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FINAL COMMENTS

All respondents were invited at the very end of the survey to make any general comments about the survey.  Here are the general comments reproduced exactly as written except that any identifying information has been redacted. (These are referred to in the paper with an “f” for final.)

Survey 1 (In this survey the ordering of the policy questions was: (1) restrict off-label uses?; (2) drop initial efficacy requirements?)
1. Beware of black and white arguments- the world is full of variation.

2. Proving safety only would be a step backwards from 1959.  However, a medicine for lowering cholesterol does not need to prove an indication for coronary disease, stroke or increasing HDL....once the studies are done to show it lowers cholesterol!!!

3. I'd be interested in knowing the results of your survey, although it's non-scientific.

4. I need to use my own judgement which will be partly but not entirely dependent on whether there is evidence the damn drug works!

5. For oncology drugs, we already have a hurdle to cross for off-label use - published clinical trials showing the drug to be effective (and safe).

6. It used to be that drugs could be approved by the FDA if they were "safe", but not proven "effective". This resulted in lots of drugs currently on the market that are useless. I would not want to return to that era.

7. Good luck with the survey...it was easy to complete

8. It seems the drugs should be available if safe, but once efficacy requirements are met, they should still continue to get "indications" as we use now.

9. At present, many well accepted therapies are not FDA approved as there is tremendous cost in time and money to gain approval which may not be achieved before the product's patent protection expires. While I have concerns regarding your suggestion of requiring only safety certification, it is a logical extention of the current system. Of course, safety is one side of a risk benefit equation. For example, we accept chemotherapy agents with toxicity that would be intolerable in a cold symptom remedy.

10. See above.

11. the problem with offlabel use relates to diseases which because of their infrequency may not have had an adequate clinical trial and may in fact never have a clinical trial. Examples, adenocarcinoma of the small bowel,adenocarcinoma of the gallbladdes, adenocarcinoma of the appendix, less common cell types of breast malignancies, etc.  These patients, particularly if they are in a managed care setting may just be told how sorry they are, but they will not be covered for even such basic drugs as leucovorin combinations.

12. You're welcome. Good luck with your project.||||

13. I think you would see an outcry of opposition if off lable use was illegal.  We all still do it, just make our patients sign a wavier, and creat more paper work.

14. Should be able to prescribe if published research data finds efficacy for off-label use or of in an IRB approved trial, but not just on individual hunches or the need to do something to make a patient or family happy.

15. Interesting questions--I would feel much better about prescribing safe but not effective drugs, if the allowance was made for only select products.  There would be no need for a new blood pressure med, but for a new Alzheimer's medication, this might be a good idea.

16. A physician's autonomy in prescribing practices is largely what sets him apart from what midlevels are allowed to do and if further regulatory constraints are placed upon physicians while autonomy of midlevels is increased one has to wonder why it takes physicians 12-15 years to finish training when their midlevel counterparts (some would say their equals)take only 4-6 years - are they just smarter?

17. see note above

18. i am a medical oncologist interested in hopw treatment decisions are made in onccology.......
19. It made me think in a different way. Even off lable usage is usually done after the drug has been proven efficacious for that purpose by clinical use, although it might not have FDA ceritificaiton of efficacy for that purpose.

20. FDA is controlled by the BIG Drug Co. and the laws need tobe changed to make it a level playing feild for all researchers

21. Interesting exercise.

22. I think all "therapeutic agents", including herbal supplements, should be governed by the same regulations.  Therapeutic agents would include anything that is claimed to have positive health benefits other than reducing risk for heart disease, cancer, etc.

23. Perhaps some mechanism should be set up to study expanded uses of medications that have lost their patent protection.

24. Comments as above.

25. Tort Reform, tort reform, tort reform.  That's the only way people are going to be willing to advance medical scienceand HELP THE SICK by prescribing off label drugs

26. I feel the F.D.A. is necessary for patient protection but they react very slowly as is typical for most government. The F.D.A. could be streamlined to be more responsive to both the needs of the pharmaceutical industry as well as the medical community. Unfortunately, unless a drug is "on-label" a medical liability claim can arise even though the drug can be used safely in other conditions.

