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Background: Ceftolozane/tazobactam (C/T) is a novel cephalosporin and beta-lactamase _ _ _ _ _ _
inhibitor combination with enhanced activity against multidrug-resistant (MDR) Pseudomonas Demog raphics Th erapy Characteristics Safety This study describes a nationwide outpatient experience of C/T used for
aeruginosa and extended-spectrum B-lactamase (ESBL)-producing strains. With increasing various gram-negative infections.
bacterial resistance coupled with recurrent drug shortages and toxicities with other agents, C/T . _ _ _
may be an option in outpatient management of these infections. We report the first outpatient % 28 pts across 12 POICs received C/T for the following gram-  Renal dosing was required for one cUTI pt (4%) % Atotal of 16 AEs occurred in 11 pts (39%) < A total of 28 pts (mean age 57 yrs, 43% female) received C/T for clAl
clinical experience of C/T in POICs. Sce)rgnatlll\éeatelrcllfeu?’f:‘?;rs t';%Tﬁ_:;giifodn I(r;tlza-l:gb(:g;nIl?ZthI!nf;c:(lj?r:nf(ec(lﬁOl)r; % C/T was used in combination with other IV antimicrobials in 4 pts (14%), ¢ Discontinuation of C/T was required in one pt (clAl), who developed (n:7), cUTI (n:7), RI (n:8), and cSSTI (n:6)
Methods: A retrospective review was conducted of all patients (pts) receiving C/T in 12 POICs (RI)'pand complicat)éd <kin and soft tissue ’infecrzion (cySSTI) all with vancomycin (1 clAl, 2 RI, 1 cSSTI) maculopapular rash on day 7 of C/T therapy
P : - . o JEG . :
from March 2015 to May 2016. Demographics, therapy characteristics, pathogens, adverse 4 Reasons for C/T usage were lack of alternatives due to MDR organisms »» 43% (12/28) of pts initiated C/T in POICs
events Res), el eliuesl outcomes were evalluated. _Cllnlcal success at i 9f thergpy bl No. of Pts per Diagnosis (%) (54%) and failure of prior drug therapy (46%) Adverse Event No. of Pts (%)
defined as cured (complete resolution of infection) or improved (partial resolution of infection Characteristics n n < 89% (25/28) of pts received IV antimicrobials prior to C/T
and/or continued oral antibiotics). (C|A7|) C(Ssg)l Diarrhea 3 (11%)
n= n= n= n= . |
Results: A total of 28 pts were identified with a mean age of 57 years and 43% female. Re— Median Length of Therapy Yeast infection 3 (11%) % Median length of OPAT for clAl, cUTI, RI, and cSSTI was 12, 15, 12,
Infections included 8 respiratory infections (RI), 7 complicated intra-abdominal infections 18’_64 6(86) 5(72) 5(62) 6(100) 22(79) Nausea/vomiting 2 (71%) and 24 days, respectively
(clAl), 7 complicated urinary tract infections (cUTI) and 6 complicated skin and soft tissue 65 114 228 3(38) ) 6 (21) 60 - 58 Fatigue 2 (7%)
infections (cSSTI). Multidrug-resistant (MDR) pathogens (n=19, 68%) were predominant — ‘0 Hyperkalemia 2 (7%) % Infections were frequently polymicrobial (50%). Most prevalent
: . : 7 . . . Gender, female 4(57) 3(43) 430 1(17) 12(43) > | : ]
including MDR Pseudomonas aeruginosa (n=12), ESBL positive (ESBL+) Escherichia coli o i 8 30 o Anemia 1 (3%) organisms were Pseudomonas aeruginosa (65%, n=15) and E. coll
(n=5), ESBL+ Klebsiella oxytoca (n=1) and MDR Achromobacter xylosoxidans (n=1). Half of 0-morb! _' 169 = 39 40 Constipation 1 (3%) (30%, n=7) ’
pts (n=14) had mixed infections. Median length of therapy was 17 days (range 7-58). Hypertension ) S 6@y A | fF g; oAby Headache 1 (3%) 0, 1=
Rationale for C/T included lack of alternatives due to MDR organism (n=15) and treatment Cancer 1d4) 3@3) 562 2@3 U o ... Maculobaoular rash* 1 (3% . . . . . .
