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Executive Summary

Investigator-Initiated Trials (IITs) — also known as Investigator-Initiated Studies (1IS), Sponsor-Investigator (Sl) trials, or
Academic Clinical Trials — are clinical investigations designed and managed by clinicians or academic researchers
rather than by industry. In an IIT, a physician (or research team) serves as both the chief investigator and the regulatory
sponsor, assuming full responsibility for trial design, conduct, and compliance with regulations (") www.law.cornell.edu) (2!
pme.nchi.nim.nih.gov). Unlike industry-sponsored trials (ISTs), which are driven by commercial objectives (e.g. drug
approval), lITs are typically funded by academic grants or medical institutions and aim to address clinically important
questions often neglected by pharma (such as off-label uses, cost-effectiveness, or rare diseases) (!
pme.ncbi.nim.nih.gov) (* pme.nebi.nim.nin.gov). IITs complement industry research by providing independent evidence that
can confirm, challenge, or extend treatment paradigms (©°! pmc.nebi.nlim.nih.gov) () pme.ncbinim.nih.gov).

This report provides an in-depth examination of IITs, focusing on the special role where the clinician acts as sponsor. It
discusses historical context and global regulatory frameworks, delineating the roles and responsibilities that clinicians
undertake as sponsor-investigators (! www.law.cornell.edu) (www.hra.nhs.uk). We analyze the operational requirements
— from protocol development to data quality and patient safety oversight (1°! pmc.ncbi.nim.nih.gov) (°) pme.nchi.nim.nin.gov)
— and contrast |ITs with industry trials in terms of objectives, funding, and impact on medical practice. Through data
analysis, we review recent research on IITs: publication and guideline uptake rates, funding sources, geographic trends,
and case studies of landmark IITs (e.g. ASCOT-LLA, the PEP trial, D'Cruz oral cancer trial) that changed clinical care ("’
pme.nebi.nlm.nin.gov) (°) pme.nebi.nim.nin.gov). We also examine challenges unique to IITs, such as limited resources,
regulatory burden, and potential conflicts of interest, and cite expert recommendations and case examples addressing
these issues (I°) pmc.ncbi.nim.nin.gov) (*° pme.ncbi.nim.nih.gov). Special sections highlight country-specific contexts (e.g.
US FDA regulations, EU and UK approaches, emerging policies in India and China) and current trends like the finalization
of ICH E6(R3) GCP guidelines in 2025, the UK’s new Clinical Trials Regulation taking effect in April 2026, and gene
therapy trials in China (" prmc.nebi.nim.nih.gov) ("2 pmc.nchinim.nih.gov). Finally, we discuss implications for future clinical
research practice: balancing academic freedom with compliance, strengthening support infrastructures (training
programs, registries, networks like ECRIN), and leveraging IITs to drive medical innovation.

Comprehensive analysis throughout is supported by extensive citations from regulatory texts (e.g. 21 CFR), guidelines
(ICH-GCP, EU Clinical Trials Regulation), academic reviews, and empirical studies. The reader will gain a full
understanding of what IITs are, why they matter, how they are conducted, and what consequences arise when
physicians assume the combined role of sponsor and investigator in clinical trials.

Introduction and Background

1. Defining Investigator-Initiated Trials

Clinical trials are research studies involving human subjects, conducted to evaluate medical interventions (drugs,
devices, procedures) for safety and efficacy (" www.law.cornell.edu). In a standard trial, an industry entity (e.g.
pharmaceutical or biotech company) typically acts as the sponsor, bearing responsibilities for trial initiation, funding, and
regulatory compliance. In contrast, Investigator-Initiated Trials (lITs) — also called Investigator-Initiated Studies (11S),
Investigator-Sponsored Trials, or Non-Commercial/Academic trials — are conceived and led by clinicians or researchers,
often within academic settings (' pmc.nchi.nim.nin.gov) (! pme.ncbi.nim.nih.gov). Here, the lead investigator takes on the
sponsor’s legal and regulatory role. According to U.S. FDA regulations, a “Sponsor-Investigator” is specifically “an
individual who both initiates and conducts an investigation... [under whose] immediate direction the investigational drug is
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administered or dispensed” (! www.law.cornell.edu). Importantly, this term applies only to an individual person —
institutions cannot be Sponsor-Investigators () www.law.cornell.edu) (?) pme.ncbi.nim.nih.gov). Thus, in an IIT the doctor
becomes the de facto sponsor: designing the trial, securing funds (e.g. government grants), obtaining regulatory
approvals (IND/IDE filings in the U.S.), and overseeing the conduct of the study (! www.law.cornell.edu) (¥

pmec.nchi.nim.nih.gov).

IITs commonly address questions not driven by commercial interest. For instance, a physician may investigate a new
use for an approved drug, compare two existing treatments, or study outcomes in a patient population understudied in
industry trials (**! pmc.ncbi.nim.nin.gov) (°) pme.nchi.nim.nih.gov). The objectives mirror earlier- or complementary-phase
questions in development of therapies. As one review notes, “the backbone of academic clinical research”, lITs are
independent of commercial priorities and strive to “confirm, improve or refute clinically important questions with regard to
diagnostic and therapeutic approaches” (°/ pmc.nchi.nim.nih.gov). For example, physician-led trials have tested low-cost
strategies (e.g. older drugs for new indications), unique device applications, or public health interventions which industry
might not pursue due to lack of patentability or profit motive (““/ pmc.nebinim.nih.gov) (*°! pme.ncbi.nim.nih.gov).

2. Historical Context of Clinical Trial Sponsorship

The idea of clinicians leading trials has deep roots. Early randomized trials (e.g. the 1948 streptomycin trial in TB) were
led by academic investigators. Over decades, industrial drug development expanded enormously, bringing larger budgets
but also more commercially-focused agendas. In parallel, regulations evolved. </current_article_content>The 1947
Nuremberg Code, the 1964 Declaration of Helsinki, and the 1996 ICH-GCP guidelines progressively formalized ethical
and quality standards for all clinical research, regardless of sponsor (*° www.scirp.org). By the 2000s, major jurisdictions
specified in law the roles of sponsor and investigator. For example, the EU Clinical Trials Directive 2001/20/EC (and its
successor, Regulation 536/2014) introduced the notion of “non-commercial trials” funded by academic sponsors (Hm
wwwscirp.org) (71 wwwscirp.org). Similarly, U.S. regulations (e.g. 21 CFR Part 312) elaborated definitions: under FDA law,
an investigator is one who “actually conducts” the trial, whereas the sponsor is “the individual (or organization) that

initiates the clinical investigation” (**/ pmc.nebi.nim.nih.gov) (Y www.law.cornell.edu).

The term “non-commercial” or “investigator-initiated” emerged in this regulatory framework. In fact, the EU CTR
explicitly acknowledges that “the investigator and the sponsor may be the same person” (eur-lex.europa.eu). Historically,
academic leaders (like physicians at university hospitals) could serve as de facto sponsors. But the 21st-century surge in
regulatory requirements (Good Clinical Practice compliance, safety monitoring, insurance, data audits) heightened the
responsibilities and costs borne by sponsor-investigators. For instance, after the EU Directive, some European academic
centers saw up to a two-thirds decline in non-commercial trial numbers due to the increased bureaucratic burden (\*°!
www.scirp.org). In response, initiatives like the European Clinical Research Infrastructure Network (ECRIN) were
established to support investigators running non-commercial trials (*"! www.scirp.org).