27. FDA is too hung up on proving efficacy supiority when equivalencey would suffice.

28. The problem with lack of efficacy certification is that the drugs we prescribe "off label" often have a lot of data to back up their use, just reasons - usually being available as a generic, or too costly to certify - why they don't have certification. If a drug is "new" (why it's only now being FDA approved) there should be data for efficacy prior to launch. I know the FDA's criteria can be pretty strict (two Phase III trials, etc.) but that's usually what I look for in prescribing something off label, anyway. It's not food we're prescribing, it's medicine -- without efficacy testing, what's the drug on the market for. It's safe, but not proven effective. Not proven effective for what? And if so, why is it out there and why would I use it?

29. Provocative survey - made me think about this particular inconstency.

30. I would like to see more stringent safety testing criteria with more oversight from FDA in the actual testing process. All drugs have a certain amount of risk associated with their use, I would like to see widespread post marketing surveillance for a long period of time.

31. none

32. What the FDA says has been preempted by the courts.  We are sued over side effects all the time.

33. I am curious to know how the response rate is.  Since you do not offer any reimbursement for the time spent, you have a self-selected group that happens to have bothered to take the time...  I often would have simply deleted the request, but I happened to have a few minutes free at the time AND the manner of presentation did intrigue me.  It would also be of interest to know the rate of completion, vs starting the survey, and then aborting it before completion.  I hope you will send the results and the conclusions you draw from them, to the entire list of people you solicited.  You are welcome [this time:-) ].  Good luck.

THERE MAY BE GOOD SCIENTIFIC LITERATURE TO SUPPORT A NEW OR RELATED USE, BUT LABELING REGS MAY INHIBIT A CLAIM FOR YEARS.  FDA APPROVAL FOR AN ALTERED INDICATION MAY BE TIMECONSUMING AND EXPENSIVE AND THE "NEW INDICATION" MAY NOT BE FINANCIALLY REWARDING.

34. I do not want to see off label use of medications restricted and I do not want to see the government micromanage the medical care of my patients.  At the same time I believe it to be very helpful to have an organization such as the FDA look over all available data and approve drugs based in part on efficacy for at least one condition.  If proof of efficacy were not required the claims of the vitamin industry would be a model for the pharmaceutical industry.

35. I have been retired from active practise for almost 3 years but do volunteer at a Free Clinic 1/week.||We need a Medical Letter type info system for all MDs---get the drug companies out of the info system.  ||.

36. I support off label drug use in many instances

37. Oncologists use off-label treatment for cytotoxic agents routinely.

38. Only physicians should determine what is best for the patient.  There is too much marketing to the public.  The FDA follows, it does not and should not lead.

39. At least with a drug that has been on the market and utilized a safety track record has been established. If drug companies are not required to prove efficasy and only safety we may be flooded with worthless but safe drugs.

40. Off-label use: Quite honestly I don't always know whether a drug use is on or off label; if its effective (and safe) I use it.||Efficacy: Allowing drugs to be used that may not be efficacious runs the risk of increasing medication costs, already a large burden on patients.

41. Without an efficacy study requirement, many studies would never be done and the world would not really know if the drug works. However, those same studies end up costing the US and the pharmaceuticals a great deal of money.

42. The last question should be worded more clearly. The answers you obtain will not be reliable because of the high potential for misinterpretaion.

43. the role of government should be to ensure that physicians and patients are provided with full information.  They should not restrict the availability of ANY and ALL substances to any sound minded adult, but only require that full disclosure is provided to the purchaser.

44. Please transmit the results of your study to the respondents as an acknowledgment of their effort in support of YOUR project.   
45. Change FDA regs to allow use of drugs for off label uses once Phase II trials of efficacy and safety are published in peer reviewed journal.

