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Abstract | Methods || Results

Introduction

Meropenem-vaborbactam (M-V) is being developed to treat TANGO | Shase 3. multicenter. double-blind. randomized stud uat - Baseline demographics in subjects with renal impairment (CrCl <50 mL/min) from both * In TANGO II, subjects with renal impairment (ie, CrCl <50 mL/min) Table 3. Efficacy Outcomes in Subjects with Renal Impairment,

serious gram-negative infections, which often occur in patients was a Fhase o, muiticenter, doubie-biind, randomized study €vaiuating TANGO | and Il in the modified intent-to-treat (MITT) population are shown in Table 2. had lower clinical cure rates across all infection types at EOT TANGO | and I

with renal impairment. Studies of some recently approved beta M-V vs. piperacillin-tazobactam (P-T) for the treatment of complicated urinary In TANGO |, 67 subjects (31 M-V, 36 P-T) had renal impairment (MITT) compared with subjects with normal renal function, though the

. - . . . . . O : — : — . y _ _

actamase inhibitor combination products reported recuced tract infection (cUTI)/acute pyelonephritis (AP) (Figure 1), g A number of subjects with impaired renal function was small (n=9 EREE EREe R

clinical response in patients with renal impairment. The purpose | o In TANGO ll, 19 subjects (10 M-V, 9 BAT) had renal impairment (MITT). ! YRY, p.T YRY, BAT

of this study was to compare clinical response in patients Figure 1. Study Schema for TANGO | MCRE-MITT). _ _ _ _

enrolled in M-V Phase 3 studies. » In subjects with and without renal impairment in TANGO |, clinical e el " "

_ J | | P  © Endpoint nIN’ (%) nIN’ (%) nIN’ (%) nIN’ (%)

Methods Da“;’cﬂefongfyl Follow-up cure at EOT was numerically higher among M-V-treated subjects Clinical Cure

TANGO | was a Phase 3, multicenter, double-blind, randomized ' : - - : . - ' '

study evaluating M-V vs. piperacillin-tazobactam (P-T) for the Table 2. Baseline Demographics in Subjects with Renal Impairment, TANGO | and I than BAT-treated subjects (Figure 4, Table 3). EOIVT/EOT | 17/21(81.0) | 15/21 (71.4) 2/5 (40.0) 1/4 (25.0)

treatment of complicated urinary tract infection (cUTI) or acute 21 1 el (MITT/Safety Population) « Efficacy outcomes in subjects with renal impairment (CrCl <50 TOC 17/18*(94.4) | 19/20* (95.0) 1/4* (25.0) 0/4 (0)

pyelonephritis (AP). TANGO Il was a randomized, open-|abel s TANGO | TANGO II mL/min) in TANGO | and Il are shown in Table 3. Microbiological Eradication/Curef

trial of M-V vs. Best Available Therapy (BAT) in patients with o i EOIVT/EOT | 21/21 (100.0 19/19 (100.0 5/5 (400 1/4 (250

serious Infections, including cUTI, AP, HABP/VABP, bacteremia, Subiects with. = Lop'aceno . U= M-V P-1 Total Yo BAT Total (100.0) (100.0) (49.9) (25.0)

or clAl, due to known or suspected CRE. M-V dosage was . ucjlj'cl:'li):‘NjAP. 2 L e o 7 days 14 days N=31 N=36 N=67 N=10 N=9 NEHL TOC 13/18* (72.2) | 14/19 (73.7) 0/4* (0) 1/4 (25.0)

gdjlrJ]Steddi_n pact)ients with creatinine cleadr ancesd§50 me/minI'in R —— = SV M by éiif;yos% ™~ éf)zs ) Characteristic n (%) n (%) n (%) n (%) n (%) n (%) Overall Success (TANGO | Only)

oth studies. Outcomes were compared according to baseline I/ treatment IS P-T ' '

renal function calculated using the Cockcroft-Gault equation. il \ 45998 vialVinfusion CUTIAP 31 (100) 46 (100) 67 (100) 8 (80.0) > (55:0) 13 (68.4) Figure 4. Clinical Cure Rates Across all Infection Types by Timepoint in EOIVT 21/21 (100.0) | 20/22 (90.9)

- ’ . HABP/VABP NA NA NA 0 (0.0) 1(11.1) 1(5.3) Subjects with Renal Impairment, TANGO Il (nCRE-MITT) TOC 13/21 (61.9) | 14/22 (63.6)

ESUILS _ _ (253\/@:—3'\‘)'\'5 CIAl NA NA NA 0 (0.0) 0 (0.0) 0 (0.0) *N’ <N indicates subject/s was not assessed/indeterminate/censored.

