Procter & Gamble
The Procter & Gamble Company

Health Care Research Center

8700 Mason-Montgomery Road, Mason, Ohio 45040-9462










July 16, 2003

Dockets Management Branch (HFA - 305)

U.S. Food and Drug Administration

Room 1061

5360 Fishers Lane

Rockville, MD  20852

Re: Docket No. 78N-036D

Antidiarrheal Drug Products for Over-the-Counter Human Use; Final Monograph; Final Rule [21CFR 310, 335, and 369], Federal Register Vol. 68, No. 74

Dear Sir or Madam:

The Procter & Gamble Company (Procter & Gamble) herewith submits, in triplicate, comments in response to the final rule: antidiarrheal drug products for over-the-counter (OTC) human use; final monograph, published on April 17, 2003 in the Federal Register (Vol. 68, No. 74, pages 18869-18882).  Procter & Gamble, as a manufacturer and distributor of antidiarrheal drug products for OTC human use, is directly affected by this final rule.

We (Procter & Gamble) support the Food and Drug Administration’s (FDA) statement that there is no definitive evidence that drugs containing nonaspirin salicylates, which include bismuth subsalicylate, significantly increase the risk of Reye’s syndrome (FR Vol 68, No. 74, pg. 18863, col. 3).  See attached comments supporting this statement submitted to docket no. 78N-036D (July 2, 1992 [Attachment 1]); and to docket nos. 93N-0182 and 82N-0166 (final rule: labeling of oral and rectal OTC drug products containing aspirin and nonaspirin salicylates; Reye’s syndrome warning (submitted to these dockets on July 16, 2003). 






Sincerely,






The Procter & Gamble Company






Product Safety and Regulatory Affairs Department


P. LaMont Bryant, Ph.D.


Regulatory Affairs Manager


Personal Health Care R&D


Telephone: (513) 622-1830

Attachment 1.
Procter & Gamble
The Procter & Gamble Company

Health Care Research Center

8700 Mason-Montgomery Road, Mason, Ohio 45040-9462

July 2, 1992

Dockets Management Branch (HFA - 305)

U.S. Food and Drug Administration, Room 1 - 23

12420 Parklawn Drive

Rockville, MD  20857

Re:
Docket No. 78N-036D

Comments No. SUP8, SUP13, LET23, LET24, PR3, SUP14.

Dear Sir or Madam,

The Procter & Gamble Company (Procter & Gamble) herewith submits, in triplicate, comments to the letter dated April 22, 1992 (copy attached), received from the Office of OTC Drug Evaluation on the above referenced subject, namely bismuth subsalicylate for OTC use as an antidiarrheal drug product active ingredient.  Procter & Gamble manufactures and distributes Pepto-BismolSYMBOL 210 \f "Symbol", active ingredient bismuth subsalicylate, as an OTC antidiarrheal drug product. 

We are pleased that FDA intends to include bismuth subsalicylate in the Final Monograph on OTC Antidiarrheal Drug Products as a safe and effective (Category I) active ingredient.  We do, however, wish to submit comments to several points covered in the feedback letter.  Please inform us as soon as possible whether FDA will accept the following proposals for bismuth subsalicylate in the Antidiarrheal Final Monograph:

1.
We request that the Reye Syndrome warning labeling requirement be the same as the voluntary warning currently carried on Pepto-Bismol labeling.

2.
We request that hourly dosing of 1050 mg bismuth subsalicylate be added to the adult dosage.

3.
We request that  FDA confirm that the children's doses, including hourly dosing, recommended in the Scientific Advisory Group report submitted to FDA March 20, 1992 will be included. 

4. 
We request that any drug interaction labeling requirement be consistent with the drug interaction labeling requirement for bismuth subsalicylate in the Final Monograph for Orally Administered Drug Products for Relief of Symptoms Associated with Overindulgence in Food and Drink for Over-the-Counter Human Use.

Proposed wording for each of these labeling requirements, together with the rationale supporting each proposal, is presented on the following pages.

 1.
 Reye Syndrome warning

We request that the Final Monograph on OTC Antidiarrheal Drug Products include the following labeling requirement for bismuth subsalicylate:

"WARNING: Children and teenagers who have or are recovering from chicken pox or flu should not use this medicine to treat nausea or vomiting.  If nausea or vomiting is present, consult a doctor because this could be an early sign of Reye Syndrome, a rare but serious illness." 

