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	Technical FAQs

	Applicable RFS
	Question
	Answer

	Applies to Both
	What data formats and standards do the ARPA-H Data Repository require? Are there specific ontologies, file formats, or metadata standards that teams should plan to use? 
How does your repository de-identify personal information, including identifiers such as GPS data or autography?

	Data formats and standards will be provided in forthcoming Standard Operating Procedures, developed in collaboration with the ARPA-H Data Repository partner.



	Applies to Both
	How extensively should teams engage with the FDA during the 24-month performance period? Is ARPA-H expecting performers to conduct formal pre-submission or pre-IND/pre-IDE meetings, or is the development of a comprehensive FDA engagement strategy adequate?
	EVIDENT awards do not require engagement with the FDA during the 24-month performance period unless the FDA requires it of performers (e.g., TA 4 teams may need FDA approval to collect additional, supplemental data in the context of registered clinical trials). Development of a comprehensive FDA engagement strategy is not required.

	Applies to Both
	Is prior human evidence of safety and rapid clinical benefit a strict requirement?
	Prior evidence of safety in humans is required (ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges). Please see Amendment 1 to RFS ARPA-H-CXHUB-26-109 regarding rapid clinical benefit for TAs 1-3. Rapid clinical benefit is a strict requirement for TA 4 (ARPA-H-CXHUB-26-110 (TA 4), Section 3. Eligiblity Criteria Matrix).

	Applies to Both
	Are you interested in Alzheimer's disease and other dementias? 
	Behavioral health conditions of interest include anxiety, depression, substance use disorder, and posttraumatic stress disorder (PTSD), but others may be considered. See ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges.

	Applies to Both
	Will there be a teaming site set up similar to prior ARPA-H programs? 
	No, but teams will have an opportunity to meet during Proposers' Day, and there will be a series of lightning talks for teams to present their capabilities to potential collaborators.  

	Applies to Both
	Do you have ongoing clinical trials currently that, with this solicitation, you are looking for proposers to augment? 
	ARPA-H does not have ongoing clinical trials.  See ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.5 Expected Deliverables/Milestones.

	Applies to Both
	Is data measurement of standard therapeutics the focus of this solicitation or are you also looking for new digital therapeutics?
	EVIDENT awards are focused on multimodal data collection in the context of emerging rapid-acting interventions that have prior evidence of safety in humans and prior evidence of clinical effect for improving behavioral health. These interventions do not need to be standard therapeutics and may include emerging digital therapeutics and other novel approaches in TAs 1-3 (ARPA-H-CXHUB-26-109 (TA 1-3), Section 1.3.1 Program Vision and High-Level Objectives). For TA 4, interventions are limited to neuroplastogens or accelerated neuromodulation (ARPA-H-CXHUB-26-110 (TA 4), Section 3. Eligibility Criteria Matrix).

	Applies to Both
	Would interventions using neuromodulatory techniques (e.g., rTMS) be acceptable under the scope of the grant?
	For TAs 1-3, the intent is to focus on rapid-acting treatments (e.g., within 1-2 weeks), but strong proposals working with other types of intervention data may be considered. For TA 4, interventions are limited to neuroplastogens or accelerated neruomodulation.

	Applies to Both
	Would applications involving interventions for chronic pain be considered eligible?
	Behavioral health conditions of interest include anxiety, depression, substance use disorder, and posttraumatic stress disorder (PTSD), but others may be considered. See ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges.

	Applies to Both
	Is a trial with a new formulation of a psychedelic that is beyond Phase 1 trials within scope?
	Data pertaining to any emerging rapid-acting intervention with prior evidence of safety in humans and of producing rapid clinical effects (e.g., within 1-2 weeks) for mental and behavioral health symptoms or disorders is in-scope. See ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges.