In TANGO 1, 374 subjects had a baseline pathogen and were Bacteremia NA NA NA 2 (20.0) 3 (33.3) 5 (26.3) + Microbiological eradication is shown for TANGO I. Microbiological cure (eradication + presumed

iIncluded in the m-MITT population, and in TANGO II, 43 subjects EOIVT, end EOT, end of treatment: TOC, test of cure: LFU, last follow-up. ' ' ' g M-V 4 BAT eradication) is shown for TANGO II.

had a baseline CRE organism and were included in the mCRE- Age (y): mean (SD) 69.7 (15.33) | 68.1 (15.71) | 68.9 (15.44) | 74.4 (10.35) | 66.4 (11.65) | 70.6 (11.43) 100 - ]

MITT population; 43/374 (11.5%) and 9/43 (20.9%) subjects had > 65 years

a baseline creatinine clearance (CrCl) <50 mL/min, respectively. « TANGO Il was a randomized, open-label comparative trial with best available Gender, female 22 (71.0) 21 (58.3) 43 (64.2) 5 (50.0) 1(11.1) 6 (31.6) 80 - (71%%

. . . . . . . —~ 68.2%

Outcomes by treatment group at the End of IV Therapy (EOIVT) therapy (BAT) in subjects with cUTI, AP, hospital-acquired/ventilator-associated Race, white 29 (93.5) 31 (86.1) 60 (89.6) 10 (100.0) 8 (88.9) 18 (94.7) S (15/22)

were assessed; overall success (clinical cure and eradication) in bacte_rlal pneumonia (HABP/VABP), bacteremia, or complicated intra-abdominal CrCl (mL/min): mean (SD) 401 (6.57) | 39.5 (6.86) 39.8(6.68) | 26,5 (14.82) | 37.4(10.14) | 31.7 (13.68) TR

&Hgg :Iand clinical Olétcome across all infection types in iInfection (clAl) due to known or suspected CRE (Figure 2). <50 mL/min S

are presented: - c 44.4% 44.4%
Diabetes mellitus 6 (19.4) 11 (30.6) 17 (25.4) 5 (50.0) 3 (33.3) 8 (42.1) D ?29;/; (4/9) (4/9)

Table: Outcomes at EOIVT* by Baseline CrCl - = 40 - . .

g Figure 2. Study Schema for TANGO II SIRS 9 (29.0) 12 (33.3) 21 (31.3) 5 (50.0) 4 (44.4) 9 (47.4) D 2504 2500 + Based upon observations from the TANGO studies,

_ Charlson Comorbidity Index | 0 g0 o | 41 (gg.1) s088.0) | 10(2000) | 9(1000) | 19(200.0) (14 (1/4) 11.5% of patients with cUTI have underlying renal

Overall Success at EOVT e ety " Score >3 20 - Impairment; this incidence Is doubled (21%) In patients

Baseline CrCl M-V P-T M-V BAT 0.0 with CRE infections.

. 3 ] 0 0 (0/4)

>50 mL/min 166/169 (98.2%) 148/157 (94.3%) | 15/22 (68.2%) 419 (44.4%) . . O : : :

<50 mL/min 21/21 (100%) 20/22 (90.9%) 215 (40%) 1/4 (25%) M-V | * :‘gs-rpélgﬁvce)ll and ”1 the efﬁcacy pOpU|at|0n was 374 (m'MITT) and 43 (mCRE'MITT)’ End of Treatment Test of Cure* End of Treatment Test of Curet e |n TANGO |’ overall success at EOIVT and TOC were

*EOIVT=EOT in TANGO Il because there was no oral therapy SHLSES WL % 20 sion P Y | | CrCl <50 mL/min CrCl 250 mL/min similar between treatment groups regardless of

The outcomes for P-T in TANGO | and M-V in TANGO | and Lo S overst o oy o o INTANGO |, 43/374 (11.5%) had a baseline CrCl of <50 mL/min. baseline renal function

- - . = Day 1 == /days === 14 days _ _ : : : : .

TANGO Il were comparable in subjects with baseline CrCl >50 . Unep g Shm?u?h (22 days) (=2 days) o In TANGO lII, 9/43 (20.9%) had a baseline CrCl of <50 mL/min. Tr%zldlgj'z(c::ttsmir:rlﬁeMl\-/IVVa;Tva?/zrlg(ijr?(;zrtrenrlrrr]]?rgz/t r;?rt] 3S§§:§§ge%t;qr%c

- - ith M- i : - 5 ay 7 (up post- post- . . . . L . e . - - .
Lno%?g:; ?ostﬁgsrgl_élr:)nsl.g-rvgélj gg??meescvgﬁ?rgf r\e/gvlvn?reig Ii?\hsgch Known of suspected | o [Bey 14) » Overall success (clinical cure+microbiological eradication) by timepoint in TANGO | subjects ! * In TANGO II, M-V clinical cure rates at EOT were
study. 19100 EeweEs o CN2 = with renal impairment in the m-MITT population is presented in Figure 3. Efficacy at EOIVT lower In patients with renal impairment vs. those with
| among subjects with CrCl <50 mL/min requiring a dose adjustment of M-V or P-T was no renal impairment but remained higher in the M-V

IC?CT)AHN%%JISIOdrrISM Yo o o comparable to subjects not requiring a dosage adjustment (ie, CrCl 250 mL/min). | | | | | arm than the BAT arm.