46. Most of the drugs in oncology are used in non-FDA approved indications. Legislating against this type of use would be disastrous for cancer medicine.

47. There seems to be logic to your "question" only from the point of view of the promoter.

48. Although I use drugs for conditions not indicated on the drug PI sheet (perrenial rhinitis or Hives when PI sheet indication is only for seasonal rhinitis) I don't believe in off the wall use of a drug without a researched indication even though it hasn't gone through all the FDA hoops.

49. The FDA does serve a useful purpose but they are too bogged down to get useful meds through in a timely fashion, or so it seems to me. We need a better or more streamlined way to get drugs available for use. We also need to hear about why we are not allowed to use therepeutic laser treatments for soft tissue problems. We can use them on veterinary patients. What gives? Frank

50. Medicine would grind to a halt if drugs could be used only for approved uses, but efficacy studies are useful for the information that they provide on the mechanism of action, side effects in specific diseases, etc.

51. Interesting questions.

52. Good questions!

53. I feel that once a drug has been proven safe, off-label administration should be at the sole discretion of the physician.

54. It would cost way to much money and time to physicians and pharmaceutical companies as well as patients if these regulations which would prohibit physicians to prescribe drugs "off-label" were to be enforced.

55. interesting survey.  good luck with the results.

56. Off label use of drugs should be permitted and re-imbursed as long as peer review journal document efficacy.||The FDA is far behind on this issue of off label use.

57. Totally, totally, strongly against limiting prescribers options in prescription medication use for non approved indications.

58. Who's paying for this?

59. please inform me of article location when published

60. Actually a very helpful survey. I do use drugs off label a lot for certain conditions for which I have a great deal of expertise. I have some concern about use of drugs without certification of efficacy by practitioners who may not be sufficiently knowledgible.

61. Obviously, I thought the survey questions were unclear.

62. Most technical improvements in interventional cardiology in the last 20 years are due to the ingenuity of cardiologists using approved devices and rx in new unaproved treatment roles and modifications continiuing the evolution of treatment modification(unimagined when the Rx or device first introduced) which has clearly allowed the unparalled tech advance in cardiology compared to many othe areas of medicine. Any legislation that would prevent this sort of innovation is clearly nieve and not in the interest of better and more efficient and cost effective healthcare.||Any one who does not understand this includin a lot of misguided legislators needs to wakeup. Medicinr is already bogged down in governmental regulation. Please emphasize this issue and thank you for letting me share my views
63. Both questions are complex. THe problem with FDA "approval" for a use is that it is very expensive and time-consumiong for a company to request this, that this contributes (how much?) to the current excessive prices of drugs, and that the FDA dosen't readily re-visit its guidleines or "PDR"-label statements even when decades of use have shown much of the material to be outdtead or wrong. ||The problem with approval only on showing safety is that many of the less ethical pharmaceutical companies would take the position that they have a 'green light" to advertise the drug for any use they wished, even without proof tha6t it was at least as effective as current drugs. Given that 40% of physicians are willing to prescribe whatever the pateints asks for, the result would be a mess. 
Survey 2 (In this survey the ordering of the policy questions was: (1) drop initial efficacy requirements?; (2) restrict off-label uses?)
64. Trying to match patient's needs with the possible usefulnees of any drug(vs possible side effect side effects) is certainly on of the "arts " rather than the sience of medicence now. The number of possibe interaction is with the number of drugs and the number of diseases are beyond the state of knowldege at this time. That fact should not stop the doctor from attempting to relieve his patient from significient disease. However he/or she must avoid treating minor problems with major drugs thereby making minor problems worse. Thank you for taking the time to read my personal polemic about the practice of medicine!

65. none

66. I am an active clinical researcher and Co-Director of an academic research organization conducting multiple Cardiology drug and device clinical trials.  I fully support FDA in its mission and feel it is presently balancing well patient safety and needs of pharmaceutical industry/ new drug development.  I distrust the marketing and profit motives of the Pharmaceutical industry and would have severe reservations about a less regulated system.

