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coﬁq\’;iiﬁ;no;f Infrastructure & Oversight _ * Emory Winship Cancer Institute
Many  promising  agents  or interest The PRE-ISPY trial was envisioned as part of the growing I-SPY network of trials, * Sponsored by Quantum Leap Healthcare Collaborative (QLHC) * 7 Main Sites, 2 Satellites Activated « Moffitt Cancer Center
combinations regimens relevant to f 1_ leveraging its efficiencies in streamlined regulatory pathways and trial design * Established site network, US only _ _ _ * 12 New Site Activations In Progress * University of Alabama Birmingham Comp. Cancer
breast cancer and other solid cotony o et | [ insutmicient | processes, including contracting, activation, enrollment, data gathering and analysis. * PRE-ISPY uses a master protocol to evaluate multiple regimens in parallel Center . .

- - . . : o : - - - » Standardized process to implement regimens or arms when proposed by industry or * University of Minnesota Masonic Cancer Center
malignancies lack sufficient clinical cancer efficacy The goals of designing the PRE-ISPY trial were to support investigators and industry - vestigat « University of Chicago Comp. Cancer Center
information for use in the Phase IA partners in meeting safety and preliminary efficacy qualifications for phase IlI/IlI mves_ 'gators _ + University of Colorado Comp. Cancer Center

, , complated? . . . y . L Centralized Operations . Universitv of Texas MD And o Cont
neoadjuvant setting. To enable studies and gathering translational data to identify the optimal clinical development ] : . o niversity ot fexas nderson Lancer Lenter
, Phase IA to be ti : timelv fashi Th : : f the trial i q * Centralized contracting (cost analysis, budgeting, industry contract management) :
accelera‘Flon _Of drug develop.mlent pw—— hES completed Se_'hg In a tUmely fashion. 1h€ primary aims o € lrial are 10 assess drug  Centralized and unified process for study activation (IRB: Wake Forest; SRC: UMINN) Upcoming Sites
by reducing time and cost of clinical [sufficient | e pr— o] toxicity/safety, to determine the Maxwpum Tolerated Dose gMTD) gnd Recommended « Centralized coordination of data management with remote and real-time EDC « City of Hope Comp. Cancer Center
trial plqnp!ng and conduct, the arean el icacious? |—] Phase 2 Do§g (RP2D), tg evaluate prgllmlna.ry treatme.nt. .efflcacy. via Qvgrall Response « Centralized coordination of drug management + Columbia University
Phase | initiative PRE-ISPY Program [ VEs/Possibly | Rate and Clinical Benefit Rate; and biospecimen acquisition, while gaining experience « Open and frequent communication with pharma partners on all key decisions : gigtrmgtl:)t\:,mncs:&zrrgfn(t;rm o Conter
was created. — |spvlp with the drug/regimen in patients with advanced/recurrent solid malignancies. Arms Data & Safety Management . MayogCIinic: Arizona Kﬂinneg(')ta Florida
Tepypr are independent and may have additional specific aims. Sample size depends on the « Study data (EDC) - NYU Langone Health
_ arm design, number of dose-finding cohorts, and number of expansion cohorts. The » Safety (Safety DB) and DSMB + Penn Medicine Abramson Cancer Center
|Saf;a“d Eff'ca‘l:”“s"’ | minimum sample size for an arm is 15 patients, with no maximum. Study arms include * Biospecimens (LIMs) - RW) Barnabas Health Rutgers
[ ves | [[no }—{ Case closea dose finding (Part 1) and dose expansion (Part 2) components. Part 1 is optional if Logistics & Biobanking L%Zgg‘gnféatgaﬁzgr ggrﬂzr Cancer Center
| 4 MTD and RP2D have already been established. Each study arm may have specific * Drugand lab kit shipments are coordinated via a unified logistics system + Vanderbilt-Ingram Cancer Center
Phase 2/3 trials _ | criteria for transitioning from Part 1 to Part 2. Pre-specified exploratory and qualifying * Centralized biobanking infrastructure for consistency in sample handling and storage « Washington University St. Louis

I-SPY 2 Eligibility

i i : et transcriptomic, proteomic and phosphoprotein biomarkers will be analyzed. General eligibility includes adults with advanced/metastatic or recurrent solid tumors
Figure 1: PRE-LSPY study rationale : g:)sr:Zany sponsored trials adequate performance StatUS, and Organ function , TI M ELI N E AN D TA RG ET M I LESTO N ES
* Arm-specific criteria detail additional requirements for tumor histology, treatment history, Investigator Meetings between Meetings between chaperones Site training
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T ti d th . ] Program Transition Pathways %
PART 1 PART 2 wo active and three upcoming arms: « Graduation of a PRE-ISPY regimen to I-SPY2 (neoadjuvant breast cancer trial) or K-SPY . et ;s weoks Howeeks 3.4 weeks 1 week
DOSE DOSE PRE1 ALX148 + T-DXd in T-DXd naive HER2+ and HER2low metastatic breast cancer (colorectal trial) is not mandatory s ez verson Reguatory Regulatory enralled
FINDING EXPANSION PRE2 Zanidatamab + Tucatinib in T-DXd previously treated, HER2+ metastatic breast Trial Activation & Site Network S’ o, it paea SN ) AN priam
anidatama ucatinib in 1- previously treated, Metastalic breas * The PRE-ISPY trial was activated for enroliment in Feb 2023
v’ Escalation or de-Escalation /At least one cohort expands in cancer + As of November 2025, seven main sites and two satellite sites are activated, with twelve Z?l |
j m numger O; dgse. I?Vte Ist. breast cancer PRE3 Vidutolimod + Cemiplimab in patients with HER2 negative breast cancer additional site activations planned from Q1 2026 to Q4 2026 Agents Committee
number of administration . . . . * All sites are academic centers affiliated with NCI-Designated Comprehensive Cancer . . .
v
schedules to be tested N Eu:jntier i’f f;\)dm|n|str3t|gn PRE4 Undisclosed regimen Conters Unique and efficient infrastructure
v’ This PART is not mandatory schedules fo be expande PRE5S Undisclosed regimen * From accepted LOI to full protocol: 3-5 weeks

* Final protocol version to study arm activation requires 6-9 weeks
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Figure 3: Plug and play into the neoadjuvant I-SPY 2.2 study Figure 4: Plug and play into the K-SPY study research.

Figure 2: PRE-I-SPY study schema Example of I-SPY-P1 study design with potential Arm designs
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