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These are the written comments of “inconsistent” respondents when presented with the consistency argument and asked what they thought of it.  In the text these comments are preceded by a “g” for challenge.  “c” comments are those of consistent responders and “f” comments are final comments.


There are 177 written comments here, but only 175 of them are from respondents deeming the consistency argument to be “invalid” (only such respondents were instructed to write in the box).  The two exceptions are the comments numbered 38 and 128.


For our own aid we have classified the responses into categories but we recognize that some comments fit into multiple categories.


Recall that we are looking for arguments that explain why physicians are not inconsistent when they support off-label prescribing but also support initial efficacy requirements.  The category No Clear Theory (NCT) means that we could not discern an argument that might explain this inconsistency even if the comment was otherwise cogent and informative about other aspects of off-label prescribing.


We have not altered original spelling or grammar.  (We make such minor alterations when quoting in the text.) 
Rebuttal Categories:

RelMech -- The pharmacological mechanisms of off-label uses are closely related to those of the on-label uses.
ExSfty -- Extended safety – efficacy requirements make drugs safer.
PromoHaz – If efficacy requirements were dropped the market would be flooded with ineffective drugs; pharmaceutical companies would promote ineffective drugs and push them on patients and doctors.
No-Incent – Efficacy requirements generate knowledge but because of differential incentives arising from the temporal limit on patent protection, efficacy requirements suppress fewer drugs when placed on initial uses than they would if placed on subsequent uses.
Enfcmt -- Enforcement issues (of a ban on off-label)
Liab -- Physician liability 

NCT – No Clear Theory
Survey 1 (asked ban-off-label question followed by drop-efficacy requirements question)
1.  not all indications are able to be tested by the pharaceutical companies. The FDA could not  handle the volume of requests, and the industry could not afford the cost of efficacy testing for every indication. Loof at the various uses for SSRI' and paltelet inhibitors.  NCT
2.  Safety is seen in relative long term use---long enough to show some effect.  It does not need to prove each and every effect for me to use it.  How else would you prove "safety"  ExSfty
3.  doctors prescribe and perform too many unproven treatments already.  NCT
4.  new drugs need to have proven efficacy.  Hfowever, once approved, further studies may show efficacy in other diseases (in my case, other cancers) but to get FDA approval for every use would be cumbersome and slow for new treatments.  It needs to cross the FDA hurdle initially, then show efficacy in other diseases in other clinical trials for off-label use.  I do not use a drug without data that supports it's efficacy.  NCT
5.  Mechanism of action more likely to be known if efficacy demonstrated for at least one indication.  RelMech
6.  doctors already know the efficacy of the product and simply "extend" its use to another age group orsimilar physiology disease process  RelMech
7.  I do not generally write off label prescriptions until there is some research evidence supporting the particular off label use. I see this as different that licensing a drug before efficacy data is available.  In effect, I'm saying that I want proof that a specific off label use is justified, but I don't want to wait until the pharmaceutical company jumps through all of the FDA hoops for each use.  NCT
8.  The issue is complex. Even "evidence-based" medicine sometimes is far ahead of action by the FDA,and use of peer-reviewed studies would be stifled by a rigid approach. The regulatory lag time, coupled with the ardent desire of insurance companies not to pay for medicines or procedures if they can avoid it, could be a very unfortunate barrier to innovation and progress. On the other hand...we don't want physicians using medicines for "off the wall" purposes. So I think the answer defies a simple yes/no or even multiple choice approach. Allowing use of medicines that have been proved safe, but not proved "effective" frees pharmaceutical companies from the obligation to prove efficacy. On the other hand, physicians can be trained to make greater demands for proof of efficacy, and the market place speaks.You've raised a thought-provoking set of questions.  NCT
9.  new drugs need to be approved for a clear indication, though there may be more than one use for the new drug which is helpful.  This does not have to go through the rigorous process of FDA indication approval.  NCT
10.  (1) the drug may have useful side-effects (anti-hypertensive effects of Hytrin (for benign prostatic hypertrophy).||(2) the new drug may be predicted to be efficacious from first principles, eg, leukotriene modifiers as addition therapy for inhaled steroids in asthma was approved after the release of the drugs. ||These calls should be left in the hands of physicians, who are then held legally responsible for the consequences.  RelMech
11.  FDA certification of efficacy is an important guide for use of new drugs, and most physicians should prescribe accordingly. However, some physicians identify new uses for marketed drugs and then publish their results. The FDA does not list these as on-label for many years afterwards. If off-label use were prohibited, years of use of fruitful drug use would be unavailable. Examples in the headache field now are gabapentin and topiramate for migraine prevention. Both have double-blind controls supporting such use, but they remain off label.  NCT
12.  Prescribing off-label involves using a drug which is well known to physicians, in a novel circumstance.  The risk of harm to patients is lessened because the drug has been extensively used in its "approved" indications and side effects, dangers, etc. are well understood.  ExSfty
13.  Labelled indications do not necessarily reflect medical knowledge.  NCT
14.  We frequently find uses for drugs that the FDA has not realized yet. A good example is the use of verapamil for treatment of headaches. This was initially (and still is) primarily a cardiovascular drug, however patients started reporting that their their headaches had improved or gone away while on this drug, so it was a simple step for physicians to begin trying this drug for a different indication. I don't know that the FDA has ever approved this drug for headaches, but we use it, and it works. Physicians should not be restricted from doing this since it clearly is in their patients' best interest. Using new drugs which have been safety approved but not approved for any specific indication, however is a different matter. Physicians would be essentially experimenting, and would be subjected to barrages of claims from drug companies and would have a lot of difficulty evaluating them for accuracy. Drug companies are notorious for mis-representing their products.In addition doctors may not be familiar with new drugs they are using for off-label uses.  PromoHaz
15.  labeling means that the fda has looked at the evidnce and deemed  that the drug has activity.  MY ability to Rx off-label means that I have looked at the eveidnce and deemed it sufficinet..  RelMech
