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Warning Statements Required for 
Over-the-Counter Drugs Containing 
Water-Soluble Gums as Actlvr 
Ingredients 
AQENCY: Food and Drug Administration. 
ACTION: Notice of proposed rulemaking. _- 
SUMMARY:  The Food and Drug 
Administration (FDA) is issuing a notice 
of proposed rulemaking requiring a 
warning in the labeling of all over-the- 
counter (OTC) drug product5 containing 
a5 active ingredient5 water-soluble 
gums. e.g., guar gum. karaya gum, 
plantago seed (psylliu-m), tragacanth. - 
and ,rianthan gum. This warning would 
alert users of these product5 to consume 
adequate fluid and to avoid using such 
products if the person has previously 
experienced any difficulty in 
swallowing. FDA is issuing this notice of 
proposed rulemaking after receiving 
report5 of esophageal obstruction and 
asphyxiation involving OTC drug 
products containing water.soluble gums 
a5 active ingredients. Water-soluble 
gums are used primarily in OTC laxative 
and weight control drug products. These 
ingredients are under review in the 
ongoing rulemakings for OTC laxative 
and weight control drug prloducte as part 
of FDA’5 OTC drug review. FDA ha5 
determined that implemenlation of a 
warning for these ingredients should not 
await completion of the OTC drug 
review process. Therefore, a warning is 
being proposed now to support the safe 
use of OTC drug product5 containing 
water--soluble gums. The proposed 
warning will be incorporated into the 
p8$rtinent OTC drug monographs as the 
rulemakmgs for these drug products are 
completed. 
DATES: Written comments. qbjections. or 
requests for oral hearing on the 
proposed rulemaking before the 
Comrnissroner of Food and Drugs by 
December 31. 1990. Written comments 
on the agency’s economic unpact 
detcrmlnatlon by December 31. 1990 
A#)DRESSES: Wrltten comments. 
objecllons. new data. or requests for 
oral hr,lrtng to Ihe Dockets Management 
BI-.inch (HF&3O!i). Food and Drug 
Admln~stratlon. Km. 4-82. 5600 Ftshrrs 
Lane. Rockville. MD 20857 
FOR WRTHER IN~QRM 
~~tl~,trn E. Crlbertson. Center for Drug 

Evaluation and Research (HFD-PO). 
Food tid Drug Administration, #w)o 
Fishers Sane. Roekville, MD 20857.30% 
295-0ooo. 
SUPPIEMENTARY INFORMATION: FDA is 
proposing to amend 21 CPR part 201, 
Subpart G, Specific Labeling 
Requirements for Specific Drug 
Products, to include a warning for all 
OTC drug products containing water- 
soluble gums a5 active ingredienta The 
warning would state: (Select one of tha 
following, as appropriate: ‘Take” or 
‘Mix”) “this product with at least 8 
ounce5 [a full glass) of water or other 
fluid. Taking this product with-t 
adequate fluid may cause it to ewell and 
block your throat or esophagus and may 
cause choking. Do not take this product 
if you have ever had dificulty in 
swallowing or have any throat 
problems. If you experience cheat pein, 
vormt*‘br &fficulty in swallowing or 

%e’stfiii.after taking thie pmduct seek 
immediate medical attention.” ti 
agency considers this warning 
necessary because water-5olub;le gums 
used as active ingredient5 in certain 
orally-administered OTC drug products 
have been aseociated with esophageal 
obstruction and asphyxiation. 

Watersoluble gums are primarily 
used in OTC bulk laxative and weight 
control drug products. The ingredient5 
involved are natural or semisynthetic 
hydrocolloid gums including, but not 
limited to, agar, alginic acid. 
carboxymethylcellulose sodium, 
carrageenin, glucomannan.’ guar gum, 
karaya gum, kelp,% methylcellulose, 
plantago eeed (psyllium),s 
polycarbophil, tragacanth. and xanthan 
gum. The ingredient5 polycarboghil and 
polycarbophil calcium are also used in 
OTC antidiarrheal drug products. 