	Applies to Both
	Are evidence supported behavioral interventions of interest to assess biomarkers of treatment response or is the interest focused on pharmacological agents and device-based (TMS)? Are other pharmacological agents other than ketamine/psilocybin of interest?
	For TAs 1-3, the intent is to focus on rapid-acting treatments, but strong proposals working with other types of intervention data may be considered. For TA 4, interventions are limited to neuroplastogens or accelerated neruomodulation.

	Applies to Both
	Would a design in which EVIDENT funds are used solely for incremental experimental measures (TD fNIRS + EEG, digital assessments, exploratory biomarkers) and analysis meet the program’s requirement that awards augment existing data collection and measurement protocols rather than serve as primary study funding?
	EVIDENT awards are structured intentionally to supplement existing efforts through modifications or amendments to existing IRB protocols. Data must be collected in the context of behavioral health intervention. 

	Applies to Both
	For clinical trials that are typically tied to a specific diagnosis, is there guidance on which primary or related outcomes are of interest), and is psychological or behavioral real-world smartphone-based daily dataalso of interest?
	See ARPA-H-CXHUB-26-109 Table 1 for data of interest and required data for TA1. See ARPA-H-CXHUB-26-110 for data of interest for TA 4.

	Applies to Both
	How specific does the intervention itself need to be (e.g., is evidence-based CBT broadly of interest)?
	For TAs 1-3, the intent is to focus on rapid-acting treatments, but strong proposals working with other types of intervention data may be considered. For TA 4, interventions are limited to neuroplastogens or accelerated neruomodulation.

	Applies to Both
	Is international participation acceptable?
	ARPA-H will prioritize awards to entities (organization and/or individuals) that will conduct funded work in the United States. However, non-U.S. entities may participate to the extent that such participants comply with any necessary nondisclosure agreements, security regulations, export control laws, and other governing statutes applicable under the circumstances (ARPA-H-CXHUB-26-109 (TA 1-3), Section 4.0 Eligibility). For TA 4, due to logistical challenges and costs associated with shipping international samples to the U.S., biospecimen collection will be limited to U.S.-based performers who are able to ship samples from addresses within the U.S. (ARPA-H-CXHUB-26-110 (TA 4), Section 2.3.2 Add-On Biospecimen Collection).