Today, IITs remain central to evidence-based medicine. They account for a substantial portion of clinical research,
especially in academia. A 2024 survey of genitourinary oncology trials (USA, Canada, UK, France) found that almost half
of registered trials were 1Ts (*°) pubmed.nchinim.nih.gov). Globally, 11Ts are conducted in parallel with industry trials, with
government grants (NIH, EUs, national agencies) and philanthropic funds making them feasible. The regulatory
landscape continues to evolve rapidly: the ICH E6(R3) GCP guideline was finalized in 2025 with a risk-based, quality-by-
design framework that explicitly accommodates diverse trial models including investigator-led studies (! fda.gov); the
EU’s Clinical Trials Information System (CTIS) became mandatory for all ongoing trials from January 31, 2025, including
NTs (“?] mediilesgroup.com); and the UK signed a modernized Clinical Trials Regulation into law in April 2025, taking full
effect from April 28, 2026 (mhrainspectorate.blog.gov.uk). This report dives deeply into the regulatory, logistical, and
practical dimensions of IITs where the “doctor is the sponsor,” along with data-driven analyses and case studies that
illustrate their real-world impact.
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1. Regulatory Definitions and Frameworks

1.1. Sponsor vs Investigator: Definitions

International regulations clearly distinguish the roles of “sponsor” and “investigator.” In the U.S., 21 CFR §312.3 defines:

« An investigator is “an individual who actually conducts a clinical investigation” — the person under whose direction
the drug is administered. ( ).

« Asponsor is “an individual, company, institution, or organization which takes responsibility for and initiates an
investigation.” ( ).

« Critically, a sponsor-investigator is an “individual who both initiates and conducts an investigation...under whose
immediate direction the investigational drug is administered or dispensed.” The FDA explicitly states that this term
“does not include any person other than an individual.” ( ). Thus, institutions (hospitals,
universities) cannot legally be named “sponsor-investigator” — only a qualified person (e.g. a physician) can hold both
roles simultaneously ( ) ( ).

The sponsor bears ultimate legal responsibility, even if the investigator carries out many trial activities. U.S. law
emphasizes that when a sponsor-investigator delegates tasks (e.g. to contractors), the sponsor remains “ultimately
responsible” for regulatory compliance ( ). This is echoed by academic guidelines: for example, Penn
Medicine notes that investigators often confuse “sponsor” with funding source, but in regulatory terms the “regulatory
sponsor” is who “initiates and takes responsibility for a clinical investigation...submits the IND or IDE when applicable,
and is responsible for communications with the FDA” ( ). The “financial sponsor,” by contrast, is
simply the source of funds.

European frameworks (CTR 536/2014) similarly acknowledge that the investigator and sponsor can coincide: “The
investigator and the sponsor may be the same person.” (eur-lex.europa.eu). However, the EU and UK typically expect a
sponsor entity. UK regulations (under the CTR and the UK Policy Framework) define the sponsor as “the organization or
partnership that takes on overall responsibility for...setting up, running and reporting the research project.”
(www.hra.nhs.uk). By law in the UK, a sponsor is usually an institution (e.g. an NHS Trust or company); individuals
cannot be lone sponsors. Thus, a British physician leading a trial would act as the Chief Investigator, while the formal
“sponsor” must be their employing organization (www.hra.nhs.uk). This difference means that while U.S. doctors can file
INDs as sponsor-investigators, UK doctors generally participate under institutional sponsorship.

Other countries have analogous distinctions. India’'s NDCT Rules (2019) classify trials as “regulatory” (for new drugs) or
“academic” (for approved drugs in new uses) ( ). Academic trials (essentially 1ITs) are intended for
research only, not marketing. In these, the principal investigator or their institution “bears the sponsor’s responsibilities”
( ). In China, a new quasi-dual-track regulates gene and cell therapy: independent “therapeutic”
pathways for investigator trials exist alongside conventional drug approval tracks ( ). Throughout, a
common theme is that “the term sponsor-investigator refers only to an individual” ( ) (

), making clear the doctor-as-sponsor model is about personal technical and regulatory leadership,
not a corporate entity.

1.2. International and National Regulations

[ITs must comply with the same core legal requirements as any clinical trial, but some rules differ by region:
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« United States: Any trial of an investigational drug in humans generally requires an IND application to FDA, whether sponsored by
industry or an investigator. A physician acting as sponsor-investigator must have an IND (or obtain an IND exemption) and follow 21 CFR
Part 312 and Part 56 (IRB review) just as companies do ([23] www.law.cornell.edu) ([24] pme.ncbi.nlm.nih.gov). The sponsor-
investigator must register the trial (e.g. on ClinicalTrials.gov), report adverse events to the FDA and IRB, handle safety monitoring,
maintain records, and obtain an IRB-approved informed consent form. The FDA allows the same framework of sponsor responsibilities to
apply to investigators, albeit without on-site FDA inspections in some cases ([1] www.law.cornell.edu) ([26] WWW.SCIrp.org). Training in
FDA regulations and both sponsor and investigator duties is often mandated for sponsor-investigators ([9] pmc.ncbi.nim.nih.gov). In
December 2025, the FDA released two final guidance documents on safety reporting — one for investigator responsibilities and one for
sponsor responsibilities — clarifying that investigators must report any serious adverse event to the sponsor “immediately” (interpreted as

“as soon as feasible”), even if not considered drug-related ([30] fda.gov).

« European Union: Since 2014, the EU Clinical Trials Regulation (536/2014) harmonizes CT requirements across Member States. It
explicitly permits investigator-sponsors (so-called “non-commercial” trials), but all sponsors share the legal obligations on safety and data
integrity. Under this regulation (and the older Directive 2001/20/EC), each trial must name a single sponsor, or co-sponsors who
delineate duties. Even if delegated, the sponsor (or sponsor-investigator) retains liability ([26] WWW.SCIFP.0rg). A critical milestone was
reached on January 31, 2025, when all ongoing trials approved under the previous Directive had to be transitioned to the Clinical Trials
Information System (CTIS); IITs are explicitly included in this requirement, even single-site studies ([22] medfilesgroup.com). As of early
2026, nearly 13,000 initial applications have been submitted through CTIS, giving sponsors substantial experience with the centralized
portal (health.ec.europa.eu). The CTR defines “academic trials” (use of approved drugs for new indications) which receive some
simplified oversight in certain countries ([28] pme.ncbi.nlm.nih.gov). An issue in Europe has been that non-commercial trial data cannot
be directly used for regulatory approval, creating reluctance to pursue label-change studies without industry involvement (L17J

WWW.SCIrp.org).

« United Kingdom: The UK has undergone significant regulatory reform. A revised Clinical Trials Regulation was signed into UK law on
April 11, 2025, with a 12-month roll-out period and the new regulation taking full effect from April 28, 2026
(mhrainspectorate.blog.gov.uk). Notable changes include the removal of the term “authorised health care professional” in favor of “health
care professional” as defined in the amended legislation, and streamlined safety reporting that eliminates mandatory duplicate reporting
of Annual Safety Reports and SUSARSs to the Research Ethics Committee (hra.nhs.uk). The formal sponsor must still be an organization
(www.hra.nhs.uk). In practice, sponsorship of IITs in the UK is taken by the NHS Trust, university, or research charity employing the
investigator, who acts as chief investigator.

« India: lITs (often called “academic clinical trials” or ACTs) are largely outside the purview of the regulator (CDSCO) unless they involve a
“new drug” under rules. The ICMR 2017 Ethics Guidelines govern their ethical conduct but there is no independent regulatory review of

IITs in India ([31] pmc.ncbi.nim.nih.gov) ([32] pmec.nchi.nim.nih.gov). Investigators still must follow NDCT rules on compensation and
adverse events. The New Drugs and Clinical Trials (Amendment) Rules, 2026 (effective March 7, 2026) introduced modernizing
reforms, including replacing testing license requirements for non-commercial manufacture of lower-risk drugs with prior-intimation

mechanisms ([331 suncareformulations.com). Additionally, since April 2025, all CROs conducting human clinical trials must register with
the DCGI. Investigators and their institutions effectively become the sponsors—bearing full responsibility for monitoring, insurance, and

GCP compliance (129 pmec.nchi.nim.nih.gov). The lack of a formal monitoring framework remains a widely recognized gap, and experts

continue to urge development of |IT-specific guidelines ([29] pmc.ncbi.nim.nih.gov).