IOnatients Withagase,”ne- Cfc:|lc<a50g r?] o re(\;v:l:}?i :é)r;rlzﬂar\fjl dg ;2 EOT, end of treatment; TOC, test of cure; LFU, last follow-up. o Success rates >90% were demonstrated across both study arms at EOIVT, regardless ¢« A symma}ry of adverse %vents N subje((:jt_s Wlthb:renal iImpairment (CrCl <50 | | |

diustment and those with baseline Crel =50 mL/min. of presence/absence of renal impairment. mL/min) in TANGO | and Il is presented in Table 4. « There is no evidence of decreased safety associated

Table 1. Dose Reduction Scheme for » Overall success (clinical cure and with M-V In patients with renal impairment.
Renal Impairment microbiological eradication) in

TANGO | and clinical outcome | | - | | | M-V is a safe and effective treatment for serious gram-

i e across all infection types in F'gk/{ﬁ_.?_' Overall Success by Timepoint in Subjects with Renal Impairment, TANGO | Table 4. Adverse Events in Subjects with Renal Impairment, TANGO | and | negative infections in renally impaired patients when
B k d Crel (mLfmin) TANGQ Il were co_mpared (M- ) M-V JP-T the dose Is adjusted as recommended in the USPI.
dACKJgroun according to baseline renal TANGO | TANGO Il
function. 100 98.2
(21/21) 2 94.3 M-V P-T

» Meropenem-vaborbactam (M-V; VABOMERE) was =250 29 - 29 g8h . Baseline renal function was 100 - 20122) (657169) 1 48/157) N2t N2 |
developed to treat serious gram-negative infections, culated with th Kerof 75.7 c % Y Disclosures
which often occur in patients with renal impairment. >30 - 49 1g - 1g g8h (éa ClIJt are ‘{‘_"t the Cockeroft- S 80 - o 128/169) 718 Ve n 00 n (0

_ _ < 61.9 . : : : ..

» Studies of some recently approved beta-lactamase auit equation v (13/21) (15/23) TEAES 15 (48.4) 15 (41.7) 8 (80.0) 8 (88.9) This project has been funded in part by The Medicines
inhibitor combination products reported reduced 220 — 29 1g-1gqlzh - In both studies, those requiring g 60 - Study drug related AES 3(9.7) 5 (13.9) 3(30.0) 3(33.9) Company and the Department of Health and Human
clinical response in patients with renal impairment. continuous renal replacement = y s ' ' ' ' Services; Office of the Assistant Secretary for

» The TANGO (Targeting Antibiotic Non-susceptible 210-19 500mg - 500mg q12h therapy were not eligible and M-V o 40 - Serious AES 3(9.7) 3 (8.3) 6 (60.0) 4 (44.4) Preparedness and Response; Biomedical Advanced
Gram-negative Organisms) trials were Phase 3 clinical dosage was adjusted in subjects q P r—— Research and Development Authority (BARDA), under

- a . .. "
f\/lr'a\'/s.des'gned 0 .er‘]’ aluate thtf Safe.tyl f”‘r]ld efficacy of <10 500mg - 500mg g24h with creatinine clearance (CrCl) 20 - discont?ni;ﬂgno = 1 (3.2) 4 (11.1) 3 (30.0) 1 (11.1) Contract No. HHS0100201400002C with Rempex
"V In patients with serious bacterial infections. Al doses infused over 3 hours. of <50 mL/min. Dose reduction in Pharmaceuticals, a wholly-owned subsidiary of The

. !—Iere_we report cllnlc_al response of s_ubjects with renal ?esctéti)ic;?avlyé?saarl?es;!l:?vtv?ge%rgrlvjégkmL/min were required to renal dosing of M-V is shown in 0 - e Tremtmon o — T —— o — . Drug related deaths 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) Medicines Company and Agreement No.

Impairment enrolled in the TANGO trials. q8h = every 8 hours; q12h = every 12 hours; q24h = every 24 hours. Table 1. _ . HHS0100201600026C with The Medicines Company.
TANGO | only included patients with CrCl =30 mL/min. CrCl <60 mL/min CrCl 250 mL/min
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