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Key Milestones & Timeline

Key Stakeholders

Scope/ 
Key Deliverables

Milestone Purpose Timing/Frequency

❖ Planning, Setup & Ongoing Oversight

IB/IB Update 
(Investigator’s Brochure)

➢ A central document
➢ summarizing safety, efficacy, PK and risks data
➢ from preclinical and clinical studies, 
➢ helping investigators conduct trials safely and effectively.

▪ Initial version of IB/RMP, may be created before the start 
of the first clinical trial. 

▪ IB: Then, annually or whenever new significant data arises, 
until last patient last visit (LPLV) in the final study.

▪ RMP: Then, annually or whenever new significant data 
arises, throughout its lifecycle.

RMP 
(Risk Management Plan)

➢ A comprehensive document that outlines
➢ strategies to identify, assess, monitor, and mitigate risks 

associated with an investigational product 
➢ throughout its lifecycle, from preclinical to post-marketing. 
➢ Ensuring patient safety and assessing benefit-risk profile.

❖Data Monitoring & Review

SET 
(Study Evaluation Team)

SRT 
(Safety Review Team)

➢ A cross-functional team from within the study/project.
➢ SET oversees the trial progress – focusing on strategy, 

operations, timelines, and scientific direction. 
➢ SRT reviews AEs, SAEs – focusing on day-to-day patient safety 

management during the trial and identify emerging safety 
signals.

▪ SET meets as needed (weekly, bi-weekly, monthly, 
quarterly) – more frequently during early and critical 
phases, and less frequently during steady-state operations.

▪ SRT meets regularly (e.g., monthly, quarterly).
▪ Ad-hoc SET/SRT meetings can be requested, for additional 

data review, throughout the clinical study.

DRC 
(Data Review Committee)

DMC/ DSMB 
(Data Monitoring Committee /
Data Safety Monitoring Board)

➢ A group of experts responsible for 
➢ reviewing and evaluating clinical trial data throughout the study 
➢ to ensure patient safety, maintain data integrity and quality, and 

monitor the overall conduct of the trial.

o DMCs are external and independent.
o DRCs are internal (sponsor), but independent of the study team.

▪ DRC meetings occur more frequently in early-stage studies 
to closely monitor enrollment, data quality and readiness.

▪ DMC meetings typically occur at pre-specified intervals 
(e.g., every 6–12 months) and/or are aligned with pre-
planned milestones (e.g., interim analysis).

▪ Both DMC/DRC meetings may also be triggered when a 
defined number of participants are enrolled, treated, or 
completed specific study phases, as outlined in the protocol 
or respective charters.

Adjudication Committees
(IRC, CEC, IAC, …)

➢ An independent group of experts that
➢ adjudicates (verifies or validates) critical clinical events or 

outcomes 
➢ based on standardized criteria, 
➢ to ensure uniform, unbiased, and consistent assessment of key 

trial endpoints that require clinical judgement.

▪ Ongoing throughout the trial - starts once events begin to 
accumulate. 

▪ Frequency depends on event volume and data flow.

Advisory Committees
(ODAC, CRDAC, AAC, …)

➢ An independent expert panels 
➢ convened by health authorities (like the FDA or EMA), 
➢ to provide objective, scientific, and public input
➢ on the safety, efficacy, and benefit-risk profile of investigational 

products.

▪ Typically, occurs once, during or post-submission phase. 
For high-risk/high-impact therapies – often, as needed.

❖ Analysis & Reporting

Exploratory Analysis

➢ A systematic examination of data 
➢ to identify patterns, relationships, and interesting insights 
➢ without predefined hypotheses,
➢ to generate hypotheses, support decision-making, guide future 

research.

▪ More frequent in adaptive or early phase trials, often done 
before confirmatory analysis, before finalizing results.

▪ Also, post-trial to support future trial designs.

Futility Analysis

➢ Assesses interim data to see if the study treatment is unlikely to 
show benefit.

➢ To stop trials early, saving time, resources, and avoid exposing 
patients to an ineffective or inferior treatment.

▪ Usually after 30-70% primary endpoint data accrued and 
are pre-planned in protocol or SAP.

▪ Typically, once but can have more if the trial duration is 
long.

IA 
(Interim Analysis)

➢ A planned evaluation of data collected during a clinical trial, 
➢ before the final analysis, when ~50% of data accumulated. 
➢ Conducted to assess safety, efficacy, futility and/or other 

important data at specific points during the study.

