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PREFACE


My name is Brad Hall. I am on a mission to simplify clinical research because I believe that more doctors doing good research leads to better medical care for everyone. I wrote this book to improve eye care and to help professionals bring those improvements to international attention.


I have been involved in research for more than 10 years and am the founder of Sengi, a clinical research organization (CRO), specializing in investigator-initiated trials in eye care. In 2024, Sengi supported 30-plus studies funded by leading ophthalmic companies such as Alcon, Johnson & Johnson, and Topcon. We’re known for getting our clients published in medical journals and accepted to speak at conferences. In the past five years we have achieved success for our clients by leading their work through 35-plus publications in highly recognized journals, such as the American Journal of Ophthalmology and the Journal of Cataract & Refractive Surgery. With our expertise, our clients have peace of mind as we take care of all the paperwork so that they can focus on their patients.


This book is not a solicitation for Sengi, however. I believe that the best approach is for eye-care professionals to focus on optimizing clinical trials internally through their own management, but if needed, to turn to CROs with the needed expertise to assist with or entirely manage clinical trials for the professional. Either way, the payoffs are immense.


If you read all the way to the end, I promise that you’ll understand how the LENS system, which is a four-step framework for success in clinical trials, can transform your eye-care practice.









INTRODUCTION


There has never been an easier time for eye-care professionals to conduct their own clinical trials. Just in the past year, Salus IRB, one of the more popular institutional review boards (IRBs) in the U.S., has finally moved completely to an online submission platform. So, gone are the days of applying for ethics approval with paper forms! Digital is replacing paper in other areas, too, as data can also be collected through electronic data capture (EDC) systems and web-based questionnaires. The digital age is empowering private practices to drive innovation in eye care—but not everyone is taking advantage.


The reality is that even with those advances, the extensive process to successfully complete research projects remains one of the most difficult times for eye-care professionals.


Ophthalmologists and optometrists not only have enormous amounts of patients to see but also must maintain all that’s involved in running a busy practice. Hiring, training, and managing staff, plus collecting fees, paying bills, and purchasing supplies—the list of things to do never gets smaller, only larger…not to mention the effects of the competitive landscape that eye-care professionals face.


Despite those demands, eye-care professionals who embrace investigator-initiated trials will create a lasting impact. The clinical data they collect, analyze, and share on stage at conferences and publish in journals will improve medical care for everyone.


As a forward thinker, you understand this opportunity—and the obstacles. You probably already recognize the positive impact that clinical research can have on your patients and your practice. Still, you may have a few limiting beliefs that are getting in the way of completing your first or next research study. Do any of the following statements sound familiar?


“I may not know all that’s involved, but I don’t anticipate any problem in running a clinical trial. I believe that completing a clinical trial will be just like running my practice. I can do it with my own internal resources.”


“The regulatory and publishing processes of clinical research are secondary tasks. I’ll get around to them eventually.”


“Research is only for large pharmaceutical companies or academics.”


While some of those statements might be true for some professionals, the reality of the details needed to successfully complete a successful clinical trial usually turns out to be quite different. Take heart: There is a path forward. By following the “eye-dea” to impact framework presented here, you can remove the mask of limiting beliefs and see clearly that with the right mindset and tools, private practices can initiate their own studies, transform patient care, and create a lasting legacy in eye care.


I know that “eye-dea” is a playful pun—and I went back and forth about whether to include it. In the end, I found that it accurately characterizes what you and so many eye-care professionals have, which is vision, creativity, and the ability to lead innovation through research. This book offers you structure to take your ideas and make a lasting impact in eye care.


WHAT ARE KEY OPINION LEADERS DOING RIGHT?


Have you ever noticed how certain ophthalmologists and optometrists are key opinion leaders? They always seem to be invited on stage to give their perspectives on new technology that is not even available on the market yet. And when they speak, others listen.


Their research is published in top medical journals. Their practices have all the latest tools and treatments for enhanced patient care.


But how did they get to where they are?


It almost always starts with clinical research!


It doesn’t necessarily start with large multicenter trials, however.


Many of the key opinion leaders in your field may have started by sponsoring their own research—for example, retrospective trials.


Retrospective clinical trials look backward at data that has already been collected.


In the day-to-day running of your practice, you record patient data all the time. You may just not realize it.


Your patient charts are a gold mine for new insights into care—all you have to do is go digging.


COMMON PROBLEMS PREVENTING SUCCESS IN CLINICAL RESEARCH


Being involved in clinical research for more than 10 years has given me unique insights into the common problems faced by eye-care professionals in their clinical trials.


The first is that eye-care professionals are overwhelmed and have difficulty understanding their data and clinical trial results. That obstacle can lead to wasted resources, poor clinical decisions, and reduced patient outcomes.


The second is that such professionals are overworked and can’t stay on top of grant submissions, regulatory submissions, and publishing. Research is competitive, and delays can lead to loss of funding and missed opportunities for recognition.


