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IMPROVE - AD Hypothesis

In patients with UTBAD, upfront TEVAR is superior to SOC of
medical therapy + TEVAR and/or Open Repair when needed

IMPRoving Outcomes in Vascular disEase
Aortic Dissection
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uTBAD within 48h-6 weeks of index admission

Nati art, Lung, at 60 sites in North America ,’m
m)“""““"’“ et Inclusion criteria: » Age >18 years old e Stanford Enro ent

type B AD without rupture and/or malperfusion

1100 PATIENTS, RANDOMIZE 1 | 600 pants enrolled I} Canadian sites pending se1
3 US sites pending 537
Site collects: Baseline history & dissection-related 500
data, in-hospital outcomes CON: MT with
’N‘l/l-' A;” with DCRI collects: Medical events for outcome TE‘\?/AR/QI_afen 400
ipfront i dicati epair i
TEVAR ) adjudication ) Needed IMPROVE-AD Enrollment Curve
Patients collect: Blood pressures with home 300
Bluetooth-enabled® blood pressure cuff
200
Primary Endpoint: 4-year endpoint of all-cause mortality,
major aortic complications-MAC (Time to Event) 100
Secondary Endpoints: Quality of Life (multiple tools), CV hospitalizations, CV death, 0 < 11z
Components of primary outcome, Safety composite of mortality, stroke, paraplegia/paraparesis, 2 B 5 33
new dialysis, vascular access injury requiring surgical repair, aortobronchial/aortoesophageal R

fistula, retrograde type A dissection, and secondary percutaneous interventions after TEVAR
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134 - KECK MEDICAL CENTER OF USC

149 - UNIVERSITY OF TEXAS HEALTH HOUSTON
159 - SENTARA-EASTERN VIRGINIA

132 - HENRY FORD HEALTH SYSTEM

141 - SPECTRUM HEALTH & COREWELL HEALTH
112 - UNIVERSITY OF PENNSYLVANIA

113 - OREGON HEALTH & SCIENCE UNIVERSITY
131 - HARTFORD HOSPITAL

172 - UNIVERSITY OF MINNESOTA

Enroliment Leaderboard

161 - MAINEHEALTH |

Sites With 0 Enrollments

Site PI Site # Site Name Activation Date  Enroliment
Philip Batista 146 Cooper University Hospital 514/2024 0
Matthew Eagleton 147 Massachusetts General Hospital ~ 7/23/2024 0
Apf)stolos 105 Stony Brook University Medical /1212024 o
Tassiopoulos Center
Matthew Menard 7 Brigham and Women's 7/8/2025 0
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Inclusion Q2 2023- Q4 2025 Total 132
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Screening

REASONS FOR SCREENING EXCLUSION (YTD TOTALS BY CATEGORY)

Overall Assessment

« Enroliment challenges: 8-9 pts/month over summer months

« Enrollment rate of 15 pts / month preserves power with study extension of 12
months

* Replacement of low performing US sites and activation of Canadian sites will
increase enrollment to at least 15 pts / month

+ No new science

+ Remain confident we will provide definitive outcomes for trial hypotheses
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Response to DSMB Recommendations Steps Taken to Improve Enroliment

Assumed Enrollment =15/ mo

Current Enrollment = 911/ mo o | p | Improving “Conversion” from Screened to Enrolled:
Scenario A e Y « Sharing of best practices from high enrolling sites on
(current timeline) S — investigator and CRC meetings
cast enroliment. Mar 2026 e ||| ||| e S . ° ) o o .
Last follow-up: Dec 2029 EreCe) || ARE || cowty || A5 || sy || A06 « Creation of Best Practices Pocket Card with input from patient
Scenario B Rosonteas10% | Scens:con | Aouie10% | Scen®: 51 | Absote a10% | Scensiame engagement group
o 12 month Reimve 3% | ScenC:77% | Relsives 25% | Seenc:an | Relatved 20% | scenc: 0% ' g
e LZZt enrollment: MaT;gzg <) 18%vs30% | Scenm7s% | 28%vsao% | scenmes% | 3sMvssox | scenaeon + Recruitment Videos
Last follow-up: Dec 2029 Tt | oo | Rttt | Sommtrom | nemtva 2 | soom e
Scenario C scactornis v | oo o | | Scom || amenn s | ‘Somm a6k
extend and follow- Nelave a7 | Scencioms | Relaiven: 35% | senciosw | Relatwed: 288
up 12 months) 10%va30% | scenmcosn | 2e%vason | scemmsow | sawveson | scennasw
T iment: Mar 2029 Absoune 4 16% | Scon:06% | Absotte s 26% | Seen 8:51% | Ausotne 26

Relatve :53% | scenc:>99% | Relatvenaon | scencion | melatven:azn | scencisen
Last follow-up: Dec 2030
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Protocol Deviations So... what have I learned?
N o « Trials take time and many villages
. . lumber . n
Types of Protocol Deviation* Participants « Culture: Institutional, society, personal
Consent error (missing ICF) 1 « Talks on trials are last in sessions, remote room, attended by the few
Randomization timeframe error (randomized prior to 48 hr 5 + COI Industry pays SVS > SVS members > committees to push
enroliment window) industry talking points
TEVAR completed outside of protocol timeframe in INV group 3 * Most surgeons do not know the difference between a trial, a registry,
: an observational study or even case series
TEVAR not completed in INV group 10

Surgeons have no idea what it takes to get a trial funded by NIH;
Some think it is the same as RO1

* data as of Sept 15,2025 | || | ||
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