67. Not endorse TV advertising

68. none

69. interesting survey

70. If not permitted to prescribe off-label for headache, many patients would suffer needlessly, and it is not clear how further innovation would occur.  Clinicians are in a better position to observe and explore novel uses of existing drugs than are PhD researchers who do not have similar clinical experience.  ||||Such a world would cause many to seek care outside of the US and would increase use of alternative and complementary medicine, especially the use of botanicals, which are not regulated by the FDA at all!!!  I myself would be hamstrung in the treatment of headache.

71. You are tackling a sensitive subject.

72. Unless the efficacy requirements for each indication could be rapidly certified and accurate, its better to allow off label use and allow the FDA to note the additional uses and their evidence such as Micromedix does, and allow physicans to prescribe with appropriate cautions.

Survey 3 (In this survey the ordering of the policy questions was: (1) drop initial efficacy requirements?; (2) restrict off-label uses?  This survey added the tail option for liberalizers to comment on the consistency argument.)
73. Off label uses must be allowed as studies come out all the time supporting such efficacies.  To mount a full study and provide the mountain of paperwork required by the FDA to justify a use would markedly limit our armamentarium.  Our hands are tied enough in medicine.  Please don't add more tether.

74. Sorry, but I thought the questions you asked were very unsophisticated. Eliminating efficacy testing as a requirement for FDA approval is completely absurd(the policy seems more inane every time I read it). The argument trying to tie this to off-label use is specious.

I would like to know more about what it takes to get a drug on the market in the USA.||Don't laugh at me for this, but I recall an article in Reader's Digest about a guy developing a new drug, he got the rare disease himself(!), was treated with the drug being developed, survived, but then the drug was not given a patent or some other snag...that's the part I can't remember.  Anyway, I think if a drug can save a life, it should be allowed to be tried if it is safe.||I am not advocating frivolous use of drugs not tested for efficacy...I think the recent development of Clarinex is possibly an example of a drug that got approved with a minimum of rigamarole.  But I have some big questions about its efficacy!  I keep hearing from the reps pushing it that all the other docs are switching patients over to it, but I don't have any real data to support that it is more efficacious than its predecessor, Claritin.
75. I practice for several years in CentroAmerica where the use of drugs is without any "FDA" approval and never had any problems with the new medication, as a matter fact I remenber when we first use Zythromax.

76. Please send me the study

77. Please send completed survey -I am glad to participate in any future survey.||Thanks!

78. see aboce comments

79. Very confusing arguments

80. Where is the question which would address financial incentive in regard to off lable use?

81. I do not trust drug companies to do anything but be regulated. If the safety of a drug has been established, off label prescription would at least be minimally hazardous.

82. As someone once said, Florence Nightingale I've been told, "primum non nocere".  A patient taking a medication prescribed is being "invaded" just as much as he or she would be under a surgeon's scalpel.

83. pharmaceutical decisions should be good faith decisions, not strictly by FDA regulations.

84. Interesting idea for gathering data. Lets see more of it.  ||    

85. Is is only a yes/no answer. Most of the answers have a grey zone to them.

86. I think that prescription habits are heavily influenced by patient demand following direct-to-consumer advertising and by managed care formularies.  These factors should not stand in the way of a thoughtful physician's choice of medications based on a number of variables in a particular clinical situation.||I answered your survey because my brother is completing his  MBA at Santa Clara.  Good luck to you!

87. I wish they would focus their attention instead on the herbal/"natural" products that aren't regulated as foods or as drugs, and make many technically-legal, but very misleading, claims to patients.

88. Efficacy studies provide valuable information.  Evidence-based prescribing is the key to unifying and standardizing medical treatment.  Off label use provides valuable information which can be fed into the evidence-based data pool.  

