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DEPARTMENT OF HEALTH AND HUMAN SERVI CES

Food and Drug Adm nistration

21 CFR Part 216

[ Docket No. 98N-0182]

Li st of Bul k Drug Substances That May Be Used | n Pharnmacy
Conmpoundi ng

AGENCY: Food and Drug Adm nistration, HHS.

ACTI ON:  Proposed Rul e.

SUVMARY: The Food and Drug Adm nistration (FDA) is proposing a
new regul ation identifying the bul k drug substances that may be
used i n pharmacy conpoundi ng under the exenptions provided by the
Federal Food, Drug, and Cosnetic Act (FD&C Act) even though they
are neither the subject of a current United States Pharnmacopoeia
(USP) or National Formulary (NF) nonograph nor a conponent of an
FDA- approved drug. FDA s devel opnent and publication of this
bul k drugs list is statutorily required by the Food and Drug

Adm ni stration Mdernization Act of 1997 (Mdernization Act).

DATES: Submt witten conments on or before (insert date xxx days

after date of publication in the FEDERAL REGQ STER)

ADDRESSES: Submit witten comments to the Dockets Managenent
Branch (HFA-305), Food and Drug Adm nistration, 5630 Fishers

Lane, rm 1061, Rockville, ND 20852.
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FOR FURTHER | NFORMATI ON CONTACT: Robert J. Tonelli, Center for
Drug Eval uation and Research (HFD-332), Food and Drug
Adm ni stration, 7500 Standish Place, Rockville, MD 20855, 301-
827-7295.
SUPPLEMENTARY | NFORMATI ON:
| . Background

President Cdinton signed the Mdernization Act (Pub. L. 105-
115) into | aw on Novenber 21, 1997. Section 127 of the
Moder ni zati on Act, which adds section 503A to the FD&C Act (21
U S. C 353a), clarifies the status of pharmacy conpoundi ng under
federal law. According to section 127, drug products that are
conpounded by a pharnmaci st or physician on a custom zed basis for
an individual patient are potentially exenpt fromthree key
provi sions of the FD&C Act: the adulteration provision of
section 501(a)(2)(B) (concerning the good manufacturing practice
requi renents); the m sbrandi ng provision of section 502(f) (1)
(concerning the | abeling of drugs with adequate directions for
use); and the new drug provision of section 505 (concerning the
approval of drugs under new drug or abbrevi ated new drug
applications).

To qualify for these statutory exenptions, however, a

conpounded drug product nust satisfy several additional
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requi renents. One of these additional requirements, found in
section 503A(b)(1)(A) of the FD&C Act, restricts the universe of
bul k drug substances that a conpounder may use. Section
503A(b) (1) (A) provides, in relevant part, that every bul k drug
subst ance used in conpounding (1) nust conply with an applicable
and current USP or NF nonograph, if one exists, as well as the
current USP chapter on pharmacy conpounding; (2) if such a

nmonogr aph does not exist, the bul k drug substance nust be a
conponent of an FDA-approved drug; or (3) if a nonograph does not
exi st and the bul k drug substance is not a conponent of an FDA-
approved drug, it nust appear on a list of bulk drug substances
that nay be used in conmpounding (i.e., the list being proposed in
this rul emaking). For purposes of construing this statutory
provision, the term “bul k drug substance” is defined in FDA

regul ations at 21 CFR 207.3(a)(4) and incorporated by reference
in section 503A(b)(1)(A) to nean “any substance that is
represented for use in a drug and that, when used in the

manuf acturi ng, processing, or packaging of a drug, becones an
active ingredient or finished dosage formof the drug, but the
term does not include internediates used in the synthesis of such

subst ances.”
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1. FDA Devel opnment of a Bul k Drugs List

Al t hough the Mdernization Act directs FDA to issue a |ist
of bul k drug substances that may be used in pharmacy conpoundi ng,
it does not specify a process through which candidates for the
list are to be identified. On April 7, 1998, FDA published a