16.  A drug should be certified for efficacy for some indication before it is available. Once it has met the standard for it's primary, intended indication, then off-label use is less worrisome. I think manufacturers should be strongly encouraged to expand the indications through the FDA for drugs which are being heavily used for off-label purposes. Academic physicians do their part by performing hypothesis-driven research with the drugs. ||I would resist the notion that physicians should be restricted from off-label perscribing. The present system works fine.  NCT
17.  to justify being approved in the first place, they should be proven efficacious for some valid indication. Once that hurdle has been passed and safety is certified; I consider that a different situation  NCT
18.  When a drug has been efficacy certified by the FDA for a particular indication the physician has reasonable comfidence that the drug is safe; we know a lot about the drug and its side effects & can make intelligent decisions.  ExSfty
19.  To allow a drug to come to market without proof that it helps for any condition seems pretty ridiculous.  Water is safe and this would allow someone to offer prescription water and claim it cures all kinds of ills.  On the other hand, the FDA does not have the time and the insurance companies the money to investigate every potential off-label use.  Physician based research would go by the way side and only extremely expensive phase 3 type studies could be performed.  This means that only common diseases will be studied because the pay back will not be sufficient to test the less common diseases.  PromoHaz
20.  Amiodarone is very effective for atrial fib. However, as a generic, there is no incentive for a pharmaceutical company to ask the FDA to label it for use in atrial fibrillation. I would turn your question around. Have the drugs approved for efficacy and leave the safety concerns to the individual doctor (and his/her malpractice carrier).||Just joking about that change in FDA policy.  No-Incent 
21.  Too many "fringe" practitioners are using herbs and homeopatic treatments that have been proven to have no efficacy, and are a waste of patient's money.  Drugs that have been proven to be physiologically active should be able to be used by physicians who understand the physiology, e.g. H1 blockers to treat urticaria as well as gastritis.  RelMech
22.  Once a drug has been shown to be efficacious in one setting (ie. disseminated ovarian cancer), it may be very reasonable to extraplate that demonstrated benefit to another setting with similar features (ie primary peritoneal carcinomatous).  This is very different from taking a drug which is safe, but has never demonstrated any efficacy and incorporating it into a non-protocol treatment approacn.  RelMech
23.  Most of the uses of drugs off-label are things that it should be on label for, but for some reason are not.  IE....Insulin||IV drip for DKA...a simple example.  Drugs in general ||should be tested for efficacy for the purpose they are coming ou||otherwise drugs wil be prescibed off-label much more than||they are.  NCT
24.  Off label drug use is prescribing a drug which has been efficacy certified for at least some indication whereas complete dropping of any efficacy-certification requirement would not ensure that the drug is active for any indication.  RelMech
25.  In some situations there are good data supporting off-label uses. In other situations it is rational, based on an understanding of the physiology of disease and experience with a drug in another setting, to use a drug for an off-label indication. That is very different from using a drug with no proven efficacy for anything. In addition, the risk of putting untested drugs on the market is that they may inhibit the use of effective drugs. One could image a slippery slope, degrading the criteria for safety as well.  RelMech, ExSfty
26.  we rely on FDA not only for assurance of efficacy ,but also for an assurance of safety.  NCT
27.  in oncology, efficacy-certified for some known conditions does not mean that there may not be off-label indications ||in other neoplastic conditions that have not been certified||yet  NCT
28.  There is often data from Europe or in Perr-review journals. FDA efficacy trials are important, but they are not the only measure (except legally in terms of company marketing) of a priducts efficacy for a certain condition.  PromoHaz
29.  A drug should have proven efficacy for at least one indication.||Otherwise, the pharmacies would be filled with industry-sponsored crap, with no proven efficacy for anything.||Similar to the herb stores now.||But proving efficacy is a big hurdle, and to do FDA-sufficient studies for everything a physician may||use a drug for is unrealistic.  PromoHaz, No-Incent
30.  Many drugs, generics for example, are no longer actively developed by companies and thus never received additional labeling even after clear efficacy has been established in the scientific literature.  For example, I do not know but would doubt that heparin (long generic) has an FDA indication for use in angioplasty - however, angioplasty would be impossible without heparin.  Rarely can the safety of drugs be absolutely established prior to FDA approval (witness the several recalls recently).  At least if efficacy testing is required, there is some evidence for a risk/benefit ratio to exist, in the absence of efficacy, the ratio becomes infinite.  Furthermore, safety is usually a general property, not related to the condition being treated.  Thus for approved drugs a clinical experience accumulates, the safety becomes much better established prior to any off-label use.  ExSfty, No-Incent
31.  off label is prescibing meds that work- but for whatever reason it's not paper-work certified.||||drugs not proven effective are a door way into quackery.  NCT
32.  Often after several years an off-label use has been proven and accepted in medical practice as a safe mode - but is not on the drug insert.  ExSfty
33.  off  label  use  may  not  be  related  to  indications  for  efficacy  certified||  NCT
34.  Many times the efficacy of a drug has been extablished for certain uses but not for others just because it has not been tested or there is insufficient data to document its use but everyone knows it will be proven efficacious soon. To restrict usage until every aspect has met the requirements does not make sense. On the other hand, making efficacy optional would be mean not every having it done.  No-Incent
35.  approved drugs have been demonstrated to be effective for at least one indication.  There may be good evidence that as drug is effective for another off label use but the manufacturer has either chosen not to obtain an additional FDA indication for it or they may not have finished the process - ie gabapentin for pain  NCT
36.  The off-label use may constitute a minor variation on the approved use whereas the proposed reform presumably allows use of a medication not so far approved for any indication.  RelMech
37.  Studies for prescribed usages are documented.  To make this a blanket process would open medications for availability with possibly little or no efficacy.  NCT
38.  I see the inconstency of my first response as you pointed it out. However I'll stick with it for now.

[NOTE:  This respondent answered the consistency argument question by selecting “It is an interesting argument,” not by selecting “invalid”.]

