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Dear Mr. Rsichertzr 

This letter concerns your citizen petition (Coded CPOOOS) 
submitted on behalf of the C. B. Fleet Company, Inc., dated 
November 12, 1987, and filed under Docket No. 78N-036L in the 
Dockets Management Branch on November 13, 1987. The petition 
requested that the tentative final monograph for OTC laxative 
drug products (published in the FEDERAL RF,GISTER of January 15, 
1985; 50 FR 2124) be amended to include 6 additional bowel 
cleansing systems. 

In my letter of May 16, 1988, I informed you that we were in 
the process of evaluating your petition and that additional 
data were needed for us to complete our evaluation. On August 
16, 1988 you provided the additional data requested in my 
letter, This submission was coded SUP005 by the agency. 

We have completed our review and determined that two of the 
proposed bowel cleansing systems are safe and effective for use 
by adults and children 12 years of age and over. The other 
four proposed bowel cleansing systems require additional data 
to demonstrate their safety and effectiveness. 

We have the following specific comments regarding each of the 
six bowel cleansing systems and the data submitted in support 
of themt 

Kit Number It A kit containing the following 3 laxative drug 
products for sequential administration: 7.56 grams (g) of 
sodium phosphate and 20.2 g of sodium biphosphate in oral 
solution, 20 milligrams (mg) of bisacodyl administered orally 
at least 3 hours after administration of the sodium 
phosphate/sodium biphosphate oral solution, 10 mg of bisacodyl 
administered by suppository at least 9 hours after the 
adainistration of the oral bisacodyl and at least 1 hour before 
the scheduled x-ray or examination. 
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Kit number 1 substitutes 7.56 g of sodium phosphate and 20.2 g 
of sodium biphosphate for 25 g of magnesium citrate in the 
bowel cleansing system listed in $ 334.32(a) of the OTC 
laxative tentative final monograph (50 PR 2153). It also 
slightly alters the current dosing regimens of oral and rectal 
bisacodyl from 15-20 mg bisacodyl orally 2 hours after 
magnesium citrate to 20 mg bisacodyl at least 3 hours after 
sodium phosphate/sodium biphosphate, and from 10 mg bisacodyl 
suppository 9 hours after oral bisacodyl and at least 2 hours 
before the x-ray to at least 9 hours after the oral bisacodyl 
and at least 1 hour before the x-ray. The proposed bowel 
cleansing system containing these dosages and regimen has been 
marketed for over 15 years. 

Both magnesium citrate and sodium phosphate/sodium biphosphate 
are listed in the O!lE laxative tentative final monograph as 
single ingredient Category I saline laxatives, and the dosages 
in the bowel cleansing systems would be the maximum single 
daily dose permitted for each. In addition, in 8 334,80 
professional labeling claims have been proposed for both 
magnesium citrate and sodium phosphate/sodium biphosphate for 
use as part of a bowel cleansing regimen in preparing the 
patient for surgery, x-ray, and endoscopy (50 FR 2157). The 
data provided included a summary report of a clinical 
evaluation of kit no. 1 compared to Evac-Q-Kit, a bowel 
cleansing system listed in 8 334.32(b) of the OTC laxative 
tentative final monograph (50 FR 2153) and consisting of 
magnesium citrate, phenolphthalein, and a carbon 
dioxide-releasing suppository. 

In this single blind randomized study of 108 patients being 
prepared for barium enema, 57 patients received kit number 1 
and 51 patients received Evac-Q-Kit. Thirty-one percent of the 
patients treated with kit number 1 showed moderate to extensive 
gas retention after treatment compared with 53 percent of the 
patients treated with Evac-Q-Kit. Seventy five percent of the 
patients treated with kit number 1 showed good to excellent 
mucosal detail on examination compared to 54 percent of the 
patients treated with Evac-Q-Kit. Overall evaluation 
(satisfactory/unsatisfactory) of the colon preparation showed 
no significant difference between the two bowel cleansing 
systems. There were no significant differences in side effects 
produced by the two kits. 