Because of the hydrophihc nature of 
water-soluble gums, when water ie 
added to the gum it swells and increases 
in bulk. If inadequate water is added, a 
viscous, semi-solid mass forms. The rate 
and degree of swelling, a5 well as the 
viscosity and adhesiveness of the mass, 
vary from product to product depending 
- .-__ 

’ Clucomannan 18 the commonly uwd name for 
the glucose/msnnose polymer (S-l.4 Imked) 
polymannose acetate. 

r The panel that evaluated this mgredlent tl~ psrt 
01 FDA’s OTC drug rewew designated it ‘%a kelp.” 
However, “kelp” IS the official name for this 
mgredlenl in the “USAN and the IJSP dactmnn~ of 
drug names. 1980 ” 

2 The panel that evsluaced the mgred~ents 
“plnnlago watt husks. plsntego seeds. psyl lwm 
hrmtcelluloae. peyllum hydmphdw mucdlold. 
psylhum seed. and psyllwn seed husks” as part of 
FDA’s OTC drug rrwew dcstgnated these 
lngredwts HB  “psylhum ” However. “plantz3gO 
eeed” 18 the official neme for these mgredlents In 
the “t lSAN rind the IJSP dwtlonsry nf drug names, 
I9W ” 

on the amount of gum preeent. When 
orally-adntinistered OTC drug produc 
containing a high level of one of thee 
gums are used by individuals who ha\ ; 
difficulty in swallowing, or when eucb 
products are taken with an inadequate 
amount of water or other fluid, there is a 
risk that the product will swell and form 
a viscous adhesive mass that can block 
the throat or esophagus. The type and 
dw of adverse effect5 are influenced 
by the amount of fluid taken with the 
product. 

Esophageal obstruction and 
asphyxiation associated with the 
ingestion of water-soluble gums have 
been reported iti the literature since the 
1930’s. although such report5 were 
relatively rare. However, in recent years 
FDA hae become aware of an increased 
number of reports. FDA is aware of at 
least 113 cases of esophageal 
obstruction and 4 caXes of asphyxia . ’ 
associated with oGlly-administered 
OTC laxative and weight control 
products containing these ingredients. 
Death gccurred in six of these cases. 
I. Background 

As part of FDA’s OTC drug review, 
water-soluble gums were reviewed as 
OTC bulk laxatives by the Advisory 
Review Panel on OTC Laxative, 
Antidiarrheal. Emetic and Antiemetic 
Drug Products (Laxative Panel) and a: 
OTC weight control drug products by 
the Advisory Review Panel on OTC 
Miscellaneous Internal Drug products 
(Miscellaneous Inlernal Panel). 

The Laxative Panel, in its report 
published in the Federal Register of 
March 21, 1975 (40 FR 12902), classified 
five water-soluble gum5 in Category I 
(safe and effective)-carboxy- 
methylcellulose sodium, karaya gum, 
methylcellulose, polycarbophil, and 
psylhum. Three additional water-soluble 
gums were classified in Category III ’ 
(insufficient effectiveness data)-agar. 
carrageenan, and guar gum. In its 
discussion of these bulk laxative 
Ingredients, the Laxative Panel 
acknowledged the risk of esophageal 
obstruction from water-soluble gums (40 
FR 12902 at 12907) and specifically 
noted with respec! to psyllium: 

Esophageal. gastric. small mtest~nal and 
rectal obstruction due to accumulation of 
muci lagmous derlvatwes of psyl lmm 
preparations have been described on sev~al 
occasions. ‘The common dcnommator m  most 
cawx has been msufficlent water Intake or 
underiymg organic disease which resulted m  
compromue of the lntasttnnl lumer~, (40 FI1 
PBKl3). 

The Laxattve Panel recommended Ihilt 
Labeling for bulk laxative mgredlents 
stress the importance of adeqa<ltP flus 
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intake, i.e.. 8 ounces (oz) of liquid, with 
each dose. 

After reviewing the recommendations 
of the Laxative Panel and considering 
public comments received following 
publication of its report, FDA published 
a tentative final monograph on OTC 
laxative drug pmducts In the Federal 
Register of January lS,lSB5 (50 I% 2X4). 
‘The risk of esophageal obstruction from 
certain bulk laxative ingredients, 
including water-soluble gums, and the 
need for adequate fluid intake (8 oz) 
with each dose of these ingredients was 
#again discussed in comments 36 and 37 
of the tentative final monograph (50 F’R 
2124 at 2131 and 2132). 

