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No funciona en NVM

No funciona en bacteriemias

Selecciona cepas resistentes
de Acinetobacter spp.

Induce sobreinfecciones por
P. aeruginosa o Proteae.




Bergallo C, et al.

Safety and efficacy of intravenous tigecycline in treatment of
community-acquired pneumonia: results from a double-blind
randomized phase 3 comparison study with levofloxacin.

Diagn Microbiol Infect Dis 2009; 63:52-61

N= 418 pacientes; Fine IV =18,4 %
Estudio de no inferioridad: 95% IC -15%

Population [gecveline Levofloxacin ['GC versus P value for
(al by s ad o b LEVO, % (95% (1 test for
n/N o (95% CI) n'N Yo (95% CI) for difference) noninferiority
CE 125/138 90.6 (844 to 94.9) 136/156 10|
c-mlITT 149/191 78.0(71.5 1o 83.7) 158/203 T1.8(71.5 b 83.3) 0.2 (8.5 10 8.9) =0.001
ME T0/75 93.3 (B5.1 to 97.8) 84/93 90.3 (82.4 to 95.5) 3.0(—641t0 12.5) <(.001
Monomicrobial” 52/56 020 (82.7 to 98.0) 61/66 02.4(83.2 to 97.5) 04(-11.51t0 11.5)
Polymicrobial® 17/18 94.4 (72.7 to 99.9) 22/26 §4.6 (65.1 to 95.6) 9.8 (—16.1 to 30.8)
m-mlTT 84/100 84.0 (75.3 to 90.6) 95/115 82.6 (74.4 o 89.0) 1.4 (9.5t 12.3) 0.0012
Monomicrobial” 64/78 82.1 (717 to 89.8) T0/86 8§1.4(71.6 to 89.0) 0.7(-12.3 t0 13.2)
Polymicrobial® 18/20 90.0 (68.3 to 98.8) 23/27 §5.2 (66.3 to 95.8) 4.8 (204 to 26.3)




ENVIN - HELICS

Distribucion de las infecciones controladas en UCI

BACTERIEMIA SECUNDARIA
OTRO FOCO
312 (16,54%) \

BACTERIEMIA
SECUNDARIA
INF. CATETER

162 (8,59%)

BACTERIEMIA
PRIMARIA

154 (8,17%)

INFECCION
URINARIA
470 (24,92%)

NEUMONIA
VENTILACION
MECANICA
788 (41,78%)




Freire AT, et al.
Comparison of tigecycline with imipenem/cilastatin for the treatment

of hospital-acquired pneumonia.
Diagn Microbiol Infect Dis 2010; 68:140-51

Estudio RCT, no inferioridad (95% IC -15%)
N = 945 pacientes; APACHE Il > 15 = 25%

n'N Tigecycline (95% CI) (%) n/N Imipenem/cilastatin (95% CI) (%) Difference (95% CI)

CE population

¢?§{351 ) :;{}}:::::::::

52.1 20067 209
Cure 147/195 754 (68.7-81.3) 143/176 81.3 (74.7-86.7) =59 (—14.5t0 3.0)
Failure 48/195 24.6 33/176 18.8

e-mlITT population

VAP
Cure 59/127 46.5 (37.6-55.5) 67/116 57.8 (48.2-66.9) -11.3 (—24.6 to 2.0)
Failure 57/127 449 32/116 27.6
Indeterminate 11/127 B.6 17/116 14.6

Non-VAP
Cure 217/313 69.3 (63.9-74.4) 223/313 71.2 (65.9-76.2) —1.9(—9.4 to 5.6)
Failure 65/313 20.8 59/313 18.9

Indeterminate 31/313 0.9 31/313 0.9




« aminoglucésidos e fluorquinolonas * betalactamicos
« metronidazol
* rifamicinas
o cetdlidos
 daptomicina
o glucopéptidos
* macrolidos
o clindamicina
o tetraciclinas
* linezolid

ABC / CIM

/




- dosis

ABC | - aclaramiento CIM

- penetracion en
el tejido




Aclaramiento de creatinina

N = 579 pacientes
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Ambrose PG, et al.