Rationale:

The warning statement shown above is currently included in the Pepto-Bismol labeling.  We believe this voluntary warning statement to be adequate and appropriate, for the following reasons:

a)  The feedback letter states that the Advisory Committee recommended that Pepto-Bismol's current Reye Syndrome warning is inadequate.  The Advisory Committee did not find our current warning inadequate, nor did it recommend that the warning be changed.  Of the Advisory Committee members, only one, Dr. Helen Shields, raised a question concerning a Reye Syndrome warning for bismuth subsalicylate.  Dr. Shields thought that the drug would be more widely used in children when it was promoted specifically for diarrhea ,and suggested adding a reference to diarrhea as a way to modify the voluntary warning currently included in Pepto-Bismol labeling.  In fact, Pepto-Bismol has been labeled for use in children since its introduction in 1901, and promoted for treatment of diarrhea since at least 1937, so inclusion of bismuth subsalicylate in the Antidiarrheal Final Monograph is unlikely to significantly increase its use in children.

Both committee member Dr. Go, and Reye Syndrome expert Dr. Horwitz, agreed at the Advisory Committee meeting that the voluntary warning currently on Pepto-Bismol labeling is adequate.

Dr. Horwitz stated:

"I think the labeling that is on the product now really addresses the issue of symptoms that could be the earliest manifestations of Reye's syndrome, such as vomiting, which would herald the onset of Reye's."

Dr. Go said:

"I am going to take issue with Helen [Dr. Helen Shields].  The way it has been written right now I think is adequate.  It says that children or teenagers who have, or are recovering from, chicken pox or flu should not use this medicine to treat vomiting.  If vomiting is present, consult a doctor because this could be an early sign of Reye Syndrome, a rare but serious illness."

Following the Advisory Committee meeting, Procter & Gamble amended the voluntary warning on Pepto-Bismol labeling to explicitly state that children or teenagers who have, or are recovering from, chicken pox or flu should not use the drug to treat nausea, a precursor to vomiting, as this could be an early sign of Reye Syndrome.

b)  As  Dr. Go and Dr. Horwitz recognized, the voluntary warning that appears on the Pepto-Bismol label warns against the use of Pepto-Bismol in children or teenagers who have, or are recovering from, chicken pox or flu, to treat symptoms such as nausea or vomiting which may be early signs of Reye Syndrome.  Masking such symptoms may delay consumers from seeking prompt medical attention.   This warning is not prompted by a concern that the non-aspirin salicylate in the product might cause Reye Syndrome in susceptible individuals.  Thus it is not similar in its purpose to the warning required for aspirin-containing products.  Unlike vomiting, diarrhea in itself is not a recognized early symptom of Reye Syndrome (see Nelson, Textbook of Pediatrics, 14th Edition, Reye Syndrome, pages 1020-1).  Therefore, adding a reference to diarrhea to the current Pepto-Bismol warning would be incorrect and confusing to consumers.

c)   We are not aware of any scientific data linking bismuth subsalicylate to Reye Syndrome, so the inclusion of bismuth subsalicylate in the regulation requiring aspirin-containing drugs to carry a Reye Syndrome warning would not be justified by currently known scientific fact.  The preamble to the Final Rule on labeling for Oral and Rectal Over-the-Counter Aspirin and Aspirin-Containing Drug Products; Reye Syndrome Warning (FR Vol.53, No.111, p.21635, section 5. Other Salicylates) states:

"FDA notes that the scientific research to date, on which the Reye Syndrome warning statement requirement is based, focuses on the association between Reye Syndrome and Aspirin, rather than the broader category of drug products containing nonaspirin salicylates.  Indeed, the PHS study reported there were too few subjects with reported exposures to nonaspirin salicylates for a meaningful analysis."

If FDA has any additional data actually linking bismuth subsalicylate with Reye Syndrome, we request that it be shared with us.

Procter & Gamble agrees that it is important not to use Pepto-Bismol, or any other medicine, which might mask early symptoms of Reye Syndrome.  We continue to believe that the voluntary Reye Syndrome warning currently shown on Pepto-Bismol labeling is adequate to warn consumers about the danger of attempting to treat potential early symptoms of Reye Syndrome (such as nausea and vomiting) in those at risk, and the need to seek prompt medical attention should such symptoms occur.