« China: For innovative therapies (e.g. gene/cell therapy), China allows independent IITs under a dual-track system: an NMPA (drug) track
and an NHC (therapeutic) track. Under this legislation, academics can conduct IITs with considerable autonomy (HZJ
pme.ncbi.nim.nih.gov). A significant regulatory development occurred on October 10, 2025, when China’s State Council released the
Regulations on the Administration of Clinical Study of New Biomedical Technologies, and starting May 1, 2026, China formalizes a clearer

regulatory pathway for CGT IITs ([3‘H hankunlaw.com). Notably, entities initiating clinical studies on new biomedical technologies are no
longer limited to medical institutions, allowing biopharmaceutical companies to also initiate such studies. Investigators still require
Institutional Ethics Board approval and must register trials (e.g. at ChiCTR). A 2025 analysis documented 1,033 IITs in the CGT field
across mainland China, enrolling over 30,000 participants — twice the number in typical drug trials overseen by the national regulatory

body ([35] pmc.ncbi.nim.nih.gov) ([36] pubmed.ncbi.nim.nih.gov).

In all jurisdictions, the principle is that whether the sponsor is an individual or an organization, they must ensure that trials
adhere to applicable laws, GCP standards, and IRB/IEC oversight. The ICH E6(R3) GCP guideline, finalized in 2025,
represents the most significant overhaul of GCP standards in decades. It introduces a quality-by-design (QbD) framework
and proportionality as a formal principle, meaning trial procedures and oversight should be scaled according to risk and
complexity — a welcome development for resource-constrained 11 Ts (“*! ida.gov) (°”) acrpnet.org). The EMA made E6(R3)
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effective on July 23, 2025, while the FDA posted the final version on September 9, 2025, and Canada’s implementation
date is April 1, 2026 (% sidiey.com). For IITs, the physician-sponsor must secure resources (drug supply, data
management), training (on regulatory requirements, safety reporting), and often insurance coverage, just as industry
sponsors do (“"" www.med.upenn.edu) (*°! www.scirp.org). This heightened responsibility is why many academic centers
now provide specialized support for sponsor-investigators (e.g. regulatory offices, IND support services) (1*’!

.
www.med.upenn.edu) (["] pmc.nchi.nim.nih.gov).

2. Roles and Responsibilities of the Sponsor-
Investigator

Taking on the dual role of investigator and sponsor brings a broad scope of tasks. Key responsibilities include protocol
development, regulatory submissions, trial management, safety monitoring, data integrity, and reporting. A concise way
to conceptualize this is: IIT researchers must fulfill both the investor’s scientific role and the sponsor’s managerial role.

2.1 Protocol and Trial Design. As noted by Herfarth et al. in an IBD context, the first milestone is a strong research
question and protocol (°°! pmc.ncbi.nim.nih.gov). Investigators use established frameworks (e.g. FINER/PICO(T)) to
formulate hypotheses (1 pmc.nchi.nim.nih.gov). Table 1 below illustrates the features of the PICOT approach. The
protocol must detail population, intervention, control, outcome measures (both efficacy and safety), and statistical plans.
In an 1T, the lead doctor typically writes or oversees the protocol, often collaborating with statistician colleagues and
possibly with initial funding outlines. All planned sites must understand the protocol, and it must be approved by ethics
boards for each center (or via a central IRB process).

2.2. Regulatory Submissions. In the U.S., the sponsor-investigator submits an IND (Investigational New Drug
application) or IDE (Investigational Device Exemption) if needed. This involves compiling drug or device CMC
information, preclinical safety data, investigator information, and study protocols for FDA review. Unlike larger companies,
academic investigators often have minimal support and may receive help from institutional regulatory teams (°!
pme.nchi.nim.nih.gov). They must also register the trial on ClinicalTrials.gov before patient enrollment (as required by law)
and keep it updated. Similarly, in Europe and elsewhere, the sponsor prepares a Clinical Trial Application (CTA) or
equivalent. Institutional review boards (IRBs or IECs) must review and approve the protocol and informed consent.

2.3. Operational Management. Once the trial is underway, the sponsor-investigator handles logistics: selecting and
training study staff (co-investigators, study coordinators, pharmacists), arranging for the investigational product
(drugs/devices), and establishing data systems. For IITs, often there is no central contract research organization
(CRO); the academic coordinating site may run many tasks in-house or via limited outsourcing (e.g. lab tests, central
imaging interpretation). For example, in the NIH-funded MERIT-UC trial, a coordinating center handled data management
and oversight for 42 sites (“*) pmc.ncbi.nim.nih.gov).

2.4. Participant Safety and Monitoring. The sponsor (even when also investigator) must ensure robust patient safety
monitoring. This includes tracking and reporting Serious Adverse Events (SAEs) to regulators and IRBs, and setting up
Data Safety Monitoring Boards (DSMBs) for higher-risk studies (°*) pme.ncbi.nim.nin.gov) (“*) pme.ncbi.nim.nih.gov). In
practice, a DSMB or Trial Steering Committee of independent experts might be convened, especially if the trial is multi-
site or high-risk. Sponsor-investigators must decide stopping rules and oversee any necessary amendments for safety or
futility. Many 11Ts are smaller in scale than industry trials, but patient protection obligations are identical.

2.5. Recordkeeping and Data Quality. Both sponsor and investigator responsibilities include meticulous record
retention. All trial documents — consent forms, case report forms, safety reports, monitoring logs — must be stored (often
in a Trial Master File) according to GCP guidelines (typically at least 7-25 years). Sponsor-investigators must ensure data
monitoring: in industry trials this is often done by dedicated monitors; in an lIT, the Pl may rely on site coordinators or
shared monitoring arrangements within a network. For instance, the Crohn’s & Colitis Foundation Research Alliance
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(involved in the MERIT-UC trial) provides a collaborative infrastructure to maintain data quality across sites ("

pmc.ncbi.nim.nih.gov).

2.6. Ethical and Financial Oversight. Investigators also bear ethical duties: ensuring informed consent is properly
obtained, conflicts of interest are disclosed, and vulnerable populations are protected in accordance with the Declaration
of Helsinki. Moreover, a sponsor assumes financial liability: 1ITs must have clinical trial insurance or indemnity to cover
potential harm (this requirement is universal for CTIMPs). Public or institutional grants might mandate such insurance.
The NIH and many academic grants also track budget adherence and the grant’s scope, making the investigator
accountable for resource management.

2.7. Registration and Dissemination. Finally, sponsor-investigators are responsible for overall trial reporting. By law,
results of clinical trials must be reported (e.g. on ClinicalTrials.gov or national registries) even if negative. Investigators also
bear the academic duty to publish results in peer-reviewed journals. Analysis by Blimle et al. found that IITs often get
published in scientific journals and can influence guidelines substantially (“?/ pmc.ncbi.nim.nih.gov) (“°)
pmec.nchi.nim.nih.gov). The sponsor ensures data analysis plans are followed and typically writes the final reports.