Pharmacokinetic-pharmacodynamic considerations in the design of
hospital-acquired or ventilator-associated bacterial pneumonia studies:
Look before you leap!.

Clin Infect Dis 2010; 51(S1):S103-S110

= HABP (n=38)
m VABP (n=23)

Relative Frequency (%)

D ok 1 0. ; z64
Lpg o> 02505 1 2 4 8 16 32 26
MIC (mg/L)

Freedrug AUC, ,,:MIC

Types of No. of Proportion of
pneumonia patients Mean = SD Median (range) patients cured (%)
HABP 38 945 = 12.0 5.69 (0.0490-54.1) 31/38 (82) |

23 3.10 + 403 1.14 (0.00557-16.1) 12123 {52)




Kett DH, et al
Candida bloodstream infections in intensive care units: Analysis of

the extended prevalence of infection in intensive care unit study
Crit Care Med 2011;39:665-70

Candida BSl Gram-Positive Bsl Gram-Negative Bl Combination Bsl
(n = 61) (n = 420) (n = 264) (n = 38)
Patient characteristics
Age, yrs (mean [IQR]) 61 [46-T1] 62 [48.5-72] 63 [47.5-72] 60.5 [46-69]
Male sex (no., %) 36 (59) 267 (63.7) 154 (58.3) 52 (59.1)
SAPS 11 score (mean [IQR]) 38 [31-50] 37 [29-49.5] 37.5[29.5-52] 38.5 [27-52]
SOFA total score (mean [IQR]) 9 [6-13] 7[5-10] 7[4-10] 7.5 [5-12]
Frior days in ICU (mean [IQR]) 14 [5-25] 8 [3-20] 10 [2-23] 11.5 [4-24]
Fre-existing conditions
COPD (no., %) 8(13.1) 52 (12.4) 44 (16.7) 11 (12.5)
Solid organ cancer (no., %) 15 (24.6) 40 (9.5)° 28 (10.6)° 13 (14.8)
Heart failure (no., %) 1(1.6) 48 (11.4) 24 (9.1) 6 (6.8)
Diabetes mellitus (no., %) 4 (6.6) 49 (11.7) 36 (13.6) 0 (10.2)
Chronic renal failure (no., %) 6 (9.8) 46 (11) 33 (12.5) 6 (6.8)
Cirrhosis (no., %) 1(1.6) 9 (4.5) 5(1.9) 5(5.7)
Hematologic cancer (no., %) 2(3.3) 19 (4.5) 14 (5.3) 4 (4.5)
ICU-related interventions
Mechanical ventilation (no., %) 44 (72.1) 307 (73.1) 175 (66.5) 64 (72.7)
Vasopressor use (no., %) 23 (37.7) 148 (35.2) 94 (35.6) 35 (39.8)
Hemaodialysis/filtration [no., %) 17 (27.9) 67 (16) 55 (20.9) 16 (18.2)
Venous catheter (no., %) 54 (88.5) 361 (86.2) 227 (8b) 79 (89.8)
Kight heart catheter (no., %) 1(1.6) 11 (2.6) b (2.3) 1(1.1)
Arterial catheter (no., %) 39 (63.9) 269 (64.4) 173 (65.5) 64 (72.7)

Dutc-:-mes

~ ICU LOS (median [IQR] ' 33[18.44] ~ 20[9-43] 245 114
Hospital LOS (median [IQR]) 39 [26-62] 35 [17-62] 37 [17-66] 37 [23-69]




Meagher AK, et al.
The pharmacokinetic and pharmacodynamic

tigecycline
Clin Infect Dis 2005; 41:5333-40
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Rodvold KA, et al.

