacin

e Asimilar concentracion delafloxacino muestra
claramente mayor efecto que moxifloxacino

* Ello implica que deben existir otros factores

» Sugieren la actividad de delafloxacino en pH acido

daptomycin

daptomycin

alas24 h CMI x 32 J.Bauer AACh 2013
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Comparison of the Antibiotic Activities of Daptomycin, Vancomycin,
and the Investigational Fluoroquinolone Delafloxacin against Biofilms
from Staphylococcus aureus Clinical Isolates
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» Delafloxacino penetra mejor en la biopelicula que

daptomicina o vancomicina

* La actividad de delafloxacino se incrementa a pH

acido presente en 6/7 biopeliculas

V.Siala. AACh2014




Delafloxacino en IOA

‘ ‘de momento,

., buen perfil de
penetracidn en
.actividad en pH

idad
biopelicula SCEHIIEe
acido
.actividad en

cepas
resistentes a
meticilina

iquinolonal

Results: Five patients were prescribed DLX (median age 59 years, 40% female, 100% outpatient) with a median treatment
duration of seven days. Prescriptions were initiated by infectious diseases specialists (2/5, 40%), emergency medicine physi-
cians (2/5, 40%), and ophthalmologists (1/5, 20%). The most common conditions treated were prosthetic joint infections
(PJI) and acute skin and soft tissue infections (each n = 2). Both PJls were caused by multi-drug-resistant Staphylococcus
epidermidis. Off-label utilization was high (3/5, 60%). No patient experienced any documented treatment failure due to dela-
floxacin and there were zero reported adverse events.

JP Hornak. AM J Med Sci. 2022




Dosis diarias de antidepresivos /1000 habitantes

102.7 - SE

Dinamarca -

Portugal -
Suecia - 75. 75.7-DK

Finlandia - 68.
Bélgica- 68.7
Reino Unido - 65.9 / / 614-CZ
61.3: AT
Espaha- 612 =" BBl

/7’,;/ e
56.6-DE
Austria - 54.2 / i S —553-lU
Luxemburgo - 50.1 7/

Alemania- 46.7 :
Eslovenia - 44.1 //G[‘ECIa -44.7

Rep.Checa:-41.6
Paises Bajos - 40.4

Italia- 38.4
34.8-EE
33.9-HR
Eslovaquia - 29.0 . 29.5-HU
Hungrfa - 26,4 —— Croacia-27.3
Lituania- 19.2 7
Estonia- 15.9
Letonia- 9.5
2010 2011 2012 2013 2014 2015 2016 2017 2018 2019

Fuente: OECD para todos los paises a excepcion de Croacia (HALMED).
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La venta de antidepresivos se dispara en
Espana un 10% en un aio

Inicia sesion

Aumento de medicamentos para el sistema nervioso

Consumo de medicamentos para el Sistema Nervioso Central en 2021 (datos en millones de recetas),
variacion respecto a 2020 y ndmero de pacientes mensuales en tratamiento

Pacientes
Medicamento Recetas 2021 Var. 2020 mensuales
Antidepresivos y
equilibrantes 50,97 4.247.000
Antipsicéticos 16,45 1.370.750
Productos para la
dependencia del alcohol 033 27.750
Tranquilizantes 61,69 6% 5.141.000
Hipnéticos y sedantes 23,76 5% 1.980.000
Analgésicos narcoticos 9,57 0% 797.417
Productos para la 0,32 -12% 26.250

dependencia de opidceos

Deshabituantes del tabaco 112 93.417

Fuente: Observatorio del Medicamento - Creado con Datawrapper

https://www.eldiario.es/sociedad/venta-antidepresivos-dispara-espana-10-ano 1 9312450.html (16/9/2922)
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Article
Tolerance of Prolonged Oral Tedizolid for Prosthetic Joint
Infections: Results of a Multicentre Prospective Study

.............................
----------------------

................

Hemoglobina Plaquetas
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E.

weekly follow—up

Seneville. Antibiotics 2020

weekly follow-up

tratadas con tedizolid por EA o
contraindicacion de LNZ

= Edad (media) 73 afos

= Duracion con TDZ: 8 (+/- 3) semanas

= 48% asociado a rifampicina

= Discontinuacion en 6 (18%) pero
solo en 2 por EA atribuido a TDZ

= Dos casos de leucopeniay 2 de
trombopenia (manejados sin
retirada de TDZ)

= =

= ®




= Estudio retrospectivo (2 ainos)

= 3 hospitales en Barcelona

= 51 pacientes tratados con Tedizolid en IOA

= Duracion: mediana 29 dias (IQR: 15-44)