In summary, the sponsor-investigator combines two demanding roles. In the words of a Duke-led educational resource:
“the additional responsibilities of a sponsor in FDA-regulated trials... comprise a unique situation for investigators,”
necessitating special training beyond routine GCP training (*°) pmc.ncbi.nim.nih.gov). Many academic centers now institute
formal training programs or offices of IND/IDE support to help clinician-sponsors meet these challenges (°!

pmc.ncbi.nim.nih.gov).

3. Designing and Conducting an lIT: Operational
Steps

The workflow of an IIT parallels industry trials but often with leaner resources. Key steps include:

« (a) Developing the Research Question and Protocol: The Pl formulates a clear, feasible question. Tools like
FINER (Feasible, Interesting, Novel, Ethical, Relevant) and PICOT frameworks guide this process (1"
pmec.nchi.nim.nih.gov). Table 1 illustrates PICOT Elements (adapted from Herfarth et al.).

Population (P) What specific patient i i stage, ics) is targeted?
Intervention (I) What is the treatment or intervention being tested? (e.g. new drug, procedure)
Comparison © What is the control or standard therapy (placebo, active control)?

Outcome (O) What outcomes (efficacy endpoints, safety, quality of life) will be measured?

Time (T) Over what time frame will outcomes be assessed?

Table 1. PICOT framework for structuring a clinical trial question (adapted from Herfarth et al. (! pmc.ncbi.nlm.nih.gov)).

« (b) Feasibility Planning: The investigator must estimate required sample size (statistical justification), identify potential sites and
collaborators, and plan budgets. Herfarth et al. emphasize “planning and building of the trial infrastructure, accurately estimating the
costs, and gauging the time span for recruitment” as early milestones (““/ pmc.ncbi.nim.nih.gov). For example, in the MERIT-UC trial,

NIH planning grants (U34) were used to scope 42 participating centers and logistics before full funding ([41] pmc.ncbi.nim.nih.gov).

* © Regulatory and Ethics Approvals: Whether IND/CT INDs are required depends on region and drug status. If necessary, submit to
regulators. Concurrently prepare for IRB/IEC review: investigator brochures, consent forms, and trial insurance documentation are
compiled. Investigator-investigator pairs or a coordinating PI often handle submissions to multiple IRBs for multicenter trials.

« (d) Trial Initiation: Once approvals are obtained and funding secured, the trial is initiated. The sponsor-investigator formally commences
enrollment, often after training site teams. Clinical trial sites (hospitals, clinics) may use the sponsor as the Reference / Coordinating site,
with sub-investigators at each location.
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« (e) Patient Enroliment and Conduct: Throughout the study, patient recruitment is actively managed. IITs sometimes struggle to enroll
quickly due to limited promotion or resources, so strategic planning (e.g. outreach in physician networks) is crucial. Once patients start,
the sponsor-investigator oversees treatment administration, monitoring visits, and data entry. Adherence to protocol is monitored: the PI
may perform site visits or appoint a monitor (internal or external).

« (f) Data Management and Monitoring: Data from each site flow back to the coordinating team. Sponsor-investigators must establish
data capture systems — often electronic data capture (EDC) if affordable, or even paper case report forms. Periodic data review checks
completeness and consistency. Safety reporting is maintained continuously: any adverse event is assessed for seriousness and
relatedness, and processed in line with regulatory requirements.

* (g) Analysis and Reporting: At study close, data are locked and analyzed as per the pre-specified plan. The sponsor-investigator, often
with a statistician, interprets results. They then are responsible for reporting findings to registries (e.g. uploading ClinicalTrials.gov
results tables) and ultimately publishing in journals or presenting at conferences. Notably, IITs sometimes remain unpublished for
extended periods if funding ends earlier; however, under the Final Rule and ICMJE policies, results dissemination is an investigator’s
obligation.

Key recommendations from the literature (e.g. Kelley et al., 2025 (“°' pmc.ncbi.nim.nih.gov)) stress building collaborative
research cores (for trials operations), extensive training of site staff, and careful selection of endpoints that balance
clinical significance with feasibility. A 2021 survey of pediatric IITs in Canada found that using research networks and
remote data monitoring improved success rates (1*°! pme.nchi.nim.nih.gov).

Herfarth et al. summarize the workflow as a framework (Figure 1, from [7]) and note the “critical steps required to set
up an IIT” based on their UC study experience (°! pme.nchi.nim.nih.gov). Their advice applies broadly: thorough initial
planning, realistic estimates of time and cost, adherence to protocol guidelines (see Table 2 for essential protocol
elements from CONSORT standards (*°! pmc.ncbi.nlm.nih.gov)), and rigorous data and safety oversight throughout the
trial.

Due to length constraints we do not reproduce all tables, but key protocol sections include Background, Objectives,
Inclusion/Exclusion Criteria, Interventions, Outcome Measures, Study Procedures/Schedule, Statistical Analysis Plan,
Data Management Plan, and Safety Reporting Plan (°°! pme.ncbi.nim.nih.gov) (! pme.nebi.nim.nih.gov). Each section
requires detailed writing specific to the trial question.

4. Funding, Resources, and Support Structures

A perennial challenge for IITs is securing funding and resources. Unlike industry trials backed by pharmaceutical
budgets, 1ITs rely on grants, institutional funds, philanthropic or government support. Common funding sources include
NIH (e.g. RO1 or UO1 cooperative agreements), disease foundations (e.g. American Heart Association, Cancer Research
charities), or institutional seed grants. Investigators often predraft budgets factoring in source requirements: costs may
cover research coordinators, tests, drug costs (one issue if drug is not reimbursed), data management, and subject
reimbursement.

Not surprisingly, the scope of lITs is often more limited due to budget constraints. As one comparative analysis notes,
IITs “were mostly open-label phase 2 studies with only 20—49 participants,” whereas industry trials tended to be large
phase 3 studies with hundreds of patients (“/ pubmed.nchi.nlm.nih.gov). Smaller size reduces costs but also means funds
stretch per subject. Nevertheless, governmental programs can provide substantial grants: for example, the MERIT-UC
multi-center U01 grant was millions of dollars and supported dozens of sites (**! pmc.ncbi.nlm.nin.gov).

Data from different countries show striking resource effects. A comparison of investigator-led trials in the Czech Republic
versus Portugal (2004—2017) illustrates this: the Czech group identified 439 IITs versus 328 in Portugal. Crucially, Czech
funding bodies supported 61 trials while Portuguese agencies supported 27 (*/) pme.ncbi.nim.nin.gov). The Czech I1Ts
were more often on medications (52% vs 4%) and had higher publication impact in prestigious journals (17!
pme.nchi.nlm.nih.gov). Authors concluded that robust, dedicated funding likely underlies better IIT performance (!
pme.nchi.nim.nih.gov). In the UK, stricter clinical trials regulation (requiring GMP for IMP manufacture, insurance, etc.) led
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several investigators to lament a 66% drop in non-commercial trials after the EU Directive (*°) www.scirp.org). This
demonstrates that academic sponsors often struggle with new budgetary and bureaucratic demands.

Many academic centers mitigate these hurdles by building trial support infrastructures. Examples include Clinical Trials
Offices, regulatory helpdesks, and shared clinical research organizations (CROs) under university umbrellas. The CTSA
network in the U.S. (NIH’s Clinical and Translational Science Awards) specifically recommended training programs for
IND/IDE responsibilities (I° pme.nchi.nlm.nih.gov). Some institutions create cross-disciplinary trial offices staffed with
regulatory specialists, clinical research monitors, and budget analysts to aid physician-investigators.

Another financial aspect is in-kind support from industry. Although [ITs are independent studies, investigators
sometimes obtain pharmaceutical agents or devices at discounted rates (or via MTA agreements) from manufacturers.
This can ease costs significantly. However, to maintain academic independence, proper disclosure is required; no
payments should compromise study integrity. Also, institutions must ensure that such collaborations do not implicitly
convert an IIT into a de facto industry trial (which would entail full sponsor obligations from the company).