In an amendment to the tentative final 
Imonograph on OTC laxative drug 
products, published in the Federal 
bgiuter of October I, 1986 (51 FR 
35136)~ FDA proposed that bulk laxative 
hgredientn be administered in divided 
doses rather than a single daily dose. .-q 
This action was taken because it was 
Inoted that: I’* l ’ the maximum dally 
dose of some bulk laxatives is so large 
that it may pose a risk of esophageal 
obstruction if taken at one time.” (51 FR 
:15138). In response to these pmposals, a 
lnajor manufacturer of psyllium- 
containing bulk laxatitres commented in 
support of the FDA’s recommendation 
regarding adequate fluid intake (8 oz) 
with each dose of a bulk laxative. This 
manufacturer recommended that all bulk 
laxatives bear the following warning 
(Ref. 1): 

Bulk forming agents have the potential to 
IrIo& the esophagus, particularly in the 
presence of esophageal narrowing or when 
consumed with inaufficien( fluid. Patients 
with esophageal narrowing should not use 
this product. If you observe symptoms of 
tssophageal blockage. including chest pain/ 
pressure. regurgitation and difficulty 
a:wnllowing. seek immediate medlcal 
illtentlon. 

The Miscellaneous Internal Panel, in 
11s report on OTC weight control drug 
products published in the Fedc& 
Register of February 213.1982 (47 FR 
ti.t66). classified the water-soluble gums 
Lllginic acid, carboxym.ethylcellulose 
Amodium. carrageenin, chondrus.’ guar 
glum, karaya gum, methylcellulose. 
psyllium. sea kelp, and xantban gum in 
Category Ill. The Misc’ellaneous Internal 
I’anel noted, with respect to 
carhoxymethylcellulose sodium and 
methylcellulose. that occasional cases of 
esophageal obstruction have occurred 
when these ingredients are chewed or 
swallowed wlthout hquid (47 FR 8466 cl I 

8477 and 8478). While conchuiing that 
the water-soluble gums listed above are 
safe, the Miscellaneous Internal Panel 
recommended that directions for these 
products state: “Take a full glass of 
water (8 ounces) with each dose.” (47 FR 
6477 to 8479). 
II. Adverse Reaction3 Associated With 
Water-Soluble Gums 

During 1984 and 1985,7 cases of 
esophageal obstruction caused by the 
swelling of tablets containing 
glucomannan were reported to the 
Australian Adverse Drug Reactions 
Advisory Committee (Ref. 2). All of the 
subjects were women between the ages 
of 18 and 62 years who were taking 
glucomannan-containing products for 
weight control. None had esophageal 
disease. Obstruction was complete in s 
of the 7 cases. In all but one case the 

_loba@ction was caused by a swollen 
, m.ass resulting from a single tablet. 

Esophagoscopy was needed to remove 
the obstruction in 5 cases. One subject 
suffered esophageal perforation 
requiring hospitalization for 2 months 
(Ref. 2). 

FDA’s spontaneous reporting system 
has recently received 17 reports of 
esophageal obstruction (16 between 
June 1988 and August 1989) resulting 
from the use of one of these drug 
product3 (Ref. 3). The product contained 
500 milligrams (mg) guar gum per tablet 
with directions to start with 4 tablets 30 
minutes before’each meal on the first 
day and to increase up to 10 tablets 30 
minutes before each meal on the 15th 
day and thereafter. This dosage regimen 
eventually results in a maximum dose of 
15 grams (g) of guar gum per day. Ten of 
the cases of esophageal obstruction 
required hospitalization. and one person 
eventually died as an indirect result of 
the obstruction. This person developed 
massive pulmonary emboli one week 
after open chest surgery to repair an 
esophageal tear sustained during 
removal of the guar gum obstruction 

This potential for esophageal 
obstruction represents a serious hazard 
for an OTC drug, and the 17 cases are 
presumed to represent a substantial 
underreporting. OTC drugs of this type, 
i.e.. those without approved 
apphcations. are not subject to 
mandatory reporting requirements. and 
rrports such as the above 17. which 
were voluntarily submitted by health 
professionals, normally account for only 
about 10 percent of all reports in the 
agency’s spontaneous reporting system. 

