#1288

ANTI-DIARRHEAL

TESTIMONY
OF SIDNEY WOLFE, M.D.
DIRECTOR, PUBLIC CITIZEN'S HEALTH RESEARCH GROUP
AND PETER LURIE M.D., M.P.H
UNIVERSITY OF CALIFORNIA, SAN FRANCISCO
DEPARTMENTS OF FAMILY AND COMMUNITY MEDICINE AND EPIDEMIOLOGY AND
BIOSTATISTICS
FDA OVER-THE COUNTER ADVISORY COMMITTEE MEETING
ON ANTIDIARRHEAL DRUGS
APRIL 9, 1993

Before briefly reviewing our petition and then turning to Dr.
Lurie for a review of the efficacy of kaolin, pectin and
attapulgite, I would like to make two observations. First, as most
clinicians would agree, oral rehydration therapy for the treatment
of acute diarrhea is, historically, the most important step forward
in the treatment of this disease which kills over three million
children under the age of four including as many as 500 children in
the United States. Similarly, the use of antidiarrheal drugs is
clearly the most important step backwards in the treatment of this
not infrequently life-threatening disease, both because of their.
lack of evidence of efficacy and evidence, for some, of harm and,
as will be discussed, because they often displace the use of the
definitively safe and effective treatment, oral rehydration
therapy. The other point is that treating pneumonia with aspirin,
to lower the temperature and possibly make the patient more
comfortable, while failing to use an antibiotic to actually treat
the disease rather than its symptoms is related to the idea of
cosmetic treatment of symptoms of acute diarrhea without definitive
treatment of the main problem, fluid and electrolyte loss. The
failure of any of the labelling for the kaolin/pectin attapulgite
products being discussed today to even mention the use of oral
rehydration therapy confirms this point.

The World Health Organization (WHO) has recently published a
report entitled "The Rational Use of Drugs in the Management of
Acute Diarrhea in Children," which is a thorough review of studies
of the efficacy and safety of the most commonly used antidiarrheal
preparations. The report concludes, with respect to the drugs
evaluated, that "Antidiarrheal drugs should never be used. None has
any proven value and some are dangerous." These findings were
recently echoed by the U.S. Centers for Disease Control and
Prevention (CDC) which concluded that "Little evidence exists to
support the use of nonspecific drug therapy in children, and much
information exists to the contrary." At least ten developing
countries namely 1Indonesia, Korea, Lebanon, Libya, Mexico,
Pakistan, Peru, Philippines, Sri Lanka, and Turkey have acted more
expeditiously than the U.S. in reacting to the WHO report by
banning or relabeling some or all of the drugs addressed in this
petition.




Ban Both Adult and Pediatric Formulations of the Following
Over-the-counter and Prescription Drugs:

kaolin and pectin (Donnagel-PG and others). The WHO report
concludes that "Kaolin and pectin cannot be recommended for the
treatment of diarrhea, and there is thus no rationale for the.
production and sale of products that contain these agents."

attapulgite (Diasorb, Donnagel, Kaopectate, Rheaban, and others).
The WHO report concludes that "[A]ttapulgite [has] no place in the
management of acute diarrhea in children and should not be used."

Charcocaps, Diasorb, Donnagel, Imodium A-D, Kaopectate, Pepto
Diarrhea Control and others are available over-the-counter. Many
parents may be unaware of the ineffectiveness and/or potential
hazards of these drugs or of the appropriate therapy for the
management of diarrhea. Parents can thus take immediate action to
protect their children by no longer using these ineffective and
potentially hazardous medications and using Oral Rehydration
Solution (ORS) instead.

These drugs are marketed in the U.S. for the treatment of
diarrhea, although there has never been any convincing evidence of
their effectiveness in reducing the fluid and electrolyte losses
associated with this disease. By contrast, management of diarrhea
with ORS is considered one of the most important medical advances
of this century. ORS is a simple, low-cost, and easily obtainable
method to prevent or correct the dehydratlon (the 1loss of body
fluids and salts) that often accompanies diarrhea.

There are multiple problems associated with the widespread use
of these drugs in diarrhea. The CDC report has summarized these
succinctly "[S]ide effects of these drugs are well known, including
opiate-induced ileus (cessation of the function of intestines),
drowsiness and nausea due to atropine effects, and binding of
nutrients and other drugs .... In addition, reliance on
antidiarrheal agents shifts the therapeutic focus away from
appropriate fluid, electrolyte, and nutritional therapy; can
interfere with oral therapy; and can unnecessarily add to the
economic cost of the illness." Recently at least six infant and
. child deaths with 1loperamide were reported from Pakistan, and
hundreds of poisonings in children in the U.S. have been attributed
to diphenoxylate.

Review of Efficacy and Safety Data

In the following sections, we review in detail the data on the
efficacy of each of these drugs, and briefly summarize the WHO's
assessment of their safety. Only controlled studies have been
considered, as other research designs contribute 1little to
evaluations of drug efficacy in this setting. We believe further
that all efficacy studies must be placebo-controlled. The WHO
report says,




The ultimate test of antidiarrheal efficacy is the extent to
which the drug checks the loss of fluids and electrolytes;
thus it is also essential to measure stool weight or stool
volume in clinical trials, and not merely to report on a
change in stool appearance or consistency.

Drugs that have not been shown to diminish fluid and
electrolyte losses under the experimental conditions outlined above
cannot be considered effective. Studies that report decreases in
stool frequency alone or suggest changes in stool consistency
("cosmetic" effects, according to the WHO) are also not considered
acceptable evidence of antidiarrheal efficacy. This 1is because
frequency of stool correlates poorly with fluid loss and is more
reflective of whether the diarrhea is an upper or lower bowel
disorder [Greenough WB, personal communication, November 23, 1992].

In the U.S., diarrheal illnesses remain among the most common
problems seen by pediatricians. An estimated 16.5 million children
in the United States younger than 5 years old experience between 21
and 37 million episodes of diarrhea each year. Of these, 2.1 to 3.7
million episodes lead to a physician visit, resulting in 220,000
hospitalizations, representing 10.6% of all hospitalizations in
this age group. The annual incidence of hospital admissions for
diarrhea in babies under 1 year old is 7.9 cases per 1000, with an
average stay of 4.4 days. In day care centers in the U.S., diarrhea
rates range up to 3.64 cases per child per year. Approximately 500
children (400 infants) die each year with diarrhea listed as a
principal cause of death. These deaths represent approximately 10%
of the preventable deaths in infants between 1 month and 1 year of
age. Diarrheal deaths occur in about 1/15,000 live births or 1/500
children hospitalized.

Thus diarrheal diseases represent a considerable disease
burden and cause economic loss in both developed and developing
countries. By contrast, drug companies, including U.S.
multinationals, continue to reap profits peddling the ineffective
and often dangerous drugs named in this petition. In the U.S.,
the non-prescription antidiarrheal drug market was $120 million in
1990, $155 million in 1991, and is expected to surge to $170
million in 1992. Of this the best seller is Imodium A-D with
~approximately 50% ($60-85 million) of the market share, followed by
Kaopectate with approximately 33% ($40-55 million) ([Kline & Co,
Fairfield, NJ, personal communication, November 13, 1992]. The sale
of ORS in the U.S. was $40 million in 1990 and $55 million in 1991
[Pritech, Arlington, VA, personal communication].

ORS is effective in 90-95% of cases of acute watery diarrhea.
Unfortunately, however, such proper treatment of diarrhea "remains
the exception rather than the rule." In particular, studies of
current patterns of diarrhea treatment have shown that a large
number of pharmaceutical agents of dubious efficacy and potential
toxicity are widely used. For example, 59 of 75 pharmacies in three
Asian developing countries recommended drugs for the treatment of
acute diarrhea.




Studies have clearly demonstrated that ORS is also little used
by U.S. parents and pediatricians despite its endorsement by the
American Academy of Pediatrics, the Centers for Disease Control and
Prevention, and the National Research Council. A recent marketing
survey found that less than 20% of infants with diarrhea received
ORS from their U.S. parents. By contrast, at least one-third of all
families in the developing world now use ORS. Outmoded feeding
practices like the slow reintroduction of food are still common
even though available evidence indicates that continued human milk
feeding during diarrheal illness results in reduced severity of
diarrhea and may also decrease the duration of illness. Thus, U.S.
children are far behind their developing world counterparts in the
proper treatment for acute diarrheal illnesses, with ineffective
and/or dangerous antidiarrheal drugs too often supplanting the use
of ORS. Similar findings have been reported in Newcastle, England.
There is no longer any excuse for ignoring the long-established and
proven guidelines for oral rehydration and feeding of infants and
children with diarrhea.

Acute Diarrhea In Older Adults

The elderly also have a substantial risk of hospitalization
and death from diarrheal diseases. In the U.S., in adults aged 55
years and above, 22,430 deaths due to diarrhea were reported from
1979 to 1987. There are few studies which address diarrheal
treatment issues in the elderly, but ORS appears to perform as well
in older age groups as it does in children.

Before Dr. Lurie's presentation, I would like to briefly read
from some of the letters to FDA and HHS which have supported our
petition. The full text of these letters is enclosed after Dr.
Lurie's testimony.
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Essential Elements of a Clinical Trial
of an Antidiarrheal Drug

Randomized
Placebo control, single ingredient
Blinded
Assessment of fluid balance
« number and frequency of stools
« stool weight or volume
e urine volume




Author: "1974 study"
Design: Randomized, double-blind
Comparison: Attapulgite/pectin v. placebo

Subjects: 50 subjects, aged 22 - 65 years,
with acute diarrhea

Findings: Favorable findings for drug
treatment with respect to:
a. physicians' global evaluations
b. subjects' evaluation of effectiveness
c. use of replacement treatement
d. total number of bowel movements
e. total number of cramps

FDA: "The study cannot be used to
demonstrate the effectiveness of attapulgite

alone.”
Letter to Pfizer, 10/14/82




Author: "1980 study"
Design: Randomized, double-blind
Comparison: Attapulgite v. placebo

Subjects: 50 subjects, aged 12 - 75 years,
with acute diarrhea

Findings: Favorable findings for drug
treatment with respect to:
a. physicians' global evaluations
b. subjects' evaluation of effectiveness
c. use of replacement treatement
d. total number of bowel movements
e. total number of cramps




Author: DuPont, et al. Am J Med, 1990

Design: Randomized, unblinded
Comparison: Attapulgite v. loperamide

Subjects: 194 adult subjects with acute
diarrhea

Findings: Favorable findings for loperamide
with respect to:

a. number of unformed stools
b. time to last unformed stool




Author: Madkour, unpublished, 1990
Design: 7?7 randomized, ? blinded
Comparison: Smectite v. placebo

Subjects: 90 hospitalized boys < 3 years, with
acute diarrhea

Findings:
a. Decreased duration of diarrhea in
smectite group

b. No change in stool output (g/kg body
weight)




Author: Charritat, et al. Ann_Pediatr (Paris),
1992

Design: Randomized, double-blind
Comparison: Attapulgite v. placebo

Subjects: 113 subjects, mean age 28 months,
with acute diarrhea

Findings:
1.Favorable findings for attapulgite with
respect to:
a. time to first and second formed stools
b. time to resumption of normal diet
2. No difference between groups with respect
to:
a. mean number of stools
b. consistency or character of stools




Summary of Studies on Attapulgite

Drug v. Asses
Study |Randomized [Placebo |Blinded S
? ? ? Fluids
?
1974 Yes No Yes No
Study
1980 Yes Yes Yes No
Study
DuPont Yes No No No
Madkour ? Yes ? Yes (Not
(smectite) effective
)
Charrita Yes Yes Yes No
t
WHO: "Smectite and attapulgite have no place

in the management of acute diarrhea in

children and should not be used"
WHO Monograph, 1990




Author: Nalin and Cash, J Pakistani Med
Assoc, 1970

Design: Randomized, ? blinded
Comparison: Kaolin v. placebo
Subjects: 49 adult cholera subjects

Findings: No difference between kaolin and
control with respect to:

a. total stool volume

b. duration of diarrhea

c. time to first negative rectal swab




Author: Portnoy, et al. JAMA, 1976
Design: Randomized, ? blinded

Comparison: Kaolin/pectin v. kaolin v. pectin
v. diphenoxylate/atropine v. placebo

Subjects: 80 subjects, aged 3 - 11 years, with
acute diarrhea

Findings:
1. Kaolin/pectin group tended to have more
formed stools
2. No difference between groups with respect
to:

a. frequency of stools

b. water content of stools

c. stool weight




‘Author: Alestig, Trollfors, Stenqvist, The
Practitioner, 1979

Design: Randomized, unblinded

Comparison: Kaolin/pectin v. charcoal v.
diphenoxylate v. placebo

Subjects: 204 adult subjects with acute
diarrhea

Findings: No difference between groups with
respect to:

a. stool frequency

b. stool consistency




Author: Watkinson, J Trop Peds, 1982

Design: Randomized, ? blinded
Comparison: Kaolin v. placebo

Subjects: 97 subjects, aged 3 - 18 months,
with acute diarrhea

Findings: No difference between groups with
respect to:

a. duration of diarrhea

b. stool water content

c. mean number of stools per day

d. maximum number of stools per day

e. change in body weight




Author: Ambroziatis, et al. ("Study 295"),
1982

Design: Randomized, double-blind
Comparison: Kaolin/pectin v. placebo
Subjects: 213 subjects with acute diarrhea

Findings:
1. Favorable findings for kaolin/pectin with
respect to:

a. proportion of subjects with diarrhea on
second day

b. consistency of stools on second day
2. No difference between groups with respect
to total frequency of stools




Author: Ambroziatis, et al. ("Study 303"),
1987

Design: Randomized, double-blind

Comparison: Kaolin/pectin v. kaolin v. pectin
v. placebo

Subjects: 508 subjects with acute diarrhea

Findings:

1. Better stool consistency for kaolin/pectin
and kaolin than for pectin or placebo

2. Shorter duration of diarrhea for
kaolin/pectin compared to all other groups




Summary of Studies on Kaolin/pectin
or its Ingredients

Drug v. Asses
Study [Randomized |Placebo|Blinded S
? ? ? Fluids
?
Nalin Yes Yes ? Yes (Not
(kaolin) effective
)
Portnoy Yes Yes ? Yes (Not
(kaolin, effective
pectin, )
kaolin/-
pectin)
Alestig Yes Yes No No
(kaolin/-
pectin)
Watkin- Yes Yes ? Yes (Not
son (kaolin) effective
)
Study Yes Yes Yes No
295 (kaolin/-
pectin
Study Yes Yes Yes No
303 (kaolin,
pectin,
kaolin/-

pectin)




WHO: "Kaolin and pectin cannot be
recommended for the treatment of diarrhea,
and there is thus no rationale for the
production and sale of products that contain

these agents."
WHO Monograph, 1990




Summary

A. Attapulgite

« There are three placebo-controlled trials of
attapulgite

« Of these only one assessed fluid balance,
and in that trial attapulgite was found to be
ineffective in preventing fluid loss

B. Kaolin/pectin

« There are six placebo-controlled trials of
kaolin/pectin or its ingredients

« Of these only three assessed fluid balance,
and in all three kaolin/pectin or its
ingredients were found to be ineffective in
preventing fluid loss

C. Conclusion

« Due to lack of evidence of efficacy in
preventing fluid loss, both attapulgite and
kaolin/pectin and its ingredients should be
immediately removed from the market




APPENDIX

RUSH-PRESBYTERIAN-ST. LUKE’'S MEDICALCENTER 1725 WEST HARRISON, CHICAGO, ILLINOIS 60612

RUSH MEDICAL COLLEGE

March 26, 1993
Lee Zwanziger, MD RICHARD H.D xs{men, M. D.
Execut ive Secretary Pediatric Gastroenterology & Nutrition
Non-Prescription Drugs Advisory Comittee (312) 942-3034
Center for Drug Evaluation and Reserach (HFD-9)

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: LETTER TO THE FDA IN SUPPORT OF THE CITIZEN’S PETITION' OF
PUBLIC CITIZEN REQUESTING A BAN AND/OR RELABELING OF FIVE
PREPARATIONS OF ANTIDIARRHEAL MEDICATIONS

Dear Dr. Zwanziger:

I am writing today in support of the above petition. I am an
academic pediatric gastroenterologist with considerable experience
in diarrheal diseases here and abroad, and am director of our
section at Rush University. 1In reference to the petition, there
are a few key points that I think need to be made:

1. Diarrheal illness in infants and children in this country is,
in general, a self-limited illness. There are, however,
several hundred childhood deaths each year in the USA from
diarrheal illness. All of these deaths are preventable with
"proper therapy."