Federal Register notice (63 FR 17011) inviting all interested

persons to nom nate bul k drug substances for inclusion on the
l[ist. In response to this request, FDA received nom nations for
38 different drug substances. The nom nations cane from Abbott
Laboratories, the Texas Pharmacy Association, the North Carolina
Board of Pharnmacy, Mss Pharmacy and Nutrition Center, the
University of Texas MD Anderson Cancer Center, the International
Acadeny of Conpoundi ng Pharnaci sts, Baxter Healthcare
Corporation, Scottsdale Skin & Cancer Center Ltd., Dernmatol ogy
Associ ates, and Neil Brody, MD

Ni ne of the nom nated substances are the subject of a USP or
NF nonograph or are conponents of FDA-approved drugs. As a
result, they already qualify for use in pharmacy conpoundi ng
under section 503A(b)(1)(A) (i) of the FD&C Act (assum ng they
satisfy all other applicable FD&C Act requirenents). The nine
are clotrimzol e, fluocinonide, hydrocortisone, hydroqui none,

pr anoxi ne, qui nacrine hydrochloride, salicylic acid, tretinoin,
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and triantinol one. These substances are not addressed further in
t hi s proceedi ng.

The remai ni ng twenty-ni ne nom nat ed substances have been
eval uated by FDA to determ ne whether they are appropriate for
i nclusion on the bulk drugs list, and, therefore, appropriate for
use in general pharmacy conpoundi ng. FDA used three eval uation
criteria to assess these nom nations: (1) the chem cal
characterization of the substance; (2) the safety of the
substance; and (3) the historical use of the substance in
phar macy conpounding.! These criteria, as well as the bul k drugs
list itself, were devel oped by FDA in consultation with the
Uni ted St ates Pharnacopoei a.

I n eval uating the nom nated substances under these criteria,
t he agency enpl oyed a balancing test. No single factor was
di spositive, nor was each necessarily given equal weight.
Rat her, the agency considered the totality of the circunstances

and bal anced all the information at its disposal.

' I'n making its evaluations, the agency did not consider

whet her any of the nom nated substances are manufactured by an
establ i shment regi stered under section 510 of thnaFD&C Act (see
21 U S. C 353a(b)(1)(A(ii)). This is a separate condition
required to qualify for the exenptions provided by section 503A
of the FD&C Act. The FD&C Act al so provides that all bul k drug
subst ances used in conpoundi ng nust be acconpani ed by valid
certificates of analysis (see 21 U.S.C. 353a(b)(1)(A)(iii)).
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Under the first factor, the chem cal characterization of the
substance, FDA considered each substance’'s purity, identity,
strength, and quality. This information was used to eval uate
whet her the substance could be identified consistently based on
its chem cal characteristics. |If a substance could not be well -
characterized chemcally, this factor wei ghed against its
i nclusion on the bul k drugs |ist because there could be no
assurance that its properties and toxicities when used in
conpoundi ng woul d be the sane as the properties and toxicities
reported in the literature and consi dered by the agency.

Under the second factor, FDA addressed the safety issues
rai sed by the use of each substance in general pharnmacy
conpoundi ng. This evaluation proved both difficult and uni que
because none of the nom nated substances has been throughly
investigated in well-controlled ani mal toxicol ogy studies.
Additionally, there are no well-controlled clinical studies in
humans to substantiate safe use of the substances. The agency,
therefore, had at its disposal either none or very little of the
type or quality of information about the nom nated substances
that is ordinarily required and eval uated as part of the drug
approval process.

To evaluate the safety of the nom nated substances, then,
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t he agency evaluated the Ilimted information avail abl e about each
substance’s acute toxicity and other reported toxicities,
i ncludi ng nutagenicity, teratogenicity, and carcinogenicity. The
agency al so considered reports and abstracts in the literature
about adverse reactions the substances have caused in humans. In
cases where the toxicity of a substance appeared to be
significant, FDA further considered the availability of
alternative approved therapies. The existence of alternative
approved therapies in those cases wei ghed agai nst inclusion on
t he proposed |ist because the risks of using the substance were
nore |likely to outweigh the benefits.