There has also been a report in the 
irterature of an esophageal obstruction 
resultmg from another guar gum product. 
this one composed of guar gum and 
grapfafrult fiber (Ref. 4). In that case, a 

iniddle-aged man was unable to eat or 
drink for 12 houra after taking one 
weight control tablet composed of an 
unspecified amount of guar gum and 
grapefruit fiber. Endoscopy revealed a 
soft, fibrous mass impacted in the 
esophagus: it was broken apart by the 
endoscope. The agency is also aware of 
a report in which a 63-ye-id diabetic 
suffered an esophageal obstruction after 
taking an OTC product containing guar 
gum. The obstruction required remova! 
with biopsy tong3 (Ref. 5). In another 
report, a 54year-old male suffered 
esophweai obstruction after taking a 
product containing gusr gum (Ref. 6). 
Esophagoscopy was required to remove 
the obstruction. 

Between 1975 and 1989. FDA received 
61 adverse reaction reports of 
esophageal obstruction from OTC 
laxative drug products containing a high 
concentration of-psyllium (Ref. 7). These . I 
c&see invijlved subjects ranging in age . 
from 8% month3 to 65 years. In at least 4 
of the 61 cases, inadequate amounts of 
fluid were administered with the 
products. In 13 of the cases, there was 
evidence of esophageal narrowing or 
swallowing dysfunction. Death due to 
asphyxia occurred in 4 cases. 

The agency is also aware of reports in 
which 3 individuals between 56 and 75 
year3 of age suffered esophageal 
obstruction after taking a psyllium- 
containing laxative with “a few sips” or 
“a single swallow” of water. In two of 
these cases, esophagoscopy was 
required to remove the obstruction 
(Refs. 8. 9. and lo]. 

Noble and Grannis (Ref. 11) report the 
case of an El-year-old male, with a 
history of swallowing dysfunction, who 
suffered an esophageal obstruction after 
taking a psyllium-containing laxative 
with an inadequate amount of water. tie 
required esophagoscopy to remove the 
mass. The authors mention 21 episodes 
of esophageal obstruction due to this 
particular laxative product within a 3- 
year period. 

The agency is aware of two reports of 
esophageal obstruction from OTC drug 
products contaming karaya gum. In one 
case, a 76-year-old woman experienced 
an obstruction that had tdbe removed 
by a Foley catheter (Ref. 12). In the 
second case. an BO-year-old woman died 
from an esophageal obstruction after 
taking an OTC laxative drug product 
wrth an inadequate amount of water 
(Ref. 13). 

The agency IS also aware of one case 
of esophageal obstlvction resulting from 
a methylcellclose-contammg IaxatiLe A 
42.year-old woman suffered an 
obstruction after taking a 
methylcellalosc-containing laxative with 
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only a small sip of juice. The reeulting 
rJbstruc;tion had to be pushed downward 
into the stomach with a gastiroscope 
(Ref. 14). 

Although there is little, if any, current 
use in this countrv of OTC drug products 
containing tragacanth a8 an acGe 
ingredient, the agency is aware of two 
reports of esophageal obstruction that 
occurred a number of years ago from an 
OTC laxative drug product containing 
this ingredient (Refs. 15 and 16). A  59 
year-old woman (Ref. 15) and a 47-year- 
old man (Ref. 16) suffered an obstruction 
rollowing ingestion of the same product 
with a small amount of water. In both 
cases. esophagoscopy was necessary to 
remove :he obstruction. 
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III. The Agency’s Conclusions on the 
safety of Wate&oIuble Gums in Orally- 
Administered OTC Drug Products 

The Safety and proper labeling of 
water-soluble gums in orally- 
administered OTC drug products is 
being considered as part of FDA’s 
ongoing review of all OTC drugs, 
specifically in the OTC laxative and 
weight control drug products 
rulemakings. However, these 
rulemakings are still pending. 