2. "Proper therapy"™ means oral rehydration therapy (ORT), begun
early and given properly.?

3. Antidiarrheal drug therapy should not be used in the
management of acute diarrheal illness in infants and children.
As amply documented in the literature and summarized in a WHO
moncgraph® and CDC reports*, the reasons for the above

Ahmad SR, Lurie P, Wolfe SM. Citizen’s petition for a ban
and/or relabeling of antidiarrheal drugs. Public Ccitizen,
Health Research Group, 2000 P St NW, Washington DC 20036.
January 7, 1993.

Hirschhorn N, Greenough III WB. Progress in oral
rehydration therapy. Scientific American 1991;264:50-56.

World Health Organization. The rational use of drugs in
the management of acute diarrhea in children. Geneva,
WHO, 1990.
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statement include:

(a) Antidiarrheal therapies are marginally effective at
best;

(b) There may be dangers inherent in  their use (a
statement particularly true of diphenoxylate);

c) Use of antidiarrheals serves to divert attention from
the preferable and effective therapy, ORT:;

d) To the degree that anti-motility agents are effective
in controlling stool output, medical practitioners and
families can be 1lulled into thinking that diarrheal
illness has been successfully treated. This impression
may exist even if large amounts of fluid are "third
spacing” into the bowel. This 1latter condition,
espec1ally in 1nfants, might not be recognized until it
is too late. :

There may be a role for selected antidiarrheal therapy for a
few pediatric patients with chronic diarrheal conditions.®
Although as a pediatric gastroenterology specialist this
includes a fair number of mny patients, compared to the
incidence of acute diarrheal episodes such situations are
rare.

For these limited legitimate uses, pediatric
gastroenterologists and pediatricians could continue to use
agents such as loperamide if the FDA makes the changes urged
by the petitioners. Since it is only the pediatric form of
loperamide which would be banned (or relabeled), practitioners
could still prescribe the adult formulations which can be
easily crushed and placed in apple sauce, or suspended.®

I see a dual purpose in banning the pediatric preparations of

Anon. The management of acute diarrhea in children: oral
rehydration, maintenance, and nutritional therapy. MMWR
1992;41:1-20.

These chronic diarrheal conditions include inflammatory
bowel disease, chronic non-specific diarrhea of
toddlerhood, and short bowel syndrome.

A large percentage of all medications used in pediatrics
are in fact the adult formulations which are crushed or
suspended in a manner such as nmentioned here.
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the diarrheal medications in the USA. The first is to help
the children in our own country, and the second is to serve
as an example for third world governments and practitioners
who often look to us for guidance on what their health
policies should be vis-a-vis use of various medications.
Although there may be few children in the United States dying
from the inappropriate use of these medications, undoubtedly
there are tens of thousands of children a year in developing
nations succumbing unnecessarily to diarrheal illness because
of inappropriate antidiarrheal medication use (instead of
ORT).

A final point on the efficacy of antidiarrheal drugs. None
of the studies proclaiming diarrheal control efficacy of which
I am aware are solidly designed. Although a rare  study is
randomized, double~blind and placebo controlled, the N has
usually been small, and the outcome variables qualitative and
subjective parameters such as stool consistency.

The number of stools by itself is not an adequate measure of
antidiarrheal effectiveness, especially in pediatrics. This
is so because infants often have frequent small bowel
movements. A medication which decreases the number of bowel
movements slightly, but does not decrease the total water loss
per day, should not be considered an effective antidiarrheal
agent.

‘Endpoints used for assessing efficacy of antidiarrheal therapy

should therefore include measurement of stool weight per day.
The populations should be matched by age, and if this is not
done, the stool should output be adjusted in some fashion to
account for the child’s weight.

Because in pediatrics the risk of dehydration is great, it_is
important that studies of anti-motility agents also examine
the risk of third spacing:

a) Such studies should address common signs of hydration
status such as heart rate, mucosal membrane moistness,
urine output, urine specific gravity, BUN, etc.; and

b) To assess third spacing (besides the hydration
parameters), abdominal girth, discomfort, and bowel
sounds should be mentioned. ‘
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I want to thank the Advisory Committee for taking the time to
review this important petition. I would be happy to try and answer
any questions you may have.

PRIy SR

Richard H. Sandler, M.D.,

Director, Pediatric Gastroenterology and Nutrition
Assistant Professor of Pediatrics

Rush Medical College

RHS /mmm
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U}_;:‘dd!:!&m; aclgdg;e:ss F\mf{ e _ 3 United Nations Plaza
Fondo de las Naciones uﬂ p:-la la Infancia g‘x‘z"s{z%og" York 10017
: Telex: 175989
VIA FAX: 202 690 7203
5 April 1993
Dear Secretary Shalala,

I refer to my letter of 23 March and hope that an opportunity for us to meet will
soon be possible.

The survival of young children remains a major problem in the globe, particularly in
developing countries. It is estimated that 12.9 million children below 5 years of age die
every year - sixty per cent of these deaths could be prevented through low-cost and effective
measures. Vaccine preventible diseases, diarrhoea and pneumonia account for three-fourths
of these deaths. Over three million young children still die annually from diarrhoeal
diseases. Although one million young lives are estimated to be saved by the use of oral
rehydration therapy for diarrhoea, more needs to be done in this area. UNICEF, along
with other agencies, is involved in most developing countries (as well as globally) in
activities related to child survival and the control of diarrhoeal diseases. The widespread
use of ineffective and sometimes dangerous antidiarrhoeal drugs in young children is a
major issue. The World Health Organization estimates that over one billion dollars are
spent annually in harmful or useless anti-diarrhoeals globally. This is often done in places
with least resources.

Even in the industrialized world, diarrhoea is one of the most common causes of
illness in children below five years of age. The Centers for Disease Control and Prevention
in Atlanta estimate that at least 16.5 million children in the United States have diarrhoea
at least once a year, and between 300 to 500 die each year. Most of these deaths could be
prevented, if immediate action was taken at home and appropriate care made available at
health facilities. The disease accounts for 3 million visits to paediatric offices and 220,000
hospitalizations, or about 10% of all hospitalizations of children five years and younger.

The Honourable Donna Shalala

- Secretary, Health and Human Services
200 Independence Avenue, S.W.
Washington, D.C. 20201
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Public Citizen, an American Consumers Rights group, has submitted a petition 1o the
US Food and Drug Administration that calls for banning and/or relabeling of ineffective
and potentially harmful antidiarchoeal drugs sold in the U.S. These drugs have no place in
the management of acute diarrhoea in children.

The World Health Organization (WHOQ) reviewed a copy of the "Citizen's Petition
for 2 Ban and/or Relabeling of Antidiarrheal Drugs” and submitted their comments to Dr.

David Kessler, Commissioner of the Food and Drug Administration. WHO supports Public
Citizen's petition.

The decision of the Food and Drug Administration will have far reaching
consequences for the developing world, considering that most developing countries often
refer to the findings of the FDA before deciding about the efficacy, safety and need of
drugs. The decisions made here would therefore affect millions of lives throughout the
world.

This consumer movement could spearhead global action. The issues related to
antidiarrhocal drugs could become the first in a series of activities to assure safe medicine
for young children. The alternative use of scarce financial resources, both personal and
public, which is now used for useless and often harmful antidiarrhoeals, is important. At
a time when the U.S. is grappling with lowering health care costs, it seems appropriate to
review policies and guidelines related to the control of diarrhoeal diseases.

Giving top priority to programmes for reducing child health.,... promoting correct
case management in medical colleges and at home (including promotion of ORT).....
reviewing and rationalizing medical insurance and reimbursement policies according to
standard case management guidelines .... and reviewing drug policies, are some steps that
will facilitate the control of diarrhoeal deaths.

The outcome of Public Citizen's petition is of great importance not only for young
children in the U.S., but throughout the world. I write today to seek your personal attention
to the problem. '

With best wishes.
Yours sincerely,

NN

)
James P. Grant
Executive Director
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United Kingdom & Ireland

274 Banbury Road
Oxford 0X2 7Dz

Tel: (0865) 311311

Telex: 83610 OXFAM G
Fax: (0865) 312600
30/3/93

Dr Lee Zwanziger,

Executive Secretary,

OTC /Advisory Committee,

Food and Drug Administration,

CDER, HFD-9, 88-45, 5600 Fishers Lane,
Rockville, Maryland 20857, USA.

Dear Dr Zwanziger,

4Subject: Public Citizen's Petition for a Ban and/or Relabelling
of Antidiarrhoeal Drugs.

This letter reflects the views of a number of UK-based
development agencies, all of whom have health programmes in
developing countries, and who wish to support the Public
Citizen's petition on ineffective and dangerous antidiarrhoeal
drugs in young children.

While diarrhoea is a significant cause of preventable deaths of
infants in industrialised countries - 10% of the total in the
USA itself - the overwhelming burden falls on children in the

developing world, where WHO calculates that 3 million deaths
occur every year.

In our opinion the widespread sale of unscientific and expensive
antidiarrhoeal drugs contributes to this appalling toll. First,
it encourages the mistaken view that drugs, and not oral
rehydration, are an appropriate treatment for acute diarrhoea.
WHO states categorically in its scientific review 'The Rational
Use of Drugs in the Management of Acute Diarrhoea in Children':

"Antidiarrhoeal drugs and emetics should never be used. None
has any proven practical value and some are dangerous".

Second, the cumulative cost of inappropriate antidiarrhoeal
drugs is an unnecessary and highly damaging misuse of scarce
resources in countries where national and household budgets for
health are grossly inadequate. The production and promotion of
oral rehydration solution, with continued feeding, could save
lives at a cost of only 50 cents per child.

The 1986 Drug Exports Amendment Act prevented the direct export
of drugs to developing countries which were not licensed for use
in the USA. The full value of this legislation is felt when
drugs are adequately regulated in the domestic market. As we
understand the OTC Advisory Committee will confine itself to
discussion of kaolin and attapulgite on April 9th we can only

. reiterate WHO's position on the lack of evidence on efficacy and

safety of these preparations. Neither reduces fluid or




electrolyte loss, and kaolin may interfere with efficacy of
antibiotics, when these are indicated. Therefore they have no

place in the management of acute diarrhoea and should not be
used.

In addition, we would like to draw to your attention an entry in
the Physicians' Desk Reference (1992) which gives the
dangerously misleading impression that the drug Imodium should
be used as a primary agent in the treatment of acute dlarrhoea
in children. This states:

"the use of Imodium does not preclude the administration of
appropriate fluid and electrolyte therapy"

Drug Regulatory Authorities in developing countries frequently
lack the capacity to evaluate drugs, and to provide high quality
information. They often depend on the US-PDI, PDR, and on
regulatory decisions in developed countries.

We urge that this extra dimension of responsibility is noted by
the committee, and that action is taken in response to the
petition.

Yours sincerely,

ww;Q ?éﬁ»w -

Director, Oxfam.

otin, Ganfinlo

Director, Action Aid.

' Ve /
Cx{ldk Ve j%]hy y v~

Director, Save the Children Fund.

\/Mgrmﬂu/\/

Deputy Dlrector, Christian Aid.

(Q\ub\__) R‘LQM

Assistant Director, Cafod.

Diréctor, British Red Cross.
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Mexsage No. _____ Pago oL of 2 piges | Date: § Maren 1993
Froui:  Ditactor, Division of Dlarchosal T D2 David A, Kessled, Comuissioner, Food and

and Acute Respirstory Dlsesss Drug, Adninistration, Rockvrlilie, MD 20837 USA

Centireld
Our rel: -~ ' Fax. No. 301 643 340

Napsomitill I -

tor: ‘ Subject: CITIZEN'S PETITION KR A BAN AND/OR RELABBLING OF
Pr L. Richards , ANTIDIARRHEAL DBUGS

TEXT { Dear Dr Kensler,

We zagently revipwad & copy of thy "Gitizen's Petictlon for & Ban and/or
Ralabaling of Antidiarchesl Drugs” submiteted o your office by rwblis Citlxen.
We share the concerns voleod in the petition over the widaspread use of
inefiisctive and often dangurous antidisrrhoesl drugs in yeun( childrss,

: Ve ave particulasly goncerned shat sows antidipgrhoes) drugs marketad in

ths Uriced $tatos and devaloping countrien sre baing promoted by thelr
narwlecturars an pdiungis to adul rehyduation wherapy. In fuct, Jatsmen's
ancey for IMODIUM in thu Physicians' Denk Refeirence (1592, p. 1139) goes a scap
turther,. svating thas "ghe uae of IMODTUM dean nit preciuds the adniniscyasion
of appropriate fluld swd slectzulyte shavupy™. This statemert conveys to us
the measage thad IMODIUM shouwld be the fipst agent used to cieat diarrhoes in
ehilAran it rhac aral rehvdiasien therspy pight alse play ddme role, Wnile -
OR¥ trests dehydracion by rlplu:sln' slactyrelyts smd Yluld Jojsyey, we de noc
feul that Che use of IMODIUM hay & significant errect on fluld mnd dlectralyts
loss or on the duracion aud sevaricy of dlavrhoes. TMODIUN Lo sasiar chan ORS
to sdniniscer o children, howsver, snd {¢ L¢ peascnable t& suppose that &
wother glving IMODIUM to her ohild in che Ballef that fe will “stop" diarvhess
will pay acant sttantien to feeding and robydrating the child.

The slaid mada by Jansssn fo the Rhyupdilans’ Dash.Bafarince that IMODIUM
rdiminlshes the loas of fluld and alostrolyvan® caunnot in our view be supported
by publishsd svudies. 1t {» alilesding, charufore, for cha panufacturer to
| imply chat IMODIUM ix &n any way & subacituls for oral rehydratlon chetspy, or

€O #4vise that LT be used in senjuncrien with oval rehydvatinva therapy.

In a nimilay farhion McNeil Conaumsr Products, munufacturey of
IMODIUM A<D (an ever-she.tounter preparvation of loperasids) har linked the use
of its product with oral rehydration thezapy. Im & letter dated 31 July 1992
to the Medical Lebby for Appropriate Morke:lng, which MalAM has shared wich us,
Dr Anthony R, Temple of McNeil staces that:

Copiss to: Ditsccor, PHA T

Dr J. Yumes, Ghief, Spacisl Progmam, -HMP, AIRO
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"It has beon standurd pyasules by ghysliclans {n the U.§., to use
vehydraeion initially and then to use oral antidierzheal madications as
appzopriste.”