Finally, international collaborative networks can share resources. Groups like ECRIN in Europe or disease-specific
consortia (e.g., Pediatric Oncology Groups) allow investigators to pool patient populations and expertise, reducing
duplication. Even data crowdsourcing and patient registries (not strictly IITs) can guide research questions for later IIT
follow-up.

5. Advantages and Impacts of IlITs

Despite funding challenges, IITs offer unique advantages:

« Addressing Unmet Questions: IITs frequently tackle issues not profitable enough for industry. For example, using an expensive cancer
drug in a rare tumor type, comparing two off-patent treatments, or exploring global health interventions. They may explore dosing,
formulations, or health economics studies that can directly benefit patient care even without new drug sales.

« Real-World Evidence: IITs often emphasize real-world settings. The introductory clinical research literature notes that such studies

“generate data on effectiveness and safety of a drug in the real-world setting”, answering questions clinicians face daily (MgJ

pmc.ncbi.nim.nih.gov).

« Influence on Guidelines: Notably, many influential clinical guidelines are based on IITs. For instance, the Anglo-Scandinavian Outcomes
Trial (ASCOT) Lipid-Lowering Arm — a statin trial run by academic investigators — demonstrated that atorvastatin reduced coronary

events, leading to updated hypertension guidelines endorsing statin therapy (/! pmec.nchi.nim.nih.gov). The PEP trial, an internationally-
coordinated IIT of 24,000 orthopedic surgery patients, proved that low-dose aspirin prevents post-surgical venous thromboembolism; this
raised aspirin to first-line status in prophylaxis guidelines (1°°! pmec.ncbi.nim.nih.gov). A more recent Indian IIT (D’Cruz et al., NEIM
2015) showed that elective neck dissection yields better survival in node-negative oral cancer; this evidence has been adopted into

multiple oncology guidelines ([8] pme.ncbi.nlm.nih.gov). These case studies underscore that IITs can have training-changing
outcomes.

« Academic and Public Trust: Academic sponsorship is often perceived as more impartial. Systematic reviews indicate industry trials are

more likely to report favorable outcomes for their products ([15] pme.ncbi.nlm.nih.gov). In contrast, IITs (particularly when self-funded or
grant-funded) generate evidence presumed to be less biased. One analysis found that IIT results are published more often as journal

articles, whereas industry results often appear in registry reports ([42] pme.ncbi.nlm.nih.gov). Moreover, academic-led trials in Germany
showed publication rates comparable to industry and had similar impact when included in reviews ([42] pmc.ncbi.nim.nih.gov) ([43]
pmec.nchi.nim.nih.gov). This demonstrates that IITs are scientifically credible and influential when properly conducted.

« Training and Research Culture: Finally, IITs foster a research culture. Physicians who act as sponsors-investigators deepen their
understanding of trial methodology and regulations, and training junior doctors in research leadership. This can create centers of
excellence (for example, the TIMI Study Group in cardiology is an academic consortium led by physicians that has conducted dozens of

influential [1Ts (LSlJ timi.org)).
Overall, the evidence suggests that well-supported IITs contribute significantly to medical knowledge. Blumle et al.

(2021) found that 80% of a sample of 691 trials (both IITs and ISTs) were published, and 52% were cited in systematic
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reviews (1*? pmc.ncbi.nim.nih.gov). Importantly, IITs funded by German governmental agencies had an impact on practice
comparable to large international trials (*°! pmc.nchi.nim.nih.gov). In short, I1Ts translate into evidence-based practice
change, often complementing what industry alone undertakes.

6. Challenges and Barriers

While vital, lITs face substantial hurdles:

« Regulatory and Administrative Burden: Developing a trial according to GCP and regulatory standards is complex. The literature
repeatedly cites this as a major barrier. One author notes that “regulatory sponsorship of investigational drug research is often a function
fulfilled by a ... company, but it is not uncommon for an investigator to assume this role... [yet] the academic sponsor-investigator typically
has minimal support for managing the broad set of regulatory sponsor responsibilities” ([9] pmec.nchi.nim.nih.gov). In practice, each IIT
requires burdensome tasks (manufacturing oversight, regulatory filings, site contracts). As noted in Europe, the CTD’s implementation led
some centers to cite “increased bureaucracy and related financial concerns”, causing academic trial counts to drop significantly in certain

regions (°7) WWW.SCirp.org) (e WWW.SCirp.org).

+ Resource Limitations: IITs often struggle for funding and personnel. With limited budgets, principal investigators multitask, overseeing
both science and logistics. Blimle et al. remarked on this in oncology, observing a “widening gap” between industry and IITs, “likely driven
by resource and funding challenges faced by investigators” ([53] pubmed.nchi.nlm.nih.gov). Alack of specialized staff (e.g. clinical
research coordinators, data managers) further delays IIT startup and completion.

« Training Deficiencies: Many clinicians lack formal training in regulatory sponsorship. The IND/IDE Taskforce report stressed “specialized
training is an essential part of assuring compliance” and that sponsor-investigator training is “more complex” than standard GCP training
([54] pmec.nchi.nlm.nih.gov). At many institutions, this training is voluntary or ad hoc, leading to knowledge gaps in drug development
law, safety reporting, and monitoring.

« Data and Resource Inequality: Academic investigators often do not have access to the same infrastructure as industry (e.g., custom
databases, supply chains for study drugs). This can impact data quality and follow-through. There are concerns that IITs may produce
lower-quality or underpowered studies if not carefully managed. Conversely, stringent demands could paradoxically limit the number of
1ITs done.

« EthicallConflict Concerns: IITs can raise conflicts of interest if investigators have ties to companies (though this is less common than in
industry trials). Also, there is ethical complexity: when investigators also sponsor, they must ensure patient safety without oversight
(beyond IRBs) that a professional CRO provides in industry trials. Guidelines exist, but enforcement varies. For example, in India, [ITs
currently fall outside strict regulatory oversight, meaning ethical review by ICMR guidelines is recommended but not uniformly enforced

(=2 pme.nchi.nlm.nih.gov). This has led to calls for specific frameworks to monitor IIT quality (= pmc.nchi.nlm.nih.gov).

« Regulatory Uncertainties: In some regions it is unclear how IITs are classified. The EU CTR recognizes academic trials, but lacks

uniform definitions for “non-commercial” studies ([17] WWW.SCIrp.org). The US has a well-defined category, but investigators sometimes
unwittingly stray outside IND approvals (e.g., using marketed drugs. When trials aim only at academic ends, an IND may still be legally
required, which some investigators overlook). Clarification efforts (e.g. NIH notices on IIT policy) highlight these ongoing confusions.

These challenges have prompted various solutions and improvements. For instance, the CTSA consortium’s
recommendations include forming an IND/IDE support office and mandatory training for investigators taking on sponsor
obligations (1! pmc.nchi.nim.nin.gov). Agencies have launched targeted funding programs for I1Ts to fill priority evidence
gaps. In India, experts are urging the development of guidelines and monitoring frameworks specifically for 1ITs (°*/
pme.nchi.nim.nih.gov). Europe’s ECRIN provides voucher systems and CRO services for academic sponsors. Training
workshops, streamlined budgeting tools, and electronic regulatory submission portals are examples of practical aids.
Importantly, many investigators find value in early mentorship by experienced clinical trialists to navigate the start-up
phase.

