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The Drug Approval Pendulum 
By Anne Applebaum 
Wednesday, April 13, 2005;  

"It just breaks my heart when I 
think of  American citizens having 
to go to Switzerland or Mexico to 
get the drugs and devices they 
need to stay alive because  the 
Washington bureaucracy won't 
approve them."  
 
Rep. Thomas Bliley 
(R-Va.),  1995  

"When the FDA approves a 
drug, it should be a Good 
Housekeeping seal of approval. . 
. . Consumers shouldn't have to 
second-guess the safety of what's 
in their medicine cabinet."  
 
 
Sen. Chuck Grassley  
(R-Iowa), 2005 
  

http://www.washingtonpost.com/wp-dyn/articles/A48135-2005Apr12.html  
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Senator Grassley - … “One of my concerns is that the FDA has a relationship with drug companies that is toocozy. That’s exactly the opposite of what it should be.”http://finance.senate.gov/hearings/statements/111804cg.pdf washingtonpost.com The Drug Approval Pendulum �By Anne Applebaum��Wednesday, April 13, 2005; Page A17 "It just breaks my heart when I think of American citizens having to go to Switzerland or Mexico to get the drugs and devices they need to stay alive because the Washington bureaucracy won't approve them." -- Rep. Thomas Bliley (R-Va.), 1995 "When the FDA approves a drug, it should be a Good Housekeeping seal of approval. . . . Consumers shouldn't have to second-guess the safety of what's in their medicine cabinet." -- Sen. Chuck Grassley (R-Iowa), 2005 Most of the time, when we use the word "fashion," we are talking about hemlines, or footwear, or shades of nail polish. But there are also intellectual fashions, literary fashions, political fashions. In fact, almost any sphere of human activity is subject to abrupt shifts in conventional wisdom: Even the arcane world of pharmaceutical regulation is afflicted by highly emotional mood swings. To see what I mean, think back to the early 1990s. It was a time when new drugs promised to give AIDS patients their lives back. It was a time when many medical breakthroughs seemed just around the corner. It was also a time when critics of the Food and Drug Administration angrily claimed, among other things, that "more than 20,000 people died between 1985 and 1987," waiting for FDA approval of a drug that could have unblocked their arteries, and that "3,500 kidney cancer patients had died between 1988 and 1992" for lack of access to a drug already "available in several European countries." And it was a time when patient advocates could take out ads with messages such as: "If a murderer kills you, it's homicide. If a drunk driver kills you, it's manslaughter. If the FDA kills you, it's just being cautious." It was also a time when congressional Republicans were in the throes of a full-throttle attack on the staid old drug regulation agency. House Speaker Newt Gingrich (R-Ga.) called the FDA the "leading job killer in America." House Commerce Committee Chairman Joe Barton (R-Tex.) declared that the FDA should stop ruling on the efficacy of drugs at all and stick to measuring whether they are "safe, pure, and packaged safely." Thanks to sentiments such as these, Congress in 1992 passed the Prescription Drug User Fee Act. Among other things, the new law pressured drug regulators to speed up their review procedures, even rushing some life-saving drugs through the approval process in a mere six months. The law was reauthorized. Twice. For a short time, harmony reigned. But then the pendulum began to swing, the winds of fashion began to blow in a different direction, and the FDA, once a bureaucratic monolith bearing down on the brave new world of pharmaceutical research, somehow managed to become the FDA, a bureaucratic castrato cozying up to the greedy pharmaceutical companies. True, the FDA was only doing what Congress said it wanted. The drug approval process was speeded up, and new drugs did get to patients more quickly. Death ceased to be inevitable for those with AIDS. Other diseases were cured more rapidly, too. But it is also true that the new speed may have led to mistakes. By 2000 the FDA had been forced to withdraw nine drugs, among them a diabetes drug, Rezulin, that was found to cause liver problems, and Lotronex, a treatment for irritable bowel syndrome that was later re-approved with heavy warnings. The former had been approved after six months, the latter after eight months. More recently, Merck & Co., the manufacturer of Vioxx, a hugely popular, billion-dollar painkiller, withdrew its drug from the market in the face of new evidence that the drug caused heart problems. As a result, the agency came under public attack. But instead of expressing contrition -- or even defending its original push to speed up drug approvals -- another Republican Congress once again denounced the FDA. "We've seen some evidence over the last year that the agency has become too cozy with the drugmakers," thundered Grassley, who has proposed creating a brand new office of drug safety, independent of the FDA. At his Senate confirmation hearing, Lester Crawford, the proposed FDA commissioner, wound up denying that his agency had been "tarnished" and promising "to stem the tide and do the right thing." Even so, a number of senators spoke afterward of a "crisis of confidence" in the agency and expressed concern that "business as usual" not continue to be its motto. And the result? Last week the FDA, now in a panic over painkillers and terrified of further congressional and public criticism, banned the arthritis drug Bextra. The agency has also called for strong warning labels to be placed on all anti-inflammatory drugs, including over-the-counter painkillers such as Aleve and Motrin, as well as Celebrex, a close relative of Vioxx.Clearly, caution is now "in." Patients' rights are "out." Risk-averseness is "in." Hot new research is "out." "There is no doubt that there has been a cultural change," the director of the FDA's Office of New Drugs told a reporter last week. And there is no doubt that Congress, along with everybody else, sincerely believes that the change is, will be, and should be permanent. How little we know of fashion!
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2 new studies show the FDA is rushing more 
drugs to market based on shoddy evidence 
Updated by Julia Belluz on September 24, 2015, 5:39 p.m. ET 
 