Although this study does not provide a comparison between kit 
number 1 and the most similar bowel cleansing system (magnesium 
citrate followed by bisacodyl), it does compare another 
Category I bowel cleansing system (magnesium citrate, 
phenolphthalein, and carbon dioxide-releasing suppositories, 
(0 334.32(b), 50 FR 2156) with one in which sodium 
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phosphate/sodium biphosphate is substituted for magnesium 
,citrate. The results of this study, together with other data 

already considered by the agency in the laxative tentative 
final monograph (50 FR 2137), support the contention that 
sodium phosphate and sodium biphosphate can be interchanged for 
magnesium citrate safely and effectively in a Category I bowel. 
cleansing system. This interchangeability would apply to 
either of the bowel cleansing systems specified in proposed 
$ 334.32 in the OTC laxative tentative final monograph (50 FR 
2153). The safety and effectiveness of the dose and dose 
regimen proposed for kit number 1 are supported by previous 
agency findings in the tentative final monograph and by the 
data provided. Appropriate additions to $ 334.32 will be 
included in the final monograph. 

Kit Number 3: A kit containing the following 3 laxative drug 
products for sequential administration: 7.56 g of sodium 
phosphate and 20.2 g of sodium biphosphate in oral solution, 20 
mg of bisacodyl administered orally at least 3 hours after 
administration of the sodium phosphate/sodium biphosphate oral 
solution, 10 mg of bisacodyl administered by enema 9 hours 
after the administration of the oral bisacodyl and at least 1 
hour before the scheduled x-ray or examination. 

This kit is identical to kit number 1 except for the 
substitution of a 10 mg bisacodyl enema for the 10 mg bisacodyl 
suppository. As discussed in my other letter to you of this 
date, we concur that the submitted data support the 
substitution of the 10 mg bisacodyl enema formulation for the 
Category I 10 mg bisacodyl suppository. 

We therefore concur that a Category I bowel cleansing system 
substituting a 10 mg bisacodyl enema for a 10 mg bisacodyl 
suppository is acceptable. Appropriate additions to $ 334.32 
will be included in the final monograph. 

Kit Number 2r A kit containing the following 3 laxative drug 
products for sequential admfnistrationr 7.56 g of sodium 
phosphate and 20.2 g of sodium biphosphate in oral solution, 20 
ag of bisacodyl administered orally at least 3 hours after 
administration of the sodium phosphate/sodium biphosphate oral 
solution, and administration of a large volume liquid castile 
soap enema at least 9 hours after administration of the oral 
bisacodyl and at least 2 hours before the scheduled x-ray or 
examination. 

Bowel cleansing kit number 2 is the same as bowel cleansing 
kits 1 and 3 except for the substitution of a soap enema in 
place of the bisacodyl suppository or bisacodyl enema. As 
noted in your submission of August 16, 1988 (SUPOOS), no 
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clinical studies of the liquid castile soap enema have been 
performed, although some textbooks of the 1940s and 1950s do 
refer to soap water enemas. No data on soap water enemas have 
been submitted to the OTC drug review and such products are not 
discussed in the OTC laxative tentative final monograph (50 FR 
2124). In view of the literature reports noted in your own 
submission that soap enemas have caused adverse reactions and 
are irritating, as well as the lack of clinical data on their 
safety and effectiveness, there is no adequate basis to 
recommend approval of kit number 2 or any bowel cleansing kit 
containing a soap enema. Should the company wish to pursue 
approval of kits containing a soap enema, well-controlled 
clinical trials comparing a bowel cleansing kit with a soap 
enema to that with a bisacodyl enema or suppository will be 
necessary. 

Kit Number 4: A kit containing the following 3 laxative drug 
products for sequential administration: 60 milliliters (mL) of 
castor oil emulsion in oral solution, 20 mg bisacodyl 
administered orally at least 3 hours after administration of 
the castor oil emulsion in oral solution, 10 mg of bisacodyl 
administered by suppository at least 9 hours after the 
administration of the oral bisacodyl and at least 1 hour before 
the scheduled x-ray or examination. 