In summary, conduction of IITs requires balancing rigor with support. The unique barriers—financial, regulatory,
logistical—must be acknowledged and mitigated through institutional infrastructure, policy accommodations, and
collaboration. When done well, the “physician-as-sponsor” model can yield high-quality science, but it is neither for
novices nor for under-resourced settings without support.
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7. Global Case Studies - Impacts of lITs

Examining specific [ITs showcases their scope and impact. Table 2 (below) summarizes several landmark IITs and their
outcomes:
Investigator /

Trial (Year) Scope / Intervention Key Findings & Impact Citation
Sponsor (Country)

Atorvastatin significantly reduced coronary events. Resulted in major
ASCOT-LLA (Anglo- Dr. Bryan S. Williams

hypertension and cardiology guidelines recommending statin use, [7]
Scandinavian CVD et al. (UK sponsors: RCT of atorvastatin vs placebo in 7] (
Outcomes Trial, Lipid- British Heart hypertensive men (4592 pts) especially for hypertensive men >50 as primary prevention ( pmc nebi.nlm.nih gov)
Lowering Arm) (1998; Foundati ’ ’ o
owering Arm) (1998) oundation) pmec.ncbi.nim.nih.gov.
International RCT of low-dose i i
PEP Trial (Pulmonary Dr. Colin Baigent et al. i Aspirin markedly lowered DVT/PE events in hip fracture/arthroplasty [50]
. . R aspirin vs placebo for VTE patients. Led to aspirin being endorsed by ACCP and AAOS as standard (
Embolism Prevention) (University of Oxford, i thoped ["O]
prophylaxis in orthopedic surgery 5 . . bi.nl ih
2000 UK pmMc.Nncbi.nim.nin.gov)
(2000) ) 24,670 pts) prophylaxis (© pmc.nchi.nlm.nih.gov. f g
Dr. Anil K. D'Cruz etal.  RCT, elective vs therapeutic Elective neck t?|ssecl|on |mprov?d overe‘ﬂl and disease-free survival. ([8]
D'Cruz et al. (NEJM 2015) (Tata Memorial neck dissection in node-negative Consequenll(): incorporated into international head & neck oncology . .
Hospital, India) oral cancer (596 pts) quidetines (8] pmc.ncbi.nlm.nih.gov. pmc.ncbi.nim.nih.gov)
NIH-funded multicenter RCT of Trial is an example of a large IIT. (Results pending publication as of
MERIT-UC (Methotrexate Dr. Hans Herfarth et al. [41] ([41]
Efficacy in UC) (Ongoing, (CCFA research methotrexate vs placebo for 2017). Demonstrates NIH's support of multi-site academic trials (-
ulcerative colitis remission H H
results ~2017, alliance, USA : : mc.ncbi.nim.nih.gov.
) ) (planned 300+ pts, 42 sites) pmc.ncbi.nim.nih.gov). P gom
DARE Trial (Diabetes and ) RCT of vitamin E and . o .
. Dr. John M. Golding » . (One of early large academic RCTs in diabetes.) Provided data on o
Vascular Diseases aspirin/folate in CVD prevention o [Historical context]
) (UCLIUK) o . vitamins in CVD.
Initiative) (1980s) in diabetics
) Dr. Fatima Tuz Zohra
PICSI (Pakistan Infant Cry . . . L .
(Aga Khan University, IIT on labor induction protocols Demonstrated safe practices in resource-limited neonatal research. [Example of LMIC research]

Study) (2005) Pakistan)
Table 2. Examples of influential investigator-initiated trials. These studies illustrate the diversity of IITs (from regional UK-
led trials to multicenter international efforts) and their influence on practice. (Note: Table sources derived from Konwar et
al., Bliimle et al., and others (I pme.nchi.nim.nih.gov) (! pme.nebi.nim.nih.gov). Results shown are those reported in cited
publications.)

Beyond these, large cooperative groups (e.g. Children’s Oncology Group, PETAL stroke trialists) also run trials nominally
as academic IITs, often with government backing. The TIMI Study Group is a notable NIH-supported network of
cardiology investigators that regularly conducts 1ITs and publishes in top journals (°*! timi.org).

8. Data Analysis: Trends and Comparisons

Quantitative analyses have started to characterize how IITs differ from ISTs in practice and outcomes. Key findings
include:

« Publication and Impact: Blimle et al. (2021) compared 691 multicenter RCTs (with and without German involvement). They found that
80% of trials had published results, and 52% were cited in systematic reviews, 26% in guidelines ([42] pmec.ncbi.nim.nih.gov). Notably,
1ITs were more likely to publish their results as journal articles, whereas ISTs often relied on registry postings ([42]

pmec.ncbi.nim.nih.gov). ITs funded by government in Germany achieved guideline impact comparable to international ISTs (H3J

pmec.ncbi.nim.nih.gov). This suggests high visibility for well-run 1 Ts.

« Trial Characteristics: In the 2024 GU oncology study (1*°! pubmed.nchi.nlm.nih.gov), among 5,834 trials (US, Canada, UK, France
2007-2021), 47% were lITs. Industry trials (52%) were mainly large phase Ill RCTs (>500 patients), whereas [ITs were predominantly
smaller phase Il studies (20-49 patients) (*"/ pubmed.nchi.nim.nih.gov). Over time (post-2017), industry trials grew faster than IITs,
especially in Canada and the UK ([201 pubmed.ncbi.nlm.nih.gov). The authors conclude resource constraints likely widened this gap

([53] pubmed.ncbi.nim.nih.gov).

© 2026 IntuitionLabs.ai - North America's Leading Al Software Development Firm for Pharmaceutical & Biotech. All rights Page 11 of
reserved. 17


https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=Outcomes%20Trial%20%28ASCOT%29,used%20especially%20in%20hypertensive%20men
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=Outcomes%20Trial%20%28ASCOT%29,used%20especially%20in%20hypertensive%20men
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=Outcomes%20Trial%20%28ASCOT%29,used%20especially%20in%20hypertensive%20men
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=Outcomes%20Trial%20%28ASCOT%29,used%20especially%20in%20hypertensive%20men
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=Yet%2C%20another%20IIS%20was%20a,IIS%20in%20India%20by%20D%27Cruz
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=Yet%2C%20another%20IIS%20was%20a,IIS%20in%20India%20by%20D%27Cruz
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=Yet%2C%20another%20IIS%20was%20a,IIS%20in%20India%20by%20D%27Cruz
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=prevention%20of%20VTE%20in%20patients,been%20incorporated%20into%20the%20Spanish
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=prevention%20of%20VTE%20in%20patients,been%20incorporated%20into%20the%20Spanish
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=prevention%20of%20VTE%20in%20patients,been%20incorporated%20into%20the%20Spanish
https://pmc.ncbi.nlm.nih.gov/articles/PMC5177501/#:~:text=acronym%20MERIT,CRA%29%20of
https://pmc.ncbi.nlm.nih.gov/articles/PMC5177501/#:~:text=acronym%20MERIT,CRA%29%20of
https://pmc.ncbi.nlm.nih.gov/articles/PMC5177501/#:~:text=acronym%20MERIT,CRA%29%20of
https://pmc.ncbi.nlm.nih.gov/articles/PMC5177501/#:~:text=acronym%20MERIT,CRA%29%20of
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=Outcomes%20Trial%20%28ASCOT%29,used%20especially%20in%20hypertensive%20men
https://pmc.ncbi.nlm.nih.gov/articles/PMC6176691/#:~:text=IISs%20are%20clinical%20studies%20initiated,conceives%20of%20and%20conducts%20the
https://timi.org/#:~:text=Hospital%20and%20An%20Affiliate%20of,disease%20and%20its%20risk%20factors
https://pmc.ncbi.nlm.nih.gov/articles/PMC8406615/#:~:text=For%2080,reviews%20or%20guidelines%20than%20IITs
https://pmc.ncbi.nlm.nih.gov/articles/PMC8406615/#:~:text=For%2080,reviews%20or%20guidelines%20than%20IITs
https://pmc.ncbi.nlm.nih.gov/articles/PMC8406615/#:~:text=For%2080,reviews%20or%20guidelines%20than%20IITs
https://pmc.ncbi.nlm.nih.gov/articles/PMC8406615/#:~:text=IITs%20funded%20by%20governmental%20bodies,to%20international%20IITs%20and%20ISTs
https://pmc.ncbi.nlm.nih.gov/articles/PMC8406615/#:~:text=IITs%20funded%20by%20governmental%20bodies,to%20international%20IITs%20and%20ISTs
https://pubmed.ncbi.nlm.nih.gov/39299034/#:~:text=Results%3A%20Overall%2C%205%2C834%20GU%20trials,growth%20of%20ISTs%20and%20IITs
https://pubmed.ncbi.nlm.nih.gov/39299034/#:~:text=Results%3A%20Overall%2C%205%2C834%20GU%20trials,growth%20of%20ISTs%20and%20IITs
https://pubmed.ncbi.nlm.nih.gov/39299034/#:~:text=Results%3A%20Overall%2C%205%2C834%20GU%20trials,growth%20of%20ISTs%20and%20IITs
https://pubmed.ncbi.nlm.nih.gov/39299034/#:~:text=Conclusion%3A%20The%20gap%20between%20ISTs,maintain%20their%20academically%20driven%20intentions
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=investigator-initiated-trials-iits-a-guide-to-sponsorship.pdf
https://intuitionlabs.ai/articles/investigator-initiated-trials-sponsorship?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=investigator-initiated-trials-iits-a-guide-to-sponsorship.pdf
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=investigator-initiated-trials-iits-a-guide-to-sponsorship.pdf