There was a time when the Food and Drug Administration was so sluggish and 
conservative in approving new drugs that people who desperately needed access to 
medicines would die waiting. … 
 

Today, the FDA is now considered the fastest regulatory agency in the world. But there's 
some concern that these expedited pathways are being used by drug companies to speed 
through medicines that aren't actually helping patients with unmet medical needs — and 
that often aren't any improvement over what's already on the market. 
 

In two new studies, published on Wednesday in the BMJ, a group of researchers from 
Brigham and Women’s Hospital and Harvard Medical School, find that while more drugs 
are indeed getting to patients more quickly, there's good reason to question their novelty, 
safety, and effectiveness. 
 http://www.vox.com/2015/9/24/9387987/fda-expedited-drug-approvals     

Presenter
Presentation Notes
 http://www.vox.com/2015/9/24/9387987/fda-expedited-drug-approvals    2 new studies show the FDA is rushing more drugs to market based on shoddy evidenceUpdated by Julia Belluz on September 24, 2015, 5:39 p.m. ETThere was a time when the Food and Drug Administration was so sluggish and conservative in approving new drugs that people who desperately needed access to medicines would die waiting.But by the early 1990s, Congress had created four programs to expedite the development and approval process for new pharmaceuticals (the breakthrough drug designation, priority review, fast track and accelerated approval). These pathways were intended to push innovative new drugs — drugs to treat rare, serious, or life-threatening diseases — through the FDA more quickly.Since these medicines were sorely needed, the idea was that rushing them through, often on the basis of more limited and preliminary clinical trials data, would help patients languishing with unmet medical needs.�Javier Zarracina/Vox(Javier Zarracina)Today, the FDA is now considered the fastest regulatory agency in the world. But there's some concern that these expedited pathways are being used by drug companies to speed through medicines that aren't actually helping patients with unmet medical needs — and that often aren't any improvement over what's already on the market.In two new studies, published on Wednesday in the BMJ, a group of researchers from Brigham and Women’s Hospital and Harvard Medical School, find that while more drugs are indeed getting to patients more quickly, there's good reason to question their novelty, safety, and effectiveness.In the first study, the researchers looked at a database of all new medicines approved by the FDA between 1987 and 2013 to find out whether the increase in the number of products coming through on expedited pathways was related to an increase in truly innovative drugs getting to market.�RelatedWhat the FDA’s approval of "pink Viagra" tells us about the problems with drug regulationThey found no such correlation. Over the past two decades, the number of drugs qualifying for the FDA's expedited programs has increased 2.6 percent per year, but "this trend is being driven by drugs that are not first in class and thus potentially lessinnovative."��In 2013, 15 (or 56 percent) of the 27 new drugs approved by the FDA reached patients via one of these expedited programs — so the programs are being used more and more. But as the researchers explain:Though these programs were designed as exceptions to the standard drug development and FDA approval process for drugs addressing unmet needs associated with serious or life threatening diseases, by the end of our study period, a majority of newly approved drugs were associated with at least one of these special programs, meaning that the exceptions had become more common than the rule.In a second study, the researchers looked at another related issue with drug approval: companies that seek to market their products for "supplemental indications" — beyond what the drug was originally designed to do. (For example, a birth control pill might originally be approved for pregnancy prevention, but later get approved to help control acne and PMS; the latter two would be supplemental indications.)Here, too, the researchers found an increase. Between 2005 and 2014, the FDA approved 295 supplemental indications. But there was also a massive range in the quality of the evidence companies presented to back their approvals, with a lot of supplemental approvals being based on very limited data supporting the drugs' safety and effectiveness.