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Re: Comments on Laxative Drug Products for Over-theX%.wi~eki 
Human Use: Proptised Amendment to’& % G tatii;i!‘F iti~l ’ 
Monograph Docket No: 78N43’6L _ _  ‘A’_ -’ 

Dear Sir or Madam: 

On  behalf o f Madaus AG (Madaus), the &closed comments are submitred-in , ;, . j . ; ,, 
response to the above-captioned proposed rule by the Food aud Drug Adminrstration 
(FDA) to amend the Tentative F inal?&nograph [TI%!!)‘for over4he-counter (GTC) laxatives to reclassi.y bulk-fomiing faxiw”e hsyls~~r;lgreh~~~~e;its’in *ga;l;lar-d&sage form 
from Category i (genefally recb.‘iikds as*s~f~“:~d’~~~~~~~~j‘tl;;.~ategory iI-(~oigeneially 

recognized as safe and e ffective).’ Laxative’Drug’Products for ‘Over&%Counter Human 
Use: Proposed” Amendment to the ‘Tentative’F ;inal’Monograph, 6sPed Reg $6!i33 
(Aug. 5 ,2003) (Proposed Amendment). 

Madaus manufactures the granular dosage” laxatives AgiolaxB (psyllium and 
senna) and Agiocur@ (psyllium), ‘previously ~“;st~~b~~~~~‘~~~t~~~~~~. under the‘trade names 
Perdiem and Perdiem F iber by (in turn) W illiam  H. ‘Rorcr,Inc.‘ (Rorer), Rhone-Poulenc “, _  ̂j. j\~__ .i’ . .._  I.. / _  - -1 ‘~ ,, - *a_ s,.. “, _  _ .” i * 
Rorer, and Novartis. These formulatrons are leading OTC laxative n&ducts in&rope 
and elsewhere in the world. 

2603 MAIN STREET 4819 EMPEROR BOULEVARD 
SUITE 760 SUITE 400 

IRVINE, CALIFORNIA 92614 DuRHAm. NORTH 27703 &AROLINA 
19491553-7400 19191313-4750 

FAX. K3491663 - 7433 FAX: 1919) 313-4751 
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Madaus disagrees with FDA’s proposal to reclassify granular dosage forms of 
psyllium-containing laxatives. Madaus believes that neither the facts‘nor the i$w support 
such reclassification. Moreover,’ based on the record in this proceeding, it is clear that the 
inquiry by FDA was incomplete, confused, and biased, generating inaccurate results and 
unsubstantiated conclusions: 

As discussed more fully ‘in the attached comments, the risk-benefit record for’the 
bulk laxative category as a whole demonstrates that these products are all safe’and 
effective for their intended use. Bulk-forming laxatives in various forms, including 
granules, have provided safe and effective relief for consumers for some 50 years. The 
psyllium granular products are the preferred dosage form for millions of consumers 
worldwide. 

In the Proposed Amendment, PDA is acting on information skewed to elicit 
adverse experience reports on granular products while failing to consider 
contemporaneous safety data on non-granular psyllium dosage forms. The agency 
ignores fatalities reported with nongranular psyllium products but emphasizes a single 
fatality associated with a granular form for which attribution is’tenuous. FDA also fails 
to consider the benefits of granular psyllium products. See, e.g., J.A. Marlett, et al., 
Comparative Laxation of Psyllium with and without Senna in an Ambulatorv Constipated ,.< saw,.. 1 j.^“.l- 
Population, 80 Am. J. Gastroenterolbgy, 333 (1987) (copy.attachedto Comments). In 
addition, FDA fails to take into account that stricter label warnings were required in 1993 
for all products containing water-soluble gums. .“ 

Finally, the administrative record on which FDA relies, insthis proceeding is so 
flawed, biased, and inadequate th&. it raises significant questions of administrative due 
process. cf. American Bioscience, Inc. v. Thompson, 243 ‘F.3d 579 (D.C.’ Cir. ‘20@1) 
(Court review must be based on the full’administrative record); Hanover Potato Prods., 
Inc. v. Shalala, 989 F.2d 123 (3d Cir. 1993) (Attorneys fees a%r&d’~here”FDAfiled 
incomplete administrative record); Unitedl;S~~tltesV.‘“;Jova Sco~i~~~OO’d“~~o;lS:ClOrd., 
568 F.2d 240 (2d Cir. 1977) (FDA improperly failed‘t~‘d&close‘scientific re~earch‘th~t 
was part of administrative record). The current record simply cannot support the i. “1 
Proposed Amendment. 
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HYMAN,PHELFOMCNAMARA, 

If the agency were to go forward with this proposal, U.S. consumers would be, 
deprived of safe and effective bulk laxative products, tihich are among the best selling 
laxatives worldwide. Madaus r&tests that FDA rescind or withdraw the proposal and 
retain Category I status for psyllium granular products. 