Under the third factor, the historical use of the substance
i n pharmacy conpoundi ng, FDA considered the length of tine the
subst ance has been used i n pharnmacy conpoundi ng, the nedical
conditions it has been used to treat, and how wi despread its use
has been. This factor weighed in favor of list inclusion for
nom nat ed substances that have enjoyed | ong-standi ng and
W despread use in pharmacy conpounding for a particular
i ndi cation. Evidence of both w despread and | ong-standi ng use
for a particular indication was viewed by the agency as
i ndi cative of the substance’s perceived useful ness and accept ance

in the nedical community. Fraudul ent or “quack” renedi es would
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likely be excluded fromthe bulk drugs list by this historical
use factor because the practice of conpoundi ng such drugs is not
expected to have been sufficiently preval ent and | ong-standi ng.

The information assessed by FDA under each of the eval uation
criteria was obtained fromjournal reports and abstracts from
reliable nmedical sources, including peer reviewed nedical
literature. Sonme of this information was submtted in support of
the nom nations, as had been requested by FDA. The renmai nder FDA
gat hered t hrough i ndependent searches of nedical and
phar maceuti cal databases. The agency did not review any raw
data. The materials FDA relied on in evaluating the nom nations
can be found in the docket identified by the nunber in brackets
in the heading of this docunent.

The amount of relevant information avail abl e about the
nom nat ed substances, including their uses and safety, varied
considerably. |In some cases there was very little data. For
exanpl e, the agency found only two rel evant journal articles
concerning thynol iodide. For other substances, such as taurine
and sodium butyrate, reports in the literature were nore
pl entiful and sonetinmes conprised hundreds of articles. 1In those
cases, however, the agency reviewed only a limted sanple of the

avai | abl e sources.



UNPUBLISHED
PRELIMINARY DRAFT

Based on the foregoing discussion it should be clear, but
FDA woul d li ke to enphasize, that its assessnent of the nom nated
subst ances was, out of necessity, far less rigorous and far |ess
extensi ve than the agency’s ordinary evaluation of drugs as part
of the new drug approval process. For this reason, the inclusion
of a drug substance on the proposed bul k drugs list must not, in
any way, be equated with an approval, endorsenent, or
recomendati on of the substance by FDA. Nor should it be assuned
t hat substances on the proposed |ist have been proven to be safe
and effective under the standards nornally required to receive
agency approval. |In fact, any person who represents that a
conpounded drug nade with a bul k drug substance that appears on
this list is FDA-approved, or otherw se endorsed by FDA generally
or for a particular indication, wll cause such drug to be
m sbranded under section 502(a) of the FD&C Act (21 U. S.C
352(a)).

In response to this proposed rule, FDA is specifically
seeki ng comment on whet her the substances on this |ist should
remain on the |list and whether the substances that have been
rejected should remain off the list. After evaluating these
comments, FDA will issue the bulk drugs list as a final rule

which will be codified in the Code of Federal Regulations. The
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final rule may include all, or only sonme, of the substances
proposed for inclusion on the list in this proposal, depending on
the coments received. Individuals and organizations wll be
able to petition FDA at any tine after the final rule is
publ i shed to anend the |list by adding or renoving one or nore

bul k drug substances.

I11. Description of the Proposed Rule

A.  Nom nated Drug Substances Bei ng Proposed For |nclusion
in the Bul k Drugs List

Under section 503A(d)(2) of the FD&C Act, FDA is proposing
that the follow ng twenty drug substances, which are neither the
subj ect of a current USP or NF nonograph nor conponents of FDA-
approved drugs, be included in the list of bulk drug substances
that nmay be used in conpoundi ng under the exenptions provided in
section 503A of the FD&C Act (sections 501(a)(2)(B), 502(f)(1),
and 505). Wien a salt or ester of an active noiety is |listed,
e.g., diloxanide furoate, only that particular salt or ester may
be used. Neither the base conpound nor other salts or esters of
the same active noiety will qualify for section 503A's
conpoundi ng exenptions, unless separately |isted.