A Taview ef curyent pediatrics conehbosks, howaver, failec ¢ find any that
advouate ths uss of antidiarrhosal agents, including sntimotilicy druge. for thu

+

rousine managomert of acuce dianthous.

While our Programme (v puretsvliarly turgeted st developing countries,
vhere diarrthoeal dlsesses sccount for more than J aillion deaths (n young
ehildrun sach year. diaysheas is aascciated with algnificent childhood norbidiey
and workality in the Unite?d States st wall, causing sos 300 desths annuslly,
and 10X of preventable poutnesnstal irnfanc deschs. .

We would also like to point gue that ta femulacing thely drug palicies,
developling countrias often consider che findings of che Food and Drug

- Muiniscration and amsvicun and Ewzepesn plarsacoposias bafore desiding about

the safaty and officecy of & dwug, Ve urge you te bear in mind chat che
declsions nads by yeur dgency aifect net only Asaricans but also policy makexs
and prescribexs from cthur ecountrios who leok v cha FDA as & socurce of
objective and acowrete informatiom.

Wa sce sending, undar sepivats cover, s copy of cur publication sacicled
*The raclonsl use of drugs in ths management nf ascuts dlarshoes in children-,
This book reviews pubilahed scudien of che efflunny und safaty of ancidiirrhsenl
drugs, Lncluding lopsramide, that are condinly sdministered to chlldren in
devaloping souncries. Ala¢ enclosed {s & rycently published a¥ilole outlining
WHO's easu Nansgemsnt astrategy for diarrhoes in developing and Zaevaloped
souniities. We hope that thade will setve as n ugeful referiéncs, and would be
plaaiced e answer any querina you may heve of Co provide furthar {nformacion.

We will follow with intazes® the ourcome of the Public Citisen petition.
Youra ainearely,
ited
!
Br J. Tullech
DPirector

Division of Diasrrhosal and Auuts
Rospizatory Digwane Sontynl
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International Child Health Foundation

10830 Littla Patuxont Parkway-¢ Contury D'leza ¢ Bulte 325
Columdiy, MD 21044
Tolephone: (301) 699-4514 or FAX (§10) 992-5841

March 29, 1983

Dr. David A. Kessler

Commissioner, Food and Drug Administration
Rockville, Maryland 20867

Dear Dr. Kessler: RE: FDA hearing on antidiarrheal drugs

We share the concerns expressed by the World Health Organization in response to the
Public Citizen petition to the U.S. Food and Drug Administration (FDA) asking for a
relabeling of some antidiarrheal drugs and a banning of others. This petition recognizes
that there has been widespread and inappropriate use of drugs for treatment of children

with acute diarrhea and that most drug use for diarrhea is expensive, unnecessary, and
potentiaily harmful. v

Every year over 3 million children under age 4 die from seifects of diarrheal disease. As
reported by the Centers for Disease Control (CDC), children in this country are among
those afflicted (CDC reports 350-500 deaths and over 200,000 hospitalizations of young
children in the U.S. each year are from diarrheal disease). Tan percent of postneonatal

infant death and ten percent of non-surgical hospitalizations of children in the U.S. are
rasults of diarrheai disease.

Most of the diarthea-related hospitalizations and deaths could be prevented with oral
rehydrapon thera_‘py (ORT) alone. ORT includes use of an oral elgctrolyte solution and
appropriate feeding. To be most effective, treatment is started at the onset of diarrhea-

re_alated iliness. In most cases this early treatment prevents serious consequences of
diarrhea and, in most cases, ORT and feeding are all that are needed.

Sadly, education about how to prevent and how to treat diarrheal diseases eftectively and
correctly Is missing both from both public education and appropriate medical education.
We are actively working on this with our Partners for Better Health network, which
includes physicians at a growing number of U.S. schools of medicine and hospitals such
as Cincinnati Children's Hospital, Grady Hospital, Johns Hopking, Harvard, Massachusetts

G;zneral Hospital, University of Maryland Hospital, Texas Children’s Hospital, Tulane, and
others. ,

We at lqternational Child Health Foundation (ICHF) first began our promotion of orat
rehydration therapy in 1987 with a symposium at the National Academy of Sciences.
Since then, we are glad that awareness of the potential 1o save lives and health care
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costs through appropna('e management of diarrheal disease is spreading. We began our
efforts 1o increass use of ORT in the United States because U.S. health practices are
followed closely by Third World leaders and institutions. Whal we do here in the United
States has a major unpact on practices and beligfs abroad.

Implementing the long- olecommended preferred treatment of diarrhea with ORT and
feeding would reduce out own problems and costs and, at the same time, help worldwide
efforts to stem millions of preventable deaths. While drugs that are used in appropriate
ways can save lives, widespread and Inappropriate use of drugs can kill. The potential
costs of inappropriate drug use are deaths and millions of wasted dollars.

Sincerely,

{
| |
g : FOR THE IkTERNATIONAL CHILD HEALTH FOUNDATION

Charlene B. Dale | W. B. Greenough, iil, M.D.
Executive Vice President | Juhns Hopkins University

‘
| ‘ and President, ICHF
!
%

Ronald L. Kieinman, M.D. David A. Sack, M.D.
Chairman, Pediatric Gastr?enterology ‘Department of International
and Nutrition Depariment, . Health
Massachusetts General Hospital, and Johns Hopkins University
Committee on Nutrition, and
American Academy of Pediatrics Chairman
and \ ICHF Task Force on
ICHF Board of Trustees | Cereal-based ORT
Enclosures:
I_rglnlﬁg___h_ﬂ_a_rltga_l__fgr_Treg ment and Prevermon of Childhood Diarthea with_Oral

a utrition, ‘and Hygiene, a publication of the international

nlld Health Foundation, Columbia, Maryland, 1892,

Summary: Description of th
ICHF Newsletter

ICHf Partners for Better Health Program

"The Management of Acute|Diarrhea in Children: Oral Rehydration, Maintenancs and
Nutritionaf Therapy," Reportiof U.S. Department of Health and Human Services, Public
Health Service, Centers for Disease Control and Prevention (CDC), October 16, 1992,

Volume 14, No. RR16. Note! Most of the -consultants and reviewers are ICHF technical
advisors and trustess.

e ———
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Peter Lurie, MD, MPH

University of California, San Francisco
Department of Family and Community
Medicine |
Department of Epidemiology and
Biostatistics

Testimony before FDA
Nonprescription Drugs Advisory Committee
on the Efficacy of Attapulgite and
Kaolin/pectin in the Treatment of Diarrhea

April 9, 1993




Essential Elements of a Clinical Trial
of an Antidiarrheal Drug

Randomized
Placebo control, single ingredient
Blinded
Assessment of fluid balance
« number and frequency of stools
e stool weight or volume
e urine volume




Author: "1974 study"
Design: Randomized, double-blind
Comparison: Attapulgite/pectin v. placebo

Subjects: 50 subjects, aged 22 - 65 years,
with acute diarrhea

Findings: Favorable findings for drug
treatment with respect to:
a. physicians' global evaluations
b. subjects' evaluation of effectiveness
c. use of replacement treatement
d. total number of bowel movements
e. total number of cramps

FDA: "The study cannot be used to
demonstrate the effectiveness of attapulgite

alone.” |
Letter to Pfizer, 10/14/82




Author: "1980 study"
Design: Randomized, double-blind
Comparison: Attapulgite v. placebo

Subjects: 50 subjects, aged 12 - 75 years,
with acute diarrhea

Findings: Favorable findings for drug
treatment with respect to:
a. physicians' global evaluations
b. subjects’ evaluation of effectiveness
c. use of replacement treatement
d. total number of bowel movements
e. total number of cramps




Author: DuPont, et al. Am J Med, 1990

Design: Randomized, unblinded
Comparison: Attapulgite v. loperamide

Subjects: 194 adult subjects with acute
diarrhea

Findings: Favorable findings for loperamide
with respect to:

a. number of unformed stools

b. time to last unformed stool




Author: Madkour, unpublished, 1990
Design: ? randomized, ? blinded
Comparison: Smectite v. placebo

Subjects: 90 hospitalized boys < 3 years, with
~acute diarrhea

Findings:
a. Decreased duration of diarrhea in
smectite group

b. No change in stool output (g/kg body
weight) |




Author: Charritat, et al. Ann Pediatr (Paris),
1992

Design: Randomized, double-blind
Comparison: Attapulgite v. placebo

Subjects: 113 subjects, mean age 28 months,
with acute diarrhea

Findings:
1.Favorable findings for attapulgite with
respect to:
a. time to first and second formed stools
b. time to resumption of normal diet
- 2. No difference between groups with respect
to:
a. mean number of stools
b. consistency or character of stools




Summéry of Studies on Attapulgite

Drug v. Asses
Study [Randomized |Placebo|Blinded S
? ? ? Fluids
?
1974 Yes No Yes No
Study
1980 Yes Yes Yes No
Study
DuPont Yes No No No
Madkour ? Yes -2 Yes (Not
(smectite) effective
)
Charrita Yes Yes Yes No

t

WHO: "Smectite and attapulgite have no place
in the management of acute diarrhea in

children and should not be used"
WHO Monograph, 1990




Author: Nalin and Cash, J Pakistani Med
Assoc, 1970

Design: Randomized, ? blinded
Comparison: Kaolin v. placebo
Subjects: 49 adult cholera subjects
Findings: No difference between kaolin and
control with respect to:

a. total stool volume

b. duration of diarrhea
c. time to first negative rectal swab




Author: Portnoy, et al. JAMA, 1976
Design: Randomized, ? blinded

Comparison: Kaolin/pectin v. kaolin v. pectin
v. diphenoxylate/atropine v. placebo

Subjects: 80 subjects, aged 3 - 11 years, with
acute diarrhea

Findings:
1. Kaolin/pectin group tended to have more
formed stools
2. No difference between groups with respect
to:

a. frequency of stools

b. water content of stools

c. stool weight




Author: Alestig, Trollfors, Stenqvist, The
Practitioner, 1979

Design: Randomized, unblinded

Comparison: Kaolin/pectin v. charcoal v.
diphenoxylate v. placebo

Subjects: 204 adult subjects with acute
diarrhea

Findings: No difference between groups with
respect to:

a. stool frequency

b. stool consistency




Author: Watkinson, J Trop Peds, 1982
Design: Randomized, ? blinded
Comparison: Kaolin v. placebo

Subjects: 97 subjects, aged 3 - 18 months,
with acute diarrhea

Findings: No difference between groups with
respect to:

a. duration of diarrhea

b. stool water content

c. mean number of stools per day

d. maximum number of stools per day

e. change in body weight




Author: Ambroziatis, et al. ("Study 295"),
1982

Design: Randomized, double-blind
Comparison: Kaolin/pectin v. placebo
Subjects: 213 subjects with acute diarrhea

Findings:
1. Favorable findings for kaolin/pectin with
respect to: .

a. proportion of subjects with diarrhea on
second day

b. consistency of stools on second day
2. No difference between groups with respect
to total frequency of stools




Author: Ambroziatis, et al. ("Study 303"),
1987

Design: Randomized, double-blind

Comparison: Kaolin/pectin v. kaolin v. pectin
v. placebo

Subjects: 508 subjects with acute diarrhea

Findings: |

1. Better stool consistency for kaolin/pectin
“and kaolin than for pectin or placebo

2. Shorter duration of diarrhea for |
kaolin/pectin compared to all other groups




Summary of Studies on Kaolin/pectin
-or, its Ingredients

: Drug v. Asses
Study |Randomized |Placebo|Blinded s
? ? ? Fluids
| ?
Nalin Yes Yes ? Yes (Not
(kaolin) effective
)
Portnoy Yes Yes ? Yes (Not
(kaolin, effective
pectin, )
kaolin/-
pectin)
Alestig Yes Yes No No
(kaolin/-
pectin)
Watkin- Yes Yes ? Yes (Not
son (kaolin) effective
)
Study Yes Yes Yes No
295 (kaolin/-
pectin
Study Yes Yes Yes No
303 (kaolin,
pectin,
kaolin/-

pectin)




WHO: "Kaolin and pectin cannot be
recommended for the treatment of diarrhea,
and there is thus no rationale for the
production and sale of products that contain

these agents."
WHO Monograph, 1990




Summary

A. Attapulgite

« There are three placebo-controlled trials of
attapulgite

« Of these only one assessed fluid balance,
and in that trial attapulgite was found to be
ineffective in preventing fluid loss

B. Kaolin/pectin

« There are six placebo-controlled trials of
kaolin/pectin or its ingredients

« Of these only three assessed fluid balance,
and in all three kaolin/pectin or its
ingredients were found to be ineffective in
preventing fluid loss

C. Conclusion

 Due to lack of evidence of efficacy in
preventing fluid loss, both attapulgite and
kaolin/pectin and its ingredients should be
immediately removed from the market




RUSH-PRESBYTERIAN-ST. LUKE’'S MEDICALCENTER

March 26, 1993

APPENDIX

RUSH MEDICAL COLLEGE

Lee Zwanziger, MD RICHARD H.D' i:\gm.en. M. D.
Executive Secr etary Pediatnic Gastroenterology & Nutrition
Non-Prescription Drugs Advisory Comittee (312) 942-3034

Center for Drug Evaluation and Reserach (HFD-9)
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

"RE:

LETTER TO THE FDA IN SUPPORT OF THE CITIZEN’S PETITION' OF
PUBLIC CITIZEN REQUESTING A BAN AND/OR RELABELING OF FIVE
PREPARATIONS OF ANTIDIARRHEAL MEDICATIONS

Dear Dr. Zwanziger:

I am writing today in support of the above petition. I am an
academic pediatric gastroenterologist with considerable experience
in diarrheal diseases here and abroad, and am director of our
section at Rush University. 1In reference to the petition, there
are a few key points that I think need to be made:

1‘

Diarrheal illness in infants and children in this country is,
in general, a self-limited illness. There are, however,
several hundred childhood deaths each year in the USA from
diarrheal illness. All of these deaths are preventable with
"proper therapy."

"Proper therapy®™ means oral rehydration therapy (ORT), begun
early and given properly.?

Antidiarrheal drug therapy should not be used in the
management of acute diarrheal illness in infants and children.
As amply documented in the literature and summarized in a WHO
noncgraph® and CDC reports®, the reasons for the above

Ahmad SR, Lurie P, Wolfe SM. Citizen’s petition for a ban
and/or relabeling of antidiarrheal drugs. Public Citizen,
Health Research Group, 2000 P St NW, Washington DC 20036.
January 7, 1993.

Hirschhorn N, Greenough III WB. Progress in oral
rehydration therapy. Scientific American 1991;264:50-56.

World Health Organization. The rational use of drugs in
the management of acute diarrhea in children. Geneva,
WHO, 1990.