Esophageal obstruction and 
asphyxiation due to orally-administered 
OTC drug products containing water- 
y$..g;;~~d;;;a~v~ and 

ingre ‘e& are significant health risks 
when these products are taken without 
adequate fluid or when they are used by 
individuals with esophageal narrowing 
or dysfunction, or with difficulty in 
swallowing. Therefore, prior to 
completion of the OTC drug review, the 
agency is proposing to require a warning 
for all OTC drug products containing 
water-soluble gums, hydrophilic gums, 
or hydrophilic mucilloids as active 
ingredients, These ingredients include, 
but are not limited to, agar, alginic acid, 
carboxymethylcellulose sodium, 
carrageenan, chondrus, glucomannan. 
guar gum, karaya gum, kelp. 
methylcellulose, plantago seed 
(psyllium). polycarbophil. tragacanth, 
und xanthan gum. (NOTE: Although 
some of these ingredient names are no 
longer official, they do appear in the 
labeling of some produc!s. Therefore, 
the agency is inclr?dmg a3 ingredient 
Tames, whether official or no!. in tl:e 
proposed ragulatlon.) 

Because of the potential serious health 
nrk ir.volved the agency is proposing 
that this warning appear in bold print 
and capital letters. The required 
warrung would state the following: 

WARNING.: (Se!ec( one of the fol lowmg. 89 
Hppropnate TAKE or MIX) THIS PRODUCT 
WITH AT LEAST 8 OUNCES (A FULL 
GMSSI  OF W A ’IER OR OTIIER I’LUID 
1 AH& THIS PRODUCT WITHOUT 
ADEQUATE FLUID MAY  CAUSE ITT0 
SWELL A&tl BLOCK YOUR THROAT OR 
ESOPHAGUS A:JIl MAY  CAUSE CHOKING 
DO NOT TAKE THIS PRODUfl  IF YOU 
I1AVE EVER HAD DIb’F”ICULTY IN 
SWALLOWING OR HAVE ANY TISROA I 
PROBLEMS 

IF YOU EXPERiENCE CHEST PAiN. 
VOMITING. OR DIFFICUL’I-Y IN 
SWALLOWING OR BREATHINI: AF-J-E2? 

TAKING THIS PRODUCT. SEEK 
IS~IATE MEDICAL A.rmNWON. ” :i : ,(_ 

‘.’ this warning in 0 2O1.319. which 
would be required on the effective date I’ 
of a final rule, would eventually be 
incorporated into the labeling contained 
in the individual applicable OTC drug 
monographs (e.g., laxative drug products 
and weight control drug products) as ’ 
they are fmalized. However, it woJd be 
an unacceptable health risk to delay 
implementation until these rulemakings 
are completed. Manufacturers are 
encouraged to comply voluntarily with 
thie proposed rule at the earliest 
possible date. 

The agency has examined the 
regulatory impact and regulatory 
flexibility implications of the proposed 
rule in accordance with Executive Order 
12281 and the Regulatory Flexibility Act. 
The proposal would impose direct one- 
time co&s ass$atedwith changing 
product labels, but that cost is estimated 
to total less than‘$l million. 

. ’ 
. 

Because the agency has not previously 
invited specific comment on the 
economic impact of a requirement of 
interim labeling of OTC drug products 
containing water-soluble gums as active 
ingredients, a period of 60 days from the 
date of publication of this proposed 
rulemaking in the Federal Register will 
be provided for comments on this 
subject to be developed and submitted. 
The agency will evaluate any comments 
and supporting data that are received 
and will reassess the economic impazt 
of this rulemaking in the preamble ta the 
fina) rule. 

The agency has determined under 21 
CFR ~sJ=z(c)(E) that this action is of a 
type that does not indivzdually or 
cumulatively have a slgnzficant effecr on 
the haman environment. Therefore, 
r,&ther an environment&l assessznc:nt 
r,or an environznenlai impact s!dtement 
~q required. 

Merested persons may, un cr before 
December 31, lm, submit to the 
Dockets Management Branch (dtidrrss 
.*have) writ!en comments, ohjectzons, or 
requests for oral hearing before t!;e 
Commzssioner on the proposed 
rrgnlation. A request for an oral hearing 
rnuut specify points to be covered ,md 
l ime requested. Wrllten comnlc’nls on 
the agency’s economic impact 
determinatzon may be submItted on ur 
before December 31, 19w. Three copies 
of all comments. objections, dnd 
requests are to be submztted, except ih.,t 
~nc~~rtduais may submzt one copy. 
C~unments. objectIons. and requests <ile 
to be tdentzfied with the docket numht?r 
fo1zn1-1 in brackets in the headmg of zt,ll 
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document,  and  may be  accompanied by 
13  support ing memorandum or brief. 
Comments.  objections, and  requests 
may be  seen in the office above between 
Q  a.m. and  4  p.m., Monday through 
Friday. Any scheduled1 oral hear ing will 
be  announced in the Federal  Register. 
list of Subjects in 21  CFR Part 291  

Drugs, Label ing, Report ing and 
recordkeeping requirements. 