��The researchers write that their findings "have important implications for patient care" and "underscore the need for a robust system of post-approval drug monitoring for efficacy and safety, timely confirmatory studies, and re-examination of existing legislative incentives to promote the optimal delivery of evidence based medicine."��When asked for comment on the studies, an FDA spokesperson said, "Generally the FDA does not comment on specific studies, but evaluates them as part the of body of evidence to further our understanding about a particular issue and assist in our mission to protect public health."On the FDA's expedited programs, the spokesperson said, "[These are in place to speed the availability of new drugs to treat patients with serious conditions." And several of the drugs that have come to market through expedited pathways have been a remarkable help to some patients — such as Gleevec, a life-saving treatment for sufferers of chronic myelogenous leukemia.��"The programs expedite development and review, but do not change the standards for approval," he said. ��This last point caught the attention of health advocates on Twitter, including the physician and author Ben Goldacre, who noted that by definition, accelerated approval permits the use of less robust data, including "surrogate endpoints." This means companies submit the results of blood tests on cholesterol levels, for example, which may or may not have an impact on the measures that matter to patients — like reducing the risk of death and disease."There is good evidence that drugs are permitted into the accelerated program inappropriately," Goldacre wrote. "Claiming otherwise is very serious."Concerns are mounting about dangerous and ineffective drugs reaching patientsA number of drugs with marginal benefits and potentially dangerous side effects have also made it through the FDA recently — Belsomra for insomnia, Contrave for weight loss, Addyi (or flibanserin) to boost women's libido — drawing criticism and public concern.��This new research from the BMJ doesn't come in isolation. As a 2014 study in Health Affairs demonstrated, these drugs are part of a trend at the FDA. Since 1992, around the time expedited approval programs were up and running, there's been a 25 percent increase in the number of drugs that are put on the market with black box warnings (signaling very serious side effects) or that are eventually pulled from store shelves over safety concerns.��Again, many of these new drugs offer no clear advantage to patients. A 2010 study in theEuropean Journal of Clinical Pharmacology looked at 122 new drugs approved between 1999 and 2005. Only 10 percent performed better than drugs that were already available. Similarly, a number of studies have found that since the mid-1990s, about 85 to 90 percent of new drugs don't offer any clinical advantages for users.��These concerns are more urgent given a couple of impending changes coming down at the agency.��The FDA will soon get a new commissioner, and President Obama just nominated Dr. Robert M. Califf for the position. According to the New York Times, he comes with "deeper ties to the pharmaceutical industry than any FDA commissioner in recent memory." If he's confirmed, critics worry he will herald an era of even looser oversight of new drugs and cozier ties to the drug industry.��There's also legislation from Congress that could further erode the standards for drug approvals.��In July, the House passed the 21st Century Cures Act by an overwhelming 344-77 vote. Critics have pointed out that hidden in the bill's 352 pages is language that could weaken the quality of evidence the FDA uses to evaluate new drugs and devices, making it easier for companies to bring substandard or dangerous medicines and medical devices to patients. And the pharma-backed bipartisan effort actually has a chance of passing through the Senate and getting signed into law.��This raises the question: Can you trust your medicine? The answer, increasingly, seems to be no.
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FDA's slow process hurts innovation 
February 15, 2014 
 

Deb Fischer and Angus King 
U.S. Sens. Deb Fischer, R-Neb., and Angus King, I-Maine. 
 