1725 WEST HARRISON., CHICAGO. ILLINOIS 60612
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statement include:

(a) Antidiarrheal therapies are marginally effective at
best:

(b) There may be dangers inherent in  their use (a
statement particularly true of diphenoxylate);

¢) Use of antidiarrheals serves to divert attention from
the preferable and effective therapy, ORT:;

d) To the degree that anti-motility agents are effective
in controlling stool output, medical practitioners and
families can be 1lulled into thinking that diarrheal
illness has been successfully treated. This impression

may exist even if large amounts of fluid are "third
spacing” into the bowel. This 1latter condition,
especially in infants, might not be recognized until it
is too late. ' :

There may be a role for selected antidiarrheal therapy for a
few pediatric patients with chronic diarrheal conditions.®
Although as a pediatric gastroenterology specialist this
includes a fair number of my patients, compared to the
incidence of acute diarrheal episodes such situations are
rare. -

For these limited legitimate uses, pediatric
gastroenterologists and pediatricians could continue to use
agents such as loperamide if the FDA makes the changes urged
by the petitioners. Since it is only the pediatric form of
loperamide which would be banned (or relabeled), practitioners
could still prescribe the adult formulations which can be
easily crushed and placed in apple sauce, or suspended.®

I see a dual purpose in banning the pediatric preparations of

Anon. The management of acute diarrhea in children: oral
rehydration, maintenance, and nutritional therapy. MMWR
1992;41:1-20.

These chronic diarrheal conditions include inflammatory
bowel disease, chronic non-specific diarrhea of
toddlerhood, and short bowel syndrome.

A large percentage of all medications used in pediatrics
are in fact the adult formulations which are crushed or
suspended in a manner such as mentioned here.
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the diarrheal medications in the USA. The first is to help
the children in our own country, and the second is to serve
as an example for third world governments and practitioners
who often look to us for guidance on what their health
policies should be vis-a-vis use of various medications.
Although there may be few children in the United States dying
from the inappropriate use of these medications, undoubtedly
there are tens of thousands of children a year in developing
nations succumbing unnecessarily to diarrheal illness because
of inappropriate antidiarrheal medication use (instead of
ORT).

A final point on the efficacy of antidiarrheal drugs. None
of the studies proclaiming diarrheal control efficacy of which
I am aware are solidly designed. Although a rare study is
randomized, double-blind and placebo controlled, the N has
usually been small, and the outcome variables qualitative and
subjective parameters such as stool consistency.

The number of stools by itself is not an adequate measure of
antidiarrheal effectiveness, especially in pediatrics. This
is so because infants often have frequent small bowel
movements. A medication which decreases the number of bowel
movements slightly, but does not decrease the total water loss
per day, should not be considered an effective antidiarrheal
agent.

‘Endpoints used for assessing efficacy of antidiarrheal therapy

should therefore include measurement of stool weight per day.
The populations should be matched by age, and if this is not
done, the stool should output be adjusted in some fashion to
account for the child’s weight.

Because in pediatrics the risk of dehydration is great, it'is
important that studies of anti-motility agents also examine
the risk of third spacing:

a) Such studies should address common signs of hydration
status such as heart rate, mucosal membrane moistness,
urine output, urine specific gravity, BUN, etc.; and

b) To assess third spacing (besides the hydration
parameters), abdominal girth, discomfort, and bowel
sounds should be mentioned. '
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I want to thank the Advisory Committee for taking the time to
review this important petition. I would be happy to try and answer
any questions you may have.

N I

Richard H. Sandler, M.D.,

Director, Pediatric Gastroenterology and Nutrition
Assistant Professor of Pediatrics

Rush Medical College

RHS /mmm
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unicef &

Unated Nations Children's M‘ ] 3 United Nations Plaza
R .. o B B
i Telex: 175989
VIA FAX: 202 690 7203
5 April 1993
Dear Secretary Shalala,

I refer 1o my letter of 23 March and hope that an opportunity for us to meet will
soon be possible.

The survival of young children remains a major problem in the globe, particularly in
developing countries. It is estimated that 12.9 million children below S years of age die
every year - sixty per cent of these deaths could be prevented through low-cost and effective
measures, Vaccine preventible diseases, diarrhoea and pneumonia account for three-fourths
of these deaths. Over three million young children still die annually from diarrhoeal
diseases. Although one million young lives are estimated to be saved by the use of oral
rehydration therapy for diarrhoea, more needs to be done in this area. UNICEF, along
with other agencies, is involved in most developing countries (as well as globally) in
activities related to child survival and the control of diarrhoeal diseases. The widespread
use of ineffective and sometimes dangerous antidiarrhoeal drugs in young children is a
major issue. The World Health Organization estimates that over one billion dollars are
spent annually in harmful or useless anti-diarrhoeals globally. This is often done in places
with lcast resources.

Even in the industrialized world, diarrhoea is one of the most common causes of
illness in children below five years of age. The Centers for Disease Control and Prevention
in Atlanta estimate that at least 16.5 million children in the United States have diarrhoea
at least once a year, and between 300 to 500 die each year. Most of these deaths could be
prevented, if immediate action was taken at home and appropriate care made available at
health facilities. The disease accounts for 3 million visits to paediatric offices and 220,000
hospitalizations, or about 10% of all hospitalizations of children five years and younger.

The Honourable Donna Shalala

_ Secretary, Health and Human Services
200 Independence Avenue, S.W.
Washington, D.C. 20201
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Public Citizen, an American Consumers Rights group, has submitted a petition 1o the
US Food and Drug Administration that calls for banning and/or relabeling of ineffective
and potentially harmful antidiarrhoeal drugs sold in the U.S. These drugs have no place in
the management of acute diarrhoea in children. '

The World Health Organization (WHOQ) reviewed a copy of the "Citizen's Petition
for a Ban and/or Relabeling of Antidiarrheal Drugs” and submitted their comments to Dr.
David Kessler, Commissioner of the Food and Drug Administration. WHO supports Public
Citizen’s petition.

The decision of the Food and Drug Administration will have far reaching
conscquences for the developing world, considering that most developing countries often
refer to the findings of the FDA before deciding about the efficacy, safety and need of
drugs. The decisions made here would therefore affect millions of lives throughout the
world.

This consumer movement could spearhead global action. The issues related to
antidiarrhocal drugs could become the first in a series of activities to assure safe medicine
for young children. The alternative use of scarce financial resources, both personal and
public, which is now used for useless and often harmful antidiarrhoeals, is important. At
a time when the U.S. is grappling with lowering health care costs, it seems appropriate to
review policies and guidelines related to the control of diarrhoeal diseases.

Giving top priority to programmes for reducing child health..... promoting correct
case management in medical colleges and at home (including promotion of ORT)....
reviewing and rationalizing medical insurance and reimbursement policies according to
standard case management guidelines..... and reviewing drug policies, are some steps that
will facilitate the control of diarrhoeal deaths.

The outcome of Public Citizen's petition is of great importance not only for young
children in the U.S., but throughout the world. I write today to seek your personal attention
to the problem. '

With best wishes.
Yours sincerely,

AN

)
James P. Grant

Executive Director




United Kingdom & Ireland

274 Banbury Road
Oxford 0X2 7DZ

Tel: (0865) 311311,

Telex: 83610 OXFAM G
Fax: (0865) 312600
30/3/93

Dr Lee Zwanziger,

Executive Secretary,

OTC /Advisory Committee,

Food and Drug Administration,

CDER, HFD-9, 88-45, 5600 Fishers Lane,
Rockville, Maryland 20857, USA.

Dear Dr Zwanziger,

'Subject: Public Citizen's Petition for a Ban and/or Relabelling
of Antidiarrhoeal Drugs.

This letter reflects the views of a number of UK-based
development agencies, all of whom have health programmes in
developing countries, and who wish to support the Public
Citizen's petition on ineffective and dangerous antidiarrhoeal
drugs in young children.

While diarrhoea is a significant cause of preventable deaths of
infants in industrialised countries - 10% of the total in the
USA itself - the overwhelming burden falls on children in the
developing world, where WHO calculates that 3 million deaths
occur every year.

In our opinion the widespread sale of unscientific and expensive
antidiarrhoeal drugs contributes to this appalling toll. First,
it encourages the mistaken view that drugs, and not oral
rehydration, are an appropriate treatment for acute diarrhoea.
WHO states categorically in its scientific review 'The Rational
Use of Drugs in the Management of Acute Diarrhoea in Children':

"Antidiarrhoeal drugs and emetics should never be used. None
has any proven practical value and some are dangerous".

Second, the cumulative cost of inappropriate antidiarrhoeal
drugs is an unnecessary and highly damaging misuse of scarce
resources in countries where national and household budgets for
health are grossly inadequate. The production and promotion of
oral rehydration solution, with continued feeding, could save
lives at a cost of only 50 cents per child.

The 1986 Drug Exports Amendment Act prevented the direct export
of drugs to developing countries which were not licensed for use
in the USA. The full value of this legislation is felt when
drugs are adequately regulated in the domestic market. As we
understand the OTC Advisory Committee will confine itself to
discussion of kaolin and attapulgite on April 9th we can only
. reiterate WHO's position on the lack of evidence on efficacy and
safety of these preparations. Neither reduces fluid or




electrolyte loss, and kaolin may interfere with efficacy of
antibiotics, when these are indicated. Therefore they have no

place in the management of acute diarrhoea and should not be
used.

In addition, we would like to draw to your attention an entry in
the Physicians' Desk Reference (1992) which gives the
dangerously misleading 1mpre551on that the drug Imodium should

be used as a primary agent in the treatment of acute dlarrhoea
in children. This states:

"the use of Imodium does not preclude the administration of
appropriate fluid and electrolyte therapy"

Drug Regulatory Authorities in developing countries frequently
lack the capacity to evaluate drugs, and to provide high gquality
information. They often depend on the US-PDI, PDR, and on
regulatory decisions in developed countries.

We urge that this extra dimension of responsibility is noted by
the committee, and that action is taken in response to the
petition.

Yours sincerely,

Director, Oxfam.

o, Gunfuld

Director, Action Aid.

0\’1% D /’L_/)A‘,-/z;’v-\//

Director, Save the Children Fund.

\fmgyu\/%_ﬁ/\/

Deputy Dlrector, Christian Aid.
&\C/(/\———) R\LQ)'/

Agssistant Director, Cafod.

Diréctor, British Red Cross.
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Message
From:

Our rel:

' WORLD HEALTH ORGANIZATION C Teegs UNISANTE GENEVA
 CH-1211 ORNEVA 37 - SWITZERLAND @@P Tats +410028) 791 20 11 Telen: 418418

FACHIMILE: 7881813, 7910748
No. Poge L of 2 puges | Date: 8 Maren 1603

Dicactor, Division of Dlarchosal To: De David A, Kessler, Comuisslonsr. Food snd
and Acuts Respiratery Disesss Druj Adnministratiion. Rockville, MND 20837 USA
Contirel

* Fax, Nou 301 &4 310

"onmnaig

Originator: | Subjest; CITIZEN'S PETITION TOR A BAN AND/OR RELABELING OF
Dr L. Richards - ANTIDIARRHEAL DRUGS

TEXT

Desr Or Ressler, -

We zacantly xevigwad & copy of the "Citizen's Petition f3r & Ban and/or
Ralabeling of Antidiarrhesl Druge” submitted to your effice by rublic Cltiken.
We share the concerns volced in the pesition over the widespread use of
inefflective and often dangurous antidiarrhoesl drugl in younp children,

Ve aye particulaely goncerned chat soms antidiscthoeslt crugs markesad tn
the Uriced $tates and devaloping countyier sre baing promutes by thair
nanulsctureys an adiusgtg to edul rehydration whegapy. In fict, Jatnssen's
ancey for 1MODIUM in the Physiclans! Dank Reference (1592, p. 1139) goes a scap
turcher, svating thae "ghe uas of INODIUM deas nit precluds the adminietyasion
of appropriasce fluid gnd sleztrulyts sherupy". Thia statemsit conveys to us
the massage that INODIUM ghould be tha fipst agent used to tien: diarrhoes in
rhildran Wt rhat aral rehvdtailen therspy pight alse play ioms role. Whils -
ORS tresss dehydracion by rmplaning slactrelyts snd fluld jossey, vwe €9 noc
fesl that the use of IMODIUM hay @ significant errect on flulcd and dlectrolyts
loss or on the duracion and sevirity of diaurhosa. IMODIUN in sasisr than ORS -
to adninisiey to children, however, and 4f L¢ peascrable t& muppose that &
mether giving IMODIUM cto her child in the Baldlef chat fe will, “step* diarvhess
will pay szant attantien to fesiing and rohydrating the ehild.

The ¢laid mads by Janssen io the Rhypdiainns’ Dinsh Rafarince that IMODIUM
rdininlahes the loas of fluld and slesrvolytan® caunst in our view be supporcted
by publishad acudies. 1t {5 alaleading, tharofore, for cha sanufacturer to

| imply chat IMODIUM ia 4n any vay & subsciculs for oral gahydratlon cherspy, er

o auvies that (T be used in econjunctien with eval rehydratica therapy.

In a sinilay fashion McNg{l Consunsrz Products, manufacturey of
IMODIUM A<D (an eversche.soumter preaparation of loperanids) has linked the use
of its product with ozal rehydration therapy. In 4 letter dated 31 July 1992
to the Madical Lebby for Appropriate Kerketing, which MalAX hat shared wich us,
Dr Anthony R, Temple of NcRell states thas:

Copiss to:  Ditsctor, PHA . :

Dr' J. Yumes. Ghief, Spacisl Frogzam, HMP, AMRO
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‘It has been standard pracules by ¢hystefans {n ths U.S, ¢to uss
tehydracien tnitially and then =0 use ozal sntidisrtheal madications as
appiopriate.’

A Teview of curvent psdistrics tantbosks, howsver, fallet t¢ find any that
sdvocate tha usp of antidiarrhosal sgents, including sntimoti{licy drugs. for the

D

routing managenert of acuts diarthous.

Whils our Prograsne L{a purtieviarly turgeted at devaloping eountries,
vhere diarchoeal disssnes account for morve than J ailliom deaths in young
ehildrun sach yesr, diayihead (s adsociated vith slgnificant childhood norbidiey
and morkality in the United States st wall, cauiing soms 300 dasths annually,
and 10X o4 preventable pontneonstal frnfanc deaths. _

We would also like to poirt gut that (a fermulacing thel® drug policies,
developing countrias oftun ccnsider ths findings of the Food and Drug

- Mmintstracion and american end Buxopean plavmacopoeias defore desiding about

the safety and efficecy of a dmug., We urge you cto bear in mind chat the
decisions made by yeur agency a!fect not cnly Americans but alsc policy makers
and prescribers from other esountrits who leok s» the FDA as & scurce of
objertive and acourste informatiom. '

Wa arve sending, undar sepizats cover, s copy $f our publication sncicled
*The raziens) use of drugs 4in the managemsnt of acute dleyvhoss in ehildren-.
This book revievs pubilebed acudies of che effluncy und safaty ¢f antidlirrhsenl
druge, including lopsramide, that are comonly administered to chlldren tn
devaloping countries. Als¢e enclossd s 8 recently published artlole outlining
WHO's ecaso Nansgemsnt ascctategy f£or diarrhoea in developing and devaloped
eouriiries. We hope that these will setve as & uselul referenca, and would be
pleszed e ansver sny quariss you may have of Co provics further informacion.

We will follow with intezas® the outconn of the Public Citisen petition.
Youra sirsarsly,
Pr J. Tullech
Pirector

Pivision of Disrrhosal and scuts
Respiratory Dicvase Sontrol
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International Child Health Foundation

10430 Little Patuxont Parkway ¢ Contury Pluza ¢ Bulte 325
Columbdiu, MD 21044
‘Talephone: (304) 696-4514 or FAX (410) 992-5841

March 29, 1993

Dr. David A. Kessler

Commissioner, Food and Drug Administration
Rockville, Maryland 20857

Dear Dr. Kessler: RE: FDA hearing on antidiarrheal drugs

We share the concems expressed by the World Health Organization in response to the
Public Citizen petition to the U.S. Food and Drug Administration (FDA) asking for a
relabeling of some antidlarrheal drugs and a banning of others. This petition recognizes
that there has been widespread and inappropriate use of drugs for treatment of children

with acute diarrhea and that most drug use for diarrhea is expensive, unnecessary, and
potentially harmful. . '

Every year over 3 million children under age 4 die from effects of diarrheal disease. As
reported by the Centers for Dissase Control (CDC), children in this ¢country are among
those aftlicted (COC reports 350-500 deaths and over 200,000 hospitalizations of young
children in the U.S. each year are from diarrheal disease). Ten percent of postneonatal

infant death and ten parcent of non-surgical hospitalizations of children in the U.S. are
rasults of diarrheal disease.