39.  First, if efficacy has been shown for another use, and especially if usage has been substantial, then we know a lot more about safety than with a new drug that has only been tested a modest amount.  Secondly, in some cases there may also be supporting reasons to consider other uses, based upon mechanisms we think are likely to be favorable.  e.g. METFORMIN for use in polycystic ovary syndrome  [PS I was in academic medicine for 11 yrs, before changing to full time practice, so that experience may have influenced my response.]  ExSfty, RelMech
40.  PRESCRIBING A DRUG OFF LABEL LEAVES A PRACTITIONER VULNERABLE TO MALPRACTICE SUIT.  THE DRUG HAS A LEGITIMATE ROLE FOR ANOTHER PURPOSE, AND THE PRESCRIBER HAS TO HAVE STRONG REASONS FOR USING IT.  SOMETIMES THE DRUG COMPANY WILL DELAY SEEKING FDA APPROVAL FOR A NEW USE BECAUSE ITS PATENT HAS BEEN RUNNING AND IT IS NOT WORTH ITS FINANCIAL INTEREST.  No-Incent, Liab
41.  This is an exceptional or unusual circumstance.  I still think drugs should be efficacy-certified.  NCT
42.  Efficacy and safety are inherently linked. It is not plausible that there would be sufficient safety data without there also being concomitnant efficacy data - at least for some indication. In fact, the opposite is usually the case. Drugs may have rare but signficant side effects that only become apparent after it is released to the market and the use increases an order of magnitude - then the side effects become apparent. I don't think that this aspect of testing can be done without concomitant efficacy testing for some indication.  ExSfty
43.  I might have personal experience or know of experience that has not yet been recognized by the FDA.  NCT
44.  I believe that the FDA correctly approves only drugs that have demonstrated efficacy for at least one particular condition.  Off label use is very often based on valid smaller studies concerning other than the index medial condition; those studies may not large enough or the Pharmaceutical company may not want to spend the $ it takes to get FDA approval.  I use off label prescriptions selectively.  NCT
45.  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.  ExSfty
46.  an oncology drug, for instance, may be approved for use in lung cancer but still in testing for breast cancer.  Logic and experience with other drugs in the same class suggest that good results might be expected in breast.  You have run out of other options so a trial of the drug not yet approved for breast is not illogical.  This would be a limited off-label use, and might fail,-but other choices were few to none.  However, allowing physicians indiscriminately to use drugs whose efficacy has not been proved satisfactorily could encourage  use of substances (probably at a high cost) not much better than water.  RelMech
47.  Often efficacy information is already available from studies done outside the USA.  NCT
48.  The  drugs have been shown to have efficacy for the certified use.  The off-label use usually follows clinical observations of efficacy in the setting that is off-label once the drug has been released.  Whether the drug company chooses to go through the certification process for the off use indication doesn't mean that the process is invalid for the certification of a new drug||  NCT
49.  I AM AN ONCOLOGIST.  WE COULD NOT PRACTICE IF WE COULD ONLY USE DRUGS FOR FDA APPROVED INDICATIONS  NCT
50.  FDA approval on efficacy lags behind peer-reviewed data that may suggest efficacy.  I favor off-label use only if there is reasonable data, or reasonable inference, of efficacy; waiting for FDA approval on efficacy will hamper my ability to practice state of the art medicine based on scientific reports.  NCT
51.  off-label uses are often intelligently selected because of known efficacy patterns.  RelMech
52.  Off label Rx imposes on the prescriber a special responsibility and, in turn, a level of awareness and even liability that would otherwise be removed and I would therefore not subscribe to the emplications of your argument.  Liab
53.  Almost all cancer chemotherapy is off-label,  There is no way 2 or 3 drug companies can expend the effort to get a combination regimen approved.  Oncologists use the peer reviwed literature to decide therapy.  Almost always decisions are based on randomized clinical trials.  The person who suggested banning off-label uses knows nothing about the real world.  The current system based on controlled trials has worked extremely well.  NCT
54.  there are situations where information and research is available on a drug that would not be approved by FDA standards. I would not use a new drug without efficacy data certified by the FDA for on-label indications.  NCT
55.  At least the drug would have been to have efficacy for an approved indication, and could be used by physicians for other uses based on clinical experience.  A drug that has no FDA efficacy data would flood; the market with many agents that are safe, but may have no clinical benefits.  PromoHaz
56.  I would have concerns about the promotion of "safe" drugs that haven't yet been shown to be efficacious.  PromoHaz
57.  Off label use can mean using a drug under FDA age limits - for example, Zyrtec in a 1 year old.  Allowing drugs to be marketed without efficacy evidence would return us to the testimonial era, not exactly progress.  An alcohol based product might be marketed as a cough medicine.  RelMech
58.  we often use older medicines such as elavil for purposes of treating chronic pain syndromes such as diabetic neuropathy.  Elavil is generic, and no one is going to pay to have the efficacy trials done. so we have to use experience and common sense.  Plaquenil was developed and FDA approved as a malarial drug.  Later it was found to relieve Rheumatoid arthritis symptoms in the patiens taking it for malaria.  Studies show that it worked and was efficacious but should we wait for the FDA to prolong the relief of pain and suffering for several years while the necessary drug company/FDA studies be done or just use common sense?  Often there is no financial incentive for drug company to pursue off label indications to conditions that wouldn't generate sufficient income to offset cost of FDA approved trial.  But University base, double blinded, highly "powered" studies done show benefit outweighs risk.  It would be stupid and unethical to withhold those therapies for the patients involved.  No-Incent


59.  Limiting medicines to only labelled indications would severely limit useful medications because drug companies would never pay the large amount of money necessary to get approval for all indications- especially if the indication was not a common condition or problem.  Allowing compounds to be administered simply because they are safe even if they are not effective could potentially lead to use of an ineffective drug when effective compounds are available.  If medicines were approved without proof of efficacy, this could lead to worsening of the current problems brought on by overaggressive advertising without evidence.  At least now, drug companies can not advertise drugs for non-approved indications.  If they believe that a non-approved use will be commercially viable, it encourages them to perform a trial to demonstrate efficacy. If off-label uses were restricted, then these indications would not be detected as readily.  PromoHaz, No-Incent
60.  Drugs should have efficacy in something in order for it to be used at all. If it is efficacious for one thing, it should still be the physicians perogative to use it for something different. Drugs should not be approved that are not proven to be efficacious for anything.  NCT