▪ Scheduled at predefined points, such as after a defined 
number of patients or events reach a milestone. Often 
mid-trial (e.g.50% of endpoint data accumulation) must be 
pre-specified in the protocol or SAP.

▪ Usually 1-2, but depends on the study’s complexity, 
multiple cohorts, long-term studies may have more IAs 
before final analysis. Ex: IAs for each cohort.

Patient Profiles 
& 

Patient Narratives

➢ Review tools, 
➢ used to present patient-level information,
➢ enabling reviewers to understand patient’s journey through the 

trial.

▪ Generated throughout the study - during enrollment, 
DMCs, IAs, DBL (for data cleaning) and CSR (if needed for 
internal reference).

▪ Final narratives before CSR finalization.

CSR 
(Clinical Study Report)

➢ A formal, comprehensive document that presents 
➢ the design, methods, statistical analyses, 
➢ and provides complete results of a clinical trial. 
➢ It supports regulatory decisions on drug approval and labeling.

▪ Prepared after the database lock
▪ Should be finalized no later than one year of LPLV (last 

patient last visit)
▪ Typically, one CSR per study, however for example, if a 

study has multiple cohorts, each cohort may have its own 
CSR.

Sensitivity Analysis

➢ A method to check 
➢ if clinical trial results remain consistent 
➢ when the analysis is done using different approaches or 

assumptions. 
➢ Ensures the reliability and robustness of the study conclusions.

▪ Conducted after primary analysis is completed.
▪ Typically, once per study, but may be repeated in response 

to regulatory queries or during submission preparation.

❖ Safety Reporting

DSUR 
(Development Safety Update 

Report)

➢ Annual report 
➢ summarizing cumulative safety data 
➢ from all ongoing clinical trials of an investigational drug, 
➢ providing a comprehensive safety profile and
➢ support ongoing benefit–risk evaluation 
➢ during clinical development.

▪ Submitted annually, based on Development International 
Birth Date (DIBD).

▪ Continues until the last patient’s last visit in the final study.

PSUR 
(Periodic Safety Update Report)

➢ Periodic summary of safety data 
➢ from clinical trials (if ongoing) and real-world use (post-

marketing). 
➢ Focusing on new safety data from specific reporting period.

▪ Every six months for first two years after post-marketing, 
then annually.

PBRER 
(Periodic Benefit-Risk Evaluation 

Report)

➢ Similar to PSUR, but it has a broader scope,
➢ providing a detailed comprehensive benefit-risk assessment.

❖ Submission Preparation & Review

SCS/SCE 
(Summary of Clinical 

Safety/Efficacy)

➢ Detailed safety/efficacy summary 
➢ from a specific clinical trial or a subset of trials.
o Descriptive, high level

▪ Prepared at the end of trial, before CSR finalization.
▪ Usually once per study, though interim SCS/SCE may be 

prepared for regulatory reporting.

ISS/ISE 
(Integrated Summary of 

Safety/Efficacy)

➢ Comprehensive summaries of safety/efficacy data 
➢ across all clinical trials for an investigational product.
o Quantitative, factual statistics

▪ Prepared at submission stage after all trials are completed. 
i.e. CSR finalized for all studies.

▪ Once per compound for submission
▪ Updated if new studies are completed before submission.

BIMO 
(Bioresearch Monitoring)

➢ An FDA program that 
➢ performs monitoring activities (inspection, audit and reviews) 
➢ to ensure data quality, accuracy, and compliance in clinical trials.

▪ BIMO inspections typically occur at submission review 
phase; often after submission but before final approval.

HAQs/IRs
(Health Authority Questions/

Information Requests)

➢ Regulatory Agencies raise questions when needing clarifications,
➢ and requests for additional data, analysis, to complete regulatory 

review/assessment.

▪ Post-submission review phase
▪ Sometimes IRs can also occur pre-submission – specific 

queries, less formal.
▪ Ad-hoc questions/requests

❖Disclosure & Publications

Medical and Scientific Societies 
(ASH, ASCO, IMS, …)

➢ Professional organizations that 
➢ bring together clinicians, researchers, regulators, and patients 
➢ within a specific medical domain or disease area.
➢ Hubs for scientific exchange and collaboration.

▪ Ongoing trials should go for these annual or biennial 
exchanges.