Proposed bowel cleansing kit number 4 is the same as kit number 
1 but substitutes castor oil for sodium phosphate and sodium 
biphosphate. -Castor oil is in Category I in the OTC laxative 
tentative final monograph both as a stimulant laxative and for 
use alone in preparing the colon for endoscopic examination. 
There is no discussion in the laxative tentative final 
monograph regarding the use of castor oil with other laxatives 
as part of a bowel cleansing regimen. The proposed combination 
in kit number 4 would combine two stimulant laxatives rather 
than a saline laxative and a stimulant laxative. Such a 
substitution must be supported by adequate clinical data. The 
argument that because each ingredient proposed for kit number 4 
is separately approved for bowel cleansing in the OTC laxative 
tentative final monograph, the combination must be safe and 
effective as a bowel cleansing system is not in keeping with 
the agency's guidelines on OTC combination drug products. The 
discussion of FDA's combination policy in comment 88 in the 
laxative tentative final monograph clearly states that "data 
are necessary to establish the safety and effectiveness of 
other specific combinations or to demonstrate that the specific 
ingredients in a pharmacological class are chemically and 
pharmacologically interchangeable." (See 50 FR 2146.) 
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The study by Strates and Hofmann (Pharmatherapeutica! 5:57-61, 
19871 was a sinule-blind randomized study of 195 patients being 
prspked for baiium enema, in which one iroup of patients 
regeived 2 ounces (ox) of castor oil followed by tap water 
enemas, while the other group received magnesium citrate, 
phenolphthalein, and a bisacodyl suppository. This study did 
not demonstrate any significant differences between the two 
bowel cleansing systems, although some significant differences 
were noted in patient preference for the magnesium 
citrate-containing kit. The authors of this study also noted 
that a previous study by Irwin et al. (Gastroenteroloay., 67: 
47-50, 1974) found that a bowel preparation kit containing 
magnesium citrate, phenolphthalein, and a carbon 
dioxide-releasing suppository gave significantly superior 
results in preparing patients for barium enema than did 2 oz of 
castor oil followed by cleansing enemas. Neither of the 
aforementioned studies provide the support needed to establish 
the safety and effectiveness of a bowel cleansing kit 
containing castor oil followed by a cleansing tap water ,enema, 
nor do these data support the safety and effectiveness of a kit 
containing castor oil followed by oral bisacodyl and a soap 
water enema (kit number 5), or castor oil followed by oral and 
then rectal bisacodyl (kit number 6). 

It is not possible to predict whether the castor oil-containing 
kits would produce results equivalent to, better than, or worse 
than the magnesium citrate bowel cleansing systems currently 
proposed as Category I in the laxative tentative final 
monograph. Such a kit would contain .only stimulant laxatives, 
and the repetitive administration of 'such active agents may not 
be needed and may cause an increase in adverse reactions. Data 
from We11-COntrOll8d clinical studies comparing castor oil to 
magnesium citrate would be necessary for further evaluation of 
these proposed kits, and for the castor oil kit containing soap 
enema, a separate evaluation, as noted above for proposed kit 
number 2, would be necessary. 

Kit number 5: A kit containing the following 3 laxative drug 
products for sequential administration3 60 m& of castor oil 
emulsion in oral solution, 20 sag bisacodyl administered orally 
at least 3 hours after administration of the castor oil 
emulsion in oral solution, and administration of a large volume 
liquid castile soap enema (213 fluid oe of liquid castile soap) 
at least 9 hours after the administration of the oral bisacodyl 
and at least 2 hours before th8 scheduled x-ray or examination. 

The deficiencies discussed for proposed kits number 2 and 
number 4 above apply equally to this proposed bowel cleansing 
system. 
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K it n u m b e r  6 : A  kit con ta in ing  th e  fo l low ing  3  laxat ive d rug  
p roduc ts fo r  s e q u e n tia l  admin is tration: 6 0  m L  o f castor  oi l  
emu ls ion  in  ora l  solut ion,  2 0  m g  o f b isacody l  admin is te red  
ora l ly  a t least 3  hou rs  a fte r  admin ia trat ion o f th e  castor  oi l  
emu ls ion  in  o ra l  solut ion,  1 0  m g  o f b isacody l  admin is te red  by  
e n e m a  a t least 9  hou rs  a fte r  th e  admin is trat ion o f th e  ora l  
b isacody l  a n d  a t least 1  hou r  b e fo re  th e  schedu led  x- ray o r  
exam ina tio n . 

T h e  d e f ic iencies m e n tio n e d  in  th e  d iscuss ion o f p roposed  kit 
n u m b e r  4  a b o v e  app ly  equa l ly  to  th is  p roposed  kit. 