61.  A perfect example is the recent cancer drug found safe but when efficacy was looked at the research  data had been misrepresented and was not effective as purported. In contradistinction is inderal which was widely used as an antihypertensive but not approved for such use on original release.  NCT
62.  a drug should have proven efficacy for at least one indication to allow use.  Certification for all possible indications is different.  NCT
63.  Off-label use of an approved drug is using a drug with proven efficacy of some sort. For example, beta blockers all have proven efficacy in blocking beta receptors. It is known that blocking beta receptors improves cardiac prognosis post MI.  A new beta blocker may not be certified to improve outcome after acute MI. Yet this new beta blocker may be an improvement in terms of e.g. side-effect profile, half-life, etc.  The new beta-blocker in question is certainly in a class that is already efficacy-certified to block beta-adrenergic receptors.  This is very different from the FDA approving a new class of drug simply because it does not harm people, without any certified efficacy in any area.  RelMech
64.  Most of the drugs that I deal with are only approved for one form of cancer.  They are then put through trials in other diseases and these are recorded in the literature.  Those that show efficacy are then NON-FDA approved but COMPENDIUM approved and are paid for by insurance.  To allow any drug that has shown it is not toxic to be used for anything is bad science and bad policy.  RelMech
65.  enough testing has been done to show added complications and contra-indications and interactions.  ExSfty
66.  It is clear that certain drugs have a class effect on multiple disease indications.  For example, beta blockers are effective in hypertension, ischemic heart disease and arrhythmias (to name a few conditions).  When a new beta blocker is approved for hypertension, it would be inappropriate not to consider it for other conditions.  RelMech
67.  Off label subscribing usually occurs with some sort of justification - either efficacy trials performed in other countries, or the personal experience of the physician/physicans.  This is a somewhat different scenario from no FDA efficacy studies for new drugs.  Unless the drug has been available in other markets (Europe, etc.), there would be no experience or history of the drug.  In this case you would want efficacy trials performed to aid the physician in choosing an appropriate regimen.  NCT, No-Incent
68.  the only time I prescribe off-label is when the medical literature supports that use.  NCT
69.  A new drug should be proven to be efficacious for at least one primary indication, in good double blinded controlled studies.  This prevents the chaos that now exists with alternative medicine "Natural Herbal Medications" which make unsubstatiated claims as to their potential benefit to the consumer.  In a new drug has been approved for a specific indication, it is reasonable to use it for similar related situations that logically would benefit from a drug of that class or action.  RelMech, PromoHaz
70.  Efficacy requirements lead to wider use of the drug, which allows more exposure to determine the nature of side effects -- that is, efficacy requirements make drugs safer.  ExSfty
71.  i want to know that they work for at least one neurochemically based disorder and if so i extapolate that to others; i would not want a safe medicine with no known efficacy to be available.  RelMech
72.  efficacy for the main indication has been shown. With off label use, drugs are used in situations where efficacy data is not that important, e.g. a known side effect like sedation that is desired. I would surmise that without efficacy data, there would be a large increase in "me too" drugs, but a clinician would not have reasonable assurance that the drug was useful for the purported condition.  NCT
73.  I thought your second question was asking whether no efficacy data for any indication at all should be required.  I do think that ||a drug should be shown to be efficacious for something before being allowed on the market.  Otherwise, we will have the dietary supplement ||situation for all drugs.  PromoHaz
74.  The FDA is often to slow to give "approved" indications when there is ample data to support it for that use. In that case, the drug should be able to be used.  NCT
75.  Off label use in my practice is based on significant published scientific evidence of  efficacy in the condition for which it is prescribed.Many of these studies are RCCT.  NCT
Survey 2 (asked drop-eff q. then ban-off-label q.)

76.  An established drug may have a new use -- eg beta blockers in heart failure (formerly thought contraindicated in heart failure)  NCT
77.  It seems to me that using a drug for off label purposes (that is already on the market) goes "one step further" than being "FDA safety-certified".  NCT
78.  For a drug to hit the market, it should have proven efficacy and safety for at least one indication.  NCT
79.  All drugs cannot be feasibly tested in all patients for all clinical indications- therefore providers need and deserve some discretion in prescribing for off label uses.  Formal drug approval for new indications should be the domain of the FDA drug approval process.  No-Incent
80.  At least the drug works for something.  NCT
81.  Literature often has drugs with an efficacy that is off-label.  However, if little efficacy testing is done, then noone knows what a drug may be useful for.  I the literature shows that a new drug may be useful for a problem that has limited drug availability, then I would be in favor of a compassionate need program to be able to use such a drug.||Safety testing is always limited until a drug gets into general use and then low-frequency problems come out.  If available drugs treat a problem adequately, there is no need for a new drug with only safety testing and little effictiveness testing.  ||We use off-label indications when other drugs are not available or cannot be used.  ExSfty
82.  off label prescribing is often "by analogy".  We use the drug in a different diagnostic situation, but for a similar purpose.  It is very important to know whether the drug has been shown to be efficacious for anything (i.e. for the purpose FDA approved).  Example:  modafinil.  only approved for narcolepsy.  But look at the advertising.  For ||"wakefulness."  that mean fatigue.  I'll bet only 1% of modafinil rx's are for narcolepsy.  But problems in  wakefulness are wide spread, so the drug will be used in many other conditions.  RelMech
83.  The drug is usually intended for a given use, I think it is pointless to approve a drug for market that is not proven efficacious for its primary use.  This is entirely separate from off-label use.  NCT
84.  New drugs should at least show efficacy in the population studied, usually adults - I assumed "lack of efficacy" meant not efficacious in any population.  NCT
85.  There is literature to support off label use in some situations and the  time to certify efficacy (by the FDA) is frequently excessive.The drug however should be required to have efficacy in one or more specific clinical situations; this is  especiallyn true in oncology drugs  NCT
86.  Especially in the market driven world, restraint on pharameutical promotion of unproven drugs is extremely important. Although I may choose NOT to "exceed" the FDA approval, nevertheless, I believe that FDA acceptance of efficacy data is very important. Perhaps I have more trust in my own judgement about prescribing for "off label" use than I have for manufacturers of those agents.  PromoHaz
Survey 3 (asked drop-eff q. then ban-off-label q.)