Most of the diarrhea-related hospitalizations and deaths could be prevented with oral
rehydration therapy (ORT) alone. ORT includes use of an oral elgctrolyte solution and
appropriate feeding. To be most effective, treatment is started at the onset of diarrhea-
rolated iliness. In most cases this early treatment prevents serious consequences of
diarrhea and, in most cases, ORT and feeding are all that are needed.

Sadly, education about how 1o prevent and how to treat diarrheal dissases effectively and
correctly is missing both from both public education and appropriate medical education.
We are actively working on this with our Panners for Better Health network, which
Includes physicians at a growing number of U.S. schools of medicine and hospitals such

as Cincinnati Children's Hospital, Grady Hospital, Johns Hopking, Harvard, Massachusetts

G:‘neral Hospital, University of Maryland Hospital, Texas Children’s Hospital, Tulane, and -
others. ‘

We &t !r;temationa! Child Health Foundation (ICHF) first began our promotion of oral
rehydration therapy in 1987 with a symposium at the National Academy of Sciences.
Since then, we are glad that awareness of the potential to save lives and health care
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costs through appropnate management of diarrheal disease is spreading. We began our
efforts to increase use of ORT in the United States because U.S. health practices are

followed closely by Third World leaders and institutions. What we do here in the United
States has a major :mpact on practices and beligfs abroad.

Implementing the long- llecommended preferred treatment of diarrhea with ORT and
teeding would reduce our own problems and costs and, at the same time, heip worldwide
efforts to stem millions o_f preventable deaths. While drugs that are used in appropriate

ways can save lives, widespread and Inappropriate use of drugs can kill. The potential
costs of inappropriate drug use are dsaths and millions of wasted dollars.

Sincerely,

! -
K : FOR THE ILTERNAT!ONAL CHILD HEALTH FOUNDATION

Chatrlene B. Dale . W. B. Greenough, 1ii, M.D.
Executive Vice Prasident | Johns Hopkins University

1

\ _ and President, ICHF
!

|

Ronald L. Kieinman, M.D.

Chairman, Pediatric Gastr?enterology
and Nutrition Depariment,

‘David A. Sack, M.D.
Department of Intarnational

. Health
Massachusetts General Hospital, and Johns Hopkins University
Committes on Nutrition, and
American Academy of Pediatrics Chairman
and | ICHF Task Force on

ICHF Board of Trustees | Cereal-based ORT

Enclosures:
Trgtgtng Manual for Trag ment and_Prevention of Childhood Diarthea with _Oral
hyd

er_Nutrition, and Hygiene, a publication of the international
mld Health Foundapgg Columbia, Maryland, 1692,

Summary: Description of the ICHF Partners for Better Health Program -
ICHF Newsletter

"The Management of Acute|Diarrhea in Children: Oral Rehydration, Maintenance and
Nutritiona! Therapy," Reportiot U.S. Department of Health and Human Services, Public

Health Service, Centers for Disease Control and Prevention (CDC), October 18, 1992,
Volume 14, No. RR16. Note! Most of the .consultants and reviewers are ICHF technical
advisors and trustees.
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Peter Lurie, MD, MPH

University of California, San Francisco
Department of Family and Community
Medicine |
Department of Epidemiology and
Biostatistics

Testimony before FDA
Nonprescription Drugs Advisory Committee
on the Efficacy of Attapulgite and
Kaolin/pectin in the Treatment of Diarrhea

April 9, 1993




Essential Elements of a Clinical Trial
of an Antidiarrheal Drug

Randomized

Placebo control, single ingredient

Blinded

Assessment of fluid balance
 number and frequency of stools
e stool weight or volume
e urine volume




Author: "1974 study”
Design: Randomized, double-blind
Comparison: Attapulgite/pectin v. placebo

Subjects: 50 subjects, aged 22 - 65 years,
with acute diarrhea

Findings: Favorable findings for drug
treatment with respect to:
a. physicians' global evaluations
b. subjects’ evaluation of effectiveness
c. use of replacement treatment
d. total number of bowel movements
e. total number of cramps

FDA: "The study cannot be used to
demonstrate the effectiveness of attapulgite

alone."
Letter to Pfizer, 10/14/82




Author: "1980 study”
Design: Randomized, double-blind
Comparison: Attapulgite v. placebo

Subjects: 50 subjects, aged 12 - 75 years,
with acute diarrhea

Findings: Favorable findings for drug
treatment with respect to:
a. physicians' global evaluations
b. subjects' evaluation of effectiveness
c. use of replacement treatment
d. total number of bowel movements
e. total number of cramps




Author: DuPont, et al. Am J Med, 1990

Design: Randomized, unblinded
Comparison: Attapulgite v. loperamide

Subjects: 194 adult subjects with acute
diarrhea

Findings: Favorable findings for loperamide
with respect to:

a. number of unformed stools

b. time to last unformed stool




Author: Madkour, unpublished, 1990
Design: ? randomized, ? blinded
Comparison: Smectite v. placebo

Subjects: 90 hospitalized boys < 3 years, with
acute diarrhea

Findings:
a. Decreased duration of diarrhea in
smectite group

b. No change in stool output (g/kg body
weight)




Author: Charritat, et al. Ann Pediatr (Paris),
1992

Design: Randomized, double-blind
Comparison: Attapulgite v. placebo

Subjects: 113 subjects, mean age 28 months,
with acute diarrhea

Findings:
1. Favorable findings for attapulgite with
respect to:
a. time to first and second formed stools
b. time to resumption of normal diet
2. No difference between groups with respect
to:
a. mean number of stools
b. consistency or character of stools




Summary of Studies on Attapulgite

Drug v. Assess
Study [Randomized?|{Placebo?|Blinded?|Fluids?
1974 Yes No Yes No
Study
1980 Yes Yes Yes No
Study
DuPont Yes No No No
Madkour ? Yes ? Yes (Not
(smectite) effective)
Charritat Yes Yes Yes No
WHO: "Smectite and attapulgite have no place

in the management of acute diarrhea in

children and should not be used"
WHO Monograph, 1990




Author: Nalin and Cash, J Pakistani Med
Assoc, 1970

Design: Randomized, ? blinded
Comparison: Kaolin v. placebo
Subjects: 49 adult cholera subjects
Findings: No difference between kaolin and
control with respect to:

a. total stool volume

b. duration of diarrhea
c. time to first negative rectal swab




Author: Portnoy, et al. JAMA, 1976
Design: Randomized, ? blinded

Comparison: Kaolin/pectin v. kaolin v. pectin
v. diphenoxylate/atropine v. placebo

Subjects: 80 subjects, aged 3 - 11 years, with
acute diarrhea

Findings:
1. Kaolin/pectin group tended to have more
formed stools
2. No difference between groups with respect
to:

a. frequency of stools

b. water content of stools

c. stool weight




Author: Alestig, Trollfors, Stenqvist, The
Practitioner, 1979

Design: Randomized, unblinded

Comparison: Kaolin/pectin v. charcoal v.
diphenoxylate v. placebo

Subjects: 204 adult subjects with acute
diarrhea

Findings: No difference between groups with
respect to:

a. stool frequency

b. stool consistency




Author: Watkinson, J Trop Peds, 1982

Design: Randomized, ? blinded
Comparison: Kaolin v. placebo

Subjects: 97 subjects, aged 3 - 18 months,
with acute diarrhea

Findings: No difference between groups with
respect to:

a. duration of diarrhea

b. stool water content

c. mean number of stools per day

d. maximum number of stools per day

e. change in body weight




Author: Ambroziatis, et al. ("Study 295"),
1982

Design: Randomized, double-blind
Comparison: Kaolin/pectin v. placebo
Subjects: 213 subjects with acute diarrhea

Findings:
1. Favorable findings for kaolin/pectin with
respect to:

a. proportion of subjects with diarrhea on
second day

b. consistency of stools on second day
2. No difference between groups with respect
to total frequency of stools




Author: Ambroziatis, et al. ("Study 303"),
1987

Design: Randomized, double-blind

Comparison: Kaolin/pectin v. kaolin v. pectin
v. placebo

Subjects: 508 subjects with acute diarrhea

Findings:

1. Better stool consistency for kaolin/pectin
and kaolin than for pectin or placebo

2. Shorter duration of diarrhea for
kaolin/pectin compared to all other groups




Summary

A. Attapulgite

« There are three placebo-controlled trials of
attapulgite

e Of these only one assessed fluid balance,
and in that trial attapulgite was found to be
ineffective in preventing fluid loss

B. Kaolin/pectin

e There are six placebo-controlled trials of
kaolin/pectin or its ingredients

e Of these only three assessed fluid balance,
and in all three kaolin/pectin or its
ingredients were found to be ineffective in
preventing fluid loss

C. Conclusion

 Due to lack of evidence of efficacy in
preventing fluid loss, both attapulgite and
kaolin/pectin and its ingredients should be
immediately removed from the market




Summary of Studies on Kaolin/pectin
or its Ingredients

Drug v. Assess
Study |Randomized?|{Placebo?|Blinded?|{Fluids?
Nalin Yes Yes ? Yes (Not
(kaolin) effective)
Portnoy Yes Yes (kaolin, ? Yes (Not
pectin, effective)
kaolin/-
pectin)
Alestig Yes Yes No No
(kaolin/-
pectin)
Watkin- Yes Yes ? Yes (Not
son (kaolin) effective)
Study Yes Yes Yes No
295 (kaolin/-
pectin
Study Yes Yes (kaolin, Yes No
303 pectin,
kaolin/-
pectin)

WHO: "Kaolin and pectin cannot be
recommended for the treatment of diarrhea,
and there i1s thus no rationale for the
production and sale of products that contain

these agents."
WHO Monograph, 1990
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APPENDIX

RUSH-PRESBYTERIAN-ST. LUKE'S MEDICALCE NTER 1725 WEST HARRISON. CHICAGO. ILLINOIS 60612

RUSH MEDICAL COLLEGE

March 26, 1993

Lee Zwanziger , MD RICHARD H. SANDLER, M. D.

Dwector
Executive Secretary Peaiair: Gastroenterology & Nutntion
Non-Prescription Drugs Advisory Comittee (312) 942-3034

Center for Drug Evaluation and Reserach (HFD-9)
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: LETTER TO THE FDA IN SUPPORT OF THE CITIZEN’S PETITION' OF
PUBLIC CITIZEN REQUESTING A BAN AND/OR RELABELING OF FIVE
PREPARATIONS OF ANTIDIARRHEAL MEDICATIONS

Dear Dr. Zwanziger:

I am writing today in support of the above petition. I am an
academic pediatric gastroenterologist with considerable experience
in diarrheal diseases here and abroad, and am director of our
section at Rush University. 1In reference to the petition, there
are a few key points that I think need to be made: :

1. Diarrheal illness in infants and children in this country is,
in general, a self-limited illness. There are, however,
several hundred childhood deaths each year in the USA from
diarrheal illness. All of these deaths are preventable with
Yproper therapy."

2. "Proper therapy™ means oral rehydration therapy (ORT), begun
early and given properly.?

3. Antidiarrheal drug therapy should not be used in the
management of acute diarrheal illness in infants and children.
As amply documented in the literature and summarized in a WHO
moncgraph® and CDC reports!, the reasons for the above

Ahmad SR, Lurie P, Wolfe SM. Citizen’s petition for a ban
and/or relabeling of antidiarrheal drugs. Public Citizen,
Health Research Group, 2000 P St NW, Washington DC 20036.
January 7, 1993.

Hirschhorn N, Greenough III WB. Progress in oral
rehydration therapy. Scientific American 1991;264:50-56.

World Health Organization. The rational use of drugs in
the management of acute diarrhea in children. Geneva,
WHO, 1990.




March 26, 1993
Page 2

statement include:

(a) Antidiarrheal therapies are marginally effective at
best:; : .

(b) There may be dangers inherent in their use (a
statement particularly true of diphenoxylate);

c) Use of antidiarrheals serves to divert attention from
the preferable and effective therapy, ORT:

d) To the degree that anti-motility agents are effective
in controlling stool output, medical practitioners and
families can be lulled into thinking that diarrheal
illness has been successfully treated. This impression
may exist even if large amounts of fluid are "third
spacing"” into the bowel. This 1latter condition,
especially in infants, might not be recognized until it
is too late. ‘ :

There may be a role for selected antidiarrheal therapy for a
few pediatric patients with chronic diarrheal conditions.®
Although as a pediatric gastroenterology specialist this
includes a fair number of my patients, compared to the
incidence of acute diarrheal episodes such situations are
rare. o

For these limited legitimate uses, pediatric
gastroenterologists and pediatricians could continue to use
agents such as loperamide if the FDA makes the changes urged
by the petitioners. Since it is only the pediatric form of
loperamide which would be banned (or relabeled), practitioners
could still prescribe the adult formulations which can be
easily crushed and placed in apple sauce, or suspended.®

I see a dual purpose in banning the pediatric preparations of

Anon. The management of acute diarrhea in children: oral
rehydration, maintenance, and nutritional therapy. MMWR
1992:;41:1-20.

These chronic diarrheal conditions include inflammatory
bowel disease, chronic non-specific diarrhea of
toddlerhood, and short bowel syndrome.

A large percentage of all medications used in pediatrics
are in fact the adult formulations which are crushed or
suspended in a manner such as mentioned here.
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the diarrheal medications in the USA. The first is to help
the children in our own country, and the second is to serve
as an example for third world governments and practitioners
who often look to us for guidance on what their health
policies should be vis-a-vis use of various medications.
Although there may be few children in the United States dying
from the inappropriate use of these medications, undoubtedly
there are tens of thousands of children a year in developing
nations succumbing unnecessarily to diarrheal illness because
of inappropriate antidiarrheal medication use (instead of
ORT).

A final point on the efficacy of antidiarrheal drugs. None
of the studies proclaiming diarrheal control efficacy of which
I am aware are solidly designed. Although a rare study is
randomized, double-blind and placebo controlled, the N has
usually been small, and the outcome variables qualitative and
subjective parameters such as stool consistency.

The number of stools by itself is not an adequate measure of
antidiarrheal effectiveness, especially in pediatrics. This
is so because infants often have frequent small bowel
movements. A medication which decreases the number of bowel
movements slightly, but does not decrease the total water loss
per day, should not be considered an effective antidiarrheal
agent.

Endpoints used for assessing efficacy of antidiarrheal therapy
should therefore include measurement of stool weight per day.
The populations should be matched by age, and if this is not
done, the stool should output be adjusted in some fashion to
account for the child’s weight.

Because in pediatrics the risk of dehydration is great, it is
important that studies of anti-motility agents also examine
the risk of third spacing:

a) Such studies should address common signs of hydration
status such as heart rate, mucosal membrane moistness,
urine output, urine specific gravity, BUN, etc.; and

b) To assess third spacing (besides the hydration
parameters), abdominal girth, discomfort, and bowel
sounds should be mentioned. '
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I want to thank the Advisory Committee for taking the time to
review this important petition. I would be happy to try and answer
any questions you may have.

