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Background: Meropenem-vaborbactam (M-V) is a new TANGO 1 was a Phase 3, multicenter, double-blind, double-dummy, randomized, parallel-group trial of M-V vs piperacillin- 550 subjects were randomized, of which 545 received at least one dose of study drug (272 in * In the TANGO | clinical
beta-lactam/beta-lactamase inhibitor combination being tazobactam (P-T) in the treatment of adults (>18 y) with cUTI or AP. The objective of the study was to assess the efficacy, safety, M-V group and 273 in P-T group). trial. E. coli was the most
developed to treat serious gram-negative infections such as and tolerability of M-V administered by IV infusion in subjects with cUTI or AP. . : : : - - ’ -
complicated urinary tract infection (cUTI) or acute o _ o 374 subjects (192 for M-V; 182 for P-T) were included in the m-MITT population. Table 1. Study Drug Exposure in Subjects with Baseline Bacteremia (m-MITT Population) common b_ase“ne
pyelonephritis (AP), including cases with The study design is outlined in Figure 1. - Study drug exposure for subjects with baseline bacteremia is summarized in Table 1. e . pathogen in concurrent
. . - ota '

Methods: TANGO 1 was a Phase 3 randomized trial of M-V randomlz.edlll:l to receive eﬂ_her M-_V or P.-T every 8 hours to complete a total of 10 days of treatment. Treatment was up to response (SIRS) status, Charlson comorbidity score, and bacteremia status were summarized Patients Receiving only IV therapy In subjec 5 Wi
vs piperacillin-tazobactam (P-T) in the treatment of adults 14 days if clinically indicated in subjects with concurrent bacteremia. at baseline. The baseline characteristics of subjects with bacteremia in the m-MITT population Nean + SD o 8 (?3.40) 106 ?3_02) o7 %2_36) bacteremia.
with CUTI/AP. Subjects with CUTI/AP, with or without - If a patient met specific step-down criteria for oral therapy and had received a minimum of 15 doses of study drug, the are listed in Table 2. * All organisms in the
baCteremla requiring at_leaSt S dayS of IV treatm_ent Vyere antimicrobial agent could be switched to oral levofloxacin to Complete the lO'day total treatment. e |Inthe m-MITT group, the bacteremia status of M-V and P-T Subjects at baseline Patients Receiving IV and Oral Step-Down bloodstream were
randomized 1:1 to receive M-V (2 g/2 g via 3-hr infusion) or was similar: Therapy . : :
P-T (4 g/0.5 g via 30-min infusion) every 8 h. After 15 doses, - Within this study design, the modified intent-to-treat (MITT) population included all subjects who were screened and ' #‘Otal (Vean + SD (days) 0 5?0 26 0 721 " 0 61(% o1 eradicated in all subjects
the agent could be switched to oral levofloxacin, to complete randomized who received 21 dose of study drug (ie, M-V or P-T). o Concurrent bacteremia: M-V 6.3% (12/192) IV (Mean + SD (days)) 6.9 (1.13) 7.0 (1.41) 6.9 (1.22) with bacteremia.

- if clini indi i _ _ _ o o _ o PO (Mean # SD (days)) 4.4 (1.06) 4.6 (1.13) 4.5 (1.06)
10-day tptal treatment (up to 14_days It clinically indicated in The microbiological modified intent-to-treat (m-MITT) population included all subjects who met the MITT criteria and had P-T 8.2% (15/182)  In this post hoc analvsis
those with concurrent bacteremia). Overall success baseline bacterial pathogens of 210°> CFU/mL of urine at baseline culture or the same pathogen present in concurrent blood and P YSIS,
(composite of clinical cure and microbial eradication) rates urine cultures P 9 B P gen p * Most subjects with bacteremia had AP (92% [11/12] in the M-V group; 60% [9/15] in the P-T Exposure = last dose date of study drug — first dose date of study drug + 1, using calendar days. the overall success rates
for CUTI/AP were assessed at End of IV Treatment (EOIVT) | group) (Table 2). LV, meropenemedaborbactam; P 1. piperacii-tazobactar. in the M-V group vs the
and Test of Cure (TOC) visits by bacteremia status Figure 1. Study Schema - Escherichia coli was the most common baseline pathogen found in blood and urine cultures P-T group at the TOC
at baseline. Sereening in subjects with bacteremia (Figure 2). visit for patients with
Results: Of 550 subjects randomized, 374 (192 for M-V; Day -1 to Day 1 Follow-up « MIC values for baseline pathogens in subjects with bacteremia at baseline are summarized bacteremia and cUTI or
182 for P-T) were included in the microbiological modified in Table 3. AP were 75% and 60%,
intent-to-treat population (m-MITT popn). Five percent of _ o _ _ _ _ _ _ _ _ _ _ _ respectivel
subjects had concurrent bacteremia at baseline. The meropenem- Table 2. Baseline Characteristics of Subjects with Bacteremia (m-MITT Population) (FrlnglI:/lrlc_ar_lz_.Pl?:)e;su(TgEgnlf)’athogens Present in Subjects with Concurrent Bacteremia at Baseline P y.

