A Exploration of a Potential DOOR Endpoint for Complicated Intra-Abdominal Infections Using Nine Registrational Trials for Antibacterial Drugs

T. Kinamon'23 R. Gopinath’, U. Waack', M. Needles’, D. Rubin’, D. Collyar?, S. Doernberg®, S. Evans®’, T. Hamasaki®’, T. Holland?8, J. Howard-Anderson’°, H. Chambers >, V.G. Fowler, Jr.27, S. Nambiar’-10, P. Kim', H. Boucher’10

'Center for Drug Evaluation and Research, US Food and Drug Administration, 2Department of Medicine, Duke University Medical Center, 2Oak Ridge Institute for Science and Education, US Department of Energy, “Patient Advocates in Research, ®Department of Medicine, Division of Infectious
Diseases, University of California San Francisco, Biostatistics Center, Department of Biostatistics and Bioinformatics, Milken Institute School of Public Health, George Washington University, “Antibacterial Resistance Leadership Group, 8Duke Clinical Research Institute, °Department of Food and Drug Administration

Medicine, Division of Infectious Disease, Emory University School of Medicine, ®Johnson and Johnson, "Tufts University School of Medicine and Tufts Medicine 770-846-2752
Tori.Kinamon@fda.hhs.gov

This poster reflects the views of the authors and should not be construed to represent FDA's views or policies.

Introduction

Results: Component Analysis

Results: Derivation of clAl-specific DOOR Endpoint

Desirability of outcome ranking (DOOR) utilizes an ordinal ranking system to  Table 1. clAl-specific DOOR Endpoint

: . . : . : : Lo Trial A ility (95% Trial B
evaluate global outcomes in clinical trial participants by incorporating safety = component Definition DOOR Alive? ¥ of DOOR Probability (95%Cl) Tral2 - poor probabily(9s%c Trial B
and efficacy assessments into a single endpoint. Here, we derived and Events Rank Component DOOR 50.3% (47.3% 53.5% —e—i  48.3%(44.5% 52.5% ———
. : : . : . . ? DOORC t | |
applied a DOOR endpoint to registrational trials for complicated intra- Absence of Includes outcomes of clinical failure or Events DTIBRERS
abd Ominal infection (CIAI ). Clinical |ndeterm|nate as assessed by the Investlgator Absence of Clinical Response 17.9% (44.5%,51.3%) |_._| 47.7% (44.8 /0,50.5A)) |_._|
Response at the TOC visit. If the participant was reviewed ICs 52.3% (49.0%, 55.6%) —e—i  49.6%(47.3%,51.8%) —e—
by the SRP, the SRP’s clinical assessment Procedures 49.8% (46.4%, 53.2%) |—0—| 50.4% (47.5%, 53.4%) |—0—|
prevails. 0 Yes 0of 7 SAEs 49.9% (46.5%, 53.2%) |_._| 47.9% (45.8%, 49.9%) r—o—r
. . .. Infectious Newly identified infection that was not initially 1 Yes 1of 7 Death 49.4% (46.2%, 52.7%) +—0—| 49.8% (48.7%, 50.8%) HH
Application of a priori DOOR prototype Complications diagnosed at the start of the trial, including 0% 56% 50% 0% 56% 50%
— — those related and unrelated to the original 2 Yes 20of7 Study treatment «— Study treatment Study treatment «— Study treatment
FDA identified Utilized clinical ~ — clAl undesirable desirable undesirable desirable
6 NDAs for Nine clinical data to evaluate Clinical response : Figure 3. Forest plot of the DOOR probabilities for DOOR and for each DOOR component. Trial A has no significant
: trials (n=5022 : . Procedures Any additional abdominal intervention, to 3 Yes 3 of 7 differences between treatment arms in the component analysis (Left). The study treatment was shown to be nominall
clAl submitted » components of | — Infectious complications (ICs) : . T oo e S e oo > TomP v y y
between participants) 3 pI’iOI’i DOOR include surg|ca|, percutaneous, or statistically inferior for SAEs in Trial B (Right).
2005-2019 prototype Serious adverse events (SAEs) endoscopic procedures, that the participant 4 Yes 4 of 7
T has after their first operation for clAl. :
— — , , _ P 5  Yes 5 of 7 Results: Summary
Derivation, Application and Analysis of clAl-specific DOOR Endpoint Any post-operative wound related surgical
 Created and applied clAl-specific endpoint or percutaneous intervention that the 6 Yes 6 of 7 « Participants with poorer clinical outcomes experienced more infectious
participant has atter their first operationfor complications, serious adverse events and procedures (Fig. 1)
clAlL 7 Yes 7 of 7 ’ - 1)
* ASS'Qned each trial pamC'pant a DOOR rank Serious adverse Includes SAEs as defined by the Code of 3 No Any o _ - o
events Federal Regulations 21CFR312.32a b * The a priori DOOR prototype was modified to capture additional clinically
° For each trial, estimated the DOOR probab|l|ty Of a more deSirable rank *Blue, bolded text indicates modification from a priori DOOR prototype. 2Any medical event that: 1) results in death, 2) is life-threatening, 3) relevant events eXperienced by trial par‘tiCipantS (Table 1 )
. . requires inpatient hospitalization or prolongation of existing hospitalization, 4) results in persistent or significant disability/incapacity, or 5) is
in the treatment arm, and assessed treatment effects on endelnt a congenital anomaly/birth defect. PIf a serious adverse event is also in the infectious complication component, this will count as two events
for the DOOR rank. Abbreviati : TOC, test of ; SRP, Surgical Review Panel; clAl, licated intra-abdominal infection; SAE, . . . . . . . .
components sorious adverse event;, DOOR. Desirabiity of Outcomo Rarking, et e eRarTis e - DOOR distributions between treatment arms were similar within trials,

though they differed across trials (Fig. 2).

Results: Participant Experiences by Clinical Response Results: DOOR Distribution Using clAl-specific Endpoint

« Component analyses enabled more detailed evaluation of risks vs.
B Alive with no events benefits between treatment arms (Fig. 3).
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