failure on prior antibiotics (n=13). Therapy was initiated in the POIC in 43%. The majority of pts Cardiovascular disease 2(28) 3(43) 3(38) 3(50) 11(39) B e Bap (3%) < Resistant pathogens tiEle present in 19 pts (63%) including 13 pts with
(n:21’ 75%) self-administered C/T at home using elastomeric devices. AEs occurred in 11 ptS, Diabetes mellitus 1(14) 2 (28) 2 (25) 3 (50) 8 (29) "é 20 - *: pt had prior drug allergy to piperacillin/tazobactam MDR (43%) and 6 ptS Wlth ESBL+ (18%) Organlsms on CUIture
most commonly diarrhea (n=3), nausea/vomiting (n=2), and fatigue (n=2). Clinical success Genitourinary disorder - 5(72) 3(39) - 8 (29) o
was achieved in 89% (24 of 27) evaluable pts, with 100% success in the 11 pts who had Gastrointestinal disease 1(14) 3(@43) 2(5 1(17) 7(25) 10 - 12 14 o s AEs were reported in 39% (11/28) of pts, most commonly diarrhea
treatment initiated in POIC. Obesity 3(43) 1(14) 1(12) 1(17) 6(21) 7 4 Clinical Outcomes (11%), yeast infections (11%), nausea/vomiting (7%), fatigue (7%), and
Conclusion: C/T outpatient use for a variety of MDR pathogens causing challenging Pulmonary disorder L) e e B, : 6(21) 0 T 2| g hyperkalemia (7%). Discontinuation of C/T due to AEs occurred in one
infections was highly effective. AEs were tolerable, suggesting a valuable outpatient treatment Base"”ec_rea“”'”eC'earance Diagnosis Overall Outcomes pt. Overall incidence of AEs was similar to those reported in the
option for MDR gram-negative pathogens. Additional studies are warranted. >S0 mL/min 7(100) 6(86) 8(100) 6(100) 27 (96) . ASPECT-cUTI (34.4%) and ASPECT-CIAI (44%) trials [4, 5]
SIS i - - - - 13) *. Length of OPAT for 3 non-healing surgical wound infections (21, 21, 14 days) and 3 100% + 89% N _Ovlerg‘_” SUSCS;:;SS Waj (89(?6)
Prior IV Antimicrobial Use 6(86) 6(86) 8(100) 5(83) 25(89) persistent diabetic foot infections (41, 27, 58 days) Including 0 cured (n= o .. 0 - 0 .
| d . o ATEe 0 e o 2em | mae £ 80% - 0% and 30% improved (n=8) X _O:c/era_lll cllnlcaldsuc;g%i/qf CIT W;;ls 89% (24/27) with 59% of patient
n t r O u Ctl O n Location Prior to OPAT qqo: 60% - Improved % 3/8 improved pts continued Infections cured an 0 Improve
. . . . . o Hospital 7(100) 1(4) 3(38) 5(83) 16(57) : : > oral antimicrobials at
The continuous rise of bacterial resistances to available antimicrobials support the need for Home/Physican office i 6(86) 5(62) 1(17) 12(43) Microbiol ogy £ 40% 1 discharge
. ™ . _ ()]
!10\./e.l, safe, qnd | effective agents [1]. C/T (Zerbaxa™), a cephalosporln/p lactamase + Offabel indications for C/T % 0% | 2 Non-success was 11% (n=3) .
inhibitor combination, was approved in December 2014 to treat adults with clAl and : o : O n C US|O n
L . . : : . . Drug-Resistant Pathogens o - due to 2 inadequate
cUTI [2]. It exhibits enhanced activity against MDR gram-negative organisms including L Clinical \ responses to therapy (ClAl
. . .. . . . inica on- !
ESBL+ bacteria and Pse“domonas aeruginosa [3_’]- Clinical trial data for the treatment of Dlag NOSIS Success success cSSTI) and 1 drug-related AE C/T appears to be a safe and effective option for outpatient management
clAl and cUTI are available [4, 5]. However, little is known about the use of C/T for gram- (CIAI) : . : . : : :
o . . . . . . . L of serious gram-negative infections, when required, particularly with
negative infections in an outpatient setting. This study evaluated diagnosis, microbiology, Pseudomonas Outcomes by Diagnosis _ _ o _ _
safety and outcomes of C/T used in a POIC. Diverticulitis (n=3) Pyelonephritis (n=3) aeruginosa resistant organisms. Clinical success was high with manageable AEs.