Cariim ticcecrin anAd Kk
JCIUlll, tlIoouT aliu v

U

a single 100 mg dose.
J Antimicrob Chemther 2006; 58:1221-9

Distribucion tisular tras 100 mg de tigeciclina

AUCy 54 ratio
(site:serum)

Tissue or Site AUCy 24

body fluid (mg-h/L or Serum AUCy 54
group mg-h/kg)® (mg-h/L)
Bile 2R1S5/17787 5.24/4 86
Gall bladder 119.99/65.96 5.24/4.86
Colon 17.30/9.83 6.58/5.46
Lung 9.19/8.02 4.48/3.99
Bone 2.05/1.26 4.95/4.49
Synovial fluid 1.68/1.38 5.35/4.86
CSF 0.460/0.426 4.18/3.59

537/368
23/14

2.6/1.8
5000
0.41/0.28
0.31/0.32
0.11/0.12




MacGowan AP, et al.
Tinpn\/n!inp nha,rma

nn lv\:v

[Iealthy subjects (n = 5) clAl (n = 83) clAl (n =24) c¢S551 (n =43)
Pharmacokinctic paramcter mcan (%CV) mcan (%CVY) mecan (%CVY) mcan (%CV)
Choa (mg/L) 0.621 (15) 0.794 (60) 0.837 (47)* 0.40 (45)"
. (mg/l) 0.145 (16) 0157 (47} 0192 (47) 0140 (52)
12 (IMg- . . . s
CL (L/h) 16.5 (12) 18.3 (37) 15.9 (36) —
CL (L/h/kg) 0.204 (9) — — 0.313 (40)

Analisis PK-PD de estudios sobre ITPB

. Tigecychne MIC Number of patients Microbiological ouicome  Clinical onicome
Cohort Pathogens range (mg/L) (number of pathogens) (% eradication) (% cure)
1 monomicrobial §. aureus only 20 (20) 75 85
2* monomicrobial §. aureus or 29 (29) 83 83
streptococci
3 polymicrobial Gram-positive 7(12) 02 86
pathogens
4 polymicrobial Gram-positive 14 (39) 79 71
pathogens ( >2) and/or
Gram-negative
5 other (monomicrobial 8 (8) 100 100

Gram-negative or anaerobe)




Mo. of cured subjects/no.
of subjects in group (%)

Tigecycline arm

Comparator arm

Charactaristic in = 91) in = 79) =
S . E 1 W:””*"":”':” im” ““““"‘1HHHN11111Wm"?ﬁm“l111{%}11!3}31111111111HHHH11lﬂmgll{?lglﬁﬁllHHHHHHHHHL?{T&
Age, years )
<65 4457 (77.2) 34/46 (73.9) 218
! =55 30/34 (88.2) 78/33 (84.9) 734
Gardiner D, et al. 65 7110 on3.02 680
Safety and efflcacy Of : =75 6/7 (B5.7) 34 (75.0) =00
! . § | X
Intravenous tigecycline in EYes A6/56 [€2.1)  AG/B5 (82.6) .00
2 - Female 28/35 (E0.0) 16/24 (66.7) 362
subjects Wlth secondary [
bacteremia: pooled <10 23/30 (76.7) 30/35 (85.7) 523
=10 16/18 (63.3) 4/8 (50.0) 149
results from 8 phase I s
cIinical trials < i 13/15 (£6.7) 6/0 (66.7) 278
I i _ = Il 12/14 (85.7) 8/11 (72.7) 623
C“n InfECt D|S 2010, Creatinine clearance
| <90 mL/min 40/49 {81.6) 34/44 (77.3) 618
50229 38 =090 mL/min 34/42 (81.0) 28735 (80.0) =.99
Diabetes
N=1 70 pac, Yes B/13 (€1.5) 10/13 {76.9) 673
No 66/78 (£4.6) 52/66 (78.8) 292

Infection site

30/309 (76.9)

. i 25/29 {86.2)

34/42 (81.0)
14/20 (70.0)



David Gardiner, Gary Dukart, Angel Cooper, and Timothy Babinchak
Pfizer, Collegeville, Pennsylvania

Autores empleados de Pfizer

Ningun ensayo pivotal fue disenado para valorar la
eficacia de tigeciclina en pacientes bacteriemicos

En muchos casos el antibiotico comparador no es el

de eleccion para el tipo de microorganismo o la dosis no fue
la adecuada, lo que explicaria una baja tasa de curacion:

- SASM: vancomicina en lugar de cloxacilina

- Neumococo: levofloxacino 500 mg/d en lugar de 750 mg/d

Bacteriemia por SARM tratadas con vancomicina no
se determinaron nivles: ;dosis subterapéuticas?