Counsel for Madaus AG 

P&III/earn 
Attachment 
cc: Madaus AG 

PC. 
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Madaus AG (Madaus) subm its these com m ents in opposition to the Food and 

Drug Administration’s (FDA’s) above-captioned Proposed Amendment to the Tentative 

Final Monograph (TFM) for Over-the-Counter (OTC) Laxative Drug Products, which 

would reclassify granular psyllium  dosage forms from  Category I (generally recognized 

as safe and effective and not m isbranded) to Category II (not generally recognized as safe 

and effective or m isbranded). 68 Fed. Reg. 46133 (Aug. $2003) (Proposed 

Amendment). As discussed in detail below, Madaus believes that granular psyllium  

dosage forms are safe and effective, as are all such bulk-form ing laxative products, and 

that the record on which FDA relies to support the Proposed Amendment is incomplete, 

biased, confused, and inadequate. 

I. Background 

Madaus first introduced psyllium  granules to the market in Europe in 1955. Based 

on tons sold, these products have been, and continue to be, the most widely used laxative 

drugs in the world. Perdiem  and Perdiem  Fiber were introduced into the U.S. market in 

1980, although other psyllium -containing laxatives in granular dosage form  may have 

been on the US. market before that time. 

In 1985, FDA published a TFM for OTC laxatives that listed psyllium  ingredients 

in Category I (generally recognized as safe and effective and not m isbranded). 50 Fed. 

Reg. 2124 (Jan. 15, 1985). In the preamble to the TFM, FDA agreed with the opinion of 

the Advisory Review Panel on OTC Laxative, Antidiarrheal, Emetic, and Antiemetic 

Drug Products “that bulk-form ing laxatives are among the safest of laxatives.” ‘a at 

2 13 1 (com m ent 33). FDA also noted that the Panel’s recom m endation for adequate fluid 

intake “was necessary for the proper use of bulk-form ing laxatives because esophageal 
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obstruction has occurred when bulk-forming laxatives have been swallowed dry.” @  at 

2132 (comment 37). G ranular dosage forms were not singled out in that document. 

In comments on the TFM, Rorer supported a  stronger warning and a  change in 

directions for use to provide that psyllium-containing laxatives be taken in divided doses, 

rather than as a  single daily dose. Proposed Amendment, Reference 2 .’ The comments 

noted that “the overall incidence o f esophageal  obstruction appears to be quite low[,] . . . 

estimated a t one case per one m illion to two m illion doses [of Perdiem] sold.“’ Id. a t 2 . 

Rorer also took o ther steps, including sending a  “dear doctor” letter and developing a  

patient package insert detailing proper use o f the Perdiem products. Reference 4 . In 

1986, FDA adopted Rorer’s suggestion and amended the TFM to propose divided doses 

rather than a  single daily dose. 51 Fed. Reg. 35136 (Oct. 1 ,‘1986). 

In October 1989, FDA requested information from Rorer about esophageal  

obstruction associated w ith  use o f Perdiem products. Rorer reported 61 cases over the 

nine years following introduction o f the product. Reference 1 .2 It is not clear what the 

incidence o f similar adverse experiences m ight have been for o ther psyllium products 

during that period. However, in an August 6 , 1990 letter responding to Rorer’s 

comments on the 1985 TFM (more than 5  years laterj,‘PDA noted that “the,agency has 

received o ther reports indicating that esophageal  obst&tion’and asphyxiation have been 

associated w ith  the ingestion o f water-soluble gums, hydrophilic gums, and hydrophilic 

muc illoids, including psyllium.” Reference 3  a t 2 . Thus, although Rorer reported 6  1  

cases o f esophageal  obstruction, Madaus is not aware o f a  single incident o f asphyxiation 

1  References cited hereinafter are those included in the Proposed Amendment. 
68 Fed. Reg. a t 46137. 

2  These data were submitted by Rorer in a  letter dated October 23, 1989, wh ich was 
not included in the record. & Reference 4 . 
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assoc ia te d  w ith  g ranu la r  fo rms  o f psy l l ium, a n d  F D A  has -neve r  n o tifie d  th e  c o m p a n y  o f 

any  such  case . 