87.  allowing for prescribing after only safety testing would create a MESS. we occassionaly use things that are not efficicacy tested but only in desperate situations--if people used them without efficacy testing you'll never know whether it is an adequate drug because everyone will already be on it and there will be no one left to RANDOMIZED.  On the same note you can not take away off label use, because as a pediatrician I am forced to use off label meds b/c for years children were neglected from testing. lets not let the past repeat itself. off label use is okay in some situations, but don't flood the market with safe drugs that are ineffective--thats what the makers of aspercreme and icy hot are for!!  RelMech, PromoHaz
88.  The policy questions are separate. In the case of requiring efficacy-certification, if this is not required, studies of efficacy will not be performed, and we will never know whether they are efficacious or not. The current policy of encouraging studies in children has been effective in creating evidence for the use of these drugs. ||The argument against criminalizing off-label use is a question of physician autonomy. Many off-label uses in my practice are for conditions that are rare, and will never be studied. Criminalizing off-label use will result in patients with rare conditions not being treated at all.  No-Incent, Enfcmt
89.  The efficacy is "certified" by the academic community that initially endorsed the off label prescribing in the first place.  NCT
90.  A drug should meet efficacy requirements in some area prior to being brought to market or we would get flooded with drugs that serve no purpose and companies would not have incentive to provide eficacy studies  PromoHaz, No-Incent
91.  My off-label prescribing generally is prescribing for children.  Drugs that are approved for adults both in safety and efficacy being used in children with inadequate data to get approval in children is quite different than prescribing a drug that has no efficacy proven at all (adults or children).  RelMech
92.  There are drugs that can be safe and efficacious but they are still off label and not yet FDA approved for a certain condition.  NCT
93.  Regarding the last point:  Some of the newer antihistamines were initially only indicated for the treatment of seasonal allergic rhinitis, but not for perennial allergic rhinitis. Well, there is no difference in the allergic cascade and mechanism of seasonal and perennial allergic rhintis and their response to antihistamines.  Consequently, most allergists prescribed them for both forms of rhinitis before the FDA published it's official approval of indications.  RelMech
94.  Off label uses are often just varients on current labeling e. g. an antihistamine may be labeled for use with seasonal allergies and its off label use is to use it for year round alllergies.  This is not the same as expecting a basic efficacy proof for the medication to differentiate it from the non scientific and lucrative world of hebals and supplements.  RelMech
95.  “A foolish consistency is the hobgoblin of little minds.” -- Emerson||||In effect, the rule mandating proof of efficacy before licensure requires that a proposed new drug must be effective at least for some group of patients for some specific set of problems. This requirement provides a degree of protection for patients from worthless treatments and is therefore beneficial. The problem with restricting the use of approved drugs for unapproved indications is that the research literature on drug treatments continually evolves. Drugs are evaluated in new groups of patients. Drugs are tested for new indications. Without a very large increase in resources, the FDA would be hard-pressed to keep up with all of the advances in research on new uses for old drugs. Who would pay for this huge increase in workload? Who would champion an old drug’s new indication and push it through the FDA’s bureaucratic process. As it is, pharmaceutical companies have to pay for the costs of having their new drugs evaluated. There are many instances where the market for a new indication for an old, off-patent drug is too small for a drug company to have any incentive to fund an FDA approval process. Would manufacturers of generic drugs have any economic reason to fund such an approval? In many cases, the answer would be no.||||Government regulation can provide part of the protection from ineffective and dangerous treatments, but it is not in a position to provide all of that protection. At some point, the competence of physicians and other caregivers is a necessary part of that process.||  PromoHaz , No-Incent 
96.  Therapeutic Orphan in pediatrics, a lot of drugs were not required to have pediatric studies done before marketing.  RelMech
97.  there are instances whereby there are no options for some patients therefore we need to use the drugs for off label approval  NCT
98.  one knows it works for the initial indication so one can reasonably try allied indications (we know how expencive it is to get the appropiate trials preformed to get each indication approved )  RelMech
99.  A drug should have some proven efficacy prior to release  NCT
100.  they would likely have had SOME other experience with using the drug for its approved use.  Additionally,it's a new world in that it is now commonplace for drug companies to directly market to the public which could bring unwanted patient pressure to bear on the MD to prescribe for the use not tested for efficacy.  PromoHaz
101.  For the most part when physicians use drugs for off-label purposes, they are doing that based on published efficacy developed out of the experience (often serendipitous) of other physicians.  Any drug should have some initial efficacy study.  NCT
102.  when an approved drug is used off label there is generally considerable evidence of it's efficacy for that off label purpose.  NCT
103.  efficay, in my opinion, encompasses more than just achieving a "desired" effect.  Efficacy must also be concerned with not achieving an undesirable effect.  ExSfty
104.  there are diseases where the research requirements will never be done because of rarity of disease, lack of financial incentive to fund the study etc. Most of the drugs I use for diseases such as lupus, AS, Reiters, Behcet's, vasculitis, etc etc etc are off label.  No-Incent
105.  Efficacy licensing studies validate that the drug has SOME clinical usefulness at least.  Most off-label uses work from already demonstrated validity studies.  Also, it depends on how radically different the off-label use might be.  In some cases, I have not used the drug off-label until efficacy studies have been completed.  RelMech
106.  Off-label use is mostly in response to published clinical research involving off-label uses of the medication.  NCT
107.  The medication has at least been proven to be effective for certain condition and could also be effective for another condition for which it has not yet been tested. For instance: antileukotrianes are effective for the treatment of asthma and although it has not been tested for the treatment of allergic rhinitis anecdotal reports say that sometimes is effective. However, I would not use a drug that has not been proven effective for any condition.  RelMech
108.  during their efficacy studies more information can be gathered regardng the drug and the secondary effects it causes.  ExSfty
109.  Many drugs are proven safe and effective in the adult population and are never studied in the pediatric population.  If prescribing drugs for off-label use were illegal, many safe and effective drugs would be unavailable to my patients (eg albuterol).||I believe that physicians should select pharmacotherapy on the basis of efficacy that has been proven in a reliable scientific study.  Many physicians prescribe drugs based on the "flashiest ads" and detail representatives.  The current system provides for some checks and balances.  RelMech, PromoHaz
110. The physician is then allowed based on his/her own clinical judgement and experience to determine the best and most appropriate treatment for the patient on a case specific level.  If that means prescribing off-label for the desired results so be it. Off-label prescribing is generally done on well known meds with more familiar side effects and that have longer historical profiles.  New medications have yet to prove themselves for lack of better terminology and lack the historical data.  ExSfty
111.  sometimes the "off-label" use is very similar to an indicated use.  (Look at the silly ads for an antihistamine that brags that it is approved for both "indoor" and "outdoor" allergies!  If a drug is approved for "indoor" allergic rhinitis, I feel quite comfortable prescribing it for "outdoor" allergic rhinitis - the pathophysiology is the same!!)  I would however feel uncomfortable prescribing a drug that had never been demonstrated to have efficacy for anything!  RelMech