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Are EVIDENT proposals, including those for TA1, limited to clinical trials only, or can they also be applied in regular clinical settings to assess rapid behavioral change?
	TA 1-3 submissions are not limited to clinical trials. Teams may propose efforts in regular clinical settings as long as there is an existing IRB protocol that can be amended to support new EVIDENT data collection and/or analyses. Data must be collected in the context of behavioral health intervention. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	What mechanisms will be in place for coordination between TA3 performers and the teams in TA1 and TA2? Should TA3 proposals be designed as standalone efforts, or should proposers anticipate structured collaboration and data exchange across technical areas?
	Solution Summaries should be designed as standalone efforts. Selected TA 1-3 teams will participate in quarterly hybrid technical exchanges to allow teams to share lessons learned. Data exchange across teams is not expected. Performers are expected to share data with the ARPA-H Data Repository partner.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	For adverse event prediction models, what AUC threshold would ARPA-H consider "successful"? The RFS doesn't specify quantitative benchmarks for TA3.
	Teams will define metrics of success in the context of their TA 1-3 submissions.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is it permissible for teams to assess the effectiveness or utility of a biomarker panel as a potential health solution under this program?
	We do not comment on specific proposal ideas. EVIDENT awards are focused on emerging rapid-acting intervention research for behavioral health, but strong submissions working with other types of intervention data may be considered for TAs 1-3. Intervention work must already be underway at the time of award; this opportunity does not support new clinical trials. Proposals that do not collect data in the context of an existing behavioral health intervention are out of scope. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Would a proposal systematically collecting clinical outcomes and multimodal biomarkers  in patients receiving the ONE-D protocol for treatment-resistant depression be considered in scope for the EVIDENT program, specifically under TA1?
	ARPA_H does not comment on specific proposal ideas. EVIDENT awards are focused on multimodal data collection in the context of emerging rapid-acting interventions that have prior evidence of safety in humans and prior evidence of rapid clinical effect for improving behavioral health (e.g., within 1-2 weeks). TA 1-3 proposals are not limited to clinical trials (ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges). Teams may propose efforts in regular clinical settings as long as there is an existing IRB protocol that can be amended to support new EVIDENT data collection and/or analyses. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	In light of its potential rapid impact on PTSD symptoms and the high rate of morbidity and mortality associated with PTSD, we're inquiring if ARPA would consider including a cannabis/THC study in the EVIDENT project?
	Please see Amendment 1 to RFS ARPA-H-CXHUB-26-109. Emerging rapid-acting treatments for mental and behavioral health—including neuroplastogens (compounds that quickly promote neuroplasticity, such as ketamine and psilocybin),neuromodulation, digital therapeutics, and other novel approaches are all in-scope.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Clarify whether deidentified real-world clinical datasets (and, where applicable, biospecimens) collected outside a traditional research trial are acceptable.
	Proposers applying to TAs 1-3 may analyze existing data and biospecimens collected in the context of behavioral health intervention research, and proposals are not limited to clinical trials (ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges). Teams may propose efforts outside the context of clinical trials as long as there is an existing IRB protocol that can be amended to support new EVIDENT data collection and/or analyses. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Clarify whether pre-award data may be contributed to the ARPA-H repository.
	See ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges regarding expectations for data contribution to the Data Repository. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is this geographic staging (non U.S. FIH, then U.S. patient study within a 24-month EVIDENT period of performance) aligned with the intent and priorities of the Exploratory TA1–3 track?
	Prior evidence of safety in humans is required. Data collected in the context of interventions that seek to demonstrate safety in humans is out of scope. See ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Would ARPA-H permit use of longitudinally collected banked samples from completed clinical trials for this award?
	Applicants to TAs 1-3 may propose analyzing existing data and/or banked samples collected in the context of completed behavioral health clinical trials. See ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Does the $4 million fixed price contract include university indirects? Is there a cap on indirects, or do we use our federally negotiated NIH indirect rate?
	The $4 million fixed price is inclusive of university indirects. There is no cap on indirects. Competitive proposals will maximize the $4 million award to deliver the most impactful solutions.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Are proposers expected to include Veterans in their study designs?
	Strong TA 1-3 submissions will incorporate thoughtful inclusion of Veterans as well as broader groups in study protocols; however, inclusion of Veterans is not required (ARPA-H-CXHUB-26-109 Section 2.2.).

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is a naturalistic/observation clinical study design appropriate, or does the data need to come from a clinical trial? 
	TA 1-3 submissions are not limited to clinical trials (ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges). Teams may propose efforts outside the context of clinical trials as long as there is an existing IRB protocol that can be amended to support new EVIDENT data collection and/or analyses. Data must be collected in the context of a behavioral health intervention. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is the standard of care protocol for TMS considered a relevant treatment to this solicitation
	For TAs 1-3, the intent is to focus on rapid-acting treatments, but strong submissions working with other types of intervention data may be considered. For TA 4, interventions are limited to neuroplastogens or accelerated neruomodulation.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is it expected that proposed biomarkers will address all of the following: immediate clinical response, 3-month, 6-month, and 12-month durability, and biomarkers predicting propensity for adverse effects? Or can teams choose a subset of these to explore?
	As stated in the RFS, the goal of TA 3 is to enable early identification of who will respond to a rapid-acting therapy, who has other underlying health factors that preclude specific interventions, and which intervention is indicated to achieve durable effects for a given individual (ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.3.3) Teams should propose their strongest solution to address these goals. 