Si nce passage of the 1962 anmendnents to the FD&C Act, the

10
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standard for approval of new drugs requires a denonstration of
both safety and effectiveness. Drug products that neet this
standard have an FDA approval in effect and are generally |listed
in the publication entitled Approved Drug Products with
Ther apeuti ¢ Equi val ence Eval uations, commonly referred to as the
Orange Book. FDA intends for the Orange Book to serve as the
reference source for conpounders to identify FDA-approved drugs
for purposes of conplying with section 503A(b)(1)(A((i)(Ill) of
FD&C Act. Drug products that were discontinued from marketing
before the 1984 Amendnents to the FD& C Act are not listed in the
Orange Book, however, even though they may still have approvals
in effect (i.e., approvals not formally withdrawn by FDA). Wen
necessary, conpounders will be able to ask the agency whether a
particul ar drug product that does not have a current USP or NF
nonogr aph and does not appear in the Orange Book is neverthel ess
an approved drug for conpoundi ng purposes.

This list is being proposed as 8 216.23 of Title 21 of the
Code of Federal Regulations. This new section will be included
in a new part, part 216, which is currently intended to include
all FDA regul ati ons whose primary purpose is inplenentation of
t he pharmacy conpoundi ng provisions found in section 503A of the

FD&C Act. During the pendency of this proposed rule, FDA intends

11
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to exercise its enforcenment discretion and not take regulatory
action agai nst any drug product that is conpounded using a bulk
drug substance that appears on proposed 8 216.23 if all other
applicable requirenents of the FD&C Act have been sati sfi ed.
NOTE: FDA has identified the foll ow ng substances as |ikely
candi dates for inclusion on the bulk drugs list, but questions
have been rai sed about sone of the drugs concerning their
hi storical use in pharmacy conpounding (i.e., the length of tine
t hey have been used in pharmacy conpoundi ng, the nedi cal
conditions they have been used to treat, and how w despread their
use has been). On these substances, FDA is specifically seeking
public comment at the Advisory Conmttee neeting regarding these
I ssues.

Bismuth Ctrate

Bisnmuth citrate is well-characterized chemcally. It has
been used extensively in conpounded products for short-term
treatment of several gastrointestinal disorders, including
Hel i cobacter pylori-associated ulcers. At doses reported in the
literature for these indications, bisnuth citrate appears to be
relatively non-toxic, and serious adverse reactions associ ated
wth its use have not been commonly reported.

Caffeine Citrate

12
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Caffeine citrate, which is a mxture of caffeine and citric
acid, is well-characterized chemcally. Caffeine citrate
stinul ates the central nervous system and has been used
extensively and for many years in conpounded products to treat
apnea in premature infants. At doses reported in the literature
for this indication, caffeine citrate appears to be relatively
non-toxic, and serious adverse reactions associated with its use
have not been commonly report ed.

Choline Bitartrate

Choline bitartrate is chemcally well-characterized. It has
been used to treat Al zheiner’s-type denentia. It has al so been
used to treat infantile colic. At doses reported in the
literature for these indications, choline bitartrate appears to
be rel atively non-toxic, and serious adverse reactions associ ated
with its use have not been comonly reported. Additionally, FDA
has previously established that choline bitartrate is generally
recogni zed as safe as a dietary suppl enment when used in
accordance wth good manufacturing practices (see 21 CFR
182. 8250; 45 FR 58837, Septenber 5, 1980). FDA is soliciting
public comment on how | ong choline bitartrate has been used in
phar macy conpoundi ng and how wi despread that use has been

Di | oxani de Furoate

13
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Di | oxanide furoate is chemcally well-characterized. It has
been used to treat parasitic diseases such as intestinal
anoebi asis. At doses reported in the literature for these
i ndi cations, diloxanide furoate appears to be relatively non-
toxic, and serious adverse reactions associated with its use have
not been commonly reported. FDA is soliciting public coment on
how | ong di | oxani de furoate has been used in pharmacy conpoundi ng
and how wi despread that use has been.

Di nercapt o-1- Propanesul fonic Acid

Di mer capt o- 1- Propanesul fonic (DWPS), a chelating agent, is
chemcally well-characterized. DMPS has been used to treat heavy
metal poisoning. At doses reported in the literature for this
i ndi cation, DMPS appears to be relatively non-toxic, and serious
adverse reactions associated with its use have not been commonly
reported. FDA is soliciting public coment on how | ong DMPS has
been used in pharmacy conpoundi ng and how w despread that use has
been.