T

Richard H. Sandler, M.D.,

Director, Pediatric Gastroenterology and Nutrition
Assistant Professor of Pediatrics

Rush Medical College

RHS /mmm
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unicef &

Unuted Nations Children’s H;nd' 3 United Nations Plaza
SR R e
Telex: 175989 .
VIA FAX: 202 690 7203
S April 1993
Dear Secretary Shalala,

I refer to my letter of 23 March and hope that an opportunity for us to meet will
soon be possible.

The survival of young children remains a major problem in the globe, particularly in
developing countries. It is estimated that 12.9 million children below 5 years of age die
every year - sixty per cent of these deaths could be prevented through low-cost and effective
measures. Vaccine preventible diseases, diarrhoea and pneumonia account for three-fourths
of these deaths. Over three million young children still die annually from diarrhoeal
diseases. Although one million young lives are estimated to be saved by the use of oral
rehydration therapy for diarrhoea, more needs to be done in this area. UNICEF, along
with other agencies, is involved in most developing countries (as well as globally) in
activities related to child survival and the control of diarrhoeal diseases. The widespread
use of ineffective and sometimes dangerous antidiarrhoeal drugs in young children is a
major issue. The World Health Organization estimates that over one billion dollars are
spent annually in harmful or useless anti-diarrhoeals globally. This is often done in places
with Jeast resources.

Even in the industrialized world, diarrhoea is one of the most common causes of
illness in children below five years of age. The Centers for Disease Control and Prevention
- in Atlanta estimate that at least 16.5 million children in the United States have diarrhoea
at least once a year, and between 300 to 500 die each year. Most of these deaths could be
prevented, if immediate action was taken at home and appropriate care made available at
health facilities. The disease accounts for 3 million visits to paediatric offices and 220,000
hospitalizations, or about 10% of all hospitalizations of children five years and younger.

The Honourable Donna Shalala
Secretary, Health and Human Services
200 Independence Avenue, S.W.
Washington, D.C. 20201
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Public Citizen, an American Consumers Rights group, has submitted a petition to the
US Food and Drug Administration that calls for banning and/or relabeling of ineffective
and potentially harmful antidiarrhoeal drugs sold in the U.S. These drugs have no place in
the management of acute diarrhoea in children.

The World Health Organization (WHO) reviewed a copy of the "Citizen's Petition
for 2 Ban and/or Relabeling of Antidiarrheal Drugs” and submitted their comments to Dr.

David Kessler, Commissioner of the Food and Drug Administration. WHO supports Public
Citizen's petition.

The decision of the Food and Drug Administration will have far reaching
conscquences for the developing world, considering that most developing countrics often
refer to the findings of the FDA before deciding about the efficacy, safety and need of |

drugs. The decisions made here would therefore affect millions of lives throughout the
world. _

This consumer movement could spearhead global action. The issues related to
antidiarrhocal drugs could become the first in a series of activities to assure safe medicine
for young children. The alternative use of scarce financial resources, both personal and
public, which is now used for useless and often harmful antidiarrhocals, is important. At
a time when the U.S. is grappling with lowering health care costs, it seems appropriate to
review policies and guidelines related to the control of diarrhoeal diseases.

Giving top priority to programmes for reducing child health..... promoting correct
case management in medical colleges and at home (including promotion of ORT)....
reviewing and rationalizing medical insurance and reimbursement policies according to
standard case management guidelines..... and reviewing drug policies, are some steps that
will facilitate the control of diarrhoeal deaths. ‘

The outcome of Public Citizen's petition is of great importance not only for young
children in the U.S., but throughout the world. I write today to seek your personal attention
to the problem. ‘

With best wishes.
Yours sincerely,

I,

James P. Grant
Executive Director




United Kingdom & Ireland

274 Banbury Road
Oxford 0X2 7DZ

Tel: (0865) 311311

Telex: 83610 OXFAM G
_ Fax: (0865) 312600
30/3/93

Dr Lee Zwanziger,

Executive Secretary,

OTC /Advisory Committee,

Food and Drug Administration,

CDER, HFD-9, 88-45, 5600 Fishers Lane,
Rockville, Maryland 20857, USA.

Dear Dr Zwanziger,

'Subject: Public Citizen's Petition for a Ban and/or Relabelling
of Antidiarrhoeal Drugs.

. - - —— —a— - — - - —— —— G —— W " = . G Y - G ——————————— -

This letter reflects the views of a number of UK-based
development agencies, all of whom have health programmes in
developing countries, and who wish to support the Public
Citizen's petition on ineffective and dangerous antidiarrhoeal
drugs in young children.

While diarrhoea is a significant cause of preventable deaths. of
infants in industrialised countries - 10% of the total in the
USA itself -.the overwhelming burden falls on children in the
developing world, where WHO calculates that 3 million deaths
occur every year.

In our opinion the widespread sale of unscientific and expensive
antidiarrhoeal drugs contributes to this appalling toll. First,
it encourages the mistaken view that drugs, and not oral
rehydration, are an appropriate treatment for acute diarrhoea.
WHO states categorically in its scientific review 'The Rational
Use of Drugs in the Management of Acute Diarrhoea in Children':

"Antidiarrhoeal drugs and emetics should never be used. None
has any proven practical value and some are dangerous".

Second, the cumulative cost of inappropriate antidiarrhoeal
drugs is an unnecessary and highly damaging misuse of scarce
resources in countries where national and household budgets for
health are grossly inadequate. The production and promotion of
oral rehydration solution, with continued feeding, could save
lives at a cost of only 50 cents per child.

The 1986 Drug Exports Amendment Act prevented the direct export
of drugs to developing countries which were not licensed for use
in the USA. The full value of this legislation is felt when
drugs are adequately regulated in the domestic market. As we
understand the OTC Advisory Committee will confine itself to
discussion of kaolin and attapulgite on April 9th we can only
. reiterate WHO's position on the lack of evidence on efficacy and
safety of these preparations. Neither reduces fluid or




electrolyte loss, and kaolin may interfere with efficacy of
antibiotics, when these are indicated. Therefore they have no

place in the management of acute diarrhoea and should not be
used.

In addition, we would like to draw to your attention an entry in
the Physicians' Desk Reference (1992) which gives the
dangerously mlsleadlng 1mpre551on that the drug Imodium should

be used as a primary agent in the treatment of acute dlarrhoea
in children. This states:

"the use of Imodium does not preclude the administration of
appropriate fluid and electrolyte therapy"”

Drug Regulatory Authorities in developing countries frequently
lack the capacity to evaluate drugs, and to provide high quality
information. They often depend on the US-PDI, PDR, and on
regulatory decisions in developed countries.

We urge that this extra dimension of responsibility is noted by
the committee, and that action is taken in response to the
~petition.

Yours sincerely,

Director, Oxfam.

Wodtin, Gnfuto

Director, Action Aaid.

6*{!9% Ao jebhk/;vv//

Director, Save the Children Fund.

\/&A«w@ymﬂ(ﬂ/\/

Deputy Dlrector, Christian Aid.

Gl

Agsistant Director, Cafod.

Diréctor, British Red Cross.
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WORLD REALTH ORGANIZATION - Tologr: UNISANTR CENEVA
- CH-R1L OENEVA 37 - SWITZERLAND P Tels +41 0022) 791 21 11 Telea: 418416
’ FACSIMILE: 1881313, 7910746
Message No. ______ Poge L of 2. pugss ' Date: 9 Maren 1593
From: Director, Division of Diarthosal  To: Dy David A, Kesslexr, Comnisslonsr, Food gnd
and Acuta Respiratory Disesss Drug Adni{ni{stretion, Rockrilie, XD 208357 USa
Centreel ‘
Ourpel: ~ _ Fax. Now: 301 &43 31X
e L
tor; ' Subject: CITIZEN'S PETITION FOR A BAN AND /0L RELABRILING OF
Pt L. Richards ANTIDIARRHEAL DRUGS

TEXT { Dear Dr Ressler,

¥t zetently revipwvad i copy of thy "Citizen's Petition f5r a Ban and/or
Relabsling of Antidiarrheal Druge” subritted to your effice by rublic Citlken,
Ve share the concerns velced in the petition over the widespread uss of
insfflective and often dargurous antidiarrhossl drugs in young ehildren,

: Ve sy¢ parcicularly goncsrind that soms antidiasthoes) crugs markesad in

the Urlced $tates and deveioping countries sre baing promecen by thetr
narufecturers an gaiusgrg co vyl rehydcaticn cherapy. In fuct, Jarssen's
antry for IMODIUM in the Physicians' Desk Reference (1992, p. 1139) goes a scap
furcher, svating that "ghe use of INODIUM deas nst precluds the adminietyasion
of approepriate fluld gnd slectzulyte sheTupy". This statemerc conveys o us
the massage that INCDIUY. ghould be the fivst agent used to visa: diarrhoes ¢n
ehildran it rhat eral rehvdraiien therapy wight aleo play 2204 role. Wnile -
ORE tresss dehydracion by raplasing slectrelyts end Iluid Joisey, vwe €8 noc
fesl that the use of TMODIUM has ¢ significart ezrect on fluld and tléctralyts
loss ox on the duracion and seviricy of dilsurhoes. TIMODIUN in sasisr than ORS -
to sdainlavey ¢c children, howersr, and it L¢ psascnable ta suppose that &
sether glving IMODIUN co her child {n the baldief thac {ec will, *step* diarvhess
will pay aczant astantien to feeding and rehydrating the ehild.

, The ¢laid mada by Jansssn io the Rhxidiainns fiesk.Bafagance that IMODIUM
rdininishes the loas of fluld and sleetrolyzon® caunct (n ou: view be supporced
by publishad acudies., 1t L{» alrleading, tharafore, for tha nanufacturer to
imply chat IMODIUM {1 in any way & eubscituls for oral fahydratlion chetspy, or
O acvies that LT be usad in esonjuncticn with ozal rehydratisa therapy.

In a ainiley fashion McNe{l Consuner Products, manufactuser of
IMODIUM A<D (an oversshes¢oumter praparation of loperanids) haz linked the use
of its product with oral rehydration thezapy. In a lecter dated 31 July 1992
to the Madical lebby for Appropriate Ksrketfing, which MalAM has shared wich us,
Dr Anthony R. Temple of NcHell scaces that:

Copias t: Direccox, PHA <
Dr'J. Yumes, Ghief, $pacisl Program, -HMP, AMRO

v . PRI T ' - T+ LI K S A

[




FROR KHLTH & KUTR SECTS CPRIPI.36.'90 18:13) NC.1? PRAE ¢

-1 -

*It has bean standard practics by vhrstelans e tha U.§S. ¢o uss
vehydracien initially and then =0 use o34l entidisrthesl medications as
appropriate.’

A Taview of gurrent pediatrics tantbosks, hovever, failec $¢ find any that
sdvocate ths usy of ancidiarrhosal agencs, including antimot{licy dvugs. for the
reutine manggenert of acuta diarthoss. ’

Yhils cur Programne (5 purtteviarly tergeted st devaloplng countries,
vhere diarthoeal disssnes account for msre than J aillion desths tn young
ehildren sach yesr, diayzhens is asscciated with significent childhood norbidiey
and morkalicy in the Unfeed Stales se¢ woll, causlng soms 300 deashs annually,
and L0X of preventadle pontneonstal {rfanc deaths.

We would also like to polre eut that (v fermulacing thel¥ drug policies,
deoveloping countries often ccnsider ths findingx of the PFood and Drug
Adrinistracion and Americun and Buzopsan phavmacoposias defore desiding about
the safety and efficecy of a deug. We urpe you cto bear in mind chat the
decisions nmada by yeur agency af/fece 5ot only Amsricsns but alsc pelicy makers
and prescribers from othur eountrivs who leok o the YDA as & sourca of
objective and acourste informatien,

We are sending, undar sepizate cover, s copy ¢f our publication sncicled
*The ratiens) use Of drugs 4in the mamagement ol scute dlsyshoes in ehildren”.
This book revievs publilahed atudies of che effluncy und safecy ef antidlirrhosal
érugn, including lopsramide, that are ¢omnly administered to children in
develeping countries. Als¢ enclosed is & zecencly pudlished artiole outlining
WHO's easu Nansgement atcategy for diarrhosa in developing end developed
sousizries. We hope that thase will setve as n useful referencs, ané would be
pleased to ansver sny quariss you My have 02 Co provice further informacion.

We will follevw with intezes? the cutcoms of !t_u Pudlic Citisen peticion.

Yours sirsaraly,

el

Br J. Tullech

Dirsccar

Division ef Disrrhoeal and Acuts
Respieatory Dlavase Sontrol




International Child Health Foundation

10430 Litls Patuxant Parkway ¢ Contury 'laza © Sulte 325
Columbdiu, MD 21044
Talephone: (301) GO-4514 or FAX (€10) 992-5841

March 29, 1993

Dr. David A. Kessler

Commissioner, Food and Drug Administration
Rockville, Maryland 20867

Dear Dr. Kessler: RE: FDA hearing on antidiarrheal drugs

We share the concemns expressed by the World Health Organization in response to the

Public Citizen petition to the U.S. Food and Drug Administration (FDA) asking for a

relabeling of some antidiarrheal drugs and a banning of others. This petition racog_nizes
that there has been widespread and inappropriate use of drugs for treatment of children

with acute diarrhea and that most drug use for diarrhea is expensive, unnecessary, and
potentially harmful.

Every year over 3 million children under age 4 die from effscts of diarrheal disease. As
reported by the Centers for Disease Control (CDC), children in this country are among
thoss afflicted (CDC reports 350-500 deaths and over 200,000 hospitalizations of young
children in the U.S. each year are from diarrheal disease). Ten percent of postneanatal

infant death and ten percent of non-surgical hospitalizations of childran in the U.S. are
results of diarrheal disoase.

Most of the diarthea-related hospitalizations and deaths could be prevented with oral
rehydration therapy (ORT) alone. ORT includes use of an oral electrolyte solution and
appropriate feeding. To be most effective, treatment is started at the onset of diarrhea-

rolated iliness. In most cases this early treatment prevents serious consequences of
diarrhea and, in most cases, ORT and feeding are all that are needed.

Sadly, education about how to prevent and how to treat diarrheal diseases effectively and
correctly Is missing both from both public education and appropriate medical education.
We are actively working on this with our Panners for Better Health network, which
Includes physicians at a growing number of U.S. schools of medicine and hospitals such
ae Cincinnati Children’s Hospital, Grady Hospital, Johns Hopking, Harvard, Massachusetts
G;nera! Hospital, University of Maryland Hospital, Texas Children's Hospital, Tulane, and
othors.

We at International Child Health Foundation (ICHF) first began our promotion of oral
rehydration therapy in 1887 with a symposium at the National Academy of Sciences.
Since then, we are glad that awareness of the potential to save fives and health care

U
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costs through appropnate management of diarrheal disease is spreading. We began our
efforts to increase use of ORT in the United States because U.S. health practices are
followed closely by Third World leaders and institutions. What we do here in the United
States has a major impdct on practices and beliefs abroad.

implementing the long- I’eoommended praferrad treatment of diarrhea with ORT and
feeding would reduce ouf own problems and costs and, at the same time, heip worldwide
efforts to stem millions of preventable deaths. While drugs that are used in appropriate
ways can save lives, widespread and Inappropriate use of drugs can kill. The potential
costs of inappropriate drug use are deaths and millions of wasted dollars.