	ARPA-H-CXHUB-26-110 (TA 4)
	Would a large RCT comparing accelerated TBS to standard FDA-approved TBS in older adults with depression be eligible for Technical Area 4?
	We do not comment on specific proposal ideas. TA 4 awards have specific eligibility criteria (ARPA-H-CXHUB-26-110 (TA 4), Section 3. Eligibility Criteria Matrix). To be eligible, the clinical trial must test a neuroplastogen or accelerated neurmodulation treatment for behavioral health symptoms or disorders. There are no stipulations for the comparison group.  - 

	Applies to Both
	Is there a requirement to be a member of the customer experience hub to apply to EVIDENT? 
	Proposers do not need to be a member of the Customer Experience Hub to apply to EVIDENT. Prior to receiving a Project Award, the primary performer must execute a CX Hub Base Agreement. 

	Applies to Both
	Does my lab/team needs to complete the membership application in order to submit proposals to EVIDENT?
	No, proposers do not need to be a member of the Customer Experience Hub to apply to EVIDENT. Prior to receiving a Project Award, the primary performer must execute a CX Hub Base Agreement. 

	Applies to Both
	Are applicants permitted to submit more than one proposal?
	If applying to more than one TA, a separate Solution Summary submission is required for each. Teams should choose the primary TA most closely aligned with their proposed effort. 

	Applies to Both
	Is psychological/behavioral (smartphone) daily data in the real world of interest? Would there be an interest in more timepoints than what is specified? For example daily versus weekly data for an intervention period?
	See ARPA-H-CXHUB-26-109 Table 1 for data of interest and required data for TA1. See ARPA-H-CXHUB-26-110 for data of interest for TA 4.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is it expected that the biomarker must be multimodal? Genetics is mentioned specifically; should applicants plan to incorporate genomic data, or is that optional?
	Please see Table 1 in Amendment 1 to RFS ARPA-H-CXHUB-26-109 for data of interest and required data for TA1. There are no required data for TAs 2-3. 

	Applies to Both
	Can you talk with potential applicants for projects? Are you prioritizing psychedelics, are you looking for projects that compare psychedelics with TMS , ECT, ketamine?
	EVIDENT Proposers' Day provides opportunities to meet with Program Managers. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Can applicants include costs of wearables for people involved in current studies and pilots (so as to meet the interest in TA-2, Rapid, in-session change?
	TAs 1-3 have a fixed award of $4 million. Cost proposals are not required. Proposers should submit their best solutions given the fixed cost. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Are active longitudinal patient registry observational studies acceptable for TA1-3?
	Proposers applying to TAs 1-3 may analyze existing data and biospecimens collected in the context of behavioral health intervention research, and proposals are not limited to clinical trials (ARPA-H-CXHUB-26-109 (TA 1-3), Section 2.2 Technical Objectives and Key Challenges). Teams may propose efforts outside the context of clinical trials as long as there is an existing IRB protocol that can be amended to support new EVIDENT data collection and/or analyses. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is an ultrasound-targeted ketamine platform within the scope of TA1? If not, would another Technical Area be more applicable?
	We do not comment on specific proposal ideas. Emerging rapid-acting treatments for mental and behavioral health—including neuroplastogens (compounds that quickly promote neuroplasticity, such as ketamine and psilocybin), neuromodulation, digital therapeutics, and other novel approaches are all in-scope (ARPA-H-CXHUB-26-109). Teams should choose the primary TA most closely aligned with their proposed effort. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	We are in the process of submitting an Investigational New Drug (IND) application to the FDA for a chronic pain project and after FDA approval, an IRB application will be submitted. Is our project eligible for the ARPA grant, or do you expect us to already have IRB approval at the time of application? 
	According to Amendment 1 to RFS ARPA-H-CXHUB-26-109, all exploratory TA 1-3 performers shall submit to ARPA-H a complete IRB protocol, either approved or under review at time of solution summary submission, to indicate that an existing study has already been planned, funded, and is able to secure all necessary regulatory approvals for completing EVIDENT required milestones. Awarded performers shall submit to ARPA-H and their institutions IRB amendments for supplemental data collection and/or analysis by kick-off.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	In TA3, what kind of analyses (TA performers) are of interest? Machine learning?
	We do not comment on specific proposal ideas. Proposers should submit their best solutions.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Can TMS trials registered on clinicaltrials.gov be open-label with the proposal to scale to a sham-controlled study? Can we propose to purchase additional devices to scale on sample size and efficiency for the 24 month funding period? Can additional devices be proposed (e.g. ECT, VNS) to study comparative effectiveness?
	EVIDENT awards are structured intentionally to supplement existing efforts through modifications or amendments to existing IRB protocols. New human subjects research requiring new IRB protocols rather than an amendment or modification are out of scope. TAs 1-3 have a fixed award of $4 million. Cost proposals are not required. Proposers should submit their best solutions given the fixed cost. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is there the possibility of using funding to harmonize biomarkers (e.g. multi-omics, automated speech analysis) across multiple protocols?
	Proposers applying to TAs 1-3 may: (1) analyze existing data, or (2) collect and analyze new data collection supplementary to existing study protocols.