Ferric Subsul f at e

Ferric subsulfate is well-characterized chemcally. It has

2Both ferric subsulfate solution and ferric subsulfate
powder were nom nated for inclusion on the bulk drugs list. FDA

conbi ned them under one entry for ferric subsulfate.

14
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been used topically as a henpstatic agent to control bl eeding,

i ncluding cervical bleeding. At doses reported in the literature
for this indication, ferric subsulfate appears to be relatively
non-toxic, and serious adverse reactions associated wwth its use
have not been commonly reported. However, because the literature
is limted to topical use of this substance, FDA is proposing to
include it on the bulk drugs list for topical use only. FDA is
soliciting public comment on how long ferric subsul fate has been
used i n pharmacy conpoundi ng and how w despread that use has
been.

Ferric Sulfate Hydrate

Ferric sulfate hydrate is well-characterized chemcally. It
has been used topically as a henostatic agent to control bl eeding
in dermatol ogi cal and dental procedures. At doses reported in
the literature for these indications, ferric sulfate hydrate
appears to be relatively non-toxic, and serious adverse reactions
associated wth its use have not been commonly reported.

However, because the literature is |imted to topical use of this
substance, FDA is proposing to include it on the bulk drugs Iist
for topical use only. FDA is soliciting public coment on how
long ferric sulfate hydrate has been used in pharmacy conpoundi ng

and how wi despread that use has been.

15
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d ut am ne

G utam ne, the nost abundant free amno acid found in the
human body, is well-characterized chemcally. dutamne is
involved in a wide variety of nmetabolic processes, including
regul ati on of the body’s aci d-base bal ance. For years, glutanm ne
has been used in conpoundi ng as a suppl enent in parenteral
nutrition reginens in adults. At doses reported in the
literature for this use, glutam ne appears to be relatively non-
toxic, and serious adverse reactions associated with its use have
not been comonly reported.

Quai acol

Guai acol is chemcally well-characterized. 1t has been used
for decades in conpounded products as an expectorant. At doses
reported in the literature for this indication, guaiacol appears
to be relatively non-toxic, and serious adverse reactions
associated with its use have not been commonly reported.

L odof orm

lodoformis chemcally well-characterized. It has been used
for the control of acute epistaxis (nosebleeds) and as a paste
for dental root fillings. |odoformhas tested positive in in
vitro nutagenicity assays and in an in vitro transformational

assay in mammlian cells. However, in two-year bioassays

16
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conducted by the National Toxicology Program (NTP), i odoform was
found to be noncarcinogenic in rats and mce. At doses reported
inthe literature for these indications, iodoformappears to be
relatively non-toxic, and serious adverse reactions associated
wth its use have not been commonly reported. However, because
the literature is limted to the topical and intra-dental use of
this substance, FDA is proposing to include it on the bul k drugs
list for topical and intra-dental use only. FDA is soliciting
public comment on how | ong i odof orm has been used in pharnacy
conpoundi ng and how wi despread that use has been

M/rrh Gum Ti ncture

Myrrh is a gumresin obtained fromthe stem of Comm phora
mol nol and ot her species of canphora. Mrrrh is a mxture of many
substances and has not been well-characterized chemcally. Mrrh
has been used in its natural formand as a tincture to treat
i nflammatory di sorders of the nouth and pharynx. The preparation
reviewed by FDA is the tincture, which, at doses reported in the
literature for those indications, appears to be relatively non-
toxic. Serious adverse reactions associated with the use of
myrrh gumtincture have not been commonly reported. FDA is
soliciting public coment on how long nyrrh gumtincture has been

used i n pharmacy conpoundi ng and how wi despread that use has

17
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been.