T h e  Div is ion o f O T C . D rug  E va lua tio n  is the re fo re  p ropos ing  th a t 
th e  fo l low ing  bowe l  c leans ing  system s ( iden tifie d  as  kit 
n u m b e r s  1  a n d  3  a b o v e )  b e  inc luded  as  C a tegory  I fo r  adu l ts a n d  
ch i ld ren 1 2  years  o f a g e  a n d  over  in  th e  fina l  m o n o g r a p h  fo r  
O T C  laxat ive d rug  p roduc ts: 

A  kit con ta in ing  th e  fo l low ing  3  laxat ive d rug  p roduc ts fo r  
s e q u e n tia l  admin is tration: sod ium p h o s p h a te /sod ium b iphospha te  
m a r k e te d  as  a n  ora l  so lut ion i den tifie d  in  0  3 3 4 ,16 (d )  a n d  
b isacody l  i den tifie d  in  8  3 3 4 .18 (b )  in  b o th  a n  ora l  d o s a g e  fo r m  
a n d  a  suppos i to ry  d o s a g e  fo r m . (Ki t  n u m b e r  1 )  

A  kit con ta in ing  th e  fo l low ing  3  laxat ive d rug  p roduc ts fo r  
s e q u e n tia l  admin is tration: sod ium p h o s p h a te /sod ium b iphospha te  
m a r k e te d  as  a n  ora l  so lut ion i den tifie d  in  0  3 3 4 .16 (d )  a n d  
b isacody l  i den tifie d  in  6  3 3 4 ,18 (b )  in  b o th  a n  ora l  a n d  a n  
e n e m a  d o s a g e  fo r m . (Ki t  n u m b e r  3 )  

P lease  n o te  th a t th e  d o s a g e  schedu les  fo r  these  kits wi l l  b e  
inc luded  in  $  3 3 4 .66 (d )  in  th e  fina l  m o n o g r a p h  a n d  a n  
approp r ia te  cross- re ference wil l  b e  inc luded  in  th e  a b o v e  kit 
descr ip t ions w h e n  inc luded  in  5  3 3 4 .3 2  o f th e  fina l  m o n o g r a p h . 

T h e  submi tte d  d a ta  a re  insuff icient to  suppo r t th e  inc lus ion o f 
your  o the r  p roposed  bowe l  c leans ing  kits ( iden tifie d  as  kit 
n u m b e r s  2 , 4 , 5 , a n d  6  above )  as  C a tegory  I a t th is  tim e . 
The re fo re , w e  a re  n o t p ropoe ing  th a t any  o f those  bowe l  
c leans ing  system s b e  inc luded  in  th e  O T C  laxat ive fina l  
m o n o g r a p h . 

Ih e  Div is ion o f O T C  Drug  E va lua tio n  in tends to  r e c o m m e n d  to  th e  
C o m m iss ioner  th a t th e  agency  respond  to  your  c o m m e n t in  th e  
a b o v e  m a n n e r  in  th e  fina l  m o n o g r a p h  fo r  O T C  laxat ive d rug  
p roduc ts, wh ich  wil l  b e  pub l i shed  in  a  fu tu re  issue o f th e  
F E D R R A L  R E G IS T E R . Fo l low ing  th a t publ icat ion,  you  m a y  fi le a  
ci t izen p e titio n  to  a m e n d  th e  fina l  m o n o g r a p h  o r  fi le a  n e w  
d rug  appl icat ion fo r  any  o f th e  kits n o t inc luded  in  th e  
m o n o g r a p h . S h o u l d  th e  c o m p a n y  wish  to  pe r fo r m  th e  cl in ical  
s tudies n e e d e d  fo r  a n y  o f these  a th e +  kits, th e  agency  wou ld  b e  
g lad  to  rev iew p roposed  p ro tocols.  
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Any comment you may wish to make on the above information 
should be submitted in three copies, identified with the docket 
number shown at the beginning of this letter, to the Dockets 
Management Branch (HFA-305), Food and Drug Administration, Room 
4-62, 5600 Fishers Lane, Rockville,‘MD 20857. 

We hope this information will be helpful. 

Sincerely yours, 

William E. 
Director 
Division of OTC Drug Evaluation 
Office of Drug Standards 
Center for Drug Evaluation and Research 