Vincent JL
International Study
of the Prevalence
and Outcomes of
Infection in
Intensive Care
Units

JAMA 2009:; 302:
2323-2329

etal

1.265 UCls (75 paises)
13.796 pac. (>18 a)
7.087 (51%) con infec.
9.084 (70%) reciben atb

No. (%) 7087 (51.4)
Microorganisms
Positive isolates 4947 (69.8)
Gram-positive 2315 (46.8)
Staphylococcus aureus 1012 (20.5)
MRSA 507 (10.2)
S epidermidis 535 (10.8)
Streptococcus pneumoniae 203 (4.1)
VSE 352 (7.1)
VRE 186 (3.8)
Other 319 (6.4)
Gram-negative 3077 (62.2)
Escherichia coli 792 (16.0)
Enterobacter 345 (7.0)
Klebsiella species 627 (12.7)
22  Pseudomonas 984 (19.9) 22_%
T o | 0

Anaerobes 222 (4.5)
Other bacteria 76 (1.5)
Fungi
Candida 843 (17)
Aspergillus 70 (1.4)



Navon-Venezia S, et al.

High tigecycline resistance in multidrug-resistant
Acinetobacter baumannii

J Antimicrob Chemoter 2007; 59:772-4

82 aislados de A. baumanil
A baumanii R-Tigeciclina (%)

A. baumanii R-imipenem 95

A. baumanii S-imipenem 60




Anthony KB, et al.
Clinical and microbiological outcomes of serious infections with

multidrug-
resistant gram-negative organisms treated with tigecycline.
Clin Infect Dis 2008; 46:567-70

: Initial Therapy Response
18 paCIentes Resistance TIG MIC, duration, Coadministered P Final
Causative organism rechanism pamlL days antibiotics Clinical Microbiclogical disposition®

Acinetobacter baumannii B

1.00 () RY: VA

Alive

Positive

200 {1 AMEK COL HHegative Megative Diec irelated
200l i COL linhaled! Negatve MO Diec Irelated)
200 (5) 48 Mone Paositive Posilive Alive
MND £ TOB linhaled) Positive ND Alive
200y 2 oo 1s) ‘. Megatve et frelated)
1.00 (5) 17 Mone Poeitive Positiva Mive
3.00(0 17 LEW= Positive ND Alrve
. .- 2.00(5) 43 Mone Uncer@in ND Llive
Enterobacteriaceae
Enterobacter cloacae Aol 3.00(0 g Mone Uncertain ND Died (unrelated)

E. cloacae AmpC MND 7 Mone Uncertain Megative Died (unrelated)
Kkebsiella pneumoniae ESBL. KPC {oonfirmed) 1.00(S) _ 1F ‘ Neqative Neqgative Diec frelated)
K. pneumoniaa Data unavailaole 0.75 (5} 11 Mone Pozitive MO Llive

K. proumoniac ESBL 0.75 (S} 1€ TOB (inhalcd)® Positive ND Alive

K preunionEe ESBL | MO 11 Mune Megalve Pusilive Dhiesdd o el Ledh
K. pneumonize | EsRL 50 [S) 23 i ]

K. pneumoniae ESBL 100 15 - IIEM COL INegative Lhed Uelated)

Escherichia coli KPC linfarred) 0.75 (5) 133 Mone Uncertain Megative Alive




Hornsey M, et al.
Whole-genome comparison of two Acinetobacter baumannii isolates

from a single patient, where resistance developed during

tigecycline therapy
J Antimicrob Chemoter 2011; 00:000-00

Acinetobacter baumannii
resistentettigpetitinga

388 kb

tlgec!clma E
7 dias 194 kb




Peleg AY, et al.