… As the gatekeeper for new health information technologies trying to enter the 
marketplace, the Food and Drug Administration is tasked with keeping Americans safe. The 
FDA's work is important, but its processes are often painstakingly slow and based on 
outdated assumptions. This halting regulatory pace, along with a lack of bureaucratic 
incentives to embrace disruptive technological change, has often held back progress. 
 

The FDA's regulatory footprint is growing beyond its statutory shoe size. The overreach 
comes in various forms, including sub-regulatory proceedings and selective regulation. 
Companies — including those who have already invested and deployed their technology — 
are left on uncertain footing given the FDA's regulatory discretion. 
Such heavy-handed moves have caused legitimate concern that the FDA could slow down 
the development of low-risk health technology, including mobile-wellness applications and 
electronic health records.  
http://www.usatoday.com/story/opinion/2014/02/15/fischer-king-health-information-technology/5464693/  
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http://www.usatoday.com/story/opinion/2014/02/15/fischer-king-health-information-technology/5464693/ FDA's slow process hurts innovation: ColumnDeb Fischer and Angus KingU.S. Sens. Deb Fischer, R-Neb., and Angus King, I-Maine.12:14 p.m. EST February 15, 2014Agency keeps us safe, but process could slow development of low-risk health technology.(Photo: Karen Bleier, AFP)STORY HIGHLIGHTSNot only is FDA slow, but its processes are based on outdated assumptions.New innovations include mobile-wellness applications and electronic health records.You can't regulate new technology with old rules. They need to be updated.They've helped coaches perform CPR on breathless athletes. They remind pharmacists in sub-Saharan Africa to order more retroviral drugs for HIV patients, and their pocket-sized storage capacity dwarfs bulky filing cabinets. Smart phones have revolutionized the way we live and their capabilities appear restricted only by the limits of our imaginations.Technology has changed the way Nebraskans and Mainers stay in touch, do business, and feed the world. The best ideas have always come from a couple of guys working out of a garage, or a young woman with a breakout business model. That's the genius of America.As the gatekeeper for new health information technologies trying to enter the marketplace, theFood and Drug Administration is tasked with keeping Americans safe. The FDA's work is important, but its processes are often painstakingly slow and based on outdated assumptions. This halting regulatory pace, along with a lack of bureaucratic incentives to embrace disruptive technological change, has often held back progress.The FDA's regulatory footprint is growing beyond its statutory shoe size. The overreach comes in various forms, including sub-regulatory proceedings and selective regulation. Companies — including those who have already invested and deployed their technology — are left on uncertain footing given the FDA's regulatory discretion.Such heavy-handed moves have caused legitimate concern that the FDA could slow down the development of low-risk health technology, including mobile-wellness applications and electronic health records.Today's statutory definition of a medical device — one written almost four decades ago — gives the FDA jurisdiction over nearly "any instrumentality" used in the diagnosis or treatment of a patient. This overly broad, dated definition is bad news for health IT innovation. Forty years ago, a personal computer was a pipedream, an apple was strictly a fruit, and "software" was a mink coat.Rather than constraining creativity with obsolete parameters, our laws should reflect our generation. It isn't hard to figure out that smart phone apps shouldn't be subject to the same oversight as MRI machines. Regulating low-risk health technology the same as complex medical devices is like regulating 787 Dreamliner jets under rules predating the Wright Brothers.Misguided regulation leads to fewer innovators and frustrated developers who turn away from exploring health technology to other, more hassle-free fields. Low-risk health IT deserves a modern regulatory regime — one that promotes innovation, supports jobs growth, and protects patient safety.We believe Congress must act and codify the common sense that you can't regulate new technology with old rules. We've offered a bipartisan proposal that says if people can develop mobile apps to keep neighbors out of the hospital, improve lives, or lower costs, we should get government out of the way and spread the knowledge. The regulatory timeline for dangerous devices should not be the same for low-risk software that gets released every 60 days, has major updates every month, and sees regular changes each week. Having an approval process that takes longer than the shelf life of the average device operating system stifles innovation and opportunity.From assisting nurses with scheduling or tracking emerging malaria epidemics, mobile health can dramatically lower costs, empower individuals, and transform the way we deliver care.Moreover, our plan protects American jobs in a key growth sector of our economy. The mobile health and mobile application market is expected to exceed $26 billion by 2017, while the U.S. mobile apps economy is responsible for nearly half a million new American jobs. A report from Health Data Management anticipates 23% annual growth in this jobs sector over the next five years.The FDA notes on its own website that 500 million smart phone users worldwide will be using health apps by 2015. It's clear the future should be bright for health IT. That's good news for entrepreneurs, and even better news for doctors and patients. But regulating every new product as a traditional medical device — subjecting it to an approval process that takes years and costs millions — prevents emerging technology from entering the marketplace in the first place.Congress should send the message to startup innovators that they don't need costly corporate counsels and hired guns on K Street to navigate the FDA and open the right political doors. All anyone should need is a good idea and a dream.Regulating a health care field ripe with innovation under an arcane, one-size-fits-all framework defies reason — even for Washington. Until Congress clarifies the FDA's oversight role, we'll continue to live in a world where health IT is monitored with rules written before the advent of the VCR.U.S. Sens. Deb Fischer, R-Neb., and Angus King, I-Maine.In addition to its own editorials, USA TODAY publishes diverse opinions from outside writers, including our Board of Contributors. To read more columns like this, go to theopinion front page or follow us on twitter @USATopinion or Facebook.COMMENTEMAIL
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Cruz Calls for Major Overhaul of FDA 
 

