Overview of Research Regulation


Where do Drugs Come From?


Traditional Remedies


Foxglove - Digitals


Poppy - Opium


Traditional Remedies - Other Cultures


Cinchona Bark - Quinine


Potions and Poisons


Curare


Peyote


Psilocybin


Observation and experimentation


Penicillin


Rabies vaccine


Anthrax vaccine


Grind'm and Find'm


Extract chemicals from plants and screen for biological activity


Cyclosporine - transplants


Modification of Existing Drug Structures


Antihistamines


Receptor Matching


Make a drug that looks like something the body already uses


DES from Steroids


Structure-Activity Relationships


Use molecular modeling to design drugs for specific purposes without copying existing structures


What is Regulated?


Pure Chemistry is Not Regulated Unless:


Controlled reagents


End product is a controlled substance


Research with Microbes is Not Regulated Unless:


You use pathogens


You change their genetic structure and let them go


You make them into pathogens


Multi-cellular Animals


If it is big or cute, it is regulated


Must treat the animals humanely


The bigger and cuter, the tighter the regs


Double regulation if you are giving them pathogens


No regulation on messing with their genes unless you let them go or put them in the food chain.


Dolly the sheep


Plants


No regulation on messing with their genes unless you let them go or put them in the food chain.


Research with People


Nuremburg and all that


Must have informed consent for any research involving humans


Means that it cannot be a coercive situation


Special protections for incompetents and minors


No other regulations at the federal level unless you trigger them


Private companies using private money can do research as long as they comply with informed consent


Cannot use the data for an FDA submission


Can redo the experiments that work under FDA regs


Congress is considering extending the regs to all research


Some states have laws regulating research


What about overseas research?


Triggering the Federal IRB Regulations


Use federal money, including money passed through the states


Work for an institution that has promised the feds that all their research will meet the federal standards


Some never signed these


Others are rethinking whether they want to continue to make this promise


Congress has not yet mandated it


Submit data to the FDA


IRB review plus special FDA rules


IRBs


Structure


Established under federal regulations


Run by institutions and private organizations


Some are free-standing


Must have some board members that are outside the institution and are not researchers


There are some conflict of interest regulations


Must have someone who knows the regs (often violated)


Function


Must have all research that poses more than minimal risk to people reviewed by the IRB before the research is done or the grant is submitted to the Feds


IRB reviews to see if there is proper informed consent


IRB must determine the risks and value of the research to decide about consent, but most deny they do this, and many don't do it.


In many institutions the IRB must decide if there is minimal risk, which means everything that involved people goes to the IRB


Decisions


The IRB can approve the protocol, which mean that the research can go forward


If the protocol is changed, it must be resubmitted to the IRB for review before any more research can be done


The IRB can recommend changes and send it back to the research for resubmission


The IRB can reject the protocol


THERE IS NO APPEAL FROM IRB DECISIONS


FDA Regulations


General


Mostly the same as the IRB as regards the protection of the subjects


Additional review of the research protocol to assure that it will produce statistically valid data on safety and effectiveness


FDA involvement increases as the drug reaches final clinical trials to assure that the drug gets a fair test


Jurisdiction


If it meets the definition of a drug, you cannot ship it in interstate commerce without FDA approval


Devices do not need the IC


If you do not want to use the data for an FDA submission, you could probably try it on people without shipping it


You can also test it overseas, as long as you do not want to use the data


Remember the practice of medicine exception - this is a very big hole, especially for devices


Does not apply to medical procedures - no one regulates procedures


Does not apply to food supplements because they are not regulated by the FDA


What is first?


IND�Cannot ship interstate without one and cannot give to people


How does the FDA judge an IND?


protection of human subjects


adequacy of animal subjects


scientific merits of the research plan


the qualifications of the investigator


Phase I


Preliminary human trials, usually in healthy volunteers


Give a little, give a little more


If you get side effects, compare to risk of disease


If the side-effects are more serious than the disease or the alternative treatments, this is the end


Phase II


Give it to a small, intensively monitored groups of persons with the disease to look for therapeutic effect


Look for appropriate dosages


Serious problems in finding effects on chronic diseases with slow onset and potentially slow healing


Especially difficult if the drug merely stops or slows the disease


Most drugs drop out here


Phase III


Large, blind trials with placebos or alternative treatments


Can take a lot of people and a lot of time


Very expensive


A drug that fails here is very expensive


Devices


IDE


Somewhat the same, controlling for the fundamental differences between devices and drugs


Class I (low risk) are easy


Class II (high risk) look most like drugs


Generally there are no placebos in device trials, and often they are compared to historical controls


Standing to Contest Animal Regulations - International Primate Prot. League v. Inst. for Behavioral Research 799 F.2d 934 (4th Cir. 1986) - 140


Why is standing a problem when contesting animal regulations?


This court did not find standing


Alternatives Research & Development Foundation v. Glickman, 101 F.Supp.2d 7 (D.D.C. Jun 21, 2000) - did find standing, building on  Animal Legal Defense Fund, Inc. v. Glickman 154 F.3d 426 (D.C.Cir. 1998), which found that patrons at a zoo were injured by seeing animals mistreated.  (See http://biotech.law.lsu.edu/case/adlaw/ARDF_v_Glickman_II.htm)


Who is Watching the Shop? - United States v. Garfinkel, 29 F.3d 451 (8th Cir. 1994) - 147


Classic Adlaw issue


FDA wants to prosecute a scientist for keeping poor records


Statute says manufacturer


Court says it is not clear that the FDA has authority over individual scientists


More strictly construed because it is a criminal prosecution


Off Label versus Research - Femrite v.  Abbott Northwestern Hospital 568 N.W.2d 535 (Minn. Ct. App. 1997) - 151


What is the device?


What is it approved for?


What did defendant use it for?


What is the basis for plaintiff's claim that the surgery was experimental?


Was plaintiff told that about this?


What was the negligence per say claim?


What is the defense to this?


Who was doing research on the device?


Was plaintiff part of this research trial?


Did the court uphold plaintiff's claim?


Why?


Do you think plaintiff should have been told?