	ARPA-H-CXHUB-26-110 (TA 4)
	Oura rings don't have built-in GPS but use the smartphone's GPS for mapping activities like runs or walks when location services are enabled in the Oura app, allowing for geotagging and distance tracking. Is this aligned with the social data collection aim of TA4?
	Social data will include homestay, the proportion of time an individual spends at home, assessed via the global positioning system (GPS) through smartphone sensors and/or consumer wearables (ARPA-H-CXHUB-26-110, Section 2.3.1).

	ARPA-H-CXHUB-26-110 (TA 4)
	Can MRI also be collected as add-on data, along EEG and blood samples?
	For TA 4 (ARPA-H-CXHUB-26-110, Section 2.3.2), in addition to the required Essential Data Collection, teams may add biological sampling to their protocols, including blood, saliva, stool, and/or electroencephalogram (EEG).

	Applies to Both
	Are we allowed to recruit new people via a new arm of an existing study?
	EVIDENT awards are structured intentionally to supplement existing efforts through modifications or amendments to existing IRB protocols. New human subjects research requiring new IRB protocols rather than an amendment or modification are out of scope. 

	Applies to Both
	Are cannabis or MDMA of interest?
	For TAs 1-3, the intent is to focus on rapid-acting treatments, but strong submissions working with other types of intervention data may be considered. For TA 4, interventions are limited to neuroplastogens or accelerated neruomodulation.

	Applies to Both
	Is data measurement of standard therapeutics the focus of this solicitation or are you also looking for new digital therapeutics?
	For TAs 1-3, the intent is to focus on rapid-acting treatments (e.g., neuroplastogens, neuromodulation, digital therapeutics, other novel approaches), but strong submissions working with other types of intervention data may be considered. For TA 4, interventions are limited to neuroplastogens or accelerated neruomodulation.

	Applies to Both
	Is autism of interest?
	Behavioral health symptoms (e.g., preclinical, subclinical, mild-to-moderate) as well as disorders are in-scope. Behavioral health conditions of interest include anxiety, depression, substance use disorder, and posttraumatic stress disorder (PTSD), but others may be considered. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	For TA3, are teams expected to define quantitative predictive performance thresholds a priori, or is demonstrating statistically meaningful improvement over baseline sufficient?
	Proposers should include their unique objectives, metrics, success criteria, and deliverables in their Solution Summaries (ARPA-H-CXHUB-26-109, Section 2.4).

	Applies to Both
	How should teams balance inclusion of high-burden modalities (e.g., MRI, biospecimens) against the program’s emphasis on scalable metrics in proposal evaluation?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	To what extent may retrospective data from completed or partially completed studies be used to support early milestones in TA1–3?
	Proposers applying to TAs 1-3 may: (1) analyze existing data, or (2) collect and analyze new data collection supplementary to existing study protocols (ARPA-H-CX-HUB-109, Section 2.2).