Posted 11 December 2015 
By Zachary Brennan 
 

Republican presidential candidate Sen. Ted Cruz (TX) and Sen. Mike Lee (R-Utah) on Friday 
introduced a bill that would completely overhaul the way the US Food and Drug 
Administration (FDA) operates. 
More specifically, the “Reciprocity Ensures Streamlined Use of Lifesaving Treatments Act (S. 
2388), or the RESULT Act,” would: 
 allow for reciprocal approval of drugs, devices and biologics from foreign sponsors in EU 

member countries, Israel, Australia, Canada and Japan 
 require FDA to make a decision on “life-saving” drug and device applications within 30 

days 
 allow Congress to override FDA denials of certain applications for 

life-saving drugs with a majority vote via a joint resolution 
“Our legislation will unleash life-saving drugs and devices in the United States, help 
mitigate critical drug shortages in the US, and put downward pressure on the prices of 
medical devices and drugs as well,” Cruz said in a statement. 

http://www.raps.org/Regulatory-Focus/News/2015/12/11/23763/Cruz-Calls-for-Major-Overhaul-of-FDA/#sthash.ANkQso4y.dpuf  
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http://www.raps.org/Regulatory-Focus/News/2015/12/11/23763/Cruz-Calls-for-Major-Overhaul-of-FDA/#sthash.ANkQso4y.dpuf Republican presidential candidate Sen. Ted Cruz (TX) and Sen. Mike Lee (R-Utah) on Friday introduced a bill that would completely overhaul the way the US Food and Drug Administration (FDA) operates.More specifically, the “Reciprocity Ensures Streamlined Use of Lifesaving Treatments Act (S. 2388), or the RESULT Act,” would:allow for reciprocal approval of drugs, devices and biologics from foreign sponsors in EU member countries, Israel, Australia, Canada and Japanrequire FDA to make a decision on “life-saving” drug and device applications within 30 daysallow Congress to override FDA denials of certain applications for life-saving drugs with a majority vote via a joint resolution“Our legislation will unleash life-saving drugs and devices in the United States, help mitigate critical drug shortages in the US, and put downward pressure on the prices of medical devices and drugs as well,” Cruz said in a statement.QuestionsLarry Stevens, retired FDA official and consultant with the Massachusetts-based FDA Group, told Focus that conceptually the bill “sounds good” but the reciprocity idea will not hold up because “no developed country has the expertise to review a product like the FDA does.”If the bill were approved, companies would gain approval for their drugs or devices from countries with the lowest standards, then go to FDA for approval, but Stevens predicted that FDA would reject 99.9% of those applications even with only a 30-day window. He also explained that relying on Congress to override FDA decisions would mean relying on emotional rather than scientific evidence.