Sincerely,

g 4
g : FOR_THE ILTERNATIONAL CHILD HEALTH FOUNDATION

Charlene B. Dale ‘ W. B. Greenough, {il, M.D.
Executive Vice President | Jahns Hopkins University

|
l and Pregsident, ICHF
\
!

Ronald L. Kieinman, M.D. David A. Sack, M.D.
Chairman, Pediatric Gastr?entero!ogy ‘Depariment of International
and Nutrition Depariment, . Health
Massachusstts General Hospital, and Johns Hopkins University
Committes on Nutrition, and
American Academy of Pediatrics Chairman

and | ICHF Task Force on

{ICHF Board of Trustees | Cereal-based ORT

Enclosures:

Training Manua! for Treg ment and_Prevention of Childhood Diarrhea with_Oral

Proper Nutrition, and Hygisne, a e, a publication of the m;emamnat
Child Health Foundapgg Columbia, Maryland, 1882,

ICHF Partners for Better Health Program
ICHF Newsletter

*The Management of Acute|Diarrhea in Children: Oral Rehydration, Maintenance and
Nutritional Therapy," Reportiof U.S. Department ot Health and Human Services, Public
Health Service, Centers for Disease Control and Prevention (CDC), October 16, 1992,

Volume 14, No. RR16. Note' Most of the consultants and reviewers are ICHF technical
advisors and trustess.
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ANALYSIS OF 1993 COMMERCE DEPARTMENT
HEALTH EXPENDITURE DATA

PUBLIC CITIZEN HEALTH RESEARCH GROUP
SIDNEY M. WOLFE, M.D., DIRECTOR

U.S. Commerce Department: $£939.9 Billion Health Costs for 1993;
$1.066 Trillion by 1994: $2.009 Trillion by 1999

In a Commerce Department report, U.S. Industrial Outlook
19883, embargoed not to appear in print until Jan. 5, 1983, the
government estimates that mnational health expenditures will
increase to $939.9 billion in 1993, a 12.1% jump from 1992 for vet
another year of double digit increases in this, the largest
industry in the United States.

This astounding figure provides incontrovertible evidence of
a national health care crisis, and demands political leadership to
cure this festering wound in our country.

A RECORD INCREASE IN HEALTH EXPENDITURES

The estimate of $939.9 billion for 1993 health expenditure
is, to our knowledge, the largest estimate yet made by anyv
governmental agency for 1953 health expenditures and is accompanied
by revised 1992 figures--$838.5 billion--which are higher than the
$817 billion the Commerce department had estimated would be spent
in last year’s report. The report also estimates that outlays for
hospital care will increase 12.4% to 3632.4 billion in 1983.
Expenditures for physicians services will amount to an estimated
$175 billion, an 11.5% increase over 1992, while spending for
nursing homes and home care will approach $92.5 billion, a 15.€6%
increase.

o
=
\?

In addition, because of the still weakened U.S. economy and
the very small projected increase in the Gross Domestic Product
(GDP) from 1991 to 1992, the percent of the GNP which went for .
health expenditures was an all-time record in 1992 and "surpassed
14 percent of the GDP". In other words, one out of every seven
dollars in our economy was spent for health, despite the fact that,
according to data we made public several weeks ago, 35.4 million
Americans were without health insurance in mid-1991 and the number
is, by now, probably 37 million or more. As more and more people
are unemployed, the ranks of the uninsured will grow even more
rapidly.

Other extremely troubling aspects of the Commerce Department

-MORE-




report are the projections for increasingly uncontrolled health
expenditures for the next five years. It states that "Expenditures
are expected to rise by about 12-15 percent per annum during the
next five years unless significant changes in the healthcare
delivery system occur." This estimate, with a mid-point of 13.5%
healthcare inflation a year, is clearly larger than the five-year
projection in last year’'s report which stated that "expenditures
on health care are expected...to increase at an average annual rate
of 12 to 13 percent during the next five years." (mid-point of
12.5%)

Assuming increases of 13.5% each year, the mid-point of the
Commerce Department projections for the next five years, we have
calculated that this would result in 1994 national health
expenditures of $1.066.8 trillion with projected expenditures of
$2.008 trillion by 199S8. This would mean that in just six years,
1993-1999, there will be almost a doubling of expenditures with an
increase of more than $1.06 trillion, an increase which exceeds the
projected total U.S. health expenditures in 1993 of §939.9
billion. :

AN EPIDEMIC OF ADMINISTRATIVE WASTE

Somewhat buried in last year‘'s U.S. Industrial Qutlook Report
was the statement that "Employment has grown fastest in offices of
physicians and surgeons--by 200,000 between 1988 and 1990." Given
that the number of physicians in the U.S. only increased from
538,000 in 1988 to 570,000 in 1890, it is likely that most of this
increase is in administrative personnel, needed to push the mega-
tons of paperwork generated by having more than 1000 different
private health insurers in this country. Similarly, there were
409,000 new hospital employees added between 1988 and 13890, many of
whom are also engaged in administrative activities.

In this year’s report, the Commerce Department reveals that
"employment in the healthcare industry rose from 7 million in 1988
to approximately 10 million in 1992." In other words, this average
8.3 percent annual growth rate, or overall 42.8% in the last four
years accompanies the increase in the number of people without
health insurance. Most of these jobs are not for people who are
actually delivering medical care but are largely administrative
jobs, producing or delivering paperwork (the numbers do not include
people employed in the insurance industry itself). The Commerce
Department goes on to say that *During the past decade, the
industry’s employment growth surpassed that of the rest of the
private economy--a trend which should continue for the remainder of
this decade."

THE CASE FOR A SINGLE PAYER SYSTEM

As we have stated previously, there would be enormous annual
administrative savings from going to an improved American version
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of Canada’'s single payer system--which eliminates the wasteful role
of the private insurance industry and all of the paperwork it
foists on hospitals, doctors, nursing homes and the rest of the
health care system. Estimates of these savings range from $93
billion a year (GAO estimate) to $140 billion a year (estimate of
Physicians for a National Health Program).

A 'MEDICALLY INDIGENT'’ MIDDLE CLASS

Whereas in the past, it was mainly the poor who did without
health care, a dominant concept of this decade is becoming that of
medical indigence. Millions of middle class people, not
poor by traditional standards of poverty, are rapidly becoming
medically indigent as health costs vastly outstrip wage increases.
In 1981, the latest year for which data are available, there were
over one million more middle class people (incomes of $25,000 to
$50,000) uninsured than in the previous year with actually fewer
poor (incomes under $25,000) and better-off (incomes over $50,000)
uninsured than in 1990. It is a national disgrace about which a
rich country such as ours should be profoundly embarrassed.

THE PRESIDENT-ELECT’S RESPONSIBILITY

President-elect Clinton has given no indication that he will
offer a health plan with any chance of curing this crisis. In fact,
he and his advisers have suggested "managed competition" platitudes
as their answer to the crisis, even though these grim Commerce
Department predictions are based on the supposition that "Rar:id
growth 1s seen for...managed care organizations in the vyears
ahead."

Until and unless we abandon the private insurance industry’s
involvement and place caps on what doctors and hospitals charge or
spend and thus halt other out-of-control cost increases, the dire
predictions of the Commerce Department will come true, driving
millions more Americans into the ranks of the uninsured.

# # #
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Health and Medical Services

Expenditures on healthcare (SIC 80) in the United States
are expected (o rise 12.1 percent to $939.9 billion in 1993.
Rapid growth is seen for home heaith care, nursing horme care
and for managed care organizations in the years ahead.
Expenditures are projecied (o rise by about 12-15 percent per
annum during the next S years unless significant changes in
thie healrhcare delivery system occur,

S

eforc rcading this chapter, plcase see “How to Get
the Most Oul”dT this Book,” on page I. That

scction will answer guestions you may have con-
cerning data colicction procedures,” forecasting methodol-
ogy, and sourccs and references. For other topics related to
the healtheare industry, see chapter 43 (Drugs and Biotech-
nology), chapicr 44 (Mcdical and Dental Instruments and
Supplics), and chapter 52 (Insurance).

The healthcare industry consists of public, private and
non-profit institutions. These institutions are hospitals;
offices and clinics of medical doctors; nursing homes;
other specialized healthcare facilities; managed care con-
sisting of pre-paid plans such as hecalth maintenance orga-
nizations (HMOs), preferred provider organizations (PPOs),
and independen( practice associations (PAs).

The nation’s healthcare services industry currently in-
cludes thousands of independent medical practices and
partnerships, as well as public and non-profit institutions,
and many private corporations. The industry is labor
intensive, employing approximately 10 million peoplc of
whom more than 600,000 are physicians. America's com-
plex healthcare system relies on some of the most sophis-
ticated and expensive technology in use by any domestic
industry.

Health Care Expenditures

Total healthcare expenditures rose 11.5 percent from
§991 to 1992, (o reach an estimated $838.5 billion. On a per
capita basis, these expenditures exceed $3,160. By 1992, the
nation's health and medical carc scctor outlays surpasscd
14 percent of the Gross Domestic Product (GDP). This
amount is substantially higher than what is found in other
leading industrialized countries. The rate of growth for U.S.
healthcare expenditures continues to surpass GDP growth
rates.

The rising costs ol health carc are attributable to many
factors, including:

¢ The usc of sophisticated and high-priced equipment;

¢ Increases in variety and frequency of treatments;

Trends and Forecasts: Health and Medical Services (SIC 80)

(in bilsons of dollars)
Percent Change
Hem 1987 1988 19838 1990 1991 19927 1983°  1987-8%3 198589 1989-90  1990-01  1961.92  1992-93
aond Health Expendiures . ................ 484.2 5461 @043 6750 7518 8M®S $XW9 105 10.7 1.7 14 1.8 12.1
feanh Serwces aod! Suppbes ... 4769 522 5836 6524 T®6 $139 9140 103 10.9 11.8 "7 17 12.3
Persma_l Healh Care .. ... 4393 4828 5309 S015 6602 THO0 802 9.9 10.0 1.4 1.6 119 12.3
HOSOU . e, 142 2120 ZR4 281 W6 N2 W4 9.2 86 111 1nes 12.0 124
Physicuans’ Services ..., 80 1051 1161 1288 1420 1571 175.2 13.0 10.5 108 10.2 10.6 115
Dentists’ Serices ..o, FiA| 8¢ 316 M1 371 40.4 442 85 7.5 7.9 88 80 95
Orhe: Professional Services ............. 1.1 D8 a4 0.7 x8 @7 a4 120 139 133 16.6 6.6 137
Horme Health ...............ccovcvenn, 41 45 56 76 [ X 12.7 165 90 4.4 X7 29 85 .0
Hon-Durable Medicsl Produets ... ... Q2 463 508 %6 ®.7 06.4 ne 1.2 9.1 101 9.2 8.4 9.4
Du& Medical Equipment ............... 91 101 104 17 12.4 13.2 1.2 1.0 30 128 6.0 6.3 75
Nxsing Home Care ... »7 &£8 L1A) 833 558 67.3 1 78 14 17 12.2 125 130
Gfter Personal Heslth Care ............... 78 8.7 [ X ] 1S 140 17.0 2.7 1.5 126 17.3 214 a7 FAK ]
ADminSiraton . . 20 %9 ns ns Q9 86 543 170 X 15.1 128 10.7 1.7
146 6.6 149 xR0 u5 %.3 84 137 129 %4 1.4 73 1.8
173 198 207 27 2.2 ue %9 "s 45 8?7 1.0 60 §3
90 10.3 1.0 19 12.6 13 141 1“4 [ % ] 82 58 55 60
82 85 97 108 108 113 1.8 159 2.1 1.3 ~18 66 45
“Whenchmert dats by HCFA.

“Research and develoomen! expenditures of rug companies and ofher manuiacturers and
widers of medcs equpTen! and suophes are excluded (rom “research expanditures” but
ty 3¢ nciuded I the expendiiwre Class @ winch the produci (alls.

NOTE Numbers mey nol add ko tolals because of rounding

SOURCE. US Department of Healh snd Human Seevices. Heath Care Pinancing
Adriresiision (HCFA], Offce of the Actuary. US Department of Commerce. inlemabional
Yade Aominisirahion (TTA). Essimates and forecasts by TA
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o Innovative, but costly treatment of some illnesses such
as hcarl ailments, end stage renal disease, AIDS, and
cancer; :

o Increascd longevity of the population;

e Labor-intensiveness in the health care industry and the

high earnings of professional, administrative, and
technical workers.

In June 1992, the prospective Payment Assessment Com-
aission in a report submitted to Congress indicated that
rom 1985 to 1990, population growth, economywide
1Mation, medical price ihflation, utilization, and intensity
[ scrvices were factors that contributed to the sharp rises
1 health care costs (Table 1).

Cew

~ost Factors

From 1980-90, the sharc of household personal income
Hocated to healthcare rose from 4 percent (o 5 percent.
*his figure does not include indirect expenditures such as
ayroll, income taxcs, and other taxes that finance public
calth care programs. In 1991 the estimated healthcare bill
 the average U.S. family was $4,296. OF this amount,
aneral taxes accounted for 39 percent of the tota!, out-of-
ockel (consumer) costs were 32 percent, insurance premi-
ms 17 percent, Mcdicare payroll taxes 9 percent, with
fedicare premiums accggrging for the balance, 3 percent.

Industry sources estimatc that, in 1990, the average
nployer’s share of medical and medically-related costs per
nploycc surpasscd $3,100. Sharp increases in this amount
rc cited as a main rcason for the rise in uninsured people,
om 33.6 million in 1988 to approximately 37 million by
92. _

During the past two decades many strategies have been
nplemented by the Federal Government, states, and busi-
esses, 1o conlrol escalating costs. Yet healthcare expendi-
ires have risen from $74.4 billion in 1970 to $838.5 billion
+ 1992, at an average annual ratc of 11.5 percent.

Among measures taken thus far {o address this situation
t the following:

& strafegics to reduce the use of out-of-pocket share of
payment;

programs to restrict choice ol provider;
programs limiling providers’ sclection of services;
dircct controls over prices of services;

policics encouraging increased competition in health
insurance markets;

¢ rcgulatory policies.

rofit Margins

There is no uniform way of reporting the industry’s
ofitability. Fragmentary information indicates that fewer
an 13 pereent of all hospitals, the dominant group of
:altheare providers,.are profit-making corporations.
Any.analysis of provider services should take into con-
deration that most hospitals operating for profit or on a
mn-profit basis do make a profit. This cnables them to
merate sulficient revenues (o buy the latest technology,
ty compelitive salaries, and cover other costs. According
t‘he Prospective Payment Assessment Commission,
ofit margins have fuctuated since the mid-1970's, when

Table 1: Factors Accounting for Growth in
Healthcare Spending, 1985-1990

(percent disiribution)
Economy-  Medcal/
wide price  price
Popuiation  inflation  inflation  Wllization’  intensity’  Tolal
127 446 245 -23.2 414 100
6.0 PR 18 2.6 X6 100
83 8.2 a4 37 4 100
10.9 B¢ 154 26 R7 100
‘Days or visils per pahenl.
IServices per visit

SOURCE US. Dwpartmeni of Health nd Human Services. Mealh Care Financing
Adminisiration, Qtfice of the Actuary.
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they were 2 percent. They reached 6 percent in 1984, and
declined to under 4 percent in 1990,

Profit information on other health care providers (physi-
cians, dentists, nursing homes, management care organiza-
tions, and health insurance companies) is sparse. Attempts
to securc better data are impeded by a wave of industrywide
mergers and buyouts. However, HMOs, which are part of
managed care organizations, realized after-tax net income
of more than $! billion in 1990 and again in 1951,

Medicare

Medicarc is a Federal program that pays hospitals and
other medical providers who carc for patients aged 65 ycars
and older, for certain disabled people, and most persons
with end-stage kidney disease. There arec approximately 34
million Medicare enrollces, including more than 3 million
afflicted with disabilities. Total Medicare outlays are pro-
jected to rise from $131 billion in 1992 to $145.5 billion in
1993 representing an 11 percent increase.