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Are there minimum expectations for demographic or clinical diversity in TA1–3 cohorts, or is representativeness evaluated qualitatively?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Just to confirm, are performers for TA 1-3 required to be running a trial/study with an IRB? In other words, are entities that “just” have e.g. validated AI and frameworks for TAs 1-3 excluded?
	Proposers applying to TAs 1-3 may: (1) analyze existing data, or (2) collect and analyze new data collection supplementary to existing study protocols. See ARPA-H-CXHUB-26-109, Section 2.2.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	For TA1- are new AI- based analytic methods for developing biomarkers for speech and language (in an existing dataset) within scope? thanks!
	Proposers applying to TAs 1-3 may: (1) analyze existing data, or (2) collect and analyze new data collection supplementary to existing study protocols. See ARPA-H-CXHUB-26-109, Section 2.2.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	For TA-1, does ARPA-H consider daily patient-reported behavioral, emotional, and medication-experience signals (e.g., mood, stress, motivation, perceived side effects, perceived treatment response), collected outside traditional clinical encounters, to be in-scope as primary real-world evidence data types?
	Please see Table 1 in Amendment 1 to RFS ARPA-H-CXHUB-26-109 for data of interest and required data for TA1. There are no required data for TAs 2-3. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	May we assume that not all are required to submit a solution using existing data while keeping these measures in mind for subsequent clinical studies?
	Proposers applying to TAs 1-3 may: (1) analyze existing data, or (2) collect and analyze new data collection supplementary to existing study protocols. See ARPA-H-CXHUB-26-109, Section 2.2.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Does TA-1 support non-interventional, observational platforms whose primary function is real-world data capture and evidence generation, rather than delivery of a therapeutic intervention or direct clinical decision-making?

If so, are such platforms expected to remain observational throughout the project period, or may insights be surfaced to clinicians or researchers in a non-directive manner?
	TA 1-3 submissions are not limited to clinical trials. Teams may propose efforts in regular clinical settings as long as there is an existing IRB protocol that can be amended to support new EVIDENT data collection and/or analyses. Data must be collected in the context of a behavioral health intervention. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	For TA-1 and TA-2 submissions, is it acceptable for proposed solutions to be in a pre-deployment or MVP stage, with ARPA-H funding used to complete development and pilot deployment, rather than requiring an already operational system at submission?
	EVIDENT awards are focused on emerging rapid-acting intervention research for behavioral health. The expectation is that data will come from humans and that interventions under examination will have prior evidence of safety in humans. Data from pre-clinical animal studies is out of scope (ARPA-H-CXHUB-26-109 Section 2.2). ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Are TA-1 solutions expected or encouraged to support integration hooks (e.g., APIs, data exports, interoperability layers), or is a standalone data-capture system acceptable for initial deployments?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is direct EHR integration (e.g., FHIR-based workflows) viewed as a requirement, a preference, or optional for competitive submissions?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	For TA-2, is ARPA-H interested in funding platforms that propose novel evidence constructs or metrics that will be validated during the project period, rather than requiring pre-validated endpoints at the time of submission?

If pre-validated endpoints are expected or preferred, are there specific instruments, domains, or benchmark measures (e.g., PHQ-9, PROMIS, functional status, utilization outcomes) that ARPA-H recommends or expects alignment with?

Conversely, is ARPA-H open to hybrid approaches where novel metrics are collected alongside established benchmarks for comparative validation?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive. Preference will be given to teams who have one or more FDA clinical endpoints included in their protocols. (ARPA-H-CXHUB-26-109, Section 2.2).

	ARPA-H-CXHUB-26-109 (TA 1-3)
	EVIDENT materials reference behavioral health conditions and rapid-acting or novel interventions with high variability in real-world outcomes. To ensure correct alignment, can ARPA-H confirm whether adults undergoing treatments such as ketamine-assisted therapy, neuromodulation, or medication-assisted treatment for substance use disorder are considered in-scope exemplar populations for TA-1 evidence-generation efforts?
	Data pertaining to any emerging rapid-acting intervention with prior evidence of safety in humans and of producing rapid clinical effects (e.g., within 1-2 weeks) for mental and behavioral health symptoms or disorders is in-scope. The intent is to focus on rapid-acting treatments, but strong proposals working with other types of intervention data may be considered. (ARPA-H-CXHUB-26-109, Section 2.2).