“FDA gets rid of the emotion,” he said, adding that if Congress did override an FDA decision, congressmen would technically be responsible for the drug or device’s safety.He also offered the classic example of thalidomide, which was approved in Europe, but held up by FDA in its review, and later led to a number of birth defects in Europe that did not occur in the US because it failed to pass muster with FDA.And Cruz’s claims that FDA’s risk-averse nature is creating an environment in which the agency isn’t approving enough new drugs seems to run counter to the 42 new drug approvals (and counting) this year, which is a 19-year high. Critics of the bill also point to the fact that such reciprocal approvals would significantly diminish the role of FDA.Dr. Walid Gellad, co-director of the Center for Pharmaceutical Policy and Prescribing at the University of Pittsburgh, told Focus: “The bill essentially removes FDA from the picture for drugs approved in another country, and gives its (FDA's) authority to determine if something is safe and effective instead to the secretary. And the piece about Congress over-ruling the FDA makes no sense from a public health, science, policy, or common sense point of view.”And although the bill is unlikely to become law with President Barack Obama in office, it could restart a conversation, particularly in the Republican presidential race, around FDA reforms that began with the House-passed 21st Century Cures Act.“Beyond reforming reciprocity, we need to modernize the FDA’s approach, expand the Accelerating Medicines Partnership (AMP), and embrace a culture of innovation, as foundations like XPrize are doing,” Cruz added in an op-ed last month.FDA told Focus it does not comment on pending legislation.RESULT Act- See more at: http://www.raps.org/Regulatory-Focus/News/2015/12/11/23763/Cruz-Calls-for-Major-Overhaul-of-FDA/#sthash.ofGgg18T.dpuf
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The OTC Drug Review 
1972 - ???? 

• Ingredient (~700) review vs. product         
 (~400,000) review 

• 17 expert panels,  513 meetings, 
 10 years 
• OTC drug category Monographs  
• Completion date = 20?? 

6 
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1972	The OTC Drug Review -- For OTC drugs, the FDA decided to review by ingredient (approximately 700) and ingredient uses (app. 1450) instead of by products (app. 300,000 - 500,000).  (One ingredient could have several uses; diphenhydramine - antihistamine, antitussive, motion sickness, night-time sleep aid, topical analgesic).  Seventeen panels of experts (including pharmacists) reviewed drugs in 27 categories and 88 subcategories.  These panels, which involved approximately 250 individual (outside of FDA) met 513 times over a 10 year period.  (The FDA had estimated there were app. 200 active ingredients.  Instead, n= 722 - took a lot longer	The panels issued reports to the FDA summarizing their conclusions and recommendations.  Products were assigned to categories, I=GRAS/E, II=not GRAS/E or III=insufficient data, manufacturer must submit additional data.  The FDA then reviewed the reports and issued, for each one, a notice of rule-makings (advance notices of proposed rule making, ANPRs), received additional comment, revised the proposal (TFM), sought additional comments and finally published a "monograph."  Completed by 199 ????  !!	The monographs contain the drugs that are considered GRAS/E for various indications, combinations of ingredients that are GRAS/E, the labeling requirements for these ingredients, and testing procedures.  Drugs not in the monographs cannot be marketed OTC unless they go    through a NDA process or the manufacturer petitions to have the monograph amended.