ClinicalTrials.gov 
(https://clinicaltrials.gov/)

&
EudraCT

(European Union Drug Regulating 
Authorities Clinical Trials)

(https://eudract.ema.europa.eu/)

➢ Public clinical trial databases 
➢ for registering study protocols and disclosing summary results 

in simple, layman-friendly language.
➢ Promote transparency and 
➢ ensure public access to clinical trial data.

o ClinicalTrials.gov: U.S. based registry managed by the National 
Library of Medicine (NLM), part of National Institutes of Health 
(NIH).

o EudraCT: EU registry managed by the European Medicines Agency 
(EMA).

▪ Initial registration: Before first patient is enrolled (or 
within 21 days of enrollment start in the U.S.).

▪ Updates: As needed (e.g., status changes, protocol 
amendments).

▪ Results posting: 
- For ClinicalTrials.gov, typically within 12 months of primary 

completion date (PCD).
- For EudraCT, within 12 months of End of study (LPLV).

❖ Safety and Efficacy results 

❖ Risks and Safety signals – new AEs, SAEs, 
SUSARs

❖ Monitor SAEs, AESIs, Lab abnormalities, Deaths 
and Discontinuations

❖ Exposure-response, Dose limiting Toxicities 
(DLTs)

❖ PK/PD results

❖ Data Quality & Integrity

❖ DMC/DRC Charters & Slides from Clinical

❖ Futility analysis

❖ Validate Key endpoints

❖ Review of NDA/BLA/MAA submissions

❖ Patient-level structured and text-based 
summaries

❖ Study and Safety Reports from Medical writing

❖ Integrated summaries

❖ Define.xml, Pinnacle21

❖ Reviewer's guides (ADRG), Analysis Results 
Metadata (ARM)

❖ Standards Compliance

❖ Robustness of results

❖ Summary level results in .xml format

❖ Publication ready outputs

❖ Periodic safety and benefit-risk assessments

As statistical programmers within the pharmaceutical industry, we primarily work on analysis datasets, tables, listings, and 
graphs that contribute to a wide variety of milestones in the journey of clinical trials—from trial inception to final submission 
and post-marketing.

This poster aims to help new statistical programmers in the industry understand the various milestones we work on, 
highlighting the purpose and scope of analyses, key deliverables, stakeholders, timelines, and important decisions or outcomes 
associated with each milestone.

Disclaimer: This poster provides a general overview of selected clinical trial milestones and is not comprehensive, timing and frequency can vary. The content presented is based solely on the authors’ experience and publicly available resources.
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✓ Recommendations from DRC/DMC/IA;

 ☐ No action. The study should continue as planned

 ☐ Modify the study design (e.g., dose adjustments)

 ☐ Discontinue the ongoing study

     - Stop early for safety concerns

     - Stop early for futility (no benefit)

     - Stop early for efficacy (if results are very positive)

  ☐ Recommended Phase 2 Dose (RP2D)

✓ IB serves as a Key resource for Investigators

✓ Risk minimization decisions

✓ Updates to the product label (new warnings etc.)

✓ Maximum Tolerated Dose (MTD)

✓ Facilitate data reconciliation, internal reviews, 
external audit or inspection queries

✓ Final confirmation or rejection of suspected events

✓ Recommend approval, rejection, label updates or 
further studies to the health authorities (FDA, EMA)

✓ Confirmation that data standards and FDA 
submission requirements are met

✓ Approval/Rejection of the new drug

✓ Confirms whether conclusions remain consistent

✓ Build confidence for publications

✓ Ethical disclosure of study results

✓ Publications, journals, Conferences and further 
research, education and training for healthcare 
professionals

✓ Long term safety

Compound level, across drug development stages

 Cross-functional teams meet regularly throughout the trial

       Patient-level, throughout the trial

       Pre-planned and major milestones

       May not be formal milestones, part of other key milestones

       Special purpose independent committees

       Submission preparation and review phase

       Disclosure & Publications

FPI – First Patient-In; LPLV – Last Patient Last Visit; DBL – Database Lock;

Note: Not all clinical trials necessarily undergo every milestone. 

Statistical Programmers collaborate with Biostatistics and Clinical teams, supporting cross-functional 
teams and delivering milestones to healthcare professionals, committees and regulatory bodies.

https://clinicaltrials.gov/
https://eudract.ema.europa.eu/
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