2.  Dosing Instructions
We request that the adult dosage for bismuth subsalicylate be amended to read as follows (additional words to be added are shown in italics):

"Adults and children 12 years of age and over: oral dosage is 525 mg every 1/2 to 1 hour, or 1050 mg every hour, as required, not to exceed 4.2 grams in 24 hours." 

Inclusion of this dose regimen in the antidiarrheal monograph was requested by Procter & Gamble in our letter to Docket 78N-036D dated November 17, 1986.  While we believe that this hourly dose regimen is covered by the directions proposed, we are requesting clarification in the final monograph to explicitly identify the alternate hourly dose regimen for bismuth subsalicylate.  We have also requested that this same dose regimen be included in the Final Monograph for Orally Administered Drug Products for Relief of Symptoms Associated with Overindulgence in Food and Drink for Over-the-Counter Human Use (Docket No. 828N-0166), and urge that the dosing instructions be made consistent between the two monographs in order to avoid consumer confusion.

Rationale:

The directions for bismuth subsalicylate use contained in the 4/22 feedback letter read as follows:

"Adults and children 12 years of age and over: oral dosage is 0.525 gram every 1/2 to 1 hour, as required, not to exceed 4.2 grams or 8 doses in 24 hours." 

An alternate hourly dose regimen of 1,050 mg per hour for up to 4 doses, which delivers the same total hourly and daily dose of bismuth subsalicylate, has been included in Pepto-Bismol® Maximum Strength formulation labeling since 1987.  Inclusion of this dose regimen in the antidiarrheal monograph was requested by Procter & Gamble in our letter to Docket 78N-036D dated November 17, 1986.  While we believe that this hourly dose regimen is covered by the directions proposed, we are requesting clarification in the final monograph to explicitly identify the alternate hourly dose regimen for bismuth subsalicylate. 

FDA's April 22, 1992 feedback letter concludes that the Steffan West Africa clinical study (PB-115), which included dosing at the alternate dose regimen of 1050 mg of  bismuth subsalicylate every hour, was adequate and well-controlled, and is considered a critical study in support of the safety and effectiveness of bismuth subsalicylate as an antidiarrheal drug. 

This alternate dosage regimen results in similar absorption of bismuth and salicylate to the dose regimen proposed in the tentative final monograph.  A randomized, crossover clinical pharmacokinetic study (reference 1, attached) was conducted to compare blood and urine levels of bismuth, plasma and urine levels of salicylate, and urine levels of salicyluric acid following eight doses of 525 mg bismuth subsalicylate taken at half hour intervals or four doses of 1,050 mg bismuth subsalicylate taken at one hour intervals.  There were no significant differences in plasma bismuth concentrations or urinary bismuth excretion between the two dosing regimens.  Blood bismuth concentrations were low and mostly below the detection limit of 5 ppb.  The highest value of urinary bismuth detected for either dosage regimen represents less than 0.013% of the total oral dose. 

The pharmacokinetic parameters (Cmax, t max and area under the curve) of plasma salicylate were comparable for the two dosage regimens.  In fact, the area under the curve was slightly lower for the hourly dosage regimen, since the concentrated formulation of bismuth subsalicylate used contains slightly less non-aspirin salicylate excipient (included in the formulations as flavoring and buffers) relative to bismuth subsalicylate, than the half-hourly dose regimen formulation.  The urinary salicylate and salicyluric acid excretion rates were the same for the two dosing regimens, after adjusting for the differences in salicylate content between the two formulations used.  The plasma salicylate concentrations, following dosing at either dose regimen, remained within concentrations obtained for aspirin at monograph dosages.

These data show that the alternate dosing regimen is effective in the treatment of diarrhea, that amounts of bismuth and salicylate absorbed are not significantly affected, and that there is no safety concern.   The hourly dosing alternative provides consumers with a convenient dosing schedule. 

3.  Children's dosing

We request that  FDA confirm that the following children's doses for bismuth subsalicylate, recommended by a Scientific Advisory Group, will be included in the Antidiarrheal Final Monograph. 

"Children 9 to under 12 years of age: oral dosage is 262 mg every 1/2 to 1 hour, or 525 mg every hour, as required, not to exceed 2,100 mg in 24 hours.

Children 6 to under 9 years of age: oral dosage is 175 mg every 1/2 to 1 hour, or 350 mg every hour, as required, not to exceed 1,400 mg in 24 hours.