' i - i ' vaborbactam ) e Findi
o 5 o o e e ha meropanem
unknown bacteremia status (2.6% [5/192]; 1.6% [3/182]) was infusion Characteristic ., M-V mP-T P < abl
similar. Most subjects with bacteremia had AP (92% [11/12] o OVer S AP 11 (91.7) 9(60.0) 20 (74.1) 5 15 Vabor_baCtam IS able to
for M-V; 60% [9/15] for P-T). Overall success rates by = (10(F))Ir?ICLeR?NS Toc LFU cUTI 1(8.3) 6 (40.0) 7 (25.9) = effectively treat subjects

i Subjects with: : With removable source of infection 0 (0.0) 3 (20.0) 3(11.1) 3 '
bacteremia status at EOIVT and TOC are presented. : = over 30 min) EOIVT 7d(x2) 14 d (£2) With non-removable source of infection 1(8.3) 3 (20.0) 4 (14.8) @ 10 with ConC_urrent ]
* CUTIorAP N >15 |V EOT ost- | £ 10 bacteremia associated
Overall Success by Timepoint (m-MITT population) . Requiring >5 d I= (_ZIOSGS Day 10 P post- Age (y): mean (SD) 55.3(20.7) 58.7 (15.9) 57.2 (17.9) GE) i .
IV treatment S A S0l EOT No. 265 y 5 (41.7) 5(33.3) 10 (37.0) - with cUTI or AP, which
EOIVT TOC 5:% i il Gender, female 10 (83.3) 12 (80.0) 22 (81.5) § occurred in 7% of study
M-V (N=192)  P-T(N=182)  M-V(N=192)  P-T(N=182) 4 4/0.5 g g8h via IV S, wlis 9 (75.0) 14 (93.9) 23 (85.2) s subjects with a baseline
infusi Creatinine cl L/min): SD 68.1 (26.6 73.3 (24.8 71.0 (25.3 - i
E':;i?gig 10/12,83.3%  15/15,100%  9/12,75.0%  9/15, 60.0% ovlgruiscl)or?“n rea '“Tﬁifﬁ;as%ciﬁfmiﬁnm) EEN (1) . (3(3_ 3)) , (2(0_0)) : (2(5_9)) é 2 , . urinary pathogen.
; ; 0
gbsf”rciff 174/175,99.4% 153/164,93.3% 131/175, 74.9% 118/164, 72.0% 250 mi_IV NS Dlabetes meltus - 69 © (490 129 z 0 . _ . _
acteremia ( vor 3 ) SIRS 8 (66.7) 7 (46.7) 15 (55.6) E. coli K. pneumoniae P. mirabilis
At EO!VT, the 2 lsubjects with bacteremia in the_M-V group EOIVT, end of IV treatment; EOT, end of treatment; TOC, test of cure; LFU, last follow-up. Charlson comorbidity score 23 9 (75.0) 11 (73.3) 20 (74.1) Baseline Pathogen
who did not achieve overall success were classified as Note: Subjects with bacteremia may receive treatment up to 14 days. For subjects with bacteremia, the visit window for the TOC visit is Day 15 to Di S C I O S u reS
: : : Day 23 and the visit window for the LFU visit is Day 22 to Day 30.