Acinetobacter baumannii bloodstream infection while receiving

tigecycline: a cautionary report
J Antimicrob Chemoter 2007; 59:128-31

Descripcion de 2 casos con aparicion de
bacteriemia por A. baumanii R-tigeciclina
durante el tratamiento con tigeciclina por otro

tipo de infecciones.
mecanismo posible: “bomba de achique”

MIC (mg/L)
Sirains TGC MIN GEN CIp CHL PIF CAZL
. 2y

Case 1 1solate 0.25 5 8.01 =12 R 2R 256 R 96 R
+PA[N £ 0.25 5 4.0 3 ] 2R 803 256 R 8.0 5
Case 2 isolate 16 208 128 R ' 2R 2R 48 1 192 R
+PARN 1.0 8 16 R R BO S BOS BOS




Concentracion de
antibiotico

Tiempo postantibiotico




h : i e SERVICIO DE MEDICINA PREVENTIVA
" Hospital Universitario La Paz AL SECCION EPIDEMIOLOGIA

Madrid

CONTROL EPIDEMIOLOGICO DE LA MICROBIOTA
HALLADA EN LOS PACIENTES INGRESADOS EN REA 3°
(HOSPITAL GENERAL)

Infeccion de herida quirurgica tratada 7 dias con tigeciclina

- Frotis faringeo: 10° cols. de Proteus mirabilis sensible. 10° cols. de Candida ‘
albicans. Microbiota alterada.
- Frotis rectal: 10 cols. de E coli sensible ; Strept faecalis ; Proteus mirabilis

resistente a Colimicina. 10° cols. de Klebsiella pneumoniae tesistente a
Levofloxacino y Cefalotina ; Ps aeruginosa resistente a Cotrimoxazol y
Celalotina. Microbiolta norinal.

~ Frotis nasal: 10° cols. de Staph epidermidis. Microbiota normal.

~ Frotis axilar: 10 cols. de Klebsiella pneumoniae resistente a Levofloxacino y
Celalouna ; Staph epidermidis. Microbiola alterada.

- A.bronquial: 10° cols. de Proteus mirabilis tesistente a Colimicina. Valorar por
clinica.

- Orina- 10° ufe/ml de Ps geruginosa resistente a Cotrimoxazol y Cefalotina.




Clinical cure/ Duration of Bacteria causing Clinical cure/ Final

microhial treatment with  superinfection. Clinica! microhial Ouitcome

eradication® tigecycline syndrome eradication”

Yes/yes 7T days Fyendomonas aeruginosa| Yues/yes Cure
MNosocomial pneumonia

Yes/ves 10 days Preudomonas aeruginosa| Yes/yes Cure
Bum infection

Yes/ves 14 days Pyeudomonas aeruginosa| Yes/yes Cure
Inira-abdominal abscess _

CLUVERICCH NN vesses 8 das [Prendomonas aemuginasa] Veslyes  Cure
. c . urgical site infection

Superinfection during

treatment of

Yes/yes 8 days Yes/ yes Cure

Pyeudemon sa| No/mno . Death

No'ves 26 days

nosocomial infections

Intra-abdominal abscess

with tigecycline

Eur J CI | n M ICrObIOI Yes/yes 7 days Dseudomonas aeruginosa| Nolyes Death

MNosocomial preumonia

|nfeCt D|S 2010, 29867_ Yes/yes 7 days Providencia stuartii Yes/yes Cured

Pleural empyema

Fiil Noiyes 7 days Morganella morganii No/no Death

Intra-abdominal infection

Yes/yes 12 days Enterococcus faecalis Yes/yes Cured
Surgical site infection

Yes/yes 7 days | Pow | Yes/yes Non-related
intra-abdominal infection death

Yes/yes 14 days Enterobacter cloacae No/no Non-related

Trachenhronchitis death




Algunas cosas que recordar...

Es necesario disefiar ensayos clinicos para
determinar:
La eficacia y seguridad de tigeciclina en

NVM utilizando dosis elevadas (200 mg inicial
y 100 mg/12 h)

El papel de tigeciclina en combinacion con otros
antibioticos

El papel inductor sobre cepas resistentes
(Acinetobacter spp) o sobre la aparicion de

sobreinfecciones por P.aeruginosa o Proteae