Ro re r  r e s p o n d e d  to  F D A  o n  A u g u s t 2 8 , 1 9 9 0 , po i n tin g  o u t th a t on ly  1 5  o f th e  6  1  

cases  o f e s o p h a g e a l  obs truc tio n  h a d  occu r red  a fte r  1 9 8 5 , w h e n  th e  c o m p a n y  h a d  ta k e n  

th e  ac tions  cite d  a b o v e . R e fe rence  4 . T h a t dec rease  occu r red  concomi ta n tly w ith  a  6 0 %  

inc rease  in  un i t sa les  du r i ng  th e  pe r i od . 

F D A  th e n  p r o p o s e d  a  l abe l  wa rn i ng  fo r  @ lJ O T C  d r ug  p roduc ts con ta i n i ng  w a ter -  

so lub le  g u m s  as  ac tive  i ng red ien ts. 5 5  F e d . R e g . 4 5 7 8 2  (O ct. 3 0 , 1 9 9 0 ) . T h e  wa rn i ng  

app l i ed  to  cer ta i n  O T C  w e igh t i& s p r oduc ts,.w h ich’h a d  b e e n  impl ica te d  in  severa l  ,. 
fa talit ies, as  w e ll as  to  bu lk - fo rm ing  laxa tives . T h e  ru le  b e c a m e  fina l  in  1 4 9 3 .’ 5 8  F e d . 

R e g . 4 5 1 9 3  ( A u g . 2 6 , 1 9 9 3 ) ; 2 1  C .F.R . 8  2 0 1 .3 1 9 . T & w a r n i n g  a n d  d i rec tions  i ler ted 

users  o f th e s e  p roduc ts to  c o n s u m e  a d e q u a te  flu i d  a n d  to  avo id  us ing  such  p roduc ts if 

they  h a d  prev ious ly  expe r i enced  any  d i fficu l ty swa l l ow ing . 

In  i ssu ing  th is  fina l  ru le , F D A  sta te d  th a t th e  agency’was-  a w a r e  o f 1 9 1  cases  o f 

e s o p h a g e a l  obs truc tio n  a n d  8  cases  o f asphyx ia  assoc ia te d  w ith ‘O T C  w e igh t~ c o n tro l ~ a n d  

laxa tive  p r oduc ts b e tw e e n  1 9 7 0  a n d  M a y  1 9 9 2 . (O f cou rse , P & d i em  was  n o t o n  th e  

ma rke t b e fo re  1 9 8 0 .) E igh te e n  d e a ths  w e r e  repo r te d , a t l eas t 1 3  o f w h ich invo lved  

asphyx ia tio n  a n d  asp i ra tio n  o f p o w d e r  p r oduc ts. ‘N o n e  o fth e  fa ta l  cases  ‘invo lved” 
1 , 

g ranu la r  fo rms  o f psy l l ium. Mo reove r , F D A  d id  n o t s ing le  o u t g ranu les  in  th e  ‘1 9 9 3  fina l  

ru le  as  ra is ing  any  spec ia l  risks. 

T h e  1 9 9 3  finsi l  ru le  a n d  th e  wa rn i ng  it r equ i r ed  mark  th e  b e g & & g  o fth e  m o s t 

re levan t tim e  pe r i od  fo r  d e te rm in i ng  risk w ith  th e s e  p roduc ts. S ince  th a t d a te , as  

ind ica te d  in  th e  P roposed  A m e n d m e n t, F D A  has  concen tra te d  o n  psy l l ium p roduc ts 

Mo reove r , F D A  e v e n tua l ly  - a n d  inexp l icab ly  - fo cused  so le ly  o n  g ranu la r  d o s a g e  fo rms  

o f psy l l ium, a b a n d o n i n g  o r  i gno r i ng  ser ious  adve rse  e v e n ts assoc ia te d  vith  o the r  fo rms  . _  ..” ,,“.. _  . 
o f psy l l ium. F D A  a p p a r e n tly u s e d  th r ee  mechan i sms  to  a tte m p t to  cap tu re  th e  adve rse  
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events related to psyllium products: FDA searched its AER database, conducted a review 

of the medical literature, and examined records it requested only from the U.S. distributor 

of Perdiem. 68 Fed. Reg. at 46135. 