= 24% con rifampicina

= No se observaron EA en los 31 indicados por
interacciones

= No se aprecio6 toxicidad hematologica

" 6% EA gastrointestinales (no suspensién del tto)

Failure = Cure
87% e 88% 83%
13% 24% 13% 17%
Osteoarthritis Prosthetic Joint Diabetic foot Orthopedic
(n=23) Infection (n=17) infection (n=8) device-related

infection (n=29)

E.Benavent. Antibiotics 2021

MbpE:::

B X0

Article .;:E
Long-Term Use of Tedizolid in Osteoarticular Infections: a5
Benefits among Oxazolidinone Drugs %

Eva Benavent 12

and Oscar Murillo 1-2%*

, Laura Morata 234, Francesc Escrihuela-Vidal !, Esteban Albe;‘to Reynaga >,
Laura Soldevila 2, Laia Albiach 3, Maria Luisa Pedro-Botet >, Ariadna Padullés ®, Alex Soriano >4

Table 2. Reasons for Tedizolid prescription.

Reasons for Tedizolid prescription N %o

Potential interaction with Linezolid 33 64.7%
Antidepressants ! 26 51%

Opioids 12 23.5%

Neuroleptics 4 7.8%
Anticonvulsants 2 4%

Cytopenia 19 37.3%

Anemia 10 19.6%
Thrombocytopenia 1 2%

Both 8 15.7%

Toxicity of previous antibiotic treatment 8 15.7%
Failure of previous antibiotic treatment 3 2.9%
Other 2 2 3.9%

1 All cases were under treatment with Serotonin Reuptake Inhibitors (SR1s). 2 Shortage of Linezolid.



Ceftarolina

Enferm Infecc Microbiol Clin, 2014;32{Supl 2);32-37

Enfermedades Infecciosas W;
y Microbiologia Clinica —4

www.elsevier.es/eimc B E—|

Utilidad potencial de ceftarolina fosamil en las infecciones osteoarticulares

Javier Cobo Reinoso** y Javier Ariza Cardenal®

=Servicio de Enfermedades Infecciosas, Hospiral Ramon y Cajal. IRYCIS Madrid, Espana

Servicio de Enfermedades Infecciosas, Hospital Universitario de Bellvirge IDIBELL, | Hospiraler de Liobregar, Barcelona, Espana -
Ano 2014

Tabla 2
(Casos clinicos de infeccidn osteoarticular (I0A) tratados con ceftarolina

Referencia Resumen Tratamiento Evolucidn y efectos adversos

58 B0 anos, infeccidn sobre marcapasos y artritis séptica de Ceftarolina 600 mg/8 h (21 dias) + Curacifn clinica y microbiolbgica. Ceftarolina

cadera por SARM. Fracaso con vancomicina daptomicina 7 mg/kg/dia suspendida por fiebre, eosinofilia y erupcidn
cutinea

58 60 anos. Infeccidn bacteriémica de protesis de rodilla por Ceftarolina 600 mg(8 h (22 dias) + Curacifn tras recambio protésico en 2 tiempaos.
SARM rifampicina Ceftarolina suspendida por prurito y eosinofilia

58 Vartn de 85 anos. OM de 1a cabeza de metatarsiano por Ceftarolina GO0 mg/8 h (42 dias) Curacitn con cingia. Diarrea por Closmidium
SARM difficile

58 Vartn de 36 anos VIH+, Espondilodiscitis y absceso del Ceftarolina 200 mg/12 h (41 dias) Curacitn. Eosinofilia asintomadtica
psoas por SARM

50 Mujer de 56 anos. OM del tobillo asociada a material de Ceftarolina 600 mg(12 h (35 dias) Curacitn (se retirf el material de osteosintesis),
osteosintesis por SARM No taxicidad

60 Mujer con diabetes y hepatopatia por VHC, Artritis/OM de  Ceftarolina G600 mg/12 h (43 dias) Curacitn (se realizd desbridamiento)

cadera por SARM con absceso retroperitoneal, Fracaso de
daptomicina con desarrollo de resistencia y endocarditis
tricuspidea
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1. Artritis séptica

* Faseinicial: aprox. 1 semana*
2. OM aguda hematégena/OM vertebral

* Fase inicial: 1-3 semanas*
3. OM crédnica

= Fase inicial tras cirugia: 4-7 dias
4. |IPA manejada con DAIR

= Faseinicial: aprox. 1 semana*
5. IPA crdénica con recambio

= Faseinicial: 4-7 dias
6. Tratamiento supresor

= Ningun papel

*salvo bacteriemia por MRSA asociada




CAPTURE Study Experience

Leonard B. Johnson'", Ananthakrishnan Ramani® and David J. Guervil®

..........................