112.  Off label use is guided by published research articles in professional peer-reviewed journals which demonstrate efficacy and safety. I would still like the FDA to approve a drug for at least one indication so that I know the government has reviewed the drug  NCT
113.  The situations are not exactly analogous.  If use of new drugs was permitted before efficacy demonstration, the FDA could be endorsing a product that would be brought to market that may offer no potential benefit at all, thus exposing many patients to unnecessary risks. For an existing drug, used for off label purposes, there is at  data suggesting that at least for one condition, the drug offeres the promise of benefit. Second, off label use of approved drugs is currently happening, and does not require FDA sanction, as opposed to the first situation.  NCT
114.  Many effective drugs for children are used "off-label" because the markets are simply not large enough for the drug companies to "bother" doing efficacy testing (or safety testing for that matter) on children.  If we, as pediatricians, did not use medications "off-label" we would not be able to effectively treat our patients.  RelMech
115.  1. Once drug is approved for marketing for one "efficacious" use, costs of presentation to FDA for additional, especially infrequent, efficacious uses would be prohibitive and "unnecessary" at present. Many drugs have established (by literature) efficacy for off-label uses.||2. FDA already addressed this with "off-label" use statement in the PDR that was put in about 20 years ago.  No-Incent
116.  in order to qualify for off-label indication, and for you to use it appropriately as an effective medication, there has to be studies supporting its use. The off-label should be based on a medical decision, weigthing the all the evidence available. There is a difference between passing safety requirements (i.e., a drug doesn't cause harm) and efficacy requirements (i.e., a drug does, significantly, what the pharmaceutical company advertises). Most off-label indications are, precisely, off the label: the drug is used for something which is different from the initial intended (and advertised in the label) use.  NCT
117.  the use of drugs for off-label indications should only be an exception to the rule of safety and efficacy testing for new meds.  for example, use of new HIV meds not yet proven to be effective but proven to be safe is, I think, acceptable, if the physician believes it may help a patient who is otherwise at the end of the road  NCT
118.  There are so many drugs for each indication that evidence||based proof of efficacy is the only reason for a new drug to||be marketed.  Once a drug has been proven efficacious and safe,||off-label uses based on subsequent research or expert opinion||is a reasonable way to expand the usages of available drugs.  NCT
119.  What concerns me about drugs that are not efficacy certified is the advertising that the pharmaceutical co engage in.  I think physicians sometimes give in to patient requests for medications even though they may not think that the drug is effective...at least it does no harm.  I think this could lead to even further profits for drug companies at the expense of the consumer...Do away with drug co advertising and I could support off label prescribing.  The advertising does nothing but serve to enhance the coffers of the drug co.  PromoHaz
120.  We would have information about efficacy in certain situations which would give us||some data regarding efficacy (which I personally doubt will be obtained volitionally ||because of cost) that I usually use to extrapolate possible other uses in my special  RelMech 
121.  Many times a drug has been used extensively for an off-label use and is effective, but the company does not want to go thru the expense of formal approval  No-Incent
122.  New drugs should be tested for efficacy for their primary indication. After they have met their primary indication efficacy and safety I think with good clinical trial data physicians should be able to prescribe off label until certified by the FDA.  NCT
123.  At least we know the medicacation has some efficacy for a probable realted medical condition  RelMech
124.  Medications should show some benefit to somebody before being allowed on the market.  Just being safe is deceptive to consumers (patients) and allows pharaceutical representatives, from whom most physicians seem to get most of their information, to twist information in all kinds of ways.||||Often, perscribing off label means perscribing according to a class effect.  ||||If a drug can not be proven to do anything useful for anybody, it opens up patients to risks that ought not to be incurred.  As it stands, FDA approval is a risk/benefit ratio that understands that all drugs have downsides, but the potential benefits may outweigh the risks.  If a drug fails to show benefits, then it should not be on the market, period.  RelMech, PromoHaz
125.  As a general pediatrician, the only drugs I would prescibe off-label are ones done so already by specialists who have already set a precedent.  In addition, these generally have had more time on the market to establish a safety profile of a more substantial duration than a new drug.  Too often, we hear of medications meeting earlier safety guidelines only to discover less frequent but potentially deadly side-effects leading to its removal from the market.  If a medication has not been shown to be effective, and can potentially cause harm, it should not be put on the market.  ExSfty
126.  Older drugs often have a lengthy period of Phase IV or Post-marketing experience during which off-label efficacy has become established, and even the standard of care.  This would not be the case for "new" medications.  NCT
127.  Off label use is not widely prevalent in most physicians' practices. It is done sometimes because not every clinical situation can be addressed by strict randomized trials.  NCT
128.  I realize the inconsistency. Basically I'm very conflicted on these legislations because efficacy studies for children are not usually done in a timely fashion or at all. The trend is that off-label use is often done for "younger" teens who have not been 

[NOTE:  This respondent answered the consistency argument question by selecting “less inclined to support off-label,” not by selecting “invalid”.]
129.  1) off label use is often closely related to approved uses||||2) Other similar drugs may have been approved for the indication that is off-label for the drug in question||||3) Off label use is often supported in literature  RelMech
130.  Most off-label usage is simply in children younger than the age range published by the pharmaceutical company.  As such, efficacy HAS been established, but simply not at the age at which I see the patient.  RelMech
131.  Physicians should recommend  off label use at their own peril and not because the government sanctions it.  There is too wide a spectrum of scenarios  of off label use  involving a large variety of drugs with different profiles  that a law can not account for all the possibilities nor should it.  NCT
132.  Safety is the main issue.Effectiveness is next. My feeling is I want less restrictions and harassment from agencies of all types. Thus I do see clarity of my choices.  NCT
133.  In pediatrics we often prescribe drugs tht are not approved under  a certain age because the manufacturer has not done the studies, but there is no specific contraindication.  RelMech
134.  a drug needs to shown to be efficatious in some area to get the drug out there and used. In the oncology field once a drug is approved i.e. Thalidomide for leporsy we found by serendipity that it was effective in myeloma and supported by the peer review literature. there needs to be a close correlation with FDA and peer reviewed literature. there are some drugs where the original indication is largely forgotten and peer review indications become the community standard and yet they never go back for FDA approval because of paper work and expense  No-Incent
135.  For the new drug to be released, it should at least be certified as effective for some indication.  Then if evidence suggests that there are other valid indications, dostors should be allowed to prescribe off label if they think there is justification.  NCT
136.  off label use in pediatrics, is usually because it has not been tested on kids but is used for the same conditions that it is approved for by the fda in adults  RelMech
Survey 4 (asked ban-off-label q. then drop-eff q.)