 The OTC Drug Review 

• 1972 Hexachlorophene    
• 1975 Zirconium  
• 1975 Tribromsalan  
• 1975 Antacid testing procedures 
• 1976 Theophylline 
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Several actions were taken outside the intended scope of the OTC Review, but because of the review.1972	Hexachlorophene (Phisohex) antibacterial skin cleanser/hospital scrub soap) was removed from the OTC market due to trans-dermal absorption in infants resulting in neurotoxicity.  Made a prescription item. 1975	Zirconium ban proposed for aerosols.  Used in poison ivy topical lotions to "complex" the antigen and in deodorants.  Zirconium can cause granulomatous reactions in the skin and lung (aerosols).  Final rule 1977.1975	Banned tribromsalan (a halogenated salicylanilide) - antibacterial soaps - caused serious photosensitivity dermatitis. 1975	Established antacid testing procedures.  (Must neutralize 5 mEq of acid per recommended dose and maintain pH of 3.5 for 10 minutes in an in vitro test).  This led to the ability to evaluate antacid products by neutralizing capacity.1976	The FDA overruled an advisory panel and did not allow  theophylline to go OTC as a single ingredient product.  A similar ruling was made regarding diphenhydramine.  This later ruling was eventually reversed.



 The OTC Drug Review 

• 1976 Chloroform  
• 1977 Chlorofluorocarbons  
• 1979 Daytime sedatives  
• 19xx Methapyrilene  
• 1978 Sun protection factor   

    (SPF) rating system 
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1976	In an action outside of the OTC review process, the FDA banned chloroform because of its potential as an animal carcinogen.  It had been commonly used in cough syrups, liniments, toothpaste and other cosmetics.1977	The FDA, outside the OTC review, issued a regulation limiting the use of chlorofluorocarbons in OTC drug and other FDA regulated products.  In 1978, chlorofluorocarbons were banned completely, except for essential uses. -- 1997 banned altogether - asthma inhalers1979	Daytime sedatives (antihistamines, scopolamine, bromides) and sweet spirits of nitre (potassium nitrate) were banned.xxxx	Methapyrilene (an antihistamine) was voluntarily removed from the market at FDA's request because it was found to be a potential carcinogen.1978	The sun protection factor (SPF) rating system for sunscreens was proposed by the panel and voluntarily accepted by the industry.
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• 19xx Phenacetin 
• 19xx Accidental ingestion warnings  
• 1982 Camphorated oil  
• 1982 Pregnant or nursing women  

    warning 
• 1982 Tamper-resistant packaging 
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Presenter
Presentation Notes
xxxx	Phenacetin, an ingredient found in many pain relievers (APC), was removed from two leading products in anticipation of the monograph's publication which would declare the product unsafe because of potential renal damage.xxxx	Warnings related to accidental ingestion were added to the labels of many OTC products.1982	Camphorated oil was banned after a several year campaign by a pharmacist who believed it posed an overdose threat in children when confused with castor oil, cod liver oil, olive oil, cough medicine, etc.  The product was intended to be a topical liniment. 1982	FDA added a general warning requirement for all OTCs regarding use by pregnant or nursing women.1982	Regulations issued requiring tamper-resistant packaging and labeling on virtually all OTCs following the Tylenol/cyanide poisonings in Chicago.



The OTC Drug Review 

• 1983 Abrasiveness index - fluoride  
  anticaries products 

• 19xx Internal insect repellents, over-
  indulgence remedies, anti-                                                                                       
.            cholinergics and hair restorers                   
.            removed from the market 

• 1986 Aspirin - Reye's syndrome warning  
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Presenter
Presentation Notes
1983	The FDA suggested that testing standards be implemented for an abrasiveness index for OTC fluoride anticaries products.xxxx	Internal insect repellents, (couldn’t get the mosquitoes to swallow the tiny tablets) overindulgence (inebriation) remedies, cough and cold anticholinergics and hair restorers/hair loss preventers were removed from the market because of toxicity/ineffectiveness.  Rogaine1986	Aspirin products were required to carry a warning regarding Reye's syndrome after several years of discussion/delay.First proposed in 1981 by CDC- fought by the Aspirin Foundation and FDA was very slow.Estimated ~1500 needless deaths occurred during the 5 year interimLancet  340:1042, 1992 (Oct 24)  Davis and Buffler  ????? Can’t find (06/16)



Figure 1. Number of Reported Cases of Reye's Syndrome in Relation to 
the Timing of Public Announcements of the Epidemiologic Association of 

Reye's Syndrome with Aspirin Ingestion and the Labeling of Aspirin-
Containing Medications. 