The third is lack of differentiation in a competitive field—being unknown. The eye-care market is saturated, and if eye-care professionals can’t stand out through research, they could see a decline in patient volume, decline in top talent, and possible business closure.


All three problems take a toll on their practices. In this book are all-too-common examples of lost opportunities for research success intertwined with real cases of industry recognition.


I will provide case studies throughout the book but note that identities have been changed. Here is a case study of prudent management of a clinical trial.


Amy is an ophthalmologist in private practice who collected a great amount of data on outcomes between two similar, but competing, intraocular lenses (IOLs). Amy’s problem was that she was struggling with the complexity of the biostatistical analysis and the medical writing required to compare the results from these two IOLs for publication in a medical journal.


Recognizing the value in partnerships, Amy handed off the analysis and medical writing and focused instead on what mattered more—the patients. She enjoyed the reduction in stress from worrying about data and writing, and even better, the study was published in a top medical journal.


THE BIG PAYOFFS FOR OVERCOMING COMMON PROBLEMS


Amy tends to be an exception to those who attempt to muddle through but miss a successful outcome. There is good news, though. The three common problems mentioned above can be conquered and result in three big payoffs.




	The first payoff is peace of mind that comes to eye-care professionals by having clear, actionable insights from their data that will lead to immediate improvements in decision-making for patient care.


	Second, they will have smooth operations that provide relief from stress and time pressure, enabling their work to gain appreciation more quickly.


	Third, they will gain recognition that will attract more patients, research opportunities, and collaborations.





The ultimate payoffs will be a strong reputation for successful clinical trials and meaningful contributions to eye care, high-quality publications, and an influential career that impacts both the medical community and patient outcomes on a broad scale.


WHAT THIS BOOK WILL TEACH YOU


By reading this book you will learn, in depth, the four-step framework for success in clinical trials that makes up the LENS system:




	
Launch with focus. Efficiently develop a research idea, secure funding, and receive ethics approval so that you can get the project off the ground.


	
Enroll with confidence. Quickly recruit patients and have them complete all follow-up visits.


	
Notice the insights. Collect useful data and analyze it to answer the research questions.


	
Share the results. Publish your research in a medical journal and get on stage to speak about your achievements at conferences.





Through the LENS system, eye-care professionals can get IRB approval in weeks—not months—which is a significant head start on enrollment to further accelerate timelines and thereby gain unique insights from their data as well as the advantage of improved visibility through a focus on conference presentations and peer-reviewed publications.


You’ll also learn the entire process for conducting a successful clinical trial. This collaboration begins with proper design, completion of all the proper regulatory submissions, best practices for data collection, management, and analysis, and dissemination of the results of your study to your colleagues.
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CHAPTER 1:


UNDERSTANDING THE LANDSCAPE OF INVESTIGATOR-INITIATED TRIALS


START WITH A SOLID FOUNDATION


We’ll cover the LENS system, a signature framework to execute a successful investigator-initiated trial, in part 2. For now, let’s build a solid foundation upon which to anchor the four steps. If you have conducted your own such studies already, you don’t need to skip ahead. I am confident you’ll find a few nuggets of actionable information in this chapter that you can use to improve upon your existing workflow.


This chapter will start with the very basics in answer to the question “What is an investigator-initiated trial?” The details will also outline, very basically, what is involved, and by the end of the chapter you will know whether conducting an investigator-initiated trial is right for your purposes.


WHAT IS AN INVESTIGATOR-INITIATED TRIAL?


In general, clinical trials are the means to bring to market new developments in drugs and devices. Clinical trials have four phases:




	Phase 1. Assess the safety, side effects, and correct dosage or application of a new drug or device


	Phase 2. Evaluate the efficacy of the drug or device while continuing to assess safety


	Phase 3. Compare to other standard treatments and confirm efficacy and monitor for side effects


	Phase 4. Collect real-world results of safety and efficacy of the drug or device after regulatory approval





Phases 1, 2, and 3 are sponsored by large pharmaceutical or device companies and cost hundreds of millions of dollars. To put things into perspective, the process costs almost US$1 billion to bring a new drug to market in the U.S., taking into account previous failures and capital costs!1 


In traditional or industry-sponsored clinical trials, the new drug or device needs to be tested in humans, but the sponsoring companies don’t actually have patients of their own. Eye-care professionals are needed in order to successfully complete the trials that depend on sponsor support. Therefore, the company sponsoring the clinical trial hires a medical professional as an investigator, and the professional effectively works for the company during the trial. In that arrangement, the sponsors develop the research question, tell the professional what data to collect and when, and arrange to send clinical monitors to the site to observe the trial conduct and to review the collected data.


My focus in this book is centered on the studies conducted by eye-care professionals themselves with their patients. Unlike traditional clinical trials, investigator-initiated trials, as the name suggests, are launched and led by an investigator, not industry. There are different terms depending on the context (investigator-initiated studies, physician-led trials, and investigator-sponsored trials, investigator-sponsored research), but the model is generally the same, where the investigator acts as both the sponsor and the investigator.