Children 3 to under 6 years of age: oral dosage is 131 mg every 1/2 to 1 hour, or 262 mg every hour, as required, not to exceed 1,050 mg in 24 hours. 

Children under 3 years of age: consult a doctor."

Rationale:

A Scientific Advisory Group report, recommending rational doses for children 3-12 years old, was submitted to FDA on March 20, 1992.  We understand that, when the April 22 feedback letter was written, FDA was still reviewing the Scientific Advisory Group report and thus the conclusions on children's dosing supported by the Scientific Advisory Group were not included in the monograph dosing information for bismuth subsalicylate provided in the feedback letter.

This Scientific Advisory Group was convened by Procter & Gamble in response to a request from Dr. Stephen Fredd, Director of FDA's Division of Gastrointestinal and Coagulation Drug Products, at the July 26, 1991, Gastrointestinal Drugs Advisory Committee meeting.  In discussing dosing for children aged 3-12 years, Advisory Committee member Dr. James H. Butt II had stated:

"I would be perfectly happy to bow to  the opinion of a select committee of pediatric infectious disease persons who would examine this question and decide if further studies are warranted or whether it is all unnecessary."

Dr. Fredd requested that:

"the sponsor..... convene a group of pediatric infectious disease people, go over this and present the data to us through the monograph process, [so that FDA] could then internally try to handle this question about the pediatric age group." 

The Scientific Advisory Group was an expert panel including pediatric gastroenterologists and other specialists with expertise in diarrheal conditions and pediatric dosing.  Based on their evaluation of available data, the Scientific Advisory Group agreed unanimously that the clinical data from studies in adults, already provided to FDA, supports the safety and effectiveness of bismuth subsalicylate in children between 3 and 12 years of age.  The Advisory Group concluded that the effective adult dose of bismuth subsalicylate can be used appropriately to determine rational doses for bismuth subsalicylate in children, based on body weight calculations, and that no additional clinical studies are required.  The dosage regimens for children aged 3 to 12 years proposed above for inclusion in the Antidiarrheal Final Monograph are those recommended by the Scientific Advisory Group. 

4. Drug Interaction Precaution
We request that any drug interaction labeling requirement proposed for bismuth subsalicylate in the Antidiarrheal Final Monograph be consistent with the drug interaction labeling requirement for bismuth subsalicylate in the Final Monograph for Orally Administered Drug Products for Relief of Symptoms Associated with Overindulgence in Food and Drink for Over-the-Counter Human Use.  We propose the following label requirement:

"Drug Interaction Precaution.  If you are taking a prescription drug for diabetes or gout, consult your   doctor before taking this product."

Rationale:

Information regarding appropriate drug interaction precaution labeling for bismuth subsalicylate was submitted by Procter & Gamble April 22, 1992, in comments to the Tentative Final Monograph for Orally Administered Drug Products for Relief of Symptoms Associated with Overindulgence in Food and Drink for Over-the-Counter Human Use (Docket No. 828N-0166).  We urge that the drug interaction precaution labeling requirements be made consistent between the two monographs in order to avoid consumer confusion.

We respectfully ask that the Agency give further consideration to the comments and recommendations presented in this letter, and we gratefully acknowledge the time and effort expended by the Agency in the review of the information on bismuth subsalicylate labeling to be incorporated in the Final Monograph on OTC Antidiarrheal Drug Products.  If you have questions concerning the information provided, please contact the undersigned at (513) 626-1402.






Sincerely.






The Procter & Gamble Company






Research and Clinical Development Division






Pamela M. Sinnott






Regulatory Affairs Manager

Attachments

cc:  William E. Gilbertson, Pharm.D., Director, Office of OTC Drug Evaluation, HFD-810


Stephen B. Fredd, M.D., Director, Division of Gastrointestinal and Coagulation Drug Products, HFD-180

William E. Gilbertson, Pharm.D.

Director, Office of OTC Drug Evaluation

Center for Drug Evaluation and Research (HFD - 810)

Food and Drug Administration

Room 201, 5600 Fishers Lane

Rockville, MD  20857

Stephen B. Fredd, M.D.

Director, Division of Gastrointestinal and Coagulation Drug Products (HFD - 180)

Room 6B - 45, Parklawn Building

5600 Fishers Lane

Rockville, MD  20857