	ARPA-H-CXHUB-26-110 (TA4)
	How should TA 4 proposers account for multiple data collection timepoints planned within 24 hours following treatment?
	For TA4, for multiple data collections within 24 hours, please count that as one data collection within 24 hours in the Data Collection Cost Worksheet. See Amendment 2 of ARPA-H-CXHUB-26-110.

	ARPA-H-CXHUB-26-110 (TA4)
	How close to treatment should "baseline" be?
	Baseline in the context of TA 4 is the data collection timepoint closest to treatment initiation.  See Amendment 2 of ARPA-H-CXHUB-26-110.

	ARPA-H-CXHUB-26-110 (TA4)
	What if TA 4 proposers have planned for multiple baseline data collection timepoints?
	If there are multiple baselines, after the baseline closest to treatment initiation is accounted for in the "baseline" cell, additional baseline data collections may be included in "extra timepoint" lines.  See Amendment 2 of ARPA-H-CXHUB-26-110.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Are multi-cohort designs still appropriate if a single cohort is clearly primary, or is ARPA-H favoring strictly single-population submissions for this round?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive.

	Applies to Both
	Are there other contextual settings (e.g., under-resourced clinics, non-academic treatment centers, community-based programs) that ARPA-H now views as particularly relevant deployment environments?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	If it is not a Clinical Trial, it is a "clinical trial" not registered with the government, does it still require an IRB?
	All exploratory TA 1-3 performers shall submit a complete IRB protocol, either approved or under review at time of solution summary submission (ARPA-H-CXHUB-26-109, Section 2.5),

	ARPA-H-CXHUB-26-109 (TA 1-3)
	In the case of an existing, ongoing RWE study in which patients receiving ECT, ketamine /esketamine or TMS provide genetic material, could these funds be used to expand the number of patients and the types of data collecte including longer-term safety and efficacy data from EHRs and multi-modal sources?
	Proposers applying to TAs 1-3 may: (1) analyze existing data, or (2) collect and analyze new data collection supplementary to existing study protocols. ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive.

	ARPA-H-CXHUB-26-110 (TA 4)
	Is TA4 open to Natural Neuroplastogens? Yes we have a lot of data on synthetic psilocybin molecule but they have zero data on whole natural psilocybin mushrooms and this is a potentially completely different efficacy.  Could be a completely different safety and efficacy profile  because it’s got over a dozen different alkaloids/tryptamines  interacting with each other not just 1 synthetic molecule
	For TA4, therapies under investigation must have prior evidence of (1) safety in humans (i.e.,results of a Phase I trial), and (2) rapid clinical effects (i.e., within 1-2 weeks) for mental and behavioral health symptoms or disorders. These rapid-acting interventions are limited to neuroplastogens or accelerated, directed energy neuromodulation. See ARPA-H-CXHUB-26-110, Section 2.2, Amendment 3.

	Applies to Both
	Should proposers design with future extensibility in mind, or remain narrowly optimized for the current solicitation?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Does the little "c", little "t" clinical trial needed for TA1 need to include a treatment intervention? Can the trial be a FDA phase III trial specific to the objective measure?
	TA 1-3 submissions are not limited to clinical trials. Teams may propose efforts in regular clinical settings as long as there is an existing IRB protocol that can be amended to support new EVIDENT data collection and/or analyses. Data must be collected in the context of a behavioral health intervention. 