89. good survey. easy to complete quickly. I think many pediatricians do not realizxe how often they prescribe off-label. Your question about this asks for opinion/recollection which amounts to a guess (not reliable info)

90. The off-label prescribing question is the crux of this issue.  I answered "don't know" what percentage of my prescriptions are off-label because I rarely (if ever) check the actual PDR indications for a particular drug when I prescribe it.  Maybe I'm only going "off-label" 5% of the time, in which case I have no problem with more restrictive regulation. It will force the drug companies to do more/better efficacy studies (especially for kids, women, minorities, etc) which they should be doing anyway.

91. I feel physicians should be allowed to make wider choices and prescribe off-label prescription medications. thanks.

92. Children have been "orphans" re both oncologic and non-oncologic drugs.  We are working to fix this in the Childrens Oncology Group-the only NCI supported pediatric cooperative trials group in N.A.

93. Two points:  (1) New drugs with established safety profiles could be considered for off-label use on  case-by-case basis.  I would be opposed to blanket approval.  Too many clinicians have trouble monitoring existing medications for novel uses, much less newer ones.  (2) Unapproved indications leaves the door wide open for third party payers to deny funding/reimbursement.

94. You could ask physicians about how much of their day to day clinical practice is "evidence based".

95. Interesting questions.||||Please send me a copy of the survey results:
96. Feasibility - very easy to do. In fact, definitely easier than a paper survey.||Questions - basically I think pharmaceutical firms need to do more testing for medications for children, but at the same time, such testing would be expensive and difficult to do, and there may not be any economic incentive to do this (unless that is included in the legislation); in the meantime, there is a huge discrepancy in medications that are available for adults but not for children.

97. Interesting questions. 1. You might consider whether the FDA could use European experience in looking at efficacy. 2. There are many drugs sold which are not efficacious (cold remedies- both OTC and prescription. ||I would like a copy of the report.  
98. It is impossible and not fiscally prudent to require testing for efficacy on all agents, e.g. ACEI in heart failure. I believe that although the basic requirements for safety and efficacy is important before release of a new drug or indication, there are more political and financial reasonings behind FDA decisions than the medical community is aware of.

99. Identify responses between specialists and primary care physicians and between surgical and medical specialties.  I suspect that there would be trends favoring more "off-label" use as a specialist.||||I think Neurologists are the premier users of the off-label use of drugs.
100. The questions were OK.I may have missed something due to miunderstanding certain definitions.

101. You are best advised to study why physicians feel they are practising under the gun of govt and industry regulators. Is it truly health for our democracy when the professional environment has become one of intimidation and competition from those who would compromise their integrity (ie imported physicians with limited employment options and mid-level providers now given prescriptive authority without professional preparation.

102. if there was peer or leader opinion on off label indications available would that change the 

103. you might have asked-are there instances where you can document patient harm by the current process? STI571 for CML is a recent fine example where efficacy and safety data appeared to be present for 6-9 months before actual approval and I think there were

104. Sometimes I prescribe drugs based on the experience and expertise of colleagues and don't always know when the drug is "off-label."  I probably use "off-label" drugs more often than I indicated since drug research in pediatrics is so limited!  
Survey 4 (In this survey the ordering of the policy questions was: (1) restrict off-label uses?; (2) drop initial efficacy requirements?  This survey added the tail option for liberalizers to comment on the consistency argument.)

105. The FDA must change the way drugs are currently approved.  The current process is too expensive, limited in scope and of little benefit in clinical practice.

106. A number of agents used in Hematology and Oncology have been used for years and are very efficacious for a number of non-FDA approved indications.

107. I don't think medication should be released without stringest review but the current system is antiquated and as a  result St. John's wart, apricot pits and much worse alternative will continue to blossom and our childrens' health will remain compromised..Was the ship that Neil Armstrong flew in perfect???

108. Some medications are available as generic form andthey have special uses which are off label.  There is little commercial incentive for the manufacturers to pay for the cost of studies which are needed for certification of an off label use.  I would like, neverthless, to be able to use these drugs for these off label indications.