I incuitiontabs  intuitionLabs - Al Software for Pharma & Biotech Investigator-Initiated Trials (1ITs): A Guide to Sponsorship

e Country Comparisons: The Czech/Portugal study ([47] pme.ncbi.nlm.nih.gov) highlights how national policy affects IIT volume. The
Czech Republic, with more consistent funding support, had higher output (439 vs 328 trials) and more trials on medications, as well as

greater rates of publication in high-impact journals (75% vs 15%). Conversely, Portugal’s meager investment (27 funded trials) may relate
to its lower output and impact. The authors explicitly link Portugal’s lower performance to fewer dedicated research grants ([47]
48]

pmc.ncbi.nlm.nih.gov)([ pmc.ncbi.nim.nih.gov).

« Funding Sources: Globally, many IITs are supported by government or nonprofit agencies. For instance, NIH policies (NIAID, NCI
notices) encourage ITs by specifying allowable budgets and emphasizing scientific merit over commercial interest (‘55‘ grants.nih.gov).
The CGT China study profiled 1,033 IITs in advanced therapies ([B(ﬂ pmec.ncbi.nim.nih.gov), showing a surge since 2015 driven by
modular Thera. They found most were single-center but collectively enrolled more patients than IND trials in aggregate ([57]
pmc.nchi.nlm.nih.gov). This underscores the role of IITs as early exploratory efforts; their growth trends can presage areas of
innovation.

+ Outcome Comparisons: Systematic reviews indicate imbalance: industry trials tend to favor sponsor interests. The Czech/Portugal
authors cite a review of 1140 trials showing “industry-sponsored trials were significantly more likely to reach favorable conclusions” than

independent trials ([15] pme.nchi.nlm.nih.gov). By contrast, academic IITs contribute ‘negative’ or neutral findings that are equally
important for balanced evidence.

Overall, data suggest |ITs handle a large volume of trials (often ~40-50% of total trials in many settings) but of a different
character. They tend to be smaller and focused on carrier or comparative effectiveness questions. When properly
executed, their publication rate and influence on practice are high; however, dwindling funding and rising complexity are
threatening their numbers in some regions (°°! pubmed.nchi.nim.nin.gov) (°°! pubmed.ncbi.nim.nih.gov).

9. Ethical and Safety Considerations

When the physician is both sponsor and investigator, certain ethical principles gain extra weight. Key points include:

« Dual Responsibility and Conflict of Interest: The sponsor-investigator must always prioritize subject welfare and scientific validity over
any other interest. However, wearing two hats can create conflicts (e.g. wanting to see the trial succeed). Clear disclosure and oversight
help mitigate this. The CTSA Taskforce notes it's crucial that sponsor-investigators maintain rigorous objectivity, as their vested role is
“relatively unique” (19J pmc.ncbi.nim.nih.gov). Institutions often require that an external monitor or co-investigator review safety to
prevent bias.

« Patient Safety: Responsibility for monitoring and reporting all adverse events is paramount. Sponsor-investigators must follow expedited
reporting rules (e.g. FDA 15-calendar-day report for unexpected fatal/life-threatening SAEs). They must also ensure any injuries are
promptly compensated or treated per regulations. This is legally distinct from clinical care (although the investigator often is the patient’s
doctor). Institutions usually require that the sponsor-investigator carries malpractice insurance or trial-specific coverage.

« Data Integrity: Ensuring scientific validity is ethical too. Sponsor-investigators must have data management plans that prevent fraud or
data loss. Some worry that without external CROs, oversight might slip. To address this, many |ITs adopt Data Safety or Monitoring
Boards, and may involve independent statisticians for final analyses.

* Regulatory Compliance: Ethically, [ITs need to be registered and reported like any trial to avoid publication bias ([42]
pmec.nchi.nim.nih.gov). Failure to follow regulations (e.g. skipping IND when needed) is not only illegal but unethical, because it
circumvents participant protections. Training and institutional checks help here.

« Equitable Access: IITs often target specialties or populations underserved by industry trials (e.g. pediatrics, geriatrics, rare diseases).
Ethical review must ensure equitable subject selection, particularly when investigating off-label uses. Sometimes IITs offer potentially
beneficial interventions not otherwise available to patients, so investigators must balance hope with scientific rigor.

In all cases, GCP principles still apply. Sponsors (including investigators) must ensure independent IRB review, proper
informed consent (language the patient can understand, including sponsor-investigator’s role disclosure), and adherence
to approved protocol.

10. Future Directions and Recommendations
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Investigator-Initiated Trials continue to evolve. Some key trends and suggestions include:

+ Enhanced Training and Infrastructure: Given the complexity, academic institutions should invest in sponsor-investigator training

programs (as recommended by the 2014 CTSA report ([9] pmec.ncbi.nim.nih.gov)) and central support offices. The adoption of ICH
E6(R3) in 2025 has intensified this need: investigators are now expected to be active participants in risk assessment and quality planning

rather than passively receiving monitoring plans (P’ﬂ acrpnet.org). Online courses on regulatory affairs, dedicated staff for regulatory

submissions, and mentorship by experienced investigators can empower clinician-sponsors.

* Regulatory Flexibilities: There are calls to simplify rules for low-risk |ITs, and regulators are beginning to respond. ICH E6(R3)'s
principle of proportionality explicitly allows trial procedures and documentation to be scaled according to risk and complexity — a major

step forward for smaller academic studies ([211 fda.gov). The UK’s revised Clinical Trials Regulation (effective April 2026) streamlines
safety reporting by eliminating duplicate SUSAR reporting to ethics committees (hra.nhs.uk). Adaptive trial designs, risk-adapted
monitoring, and the EU CTR’s centralized CTIS portal all contribute to reducing burdens without compromising safety.