----------------- -i-i I...I...-.'...-‘..........
Johnson et al. BMC Infectious Diseases  (2019) 19:183 IR M A S SR OO N
hitpsy/doiorg/101186/512879.019-37912 BMC Infectious Diseases |*.*.".".%."."."."." etetetetete"a%e % %% e % e % %
e eeaees
iiiiiiiiiiiiiiiiiii & & & & & & & @
= lelmlela el te talatnlutalala e mntatel0 tule a0 A teC
RESEARCH ARTICLE Open Access tetete ettt e e
Use of Ceftaroline Fosamil in Osteomyelitis: @w e T T e e e T T T T e e e e e
updates s .

....................

---------------------
.......................
........................

= Registro de uso en vida real de ceftarolina, incluyendo indicaiones “off label”

= Septiembre 2013-febrero 2015

= Incluyen 150 pacientes evaluables

v’ Bacteriemia secundaria 16%

Presencia de material: 21%

MRSA: 62%
Dosificacion cada 12h: 95%
Monoterapia: 67%

NN N N X

v Duracién: media 8 dias; mediana 6 dias (2-45)

v' Tasa de éxito: 92,6% ...

Localizacidn: en el pie 62%, en la columna 16%

Johnson. BMC Infect Dis 2019




Ceftarolina en IOA R s
) . Alicia Alonso Alvarez Ceftaroline fosamil: clinical experience after
D.Malandain. Int J Antimicrob Agents 2017 |luiaRamosierino o > .
. P 23-month prescription in a tertiary hospital
= 19 casos en tres hospitales franceses Dolores Sousa Regueiro
nrlque IgUEZ ey
(201 3_1 5) Efrén Sanchez Vidal
= 16/19 con material ortopédico/protesis '
= 15/19 S.epidermidis = 84 tratamientos en 2 afios
, = 19(21,6%) en IOA
= Dosis: 600/12 (11 casos); 600/12 (8 . 60%: 600 mg/sh
casos)
] . Table 1 Description of secondary effects
= Combinacion en 17/19 (7 con
rifampiCina) Case  Secondary effect Figure Day of appearance  Evolution after discontinuation
] 1 Transaminases elevation (6T 140 IU/L (NR 8-681) 38 Normalization 6 days after
= Mediana uso: 6 semanas ALT 107 IUL (R 545
AST 48 IUJL (NR 5-40) LDH 625 IU/L (NR 219- 439)
L 2 Neutropenia 490 neutrophils/L 38 Normalization 12 days after
- Dos casos de neUtropenla 3 Htuh'ql:uia,thrunhuqtoptnia Mntuh'nshils,'l?ﬁﬂﬂ"platdds,'l K} Normalization Emur‘:';saﬂcr‘
., 4 Thrombocytopenia, creatinine elevation  88x10? platelets/L creatinine 2.01 mofdL 13 Normalization of platelet count 10 days after,
= 7 curacion 7 desfavorable ceatvine improved 1.3 mgl
5 Neutropenia 130 neutrophils/L 18 Normalization 6 days after

A.Alonso. Rev Esp Quimioter 2021
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Ceftobiprole: a potential empirical G| e e e
post-operative monotherapy in prosthetic joint |«
infections s e T ﬁ-i-ﬁ-I-I-:-f-f':':-:':-:-:-:'::::E:::E
S el ATt TG O T o Yk A M e S : : :
106 pacientes con IPA
(216 procedimientos S
_-f’#_-f_. --ﬂ---“"ﬁ-
57 with naga:;ue culture 149 with ;:ﬁit[ve culture
(18 patlents) (BE patients)
N
—_— — ~. —
Ceftobiprole Vancomycin + cefepime Vancomycin + third-generation cephalosporin Vancomycin + piperacillin-tazabactam
- Suscepdibility for every strains found in - Susceptibility for every strains found in - Eusceptibility for every strains found in - Susceptibility for every strains found in
138 procedures 141 procedures 138 procedures 141 procedures
{80 patients) (81 patientz) (72 patientz) [E1 patients)
- Resistant for &t least 1 strain found in - Resistent for &t least 1 strain found in - Resistant for at [2ast 1 strain found in - Resstant for &t least 1 strain found in
o) 87,5% F pasonts) 90,1% | | omems 87,5% e 90,1%
Fig. 1 Antimicrobial susceptibility for the 216 surgical procedures
- _.J

C.Duployez. Ann Clin Microb Antimicrob 2020



Biopelicula
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Ceftarolina

Acceso venoso

Delafloxacino

Tedizolid

Multirresistencia

Comorbilidades

Alta hospitalaria

Cumplimiento
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