	Applies to Both
	For the required biopsychosocial measures (PHQ-9, GAD-7, HRV, sleep metrics, Homestay, etc. from the Proposer Day description), will ARPA-H publish a specific data model and ontology (e.g., coding, units, time semantics) that all TA-1–3 and TA-4 performers must adhere to so cross-trial analyses are truly possible?
	Teams will adhere to SOPs for required data collection; SOPs will be forthcoming and posted as an amendment as soon as available.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Since esketamine is the only form of ketamine that is FDA approved for use in mood disorder, would you also consider data derived from off-label use of racemic, intramuscular or oral ketamine in solution proposals?
	Data pertaining to any emerging rapid-acting treatments for mental and behavioral health—including neuroplastogens (compounds that quickly promote neuroplasticity, such as ketamine and psilocybin), neuromodulation, digital therapeutics, and other novel approaches are all in-scope. (ARPA-H-CXHUB-29-109, Section 2.2)

	ARPA-H-CXHUB-26-109 (TA 1-3)
	For TA-1 evidence-generation efforts, does ARPA-H have general expectations or preferences regarding the order-of-magnitude scale of participant panels (e.g., tens versus hundreds versus thousands), particularly when balancing longitudinal depth per participant versus total cohort size?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Are multi-site pilots with smaller per-site panels viewed as comparable in value to single-site efforts with larger panels, provided the evidence generated is decision-relevant and longitudinal?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Our product is an unobtrusive wireless EEG wearable for continuous monitoring of brainwaves and mental wellness. I don't see EEG technology explicitly mentioned in Table 1 related to TA1. Do you think it is still okay to submit our EEG device under TA1?
	See Amendment 1 ARPA-H-CXHUB-26-109 Table 1 for data of interest and required data for TA1. Proposers may also propose collecting other data than what are listed in Table 1, as long as required data are collected.

	ARPA-H-CXHUB-26-110 (TA 4)
	For TA-4, are the clinical study requirements the same as for TA-1 thru TA-3 ?
	TA4 has different requirements than TAs 1-3. See ARPA-H-CXHUB-29-110, Appendix A for the Eligibility Criteria Matrix. 

	ARPA-H-CXHUB-26-109 (TA 1-3)
	My understanding is TA1 is more related to devices and identifying biomarkers for continuous monitoring of behavioral health. Does the proposal need to include also one specific rapid-active intervention (e.g., neuropladtogens, neuromodulation, or digital therapeutics)? or TA1 is only limited to the device itself and related biomarkers, without the need to specify any intervention?
	Data must be collected in the context of a behavioral health intervention. 

	Applies to Both
	Can you please provide more information of what type of interventions involving "smartphone apps" are considered "rapid-active" (see page 4)? 
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive.

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is Technical Area 2 more suitable for projects looking at predictors of clinical change within an individual session or clinical change over an entire residential stay? Would the latter be more appropriate for TA1?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive. Teams should choose the primary TA most closely aligned with their proposed effort.

	ARPA-H-CXHUB-26-110 (TA 4)
	Under TA-4, will you consider trials enrolling participants with reduced wellbeing who don't meet the full criteria for a DSM-5 diagnosis?
	Both behavioral health symptoms as well as disorders are in-scope. See ARPA-H-CXHUB-29-110, Section 2.2

	ARPA-H-CXHUB-26-109 (TA 1-3)
	We are in the process of submitting an IRB for a planned obervational trial that is self-funded and want to submit an EVIDENT proposal to augment it with a novel project scope relevant to TA 1-3. Is it fine for the same company that submits the EVIDENT TA 1-3 proposal to be self-funded the underlying trial and is it ok if the IRB submission ID for that underlying trial is still under review?
	All exploratory TA1-3 performers shall submit a complete IRB protocol, either approved or under review at time of solution summary submission, to indicate that an existing study has already been planned, funded, and is able to secure all necessary regulatory approvals for completing EVIDENT required milestones. (ARPA-H-CXHUB-26-109, Section 2.5)

	ARPA-H-CXHUB-26-109 (TA 1-3)
	Is Technical Area 2 more suitable for projects looking at predictors of clinical change within an individual session, or clinical change over an entire residential stay? Is the latter more appropriate for TA1?
	ARPA-H cannot advise on specific approaches, methodologies, or design choices for a proposal. Proposers are responsible for determining how best to meet the requirements and objectives outlined in the RFS and should submit the approach they believe is most responsive. Teams should choose the primary TA most closely aligned with their proposed effort.