Intra-abdominal abscess (n=2) Indwelling catheter (n=2) _
Appendiceal abscess (n=1) Urosepsis (n=1) E.coli O 100% 100%
M et h 0 d S Acute cholecystitis (n=1) NELREENIE ek (T=0) ' . S0 25% Referen ces
Achromobacter ®MDR 29%
\ / xyloxidans o 80% - Improved lifjpirgEe
A multi-center retrospective chart review was conducted to identify pts who received C/T at HEsBL %‘ 33% i\ Carier T Blecsee Corimal armdl Brsvenian A mekiEnee Teste T e LT
. . . . . .. . 4 0, ) )
12 POICs nationwide. Data collected included demographics, prior antimicrobial use, Klebsiellaoxytoca ® Non-resistant o 60% |m|§?o/3/ed Improved States, 2013. April 2013. http://www.cdc.gov/drugresistance/threat-report-2013/pdf/ar-
diagnosis, therapy characteristics, baseline microbiology, safety and clinical outcomes. = : : : g 0% threats-2013-508. Accessed September 2016.
-
 Inclusion criteria: pts 218 yrs old receiving C/T at a POIC from approval date to May 0 5 10 15 § 2. US Food and Drug Administration. Merck & Co, Inc. Zerbaxa™ (ceftolozane/
2016, available culture data, concomitant IV antimicrobials No.of Pathogens & 20% - tazobactam) prescribing information. http://www.fda.gov. Accessed September 2016.
% Exclusion criteria: none 3. ICho JC, Fiprﬁgga MA, Egtra@a Slgh Ceftolozhane/tazg?sba;:ta?rg:la}Lgo;/gllgephalosporin/b-
o . : 5 - : : . ul t t tion. t ) -15, :
< Descriptive statistics (median, range) was used for length of therapy, percentages were < Atotal of 33 gram-negative isolates were reported in 23 pts including 0% cIA| cUTI - cSSTI actamase inhibitor combination. Pharmacotherapy 35(7)
used for diagnosis, microbiology, safety, and outcome data 13 pts with MDR (47%) and 6 pts with ESBL positive (21%) (n=7) (n=7) (n=8) (n=6) 4. Wagenlehner FM, Umeh O, Steenbergen J, et al. Ceftolozane-tazobactam compared
o s _ _ organisms for a total of 19 pts (68%) with drug-resistant pathogens with levofloxacin in the treatment of complicated urinary-tract infections, including
« Clinical outcomes evaluated at the end of OPAT were defined as: / \ NP - - pyelonephritis: a randomised, double-blind, phase 3 trial (ASPECT-cUTI). Lancet 385:
_ : : < Other pathogens identified include Bacteroides fragilis (n=2) < Clinical success rates by diagnosis were 71% for clAl (43% cured, 28% ’ ’
- Cured: resolution of signs/symptoms and no further treatment needed _ _ _ _ _  pElinier _ _ 1 ; improved), 100% for cUTI (71% cured, 29% improved), 100% for RI (75% 1949-56, 2015.
- Improved: partial resolution of signs/symptoms or continued oral antibiotics Pneur_nonla_(n:S) Dlabetlc.foot IiEeen (i=s) KlﬁbSIella PNELITEELS (V=) A(ilnetobacter =0 (=) .CltrObeter =P cufed 250’@ improved) and 83% for CS’STl (50%E)Cljred ’33% improved) 5. Solomkin J, Hershberger E, Miller B, et al. Ceftolozane/Tazobactam plus
- Non-success: new or worsening signs/symptoms of infection C:hBro.nch|ect_a5|s.t(.n—(2) ) Surgical wound (n=3) g]r;%e):ljsErr]r:ierg)bt?ﬁft&r (il)oaceae (n=1), Pseudomonas putida (n=1), and N , ot o it b MOR ESBL+’ - (n=12) metronidazole for complicated intra-abdominal infections in an era of multidrug
_ ronic pansinusitis (n= = % Cure rate of pts with monomicrobia or pathogens (n= : . : hli : 3 :
Success rate (%) =(cured + improved)/(no. of evaluable pts) x 100% was 100% [ﬁzittagi(;eé&igl){lti Af(rsozrg? r;gfg iz GEBliEAali, piTese & e S Ee el G
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