Therefore, under  the! Federal  Food, 
Drug, and  Cosmetic Act, it is proposed 
that subchapter C of clhapter I of title 21  
of the Code of Federal  Regulat ions be  
amended in part 201 8:s follows: 

PART 201~LABELING 

1. The authority citation for 2I CFR 
part u11  cont inues to read as follows: 

Autbmity: Sets. Un. 301.501,503.503,505. 
iwe.507.508,51a512,7ol.704.7050fthe 
Pedaral Food, hue. and  Cosmetic Act (2l -7 
IJ.s.c321.391,351,552.353,355.958,357; 
35a31304 380b.  37~374,375);  sacs. 215,301, 
351,354iWF. 381 of the Public Health 
Service Act (42 U.S.C. 21th 241,262,2fBb- 
253n.  284). 

2. Section 201.319 is added to read aa  
follows: 

9 201.319 Watar-aolubla guma, hydrophllk 
guma, and hydrophllk mudllolda (inoludlng 
but not Ilmltad to agar, l lgink add, 
carboxymathykalluloaa aodlum, 
oarragaanan, ohondrua, glucomannan ((B- 
I,4 Ilnkad) polymannoaa l wtata), guar 
gum, kamya gum, kelp. mathykallukaa, 
plantago aaad (psylllum), polyoarbophll, 
tragacanth, and xanthan gum); mqulrad 
warning. 

[a) Reports in the medical l iterature 
and  data accumulated by the Food and 
Drug Administration indicate that 
esophageal  obstruction and 
asphyxiat ion have been associated with 
the ingestion of water-soluble gums, 
hydrophil ic gums, and  hyrophil ic 
mucil loids including but not limited to 
agar, alginic acid, 
carboxymethylcel lulose sodium, 
carrageenan, chondrus,  g lucomannan 
((B-1,4 l inked] po lymannose acetate), 
guar gum, karaya gum, kelp, 

_  
t” 

@h~lcellulose, plantago seed 
, p5ylliumj. polycarbophll,  tragacanth, 
and  xanthan gum. Esophageal  
obstruction and asphyxiat ion due to 
oral ly-administered drug products 
containing water-soluble gums, 
hydrophil ic gums, and  hydrophil ic 
mucil loids a8  active lngredlents are 
significant health risks when these 
products are taken without adequate 

fluid or when they are used by 
individuals with esophageal  narrowing 
or dysfunction, or with difficulty in 
swallowing. 

(b) Any drug products containing 
water-soluble gums, hydrophil ic gums, 
and  hydrophil ic mucil loids for human 
use in oral dosage forms are misbranded 
within the meaning of section 502 of the 
Federal  Food, Drug, and  Cosmetic Act 
unless their labeling bears the following 
warning in bold print and  capital letters: 

Wsming: (Select one  of the following, 8s 
appropriate: TAKE or MIX) THIS PRODUCI 
WITH AT LEAST 5  OUNCES (A PULL 
GLASS) OF WATER OR OTHER I’LUID. 
TAKING THIS PRODUCT WITHOUT 
ADEQUATE FLUID MAY CAUSE IT TO 
SWELL AND BLOCK YOUR THROAT OR 
ESOPHAGUS AND MAY CAUSE CHOKING 
DO NOT TAKE THIS PRODUCT IP YOU 
HAVE EVER HAD DIFPICULTY IN 
SWALLOWING OR HAVE ANY THROAT 
PROBLEMS. IP YOU EXPEMENCE CHEST 
PAIN, VOMITING OR DIFFICULTY IN . ’ 
SWALLQWINCDR BREATHING AFIER . 
TAKING THIS PRODUCT, SEEK 
IMMEDIATE MEDICAL ATTENTION. 

Dated September 1,1Qt#~ 
James s. BeMon. 
Acting Commissioner of Food and Drugs. 
m Dot. 80-35452 Filed ~o-~Q-QQ 8:45 am] 
anuw CWE 416so1Y 