Pheni ndani ne Tartrate

Pheni ndam ne tartrate is chemcally well-characterized. It
is an antihistam ne that has been used to treat hypersensitivity
reactions including urticaria (hives) and rhinitis (nasal
inflammation). At doses reported in the literature for this
i ndi cation, phenindam ne tartrate appears to be relatively non-
toxic, and serious adverse reactions associated with its use have
not been commonly reported. Additionally, in devel oping the
over-the counter nonograph for antihistam ne drug products, FDA
previ ously established that phenindam ne tartrate, under the
conditions established in the nonograph (including particular
| abel ing and dosage limts), is generally recognized as safe and
effective for over-the-counter antihistam ne use (see 21 CFR
341.12; 57 FR 58356, Decenber 9, 1992). FDA is soliciting public
coment on how | ong pheni ndam ne tartrate has been used in
phar macy conpoundi ng and how wi despread that use has been

Phenyl t ol oxani ne D hydrogen Citrate

Phenyl t ol oxam ne di hydrogen citrate, a structural isoner of
di phenhydram ne, is well-characterized chemcally. It has been
used as an anti histamne. At doses reported in the literature

for this indication, phenyltol oxam ne di hydrogen citrate appears

18
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to be relatively non-toxic, and serious adverse reactions
associated wth its use have not been commonly reported. FDA is
soliciting public coment on how | ong phenyltol oxam ne di hydrogen
citrate has been used in pharnmacy conpoundi ng and how w despread
t hat use has been.

Piracet am

Piracetam a derivative of the am no acid gama-am no
butyric acid, is chemcally well-characterized. Believed by sone
to enhance certain cognitive skills, piracetamhas been used to
treat children with dyslexia and patients with Al zheinmer’s
di sease, anong ot her cognitive disorders. At doses reported in
the literature for these indications, piracetam appears to be
relatively non-toxic, and serious adverse reactions associ ated
wWth its use have not been commonly reported. FDA is soliciting
public comment on how | ong piracetam has been used in pharnmacy
conpoundi ng and how wi despread that use has been

Silver Protein Mld

MIld silver protein is chemcally well-characterized. It
has been used extensively and for many years to treat
conjunctivitis and by ophthal nol ogi sts as a preoperative chem cal
preparation of the eye. At doses reported in the literature for

this indication, mld silver protein appears to be relatively

19
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non-toxic, and serious adverse reactions associated wwth its use
have not been commonly reported. Wen adm nistered internally,
however, mld silver protein can cause serious untoward side
effects, including argyria, a permanent ashen-gray discol oration
of the skin, conjunctiva, and internal organs (see 61 FR 53685,
Cctober 15, 1996). For this reason, FDA is proposing to include

mld silver protein on the bulk drugs list for ophthal mc use

only.

Sodi um Butyrate

Sodi um butyrate is a short chain fatty acid that is
chemcally well-characterized. It has been used rectally in an

enema formulation to treat ulcerative colitis and radiation
proctitis. At doses reported in the literature for these
i ndi cations, sodium butyrate appears to be relatively non-toxic,
and serious adverse reactions associated with its use have not
been comonly reported. However, because the literature is
limted to the use of sodiumbutyrate rectally in an enema
formul ation, FDA is proposing to include it on the bul k drugs
list for use in this dosage formand route of adm nistration
only.

Taurine

Taurine, an amno acid with several inportant physiol ogical

20
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functions, including a role in bile acid conjugation, is
chemcally well-characterized. It has been used for years in
conpoundi ng as a conponent in parenteral nutrition solutions for
infants and adult patients. At doses reported in the literature
for this use, taurine appears to be relatively non-toxic, and
serious adverse reactions associated with its use have not been
commonl y report ed.

Thynol 1 odi de

Thynmol iodide is chemcally well-characterized. 1t has been
used as a topical agent for its absorbent, protective, and
antimcrobial properties. At doses reported in the literature
for these indications, thynol iodide appears to be relatively
non-toxic, and serious adverse reactions associated wth its use
have not been commonly reported. FDA notes, however, that it was
able to identify only two articles in the literature concerning
thymol iodide. FDA is soliciting public comment on additional
i nformati on about this substance generally, including howlong it
has been used in pharmacy conpoundi ng and how wi despread t hat use
has been. Additionally, because the literature is limted to
topi cal use of this substance, FDA is proposing to include it on
the bulk drugs list for topical use only.