137.  Pediatricians often need to prescribe off-label as the drugs are not approved for children.  Both efficacy and safety are still important.  RelMech
138.  Even Off labelled drugs have already met the efficacy standards since they are approved by FDA for uses formay be a different patient population.... In contrast, efficacy certification is a totally different matter  RelMech
139.  My reasoning re: off-label indications is in response to pediatric studies--often times thses studies lag behind, when the drug has been shown to be efficacious and safe in adults, and not using it in kids if it is appropriate would be detrimental to the kids.  RelMech
140.  I think the FDA is one of the unusual examples of an agency that acts remarkably responsibly and is one of the most important safeguards of the public safety in medicine.  There is a huge difference between off label usage by a physician and abandoning efficacy requirements for fda approval of a med.  I would make an analogy to euthenasia--I strongly believe it should be illegal.  The illegality keeps people honest, does some assisted death exist, absolutely and many physicians have participated by being generous with pain meds etc, but the fact that euthenasia is illegal makes doctors very cautious in how they approach this issue.  I agree with this analogy but maybe it's not very appropos.  Forgetting analogies, the issue is this.  Saying a drug is safe is very different from saying that there is no danger from the drug and it is certainly different from saying that the drug's risks are less than it's benefit.  In order to say that benefit exceeds risk you need to know efficacy; thus the efficacy issue is a crucial underpinning of the safety determination.  NO drug is 100% safe and therefore they are approved only when benefit exceeds risk.  ||||Off label use is why I was discussing the analogy to euthenasia.  Doctors absolutely DO NOT need more interference in the intimate and individual decisions made between them and patients.  However, off label use is a right that must be exercised carefully.  The onus is on the physician to be sure that the literature supports the off label use of a drug and the doctor knows that should ill effects ensue, he does not have the same defense as when he used the drug for an approved indication.  Enfcmt, Liab
141.  no drug should be introduced without some known effectiveness. once a drug is being used and rarer side effects become evident and also some off label utility is either reasonable or demonstrated in the usual peer reviewed literature, then that drug could be used off label.  ExSfty
142.  Before I use an off label only after it has been found in the literature to efficacious  NCT
143.  a physician may have particular experience (perhaps passed on by training, or from experience with a particular subspecialist) with a drug, know its side effect profile, and use it on a case-by-case basis, because it may be useful in specific circumstances.  This may be based on the physician's knowledge of the pharmacology of the drug, and its possible usefulness in the condition/disorder of their particular patient.  Prescribing NEW drugs, with which NO ONE has experience, is a completely different situation.  ExSfty
144.  the use of drugs for off-label indications is based on some demonstration of efficacy for a similar problem. That seems different from using a drug which has not had any efficacy demonstration.  RelMech
145.  Eventhough off label indication is not tested for efficacy, there is some "evidence" (anectodatal or otherwise ...or logic) behind it. I think this scenario is much different from using a "new" drug which has met only the safety requirements of FDA.  NCT
146.  they are different uses.  It is wise for an agent to be safe and effective for at least one standard application.  An off-label application has a reasonable person tailoring an application knowing the risks an benefits.  The computer on which I'm typing this probably had to pass lots of computer-tailored tests; it's still reasonable that I be allowed to use it as a paperweight.  NCT
147.  efficacy establishment by trials published in peer-reviewed journals is another useful way to find uses for medications.  These, however, may not represent official FDA sponsored/recognized trials.  NCT
148.  If the current system of requiring efficacy certification is altered, new drugs that have been deemed safe but are not proven to *do* anything could potentially flood the market.  Given that physicians and consumers alike often enjoy trying the newest, "best" thing on the market, this could allow a significant amount of prescribing of presumably safe pharmaceuticals with questionable benefit.  We have seen time and again medications and vaccines be pulled from the market because they were unsafe, but it was not noted until post-trial surveillance.  For example: cisapride, rotovirus vaccine, Trovan.  The current system allows physicians to use their best judgement for prescribing known medications that have accpeted indications and efficacy, and using them for related but perhaps untested (or unfunded by the manufaturer) purposes.  RelMech, PromoHaz
149.  The drug is on the market for at least some known efficacy, for which a proven benefit has been found. I believe it is reasonable to have this threshold for entry into use without unduely limiting practice by oulawing off label use.  NCT
150.  I in the pediatric population it is often necessary to use drugs off label because of the limited testing in this patient population. Since full studies have been done in adults using the same medication for the same efficacy - certified uses although not ideal it is a different from using the medications for different uses from what is indicated.  RelMech
151.  Off label indications are usually comparable to FDA indications. Only a minority of medications with effectiveness demonstrated in the literature are have been approved for use in children. If safety were the only concerns, there would be alot of new, expensive placebos on the market.  RelMech
152.  As an oncologist, I prescribe drugs all of the time for off label indications. Many chemotherapy drugs which are considered standard treatment for certain cancers have no FDA indication for that disease. However, I feel that there is safety data for these drugs. If oncologist were not allowed to use these drugs off label, most cancer patients would not be able to receive appropriate chemotheraapy. However, I believe that safety data is very important and with new drugs should be assessed before the drug is approved for use.  ExSfty
153.  Off labelled use is often for those cases in which labelled use is limited.  In general, it is important for doctors to know the indication, safety, and efficacy prior to prescribing the drug.  NCT
154.  FDA already approved the drug and is safe to use it, even when you use it "off-label"  NCT
155.  I am a practicing Neonatologist - not a single drug is approved for use under the age of 5 and most drugs are not approved under the age of 12.  My off label use is based on age not on indication, efficacy, safety, side effects, etc.  RelMech
156.  Letting pharmceutical companies release and market new drugs based only on safety and not efficacy would lead uncontrolled release of new drugs and major increase in the cost of healthcare. Letting physicians prescribe medications off-label is different, but these drugs had been in the market, and were noticed to be efficient on other conditions that those they are approved for, which means their use is based on efficacy noticed during the clinical experience of physicians already using the drug for its indicated use. ||  PromoHaz