N Engl J Med. 1999 May 6;340(18):1377-82. 
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Presenter
Presentation Notes
The serious symptoms of Reye's syndrome appear to result from damage to cellular mitochondria�http://www.nytimes.com/1992/10/23/us/delay-on-aspirin-warning-label-cost-children-s-lives-study-says.html In September 1982, President Reagan's Secretary of Health and Human Services, Richard Schweiker, signed proposed regulations requiring the warning labels, Dr. Buffler and Dr. Davis said. Yet five years passed before labels were required in 1986.  Mr. Bryant, of the Aspirin Foundation, said the link between aspirin and Reye's syndrome was not clear in 1981. The disease centers' recommendation, he said, was based on "weak science.“The Aspirin Foundation - http://www.aspirin-foundation.com/suitability/aspirin-and-reye-syndrome/   06/16The reason for limiting the use of aspirin in this way is a longstanding concern about a possible association between aspirin and Reye syndrome, a rare but potentially fatal metabolic disorder. However, the evidence behind this association is far from conclusive and the restrictions on using aspirin have long been controversial. … ConclusionsThere is a lack of convincing evidence that aspirin causes Reye syndrome: it may be one of many possible factors but many cases currently reported are probably due to inborn errors of metabolism. It is unclear whether restricting aspirin use by children has a favourable risk/benefit ratio.�============================================�� ��Figure 1. Number of Reported Cases of Reye's Syndrome in Relation to the Timing of Public Announcements of the Epidemiologic Association of Reye's Syndrome with Aspirin Ingestion and the Labeling of Aspirin-Containing Medications.��"http://content.nejm.org/content/vol340/issue18/images/large/01f1.jpeg" �� ��Volume 340:1377-1382����HYPERLINK http://www.nejm.org/doi/full/10.1056/NEJM199905063401801#t=article  May 6, 1999����Number 18�� ��Reye's Syndrome in the United States from 1981 through 1997��Ermias D. Belay, M.D., Joseph S. Bresee, M.D., Robert C. Holman, M.S., Ali S. Khan, M.D., Abtin Shahriari, M.P.H., and Lawrence B. Schonberger, M.D. ��ABSTRACT ��Background Reye's syndrome is characterized by encephalopathy and fatty degeneration of the liver, usually after influenza or varicella. Beginning in 1980, warnings were issued about the use of salicylates in children with those viral infections because of the risk of Reye's syndrome. ��Methods To describe the pattern of Reye's syndrome in the United States, characteristics of the patients, and risk factors for poor outcomes, we analyzed national surveillance data collected from December 1980 through November 1997. The surveillance system is based on voluntary reporting with the use of a standard case-report form. ��Results From December 1980 through November 1997 (surveillance years 1981 through 1997), 1207 cases of Reye's syndrome were reported in patients less than 18 years of age. Among those for whom data on race and sex were available, 93 percent were white and 52 percent were girls. The number of reported cases of Reye's syndrome declined sharply after the association of Reye's syndrome with aspirin was reported. After a peak of 555 cases in children reported in 1980, there have been no more than 36 cases per year since 1987. Antecedent illnesses were reported in 93 percent of the children, and detectable blood salicylate levels in 82 percent. The overall case fatality rate was 31 percent. The case fatality rate was highest in children under five years of age (relative risk, 1.8; 95 percent confidence interval, 1.5 to 2.1) and in those with a serum ammonia level above 45 µg per deciliter (26 µmol per liter) (relative risk, 3.4; 95 percent confidence interval, 1.9 to 6.2). ��Conclusions Since 1980, when the association between Reye's syndrome and the use of aspirin during varicella or influenza-like illness was first reported, there has been a sharp decline in the number of infants and children reported to have Reye's syndrome. Because Reye's syndrome is now very rare, any infant or child suspected of having this disorder should undergo extensive investigation to rule out the treatable inborn metabolic disorders that can mimic Reye's syndrome.��

http://content.nejm.org/content/vol340/issue18/images/large/01f1.jpeg


http://www.consumerreports.org/sunscreens/get-the-best-sun-protection/  

July 2016 

“All sunscreens should live up 
to the SPF claim on their labels 
… but for four straight years we 
found that many sunscreens in 

our tests fall short.” 
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