109. THe survey was very informative

110. Lots of times in pediatrics we begin to use drugs that do not have a pediatric indication after they have developed a track record in adult medicine.  I'm not sure if that would come under the heading of "off-label" for your study--that could be clarified.  I answered based on the assumption that it was.
111. I was somewhat leery about filling this survey because... you donot know who is sending you what..on this internet. I filled it anyway, because I believe that research will advance science and helps us find the truth. Bottom line is... if you verify who you are...it makes me more comfortable in responding over the internet.

Excellent questions.||I suspect it is the insurance companies who want to save money on drug expenses that want to limit prescribing.||One further comment.  I treat lots of fibromyalgia with cyclobenzaprene, and very successfully, I believe.  This drug, originally known by its trade name Flexeril, was introduced years ago and became generically available well before anyone thought of lumping certain symptoms together and calling them the fibromyalgic syndrome.||Merck, the originator of the drug, would have no interest in expanding the use of something it no longer controls.  The generic companies, several of whom probably manufacture cyclobenzaprene, would never get together to prepare a researched arguments for approval for that indication.  The upshot would be that we could not use what is probably the best agent for something that makes the lives of many people miserable.||THe idea of restriction to labeled use is invidious and dangerous.
112. Good luck.||||As a researcher myself, I understand how difficult it can be to have surveys completed.

113. One might ask a question about a particular off label indication that the doctor uses, e.g."Please give an example of an off label use you have done recently"||||What medicine, what indication? Was difference limited to dosing choice?||Was this use based on:||Published controlled trial?||Published expert recommendation?||Recommendation from professional organization?||Personal experience?||Peer recommendation?||Patient request?||Pharmaceutical rep recommendation?|
114. Being allowed to prescribe a safe drug for off label purposes permits a physician to use a drug for possible efficacy prior to formal recognition of that efficacy. I don't do that often but would like to have the option, especially since it may take quite a while to formally re-test a drug for efficacy. 
115. Regulations are the bain of our practice.

116. Beware of good intentions!!!||Many of the inefficiencies and chaos in our medical sysem are caused by well-intentioned bureaucrats and activists , both in government and the private sector.

117. Many drugs are not approved for children and if they are are not approved for children at young ages, a restriction of drugs to FDA certification would prohibit their use in children.

118. Safety to the patient is the most important issue for me in prescribing any medication

119. I WOULD LIKE TO KNOW THE IDEAS THAT STIMULATED INTO THIS SURVEY AND ITS RESULTS ONCE DONE.

120. the last question was a little confusing

121. Patients are going to Mexico and Canada to purchase pharmaceuticals.It would be interesting to poll physicians on their feelings about the quality control and efficacy of these medications, especially from Mexico.

122. will the off-label use be limited to those doing research? 
123. Thanks.
124. 1)  the Pediatric Rule and FDAMA legislation has been an incredible infusion of research directed at understanding drug efficacy, safety and tolerability in the pediatric population.  For the first time, pediatric patients are finally getting to be recipients of properly designed clinical trials that will then allow therapeutic agents to be used with evidence rather than empiric clinical judgement;||2) the Pediatric Rule should be enforced and put into legislation "in finitum" and not allowed to sundown.||3) there should be no drug in the future that is introduced onto the market which has not had a properly designed and conducted clinical trial in the pediatric population;||4) industry should continue to be "incentivized" to do the right thing - and thereby allow them to invest in the proper clinical trials rather than skirting the issues.||5) long term registries should be established that then track long term safety and outcomes with the use of medications once labeled for use in the pediatric population

125. I am very concerned about being restricted to on-label use only.  I attend many conferences with researchers and study groups to maintain 'cutting-edge'knowledge that may not appear in print for 2 to 5 years and then goodness only knows how long it would take for it to become "on-lable" use.  I believe that this restriction would set the US significantly behind the rest of the world.  The FDA has already by its slowness kept us behind by several generations on new therapeutics.  In Seattle, we have the opportunity to sometimes send patients to Canada to get medications that are unavailable in the US.