Medicare consists of two parts, Hospital Insurance (H1)
and Supplementary Medical Insurance (SM1I). Hl is funded
primarily by Social Sccurity payroll taxes. Hi pays for care
provided by hospitals, skilled nursing facilities, home
health agencies, and hospices. HI outlays are likely to reach
$84.8 billion in 1993, an increase ol $7.4 billion over the
previous year.

SMI pays for physician services, laboratory services,
hospital inpatient costs, treatment for end-stage kidney
disease, and for durable medical equipment. SMI outlays
are expected (o grow from $53.6 billion in 1992 to $60.7
billion in 1993, a 13.2 percent rise. Enrollecs pay about 35
percent of costs through premiums, but a subsidy from
general revenues finances the bulk of the entire program.

Medicaid

Mecdicaid is a Federally.supported and state-administered
assistance program providing medical care for certlain
low-income individuals and families. Medicaid covered
about 28 million people at a cost of $100 billion in 1991,

Medicaid as well as Medicare programs are subject to
periodic changes in laws and regulations. All such changes
may malerially increase or decreasc payments to hospitals,
physicians, and other medical providers. As Medicaid and
Medicare programs have become costlier in recent years,
the tendency by Congress and state legislatures has been to
reduce Medicaid and Medicare linancing.
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While Medicaid programs cover a small fraction of the U.S.
population, many compare it (0 a national healthcare pro-
gram. Mcdicaid scrves many groups. For poor people with
Mcdicare, Medicaid actually serves as a medigap policy,
paying coinsurance, deductibles, and scrvices not covered by
Mcdicare. For all income groups, Medicaid is the ultimate
paycr for long slays in nursing homes or intermediate care
facilitics for the mentally retarded. Long-term care for these
recipients accounts for 44 percent of all Medicaid spending.
Medicaid provides catastrophic coverage for people who have
cpisodes of a variely of probiems and have no cash assistance.
It automatically pays after both family cash reserves and
privalc insurance are exhausted.

Nursing Home Care and Related Care Homes

Nursing homes are an inicgral feature of the American
healtheare system. They provide medical, social, and resi-
dential services to chronically disabled people over an
extended period of time. Because chronic disability in-
creases with age, the clderly are the primary recipicnts of
nursing home care.

There are 31 million persons aged 65 and over in the
United States. An estimated 7 million require continuous
assistance for routiac daily functions. In cases where family
members are absent, an institutional setting becomes cs-
sential. In addition, many of the chronically disabled
require intensive medical assistance, and often are served by
nursing care on an around-the-clock basis.

Long-term care facilitics are of three basic types: (1)
nursing homes certified by Medicare and Medicaid as
skilled nursing care facilities (SNFs); (2) nursing homes

certified for chronically disabled patients or the mentally
retarded; and (3) all other facilities that furnish some
degree of long-term nursing care.

In 1986, the latest year in which data arc available, there
were 16,388 nursing homies, and 9,258 residential facilities.
Also there were 734 hospital-based facilitics providing nursing
care services in addition 1o other forms of treatinent. In total,
there were 1.8 million beds and 1.6 million residents. The
occupancy rate for skilled nursing facilities was 94 percent,
and for hospital-based facilities it stood at 92 percent.

Medicare payments to SNFs fluctuated from $3.4 billion
in 1989 10 $2.4 billion in 1990 and $2.5 billion in 1991. The
fluctuation was due to the Medicare Catastrophic Coverage
Act of 1988. Following its repeal, thosc payments and
services were decreased. State Medicaid programs provide
45 percent of payments and cover more than 60 percent of
all nursing home patients. Medicarc covers less than §
percent of nursing home payments. Future Medicaid poli-
cics will greatly influence access to nursing home scrvices
for prospective bencficiaries.

Home Health Care Services

Home healthcare is a method of providing healthcare
services {o disabled people within their homes. Therc are
more than S million people in the United States who require
such services. These include physicians’ care, part-time or
intermittent skilled nursing care, physical therapy, and
speech therapy. Medical supplies and durable medical
equipment used in providing these services are also cle-
ments of this system.
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In 1990, there were about 11,000 home health service
providers in the United States. More than hall, 5,700, were
Mecdicare-certificd and about 1,780 were provided by hos-
pitals. Homc healthcare expenditures rose from $7.6 billion
in 1990 to $9.8 billion in 1991, a 28.9 percent increasc.
Sincc 1980, they grew at average annual rates of approxi-
mately 26 percent. Government financed three-fourths of
the total, whilc out-of-pocket payments accounted for
about 12 percent and most of the balance was paid by
privaic health insurance.

The number of home visits by industry professionals to
the afflicted and/or disabled increased from 16.3 million in
1980 to morc than 17.8 million in 1991. During the samc
period, numbers of patients served more than doubled
(from 726,000 to an estimated 1.7 million).

Private Health Insurance

Health insurance premiums have increased sharply dur-
ing the past years. Insurcrs have raised their rates by 8 to 60
percent, ciling escalating healthcare prices, ineffectiveness
of cost-cutling cfforts, and possible discriminating pricing
practices by health providers.

In 1990, private health insurance plans disbursed $216.8
billion, an amount which was more than $20 billion above
disbursements for 1989. Private health insurance covers
three-fourths ol the total non-institutionalized population.
There arc approximately 71 million workers with 69 million
dependents, all of whom obtain coverage as an employ-
ment benefit. The remaining 44 million peopie purchase
their own coverage.

Morc than 1,000 private insurance companies in the
United States write individual or group health insurance
plans. The private hcalth insurance industry has been
growing rapidly because (1) consumers seek to reduce risks
of high-out-of-pocket expenses, and (2) business health
insurance premiums reccive preferential tax treatment, es-
timalcd at $60 billion annually.
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Private coverage is available through insurance compa-
nies, hospitals, through medical service plans, and through
group medical plans operating on a prepaymen! basis. The
prepayment plans, such as those that managed care orga-
nizations provide, have grown rapidly and are creating
competition among hcalthcare insurers.

Private health insurance companies sometimes deny cov-
crage {o individuals because they suffer from A1DS, alco-
holism, diabetes, coronary artery disease, or cancer. In
addition, covcrage may be denied (o people in high-risk
categorices, such as drug abuscrs, older people, and those in
certain occupations. The principal reasons for lack of
private insurance coverage are that the offer price is more
than the uninsured can pay and/or the coverage is not
available at any price.

Hospital Waste Disposal

The contamination of New Jersey beaches in 1988 high-
lighted potential threats to public health arising from
improper medical waste disposal procedures. This issue is
having a profound impact on healthcare. Since then,
Federal and state governments are monitoring the situation
far more vigorously, focusing on hospital-generated medi-
cal waste and disposal practices. The Environmental Pro-
tection Agency, has introduced regulations {(and mandated
penalties) for hospitals which dispose of substances inlo
the environment. Those substances and materials include
red bag wasle, incinerator cmissions, radioactive waste,
laboratory waste, and storage tanks.

The Mcdical Waste Tracking Act of 1988 forces States o
enact or modify regulations dealing with disposal of med-
ical and infectious waste. The Clean Air Act imposes tough
restriclions on medical waste incinerators that burn over
two tons of wasle matcrial daily.

One of the few new technologies available to disposc of
medical wastes appears to be cost-cffective. It compacts
potentially dangerous substanccs, shredding, granulating,
and chemically treating the waste material.

Employment

Employment in the healthcare industry rose from 7
million in 1988 (o approximately 10 million by 1992. This
represents average annual growth rates of 9.3 percent.
During the past decade, this industry’s empioyment growth
surpassed that of the rest of the private economy—a trend
which should continue for the remainder of this decadc.

Healthcare workforce totals are exclusive of employment
in the health insurance, medical cquipment and supplics,
and pharmaceuticals industries. There has been positive
employment growth in all these sectors, especially in offices
and clinics of mcdical doctors, as well as in nursing and
personal care facilities. Hospitals and nursing homes ac-
count for about 62 percent of the total number employed in
healthcare.

Allied Health Personnel

Allied health personnel arc workers who assist physicians
and other specialists. This job category is among the fastest
growing occupational sectors of the entirc healthcarc in-
dustry. The Bureau of Health Professionals estimates there
were 1.8 million allied health personnel in the United States
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Healtheare industry professionols must be aituned to an arroy of
complex issues surrounding public health and medical treatment.

in 1990, a 44 percent increase from 1980. These profession-
als play an intcgral role in the delivery of the nation's
health scrvices, with 300,000 employed in clinical labora.
tory positions. Morc than one-half of the latter are em-
ployced by hospitals.

Health Care Rcform—A Priority for the Nation

Dcbate over healthcare reform is acceleraling. Attention
to this issue rosc dramatically during the past decade, and
major national healthcare associations—representing busi-
ness, labor, and other constituencies—advocate modifica-
tions in cxisting policy.

Federal and state lawmakers have introduced proposals.
Onc proposal would direct all employers either to provide
medical coverage for their workers, or contribute directly to
a government insurance fund (“play or pay”). The U.S.
Bipartisan Commission on Comprehensive Health Care for
All Amcricans (the Pepper Commission) recommended
such a plan. The Commission also suggested overhauling
the nation’s private insurance system, and suggested ways
of restructuring Medicaid.

Other proposcd remedies abound. Some emphasize mar-
ket compclition, tax credits, deductions for the uninsured,
capping malpractice awards, and encouraging electronic
processing of medical claims. Among those who have made
proposals arc the Amcrican Medical Association, Ameri-
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can Hospital Association, U.S. Chamber of Commertce,
National Governors Association, Hcritage Foundation,
and academicians such as professors Uwe Reinhardt and
Alain C. Enthoven.

Both business and government agree that the United
States should seck to accomplish the following objcctives:

s provide cost-effective healthcare services in an cra

when different factors contribute (o high costs;

e design a comprehensive healthcare system that will

include 37 million uninsured Americans;

¢ explore the cffects of cver-greater reliance on modern

medical technologies,

e review the impact of managed care on overall health-

care expenditures;

* examine access of various socio-economic groups {o

healthcare services;

® determine levels of healthcare in rural America;

¢ reduce costs of malpractice liability;

¢ determine what characteristics besl assess quality of
service;
restructure Medicare and Mcdicaid programs;
improve medical education as necessary;
assess healthcare planning;
explore primary care;
enhance use of preventive care;
evaluate issues of bioethics.

Factors contributing to escalating costs are waste, fraud,
malpractice and limited cffective competition. Waste and
fraud alone account for billions of dollars. For example,
the Federal Burcau of Investigation uncovered evidence in
1992 that some drug companies were defrauding the
Medicare/Medicaid system. Awareness of other abuscs has
spread, and the call for correction of these abuses will
doubtless influence prospects of sectors within the nation’s
healthcare industry.

The International Health Care Market

The business climate in many foreign countries appears
favorable for U.S. healthcare companies to expand into
overseas markets. The prospects in Western Europe, Mex-
ico, and in Japan are viewed as particularly promising.

Many foreign governments have designated healthcare as a
cornersione of their social policy, and they plan to provide
steady yearly budget increases over the medium term in order
to achieve stated objectives. A number of foreign countrics
strive to modernize both the public and private health sectors,
while offering increased market opportunities for services and
medical equipment. Others arc contemplating privatization,
or exploring options to decentralize existing systems for
delivery of scrvices. Despite the probiems faced by consumers
and institutions bearing the burden of escalating healthcare
costs within the United States itself, American companies are
recognized globally as industry leaders.

In both Western Europe and Japan, demographics (age-
ing populations as well as increased longevity) and high
income levels create growing demand for healthcare scr-
vices. According to industry specialists, the best prospects
in these two regions exist for primary care, home carc, and
nursing home care services. Also, opportunities in hospital
management, and in ancillary services, appcar promising.
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* The newly independent states of the former Soviet Union
and countries of Eastern Europe may present some oppor-
tunitics for U.S. companics. Success in such ventures,
however, will demand that U.S. firms tailor their services to
the specific nceds of each country, while continued efforts
by forcign governments to open domestic economics must
occur to assure profitability. Although there has becn
considcrable speculation concerning actual healthcare mar-
kets across the countrics of Eastern Europe and throughout
the former Soviet Union, highly volatile commercial and
economic conditions prevail in both regions.

In Eastern Europe, U.S. healthcare service providers are
frequently in a better position to enter country markets
through small, “bitc-sized” opecrations. These undertakings
include diagnostic imaging, maternity centers, ambulatory
carc and surgery, and the salc of computer systems. Several
U.S. lirms are providing emergency health care services,
consulting, and insurance coverage in Hungary. In addition,
according to somc obscrvers, hcalth maintenance organiza-
ticis (HMO) scrvices may offcr a prototype for reform of the
still largely state-run hcalth sector in these countries. U.S.
government agencies are working to facilitate service provid-
ers with market entry through organized trade missions and
encouraging libcral trade and investment environments in
talks with Eastern European counterparts.

Outiook for 1893

Without modification in healthcare laws and practices,
expenditores in 1993 will rise by 12.1 percent, reaching
$939.9 billion. Outlays for hospital care are expected (o
increasc 12.4 percent to $363.4 billion. Expenditures for
physicians’ services will reach an estimated $175.2 billion in
1993, a 11.5 percent increase over 1992, while those for
nursing home care will total $76 billion, 13 percent higher
than the 1992 fotal of $67.3 billion. Home carc will
continuc to show strong growth. Its expenditures will rise
30 pereent to reach $16.5 billion. Healthcare reforms will
be seriously discussed and reviewed by policymakers. One
possible outcome within the near term is that through tax
incentives and government subsidizalion, most of the
uninsured will gain access to healthcare.

Long-Term Prospects

Consunicrs, providers, and policyinakers will most likely
altempt to devise a healthcare system that could increase
compctition in the United States. The chief goal of any
legislative “package to emerge will, of course, be cost
containment, access and efficiency. However, healthcare
spending will continue to absorb a disproportionately high
share of GDP. The clderly population already consuines a
large share of total healthcare services.

Prmidfng services to all, including the 37 million unin-
sured, will ultimately increase both the rate ol spending
and the. volumc of healthcare services. Health insurance

companies may have to make adjustments in their health
covcrage to comply with any major national healthcare
reform that might arise, while health care expenditures will
continuc {o rise but at a slower rate.

Private healthcare institutions may initially realize a lower
profit and will have to modify their modus operandi to cope
with newly instituted government regulations. Managed care
and home healthcare occupy important places in the market,
and will undoubtedly continue to do so. Alternatives to
institutional care—home hcalthcare, personal care services,
hospice care, and adult care—will increase. Nursing home
care will provide a major market for durable medica! equip-
ment, supplies and pharmaceuticals.

Efforts to reduce healthcare costs will gencrate better
collaboration between physicians and hospitals in provid-
ing scrvices.—Simon Francis, Office of Service Industrics,
(202) 482-2697, August 1992.
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