In November 2000, FDA reviewed AERs and literature on esophageal obstruction 

for psyllium products (Perdiem, Metamucil and S&tan) between 1966 and 2000. 

Reference 5. The agency identified 98 cases, of which 78 cases were reportedly related 

to the granular dosage form. Id. at 46134; Reference 6. The listing of these reported 

cases contains patient identification numbers but no product names. Reference 5. Sixty- 

one Perdiem cases had already been reported to FDA in 1989. Reference 1. The 

additional 17 case reports of esophageal obstruction from 1989 to 2000 (11 yearsj thus 

can hardly be considered a basis for increased safety concern. Despite acknowledging 

the existence of injuries and deaths from asphyxia associated with nongranular forms of 

psyllium, FDA chose to focus on, the esophageal obstruction reportedly associated with 

granular psyllium products. Reference 6.3 

FDA asserts that there were 4 deaths among the 98 reported cases, 3 associated 

with Metamucil and one with the granular dosage form. 68 Fed. Reg. at 46134. 
/ ’ 

However, as the attached MedWatch report discloses, the death‘attributed to Perdiem in 

1995 occurred 4 months after the patient was treated for the reported obstruction. 

Attachment 1. It seems quite unlikely that Perdiem caused that fatality. 

In January 2001, FDA requested updated AERs only from Novartis for the 

Perdiem products. 68 Fed. Reg. at 46135. There is no indic&on from FDA that 

manufacturers of any other dosage forms were asked to provide similar information. 
.,, u_/ .,. “, , 

3 Although the Federal Register statement is inconsistent with the text of 
Reference 6, both point out that there were “13 i . . cases of choking-related 
events” associated with Metamucil, which included 2 cases of esophageal 
obstruction and 3 reported deaths. 68 Fed. Reg: at 46134; & Reference 6. 
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Novartis provided data from January 1999 through January 200 1. Reference 7. The data 

were updated in April 2002. Reference 8. (Somehow, FDA reviewed AERs through 

May 2002. 68 Fed. Reg. at 461%.4) It is unclear whether the 1999 AERs, as well as 
I 

some of the 2000 AERs, were counted in the November 2000 review, because Reference 

6 does not list the AERs or patient identification numbers. More important, there is little 

information in the record pertaining to AERs for other psyllium-containing products 

during the same period, apart from the discussions in References 6 and 8/10. 

Overall, there are confusing discrepancies among the more recent documents cited 

by FDA, no comprehensive list of AERs, and no coherent description of hoti FDA 

estimated the risks associated with Perdiem as compared to other psyllium products in the 

years following the 1993 warning. 

Based on biased, incomplete, confused, and highly selective information, FDA has .,, . 
now proposed to find that granular forms of psyllium are not generally recognized as safe 

for OTC laxative use. Madaus disagrees with that proposal, disputes the agency’s 

concerns over the safety of the dosage form, and differs with the agency’s data gathering 

and evaluation techniques. 

II. The Data Cited by FDA in Support of its Proposed Action Do Not 1 
Support Such Action 

FDA has proposed to move granular psyllium products from Category I to 

Category II based on conclusions drawn from incomplete data that are inadequate to 

support such action. FDA believes that granular psyllium products present an 

4 This is one of many examples of confusing discrepancies in the record. Even 
more confusing is the fact that References 8 and ‘lti ‘are the same document, 
although they are listed with different titles and dates in the Federal Register. 
68 Fed. Reg. at 46 137. FDA has responded‘ to~repeated requests for clarification 
with assurances that the two references are, indeed, the same document. 
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. “unacceptable health ris k  to consumers,” basing this  conclus ion on reports of esophageal 
obstruction and choking assoc iated w ith ‘use of the products. 68’ $kd. Reg. at’%  13 5’. 