Table 1. Key differences between traditional or industry-sponsored clinical trials and investigator-initiated trials
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Such trials fit under the umbrella of phase 4 studies, at which point the trials are usually—and almost always—done with already-approved products. Since the drug or device has already received regulatory approval, commencing a phase 4 study not only significantly decreases the cost but also has an added benefit in that the professional can remain independent of the sponsor. Professionals are then free to develop their own research question and to conduct and manage the clinical trial as they want, within standard ethical and regulatory frameworks (more about them later).


A lot of great advancements can be made by doing research with already-approved products. Here are a few examples:




	Gain real-world clinical data on the safety and efficacy of a drug or device


	Answer clinician-specific questions that were not addressed in earlier clinical trials


	Improve the workflow of a treatment or surgical technique


	Fill in knowledge gaps left by the phase 1, 2, and 3 studies





Let me give you a real-world example.


Ruby and Hazel are a dynamic duo in their optometry practice. Always striving for the best care, they wanted to objectively know if a newly available product would benefit their patients. These professionals decided to run their own experiment via their own clinical trial to find out. They had some research experience but had never conducted an investigator-initiated clinical trial. They partnered with an experienced CRO that walked them through developing a research question, applying for grant funding, conducting the study, and publishing the results in a medical journal. Since then, Ruby and Hazel have successfully completed three such trials (with more ongoing), published their influential research, and have become authoritative in their field.


An investigator-initiated trial is exactly as it sounds: You take on the role of the sponsor and the investigator. That responsibility may sound intimidating, but I can assure you that by reading this book you will have the knowledge and action steps to succeed and make an impact in your field of care.


WHAT IS INVOLVED WHEN CONDUCTING AN INVESTIGATOR-INITIATED TRIAL?


Now that you have a better idea of what an investigator-initiated trial is, let’s discuss what is involved so that you know what to expect before jumping in. All of the topics discussed here appear later in this book in greater detail, but this section will provide a general overview of what is involved.


STEP 1: Develop a Research Question


The research question or hypothesis relates to the central objective of the study.


STEP 2: Draft the Study Protocol


The protocol is a formal document that summarizes your research question, how you are going to answer the question, what study population you need, what examinations and visits participants will need or attend, and how you will protect any participant’s rights.


STEP 3: Create the Informed Consent Form


The consent form summarizes the study in plain language for the participants to read, understand, and agree to before any study-related procedures are performed.


STEP 4: Submit Documents for Approval


The protocol and informed consent need to be reviewed and approved by an official organization, such as an institutional review board (IRB) or independent ethics committee (IEC), before the trial can begin. The IRB or IEC will also review other key documents, which we will cover in depth in chapter 4.


STEP 5: Collect Data


With approval, you can start to recruit, screen, and enroll eligible participants. Study data can be collected on paper or electronic forms in what are called case report forms (CRFs). Strict requirements must be applied to ensure data accuracy and integrity (more on that in chapter 6).


STEP 6: Analyze Results


Once all the data has been collected, you can start a formal analysis. It will involve descriptive statistics (e.g., mean, median, standard deviation, range) and perhaps inferential statistics (e.g., comparisons between data and the infamous p value) if your study design calls for it.


STEP 7: Communicate Findings


Present the findings on stage at conferences or more formally in an article published in a peer-reviewed medical journal.


Now, let’s talk about money. The “sponsor” in investigator-initiated trials is you—you are responsible for paying for the study. The funds don’t have to come out of your own pocket (we’ll review applying for grant funding in chapter 4), but you will need to cover all expenses. They might include these:




	The drug or device of your study, known as the investigational product


	The IRB or IEC review fees


	Patient compensation


	Staff and clinic resources


	Consultants or CROs





Any investigator-initiated study requires numerous roles that need to be filled to run a successful trial. One person can have multiple roles but beware of stretching people too thin or relying too heavily on internal resources if you don’t already have sufficient expertise in house. Here is a list of a few key roles:




	Investigator. You! In charge of the conduct of the study


	Study coordinator. Main point of contact for participants in the study (the grease that keeps the trial moving forward)


	Regulatory coordinator. Prepares all the documents needed for regulatory approval and is the main point of contact with those entities


	Biostatistician. Best choice to determine the appropriate statistical tests and confirms that the target sample size will be adequate to answer the research question


	Medical writer. Prepares, submits, manages article submissions to medical journals, and produces slide presentations for conferences





Phew! Now, I trust that you have a better—albeit, brief—idea of what’s involved. My intention is that laying out the overview plainly will take away a lot of the anxiety about running your own investigator-initiated trial. Keep reading because in part 2 we will review, in detail, each of the pieces above and how they fit into the LENS system.


IS RUNNING AN INVESTIGATOR-INITIATED TRIAL RIGHT FOR YOU?
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