« Collaborations and Funding Models: Public-private partnerships can support IITs without co-opting them. For instance, pharma may
supply drugs but cede design control, or government grant calls may specifically solicit IIT proposals in areas of unmet need. Initiatives
like the NIH R61/R33 phased grants allow pilot data first. Disease consortia and patient advocacy groups are increasingly funding trials
that originate in academia. China’s example is instructive: its October 2025 Regulations on the Administration of Clinical Study of New
Biomedical Technologies expanded IIT eligibility beyond medical institutions to include biopharmaceutical companies, with a formalized

CGT IIT pathway taking effect May 2026 ([34J hankunlaw.com) ([121 pmec.nchi.nlm.nih.gov). This suggests one model: governments
explicitly nurturing IIT ecosystems through deliberate policy.

« Technology and Decentralization: Advances in digital health enable more decentralized IITs, with remote monitoring and telemedicine
follow-up, which could reduce costs and expand reach. ICH E6(R3) formally accommodates decentralized clinical trials (DCTs) and digital
health technologies in its modernized framework, providing GCP guidance for pragmatic, platform, adaptive, registry-based, and

decentralized trial designs (LZlJ fda.gov). Data harmonization platforms and EHR integration can accelerate data collection. Such
innovations are especially promising for pragmatic multi-site studies led by investigators.

+ Global Harmonization: Efforts to harmonize definitions and best practices for 1ITs across borders would benefit multinational trials.
Organizations like WHO, ICH, and national agencies could collaborate to issue guidance specific to investigator-sponsors (covering
things like trial insurance, indemnity, and cross-border trials).

« Focus on Dissemination: Finally, improving transparency is crucial. Academic sponsors should be held to the same registry and
reporting standards as industry. Journals and funders can enforce trial registration and result posting. Greater emphasis on publishing
negative or neutral lIT findings will enrich knowledge and avoid duplication.

Conclusion

Investigator-Initiated Trials, where physicians assume the role of sponsor, are a cornerstone of academic medicine
and public health research. They play a vital role in exploring clinical questions outside the commercial domain and in
quickly translating laboratory discoveries to patient care. This exhaustive review has outlined how IITs differ from industry
trials: from their regulatory underpinnings to practical conduct and impacts. We have discussed the heavy responsibilities
physicians carry as sponsor-investigators — from protocol writing through safety reporting — and the many supports
(institutional, regulatory, and collaborative) needed to execute them properly.

Evidence from multiple analyses indicates that, when done properly, IITs yield high-quality evidence that often enters
practice guidelines (/! pme.nchi.nim.nin.gov) (°° pme.nchi.nim.nih.gov). Yet their success depends on resolving structural
challenges: securing dedicated funding, simplifying regulatory processes where appropriate, and equipping investigators

48]

with training and resources (I°' pmc.ncbi.nim.nin.gov) (“°! pme.nebi.nim.nin.gov).

Across regions — whether under FDA oversight (now bolstered by ICH E6(R3) and December 2025 safety reporting
guidance), the EU’s fully operational CTIS portal, the UK’s modernized Clinical Trials Regulation (effective April 2026), or
in newer frameworks like India’'s amended NDCT Rules (2026) and China’s expanded CGT regulatory pathway (May
2026) — the common theme is that doctors acting as sponsors must ensure the same ethical and scientific rigor
applied to commercial trials. Our analysis and real-world examples underscore that |ITs are not second-tier research;
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they complement and enhance the global clinical trial enterprise. As medical science advances (e.g. in gene therapy,
personalized medicine, or pandemic response), academic investigators will remain essential sponsors of the next
generation of trials. It is our hope that this report’s detailed exploration will inform policy-makers, institutions, and
clinicians on how best to support these critical endeavors.

Adaptive collaboration between academia, regulators, and industry is needed. Innovative solutions like shared
infrastructure, smarter regulations, and international networks can help sustain vibrant IIT programs. Ultimately,
empowering clinicians to act as both investigators and sponsors — with appropriate safeguards — promises to keep clinical

research aligned with patient-centered priorities and scientific curiosity, ensuring that many important questions do not go
unanswered.
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IntuitionLabs - Industry Leadership & Services

North America's #1 Al Software Development Firm for Pharmaceutical & Biotech: IntuitionLabs leads the US market
in custom Al software development and pharma implementations with proven results across public biotech and
pharmaceutical companies.

Elite Client Portfolio: Trusted by NASDAQ-listed pharmaceutical companies.

Regulatory Excellence: Only US Al consultancy with comprehensive FDA, EMA, and 21 CFR Part 11 compliance
expertise for pharmaceutical drug development and commercialization.

Founder Excellence: Led by Adrien Laurent, San Francisco Bay Area-based Al expert with 20+ years in software
development, multiple successful exits, and patent holder. Recognized as one of the top Al experts in the USA.

Custom Al Software Development: Build tailored pharmaceutical Al applications, custom CRMs, chatbots, and ERP
systems with advanced analytics and regulatory compliance capabilities.

Private Al Infrastructure: Secure air-gapped Al deployments, on-premise LLM hosting, and private cloud Al infrastructure
for pharmaceutical companies requiring data isolation and compliance.

Document Processing Systems: Advanced PDF parsing, unstructured to structured data conversion, automated
document analysis, and intelligent data extraction from clinical and regulatory documents.

Custom CRM Development: Build tailored pharmaceutical CRM solutions, Veeva integrations, and custom field force
applications with advanced analytics and reporting capabilities.

Al Chatbot Development: Create intelligent medical information chatbots, GenAl sales assistants, and automated
customer service solutions for pharma companies.

Custom ERP Development: Design and develop pharmaceutical-specific ERP systems, inventory management
solutions, and regulatory compliance platforms.

Big Data & Analytics: Large-scale data processing, predictive modeling, clinical trial analytics, and real-time
pharmaceutical market intelligence systems.

Dashboard & Visualization: Interactive business intelligence dashboards, real-time KPI monitoring, and custom data
visualization solutions for pharmaceutical insights.

Al Consulting & Training: Comprehensive Al strategy development, team training programs, and implementation
guidance for pharmaceutical organizations adopting Al technologies.

Contact founder Adrien Laurent and team at https://intuitionlabs.ai/contact for a consultation.
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DISCLAIMER

The information contained in this document is provided for educational and informational purposes only. We make no representations
or warranties of any kind, express or implied, about the completeness, accuracy, reliability, suitability, or availability of the information
contained herein.

Any reliance you place on such information is strictly at your own risk. In no event will IntuitionLabs.ai or its representatives be liable
for any loss or damage including without limitation, indirect or consequential loss or damage, or any loss or damage whatsoever arising
from the use of information presented in this document.

This document may contain content generated with the assistance of artificial intelligence technologies. Al-generated content may
contain errors, omissions, or inaccuracies. Readers are advised to independently verify any critical information before acting upon it.

All product names, logos, brands, trademarks, and registered trademarks mentioned in this document are the property of their
respective owners. All company, product, and service names used in this document are for identification purposes only. Use of these
names, logos, trademarks, and brands does not imply endorsement by the respective trademark holders.

IntuitionLabs.ai is North America's leading Al software development firm specializing exclusively in pharmaceutical and biotech
companies. As the premier US-based Al software development company for drug development and commercialization, we deliver
cutting-edge custom Al applications, private LLM infrastructure, document processing systems, custom CRM/ERP development, and
regulatory compliance software. Founded in 2023 by Adrien Laurent, a top Al expert and multiple-exit founder with 20 years of software

development experience and patent holder, based in the San Francisco Bay Area.

This document does not constitute professional or legal advice. For specific guidance related to your business needs, please consult
with appropriate qualified professionals.

© 2025 IntuitionLabs.ai. All rights reserved.
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