FDA’s  conclus ion is  drawn from its  review of AERs it has received, the medical 

literature, and other information submitted by a dis tributor of a granular psy llium product 

(Novartis )  in response to a specific  request by FDA for AER information. The data that 

FDA has analyzed, and upon which it relies  for its  con&rsion that the granular psy llium 

products are not safe, support neither the conclus ion nor the proposed action. 

The overall safety analy s is  conducted by FDA in this  proceeding is  biased and 

cannot be considered a comprehensive review of the issue. W ithout articulating its  

reasons, FDA focused on the granular psy llium products, requesting information on 

adverse events from the U.S. dis tributor of Perdiem but not trying to obtain the necessary 

comparative information from manufacturers of psy llium powder or wafer products. In 
, 

so doing, FDA ignored information suggesting that powder products presented s imilar or 

possibly  more s ignificant safety issues, particularly  the ris k  of asphyxiation. h;loreover, 
,. 

FDA’s  analy s is  of the safety data overstates the ser iousness‘ofthe events’related to the 

granular psy llium products and fails  to take into account the fac t that the number of 

events potentially  related to granular psy llium products is  very  small in relation to the 

number of doses taken by consumers. 

A. FDA’s  Analy s is  Cbncentratbd‘ Improperly on Granular Psy llium 
Products 

FDA’s  analy s is  of the information regarding adverse events was not 

comprehensive and focused improperly  on granular psy llium products, despite the fac t 

that the same data contained information suggesting that the powder psy llium products 

may present more ser ious  safety problems  (e.g., asphyxiation). In its  November 17,200O  

analy s is  of AERs from its  database and review of the medical literature of esophageal 

obstruction and choking events related to psy llium laxative products, FDA found 3 deaths 

among 13 cases assoc iated w ith use of a powder or wafer psy llium product. Rk ference 6. 

-6- 



. 
In contrast, FDA found 1 death‘out of 78 cases associated with the granular psyllium 

product. Moreover, that one reported fatality was almost certainly not caused by the 

granular product, in light of the fact that, according to the AER, the patient died” four 

months after her treatment for esophageal blockage. $ee Attachment 1. 

Given the higher number of deaths (in absolute terms and in relation to, the number 

of reported events) associated with use of powder psyllium products, FDA’s conclusions ,I !” 
concerning the risks of granules appear unsupportable. At the very least, these data 

should have led FDA to r&.luest records from the powder’manufacturers, as it did with the 

leading distributor of the granular product. No credible, unbiased comparison’of the 

safety of the various psyllium products can be made when data are available for only one 

of these products, especially when the 1993 warning applied to all such OTC drug 

products. Nevertheless, FDA turned its attention only to granular dosage forms.5 

FDA’s discussion of the dat$ overstates’ the relative number of adverse &vents 1 

associated with granular psyllium products because the AERs ‘consist mostly of listings 

by Rorer and Novartis specificaliv reouested by FDA. No similar requests were made to 

marketers of powder or wafer products, with the result that FDA.relied’oniy on the sparse 

and sporadic AERs filed for such, products. The failure to employ the same methods to 

obtain AERs for both granular and non-granular psyllium formulations undermines 

FDA’s conclusion that only the granular form poses an unacceptable risk. There are no 

comparable data on powder or other@syllium’dosage for*ms. 
: 

The risk of asphyxiation with powder psyllium products is real and continuing. 
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FDA s tated that it has received 142 reports of adverse events regarding esophageal 

obstruction and choking assoc iated w ith psy llium between 1966 and May 2002. 68 Fed. 

Reg. at 46135.6 FDA obtained 98 of these events by searching its  AER database and the 1 
medical literature from 1966 to 2000. Reference 5. It inc luded other dosage forms of 

psy llium products, as well as granules . The other 44 events, reported between 1999 and 

2002, were received from only  one ‘granular psy llium dis tributor. References 8 and 9. 

Because the other manufacturers were not asked for AERs for the same time period and 

in the same manner, the comparison of the data for granular dosages versus other forrns is  

invalid.’ 

From the FDA references and data presented, it is  not possible to determine what 

terms were used to search for AERs. ‘Reference 5 contains  patient identification 

numbers, but no product names. preference 6 contains  no line-lis ting and no patient 

identification numbers. Reference 9 contains  no patient identification numbers. These 

omis s ions  make the analyses  of the different lis ts  and references very difficu lt to compare 

and like ly  to be inaccurate.* 

III. FDA Failed to Consider tlk  Ihk fi‘ts ’ of Granular Psy llium Products 

In concluding that granular psy llium products should be moved from Category I to 

Category II for safety reasons, FDA failed to consider the benefits  of granular psy llium 
_; / ,; _, ..j ;. ,I~ 

6 It would be interes ting and relevant to examine comparative rates of esophageal 
obstruction and choking assoc iated w ith inges tion of food. 