157.  Off label drugs have still been better assessed for safety by virtue of more widespread use in te population that is better than the limited safety studies performed for original release of drugs.  ExSfty
158.  i just oppose idea of letting new drugs on market without ||definite proof of efficacy...we waste so much on "new and improved"||medicinas as it is-  PromoHaz
159.  often, the off-label prescribing is based on extrapolation (we know it works in some situations, and we believe the drug may also help those who did not happen to be in the exact group that was tested.  ||With drugs that are not efficacy-certified, we don't have evidence that they work in any situations.  RelMech
160.  there is a difference in the safety issue and efficacy issue. Though ideally i would like to see both safety and efficacy standards met before the physicians can prescribe a new drug, I would be ok with only safety issue met while efficacy issues are being pursued. Moreover in pediatrics, we are left with liitle choice but to prescribe off label due to the paucity of the studies for the same drugs in pediatrics and apathy of the pharmaceutical companies to do them due to poor capital returns on these studies. The children of the world would be very inadequately treated and in much worse health (physical, mental and spiritual if the pediatricians were not allowed off label use.  RelMech
161.  familiarity of the drug gained by using the drug for FDA certified uses is important...other effects may then be appreciated by the physician and the physician becomes aware of pt tolerability to the drug and whether risk:benefit ratio is in favor of using the drug for an off-label indication  ExSfty
162.  When I use a drug off label, it is only after using it for a while in its approved mode. It is reassuring to know that the majority of things we use are known to be both efficacious, and safe. Otherwise I'm in a position of regularly running my own little clinical trials to assess efficacy, at significant cost to patients.  NCT
163.  These druds have already undergone FDA approval an therefore have been shown to be relativly save in humans.  ExSfty
164.  An old drug being used for an off label indication is simply not a new drug and no arguement can make it a new drug.  An old drug has been used in practice and hence been 'tested' far more rigorously for safety than any new drug can hope to be tested.  The safety testing on new drugs has limitations and one wants to be sure about it's efficacy before one starts using it in the general population.  ExSfty
165.  In treating kids it is good to know that the drug has at least been approved in someone, but the amount of drugs not tested appropriately on children makes it impossible to practice without prtescribing off label meds.  RelMech
166.  Many off-label uses in my case are in children younger than the approved ages. The efficacy has been tested and proven for the given use, just not in these age groups.  RelMech
167.  to be approved, the drug should have demonstrated efficacy for something.  Other uses can be extrapolated from the initial studies until further data is available.  RelMech
168.  Even though only one drug in a class may be certified for efficacy, if the drugs are similar in mechanism, one can reasonably presume that the effects will be similar, e.g. the use of beta -blocker class or ACE inhibitor class for heart failure and the use of antibiotics for sinusitis, otitis media, bronchitis in which a given drug may be FDA approved for only otitis media in adults , but can be used for similar bacteria elsewhere or in other age groups.|| It strikes me that the people making the argument about inconsistency are not physicians. In addition, if a drug must be FDA-approved for all conditions for which it can be used, that would drastically increase the cost of meds, limit options, and do nothing to improve health care.  RelMech
169.  I believe a product should have some proof of efficacy.  The process to get the efficacy status is rigorous and should not be neccessary for each indication.  I am concerned about inadequate study of a medication prior to release but do not believe in the neccessity to beat every efficacy to death before declaring adequate information to convince me of efficacy.  I think that would be adsurd.  NCT
170.  Efficacy certification is often very limited as to the group tested.  Many drugs are very appropriate for use in children, but children were not included in the studies.  As there is no reason to believe the drug, efficacious in older children and adults, would not be efficacious in younger children, I support the right of physicians to extend the use to that population.  There are other populations not targeted by the original efficacy studies that can also benefit.  On the other hand, drugs that seem likely to be effective for certain diseases may turn out not to be effective at all in any population.  I think some efficacy studies are necessary before release of a drug.  RelMech
171.  off label use is necessary some times, esp. when pediatric studies lag way behind FDA approval for medications used for adults. drugs used off label have at least gone through basic efficacy studies. i would not favor use of drugs where NO efficacy studies have been done.  RelMech
172.  There are only a few that I do it for: cimetidine for molluscum contagiosum and clonidine for sleep in ADHD children, where studies have supported it.  This is a far cry from approving a lot of questionable drugs (like those||marketed by health food stores).  NCT
173.  medical research is generally much ahead of the FDA regulatory process.  For example, for many years, albuterol MDI's were not FDA approved in children under age 12 years.  The converse is also true; if only safety needs to be established, drugs such as Claritin will continue to be blockbusters even though their efficacy is negligible (as described in the NY Times).  NCT
174.  Several new medications (Baycol, Lotronex) have been deemed "safe" by the FDA then pulled from the market.  So allowing physicians off label use and allowing physicians to use medications prior to proof of efficacy are two totally different concepts.  ExSfty
175.  A NEW drug must meet clinical expectations before being released.  Since "off label" use is a natural progression from using it for it's original purpose, there is clinical experience from thousands of clinicians to justify its use.  A good example is the use of alpha blockers for BPH when its original use was HTN.  RelMech
176.  As a pediatric doctor nearly everything I prescribe is not indicated for my patients. How many drugs have been shown to have efficacy in children under two? That does not mean drugs should not be proved to have efficacy in at least some population.  I think there are plenty of "supplements' and "vitamins" on the market that have not shown efficacy. We don't need to diminish prescription drugs to their level of snake oil credentials.  RelMech
177.  There are times that a long used drug is recommended by research or peers for a particular purpose, that has not been specifically labled for such use.  I want to have that option left open for me,as well as my patients.  NCT