;anuf[es be:gu(?e study drug v_va}s p_rema’iu:elgl dISC?ntIOU?g Figure 3 outlines overall success rates in baseline bacteremic subjects at both the EOIVT and TOC timepoints.
ue to an remor in one; infusion-related reaction in the : , : : : : .
other). The bloodstream was cleared of bacteria in al Concurrent bacteremia was defined as having the same pathogen in blood and urine cultures. - In bacteremic subjects, the overall success rates at EOIVT were lower in the M-V group than in the P-T group (83.3% vs 100%). This project has been
subjects with bacteremia. * Blood and urine cultures were collected prior to randomization in order to assess concurrent bacteremia in study subjects. - At EOIVT, the 2 subjects with bacteremia in the M-V group who did not achieve overall success were classified as failures because study drug was prematurely discontinued due to an AE fund_e(_j in part by The
o : : . . . . : : : (tremor in one; infusion-related reaction in the other). In both cases, the bloodstream was cleared of bacteria. Medicines Company and
Conclusions: In this post hoc analysis, the overall success « If a blood culture was positive at baseline for an organism obtained in a concurrently collected urine sample, daily blood he D f Health
rates in the M-V group vs the P-T group at the TOC visit for cultures were collected until the first negative blood culture (culture reading at 24 h or more). Additional blood cultures were * At EOIVT, the bloodstream was cleared of bacteria in all subjects with bacteremia. the Department 0 ealt
patients with bacteremia and cUTI/AP were 75% and 60%, collected at the investigator’s discretion. . Overall success rates at TOC were higher in the M-V group compared with the P-T group (75% vs 60%). anq Human Ser\{lCeS,
respectively. All organisms in the bloodstream were o S _ _ _ _ _ _ _ _ _ _ _ _ _ _ Office of the Assistant
eradicated in all subjects with bacteremia. Findings suggest * Minimum inhibitory concentration (MIC) values were assessed for M-V and P-T using blood isolates from subjects with - Lower overall success rates at the TOC timepoint vs the EOIVT timepoint were driven by recurrence of baseline organisms in the urine. Secretary for
that M-V is able to effectively treat subjects with concurrent concurrent bacteremia. P dy g
bacteremia assoclated with cUTI/AP. The primary efficacy endpoint was the proportion of subjects in the m-MITT population who achieved overall success at the end Figure 3. Overall Success Rates by Bacteremia Status at EOIVT and TOC (m-MITT Population) Table 3. MIC Per Baseline Pathogen in Subjects with Baseline Bacteremia (m-MITT Population) repare n-es_s an _
of IV thera EOIVT) visit. MIC (ug/mL) of Antimicrobial Agent Response, BlOmEdlcal
py ( )
100.0% M-V mP-T . Advanced Research and
, , : : .. 100% Antimicrobial Agent
« Overall success was defined as a composite endpoint that required a clinical outcome of Cure or Improvement and a Baseline Pathogen | Authori
icrobiologic outcome of Eradication 83.3% Development Authority
BaCKg Yrou nd micro 9 ' 80% 75.0% Meropenem-vaborbactam (BAR DA), under
- Aclinical outcome of Cure at EOIVT was defined as the complete resolution or significant improvement of the baseline signs o 60.0% E ;‘r)]'éémggiae (N=2) fg'gg m Contract No
. and symptoms of cUTI or AP. Improvement was defined as the lessening, incomplete resolution, or no worsening of baseline ° _ — = — '
Meropenem VaborbaCta}m (M V)is a n_ew_beta clinical signs and symptoms of cUTI or AP, but continued IV therapy was warranted. 40% PIperag”clgﬁag\lozbgtam 2 1-32 H.H80100201400002C
lactam/beta-lactamase inhibitor combination K. pneumoniae (N=1) > NA with Rempex
being developed to treat serious gram-negative ﬁ:gfrcorﬁg)rlizglc outcome of Eradication was defined as a reduction in baseline bacterial pathogen(s) to <10* CFU/mL 0% P. mirabilis (N=1) <0.05 NA Pharmaceuticals, a
infECtionS, such as Complicated urinary tract ( ). . L\Iot?: é)nl_)t/hdtar\]ta from_ft_)I(:jod c;glt_tjreigrle incIL:ded. N refers to the number of isolates recovered in subjects with baseline bacteremia WhO”y_O\Nned su bsidiary
. . - H : H % reated wi € specitied antimicropial agent.
|nfeCt|On (CUTl) or acute pye|0nephr|t|s (AP)’ - A key Secondary endpomt was overall success at the test of cure (TOC) t|mep0|nt. EOIVT TOC *Where the numbir of isolates equals 1 (gNzl), the individual MIC value is provided. Where N=2, the median MIC value is provided. Of The Medicines
. . . . . i i **Range is provided for baseline pathogens with 22 isolates.
including cases with concomitant bacteremia. This post hoc analysis assessed overall success rates for cUTI/AP at EOIVT and TOC visits by bacteremia status at baseline. Timepoint MIC, minimum inhibitory concentration. Company.
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