7 Moreover, FDA’s  ris k  analy s is  inexplicably  failed to address at leas t 13 deaths 
assoc iated w ith non-granular psy llium products reported prior to 1993. -$& 
58 Fed. Reg. at 45 l%~%“(Referen~el) (Aug: 2’6, 1993). 

8 It is  also odd to note that the analy s is  in Reference 10 compares Senna (Senokot 
granules)  w ith psy llium products (Perdiem, Metamucil ar$Serutan). Senokot 
granules  do not contain water-soluble gums and‘*were not considered in the 1993 
analy s is . This  comparison again seems biased. 
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products. While FDA has never suggested that granular products are not effective, the 

agency has ignored the fact that this form is preferred by millions of consumers over 

powders or other forms. FDA is obligated to consider the efficacy and benefits of these 

products, as well as the preference of consumers. 

In that connection, at least one published clinical study suggests that granular 

psyllium products are more effective than the powder products. An adequate and well- 

controlled study conducted in constipated subjects in the U.S. in 1986, reported in a peer 

review journal, showed Perdiem (granular Psyllium and senna) significantly superior to 

Metamucil (powder psyllium) with yespect to efficacy as measured by stool frequency, 

moisture content, and weight. J.A. Marlett, et al., Comnarative Laxation of Psvllium with 

and without Senna in an Ambulatorv Constipated Population, 80 Am. J. 

Gastroenterology, 333 (1987) (copy attached as Attachment 3). The study illustrates the 

benefits of the granular product, as acknowledged by both FDA and the Advisory Review 

Panel by their placement of the product in Category I. 

IV. FDA Should Consider Foreign Shfety‘Dhta ’ .’ 

Madaus understands that in 200 1 Novartis provided FDA with European safety 

data on its granular psyllium products. In addition, Mgdaus is‘attacliing to the& -‘. 

comments documents that demonstrate that, since 1980, Madaus has received reports of 3 

serious9 and 5 non-serious” adverse events related to dysphagia and esophageal 

,^ ” ,._ /._,..“_ ,’ ’ ” 

9 These serious events were recorded by Madaus as follovvs;,.-I case of\esophageal 
obstruction coded as dysphagiaj i case.of foreign body sensation coded as 
dysphagia; and 1 case of foreign body sensation coded as dysphagia plus 
vomiting. 

10 These non-serious events were recorded by Madaus as follows: 1 case of nausea 
and vomiting and 4 cases of esophageal obstruction coded as dysphagia. 
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obstruction for Agiolax (Perdiem), and only 6 serious*’ and 2 non-serious’2 for Agiocur 

(Perdiem Fiber). Attachments 4 and 5. None of these events resulted in death or serious 

injury, and all patients recovered. Given that the Agiolax products are leading laxatives 

in these countries, the small number of serious adverse events reported demonstrates the 

safety of the products. 

FDA’s analysis of the safety of the granular form of psyllium should consider this 

information, which further demonstrates that the Proposed Amendment lacks scientific 

support. 

V. Conclusion 

Based on the foregoing, it is clear that the proposal to amend the TPM for 

laxatives to reclassify granular dosage forms of psyllium from Category I to Category II 

is based on flawed and inadequate data and analyses and is improper as a matter of fact 

and law. FDA should rescind or withdraw the Proposed Amendment and retain Category 

I status for granular psyllium products. 

Respectfully submitted, 

Martin Schata, M.D. 
Member of the Board of Directors 
Madaus AG 
Cologne, Germany 

Dated: November 3,2003 

.  

11 These serious events wererecorded by Madaus as follows: 4 cases coded as -* .“.~~,~ _\._ ;~ : ,,/... I,), ._ ., “. _) .~., 4”. 
dysphagia; 1 case of dysphagia’and choking; and 1 case of dysphagiai ‘choking, 
and vomiting, 

12 These non-serious events were both recorded by Madaus as dysphagia. 
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