Ti ni dazol e

21
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Tinidazole is a chemcally well-characterized derivative of
5-nitrom dazole. It has been used, often in conjunction with
di | oxani de furoate, which also appears on this proposed list, to
treat parasitic diseases such as anoebiasis and giardiasis. At
doses reported in the literature for these indications,
tini dazol e appears to be relatively non-toxic, and serious
adverse reactions associated with its use have not been commonly
reported. FDA is soliciting public coment on how | ong
ti ni dazol e has been used in pharnmacy conpoundi ng and how

w despread that use has been

NOTE: The follow ng substances have been identified as
possi bl e candi dates for inclusion on the bulk drugs list, but FDA
has specific concerns about the historical use as well as the
toxicity of these substances, about which the agency is
soliciting Advisory Commttee input.

4- Am nopyri di ne

4- Am nopyridine (4-AP), which is well-characterized
chemcally, is a potassium channel bl ocker that may enhance the
rel ease of acetylcholine fromnerve termnals. It has been used
to treat several neurological disorders, including Lanbert-Eaton

myast heni ¢ syndronme, nmultiple sclerosis, and Al zhei ner’s di sease.

22
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It al so has been used to reverse the effects of non-depol ari sing
nmuscl e rel axants. The toxicol ogical properties of 4-AP have not
been thoroughly investigated in ani mal studies. At doses
reported in the literature, the side effects of 4-AP for nost
patients do not appear to be serious. However, there have been
sone reports of seizures associated with the use of 4-AP. Until
nmore information is avail able about the historical use and safety
of 4-AP, FDA questions whether the substance is appropriate for

i nclusion on the bulk drugs |ist.

3. 4-Di am nopyri di ne

3,4-Di am nopyridine (DAP), which is chemcally well-
characterized, is a potassium channel bl ocker that may enhance
the rel ease of acetylcholine fromnerve termnals. DAP has been
used in the treatnment of several neuronuscul ar disorders,

i ncl udi ng Lanbert - Eat on nmyast heni ¢ syndronme (LEMS), nyasthenia
gravis, amyotrophic lateral sclerosis, and nultiple sclerosis.
The toxicol ogi cal properties of DAP have not been thoroughly
investigated in animal studies. At doses reported in the
l[iterature, DAP appears to be well-tolerated and its toxicity
appears to be dose-related. There have been reports of seizures
wth its use, however, and DAP is contraindicated in patients

with epilepsy. Until nore information is avail abl e about the
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hi storical use and safety of DAP, FDA questions whether the
substance is appropriate for inclusion on the bulk drugs list.

Di ni trochl or obenzene

Di ni trochl orobenzene (DNCB) has been used in the treatnent
of recurrent nelanoma and as a skin sensitizer to estimate immune
system conpetency. Chemcally, it is well-characterized. DNCB
is highly toxic in doses as little as 5 to 50 ng/kg, and may be
fatal if inhaled, swallowed, or absorbed through skin. High
concentrations of DNCB are al so extrenely destructive to tissues
of the mucous nenbranes and upper respiratory tract, eyes and
skin. Until nore information is available about the historical
use and safety of DNCB, FDA questions whether the substance is
appropriate for inclusion on the bulk drugs Iist.

Hydr azi ne Sul fate

Hydrazi ne sulfate is chemcally well-characterized and has
been used to treat cachexia in cancer patients. The substance,
however, is extrenely toxic. Miltiple exposures to hydrazine
sul fate have caused |iver and ki dney damage, gastrointesti nal
damage, convul sions, and coma, anong other conditions. Hydrazine
sulfate is al so considered by the International Agency for
Research on Cancer to be a potential carcinogen to humans. Until

more information is avail able about the historical use and safety
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of hydrazine sul fate, FDA questions whether the substance is
appropriate for inclusion on the bulk drugs |ist.

Met r oni dazol e Benzoat e

Met roni dazol e benzoate is well-characterized chemcally. It
has been used to treat periodontitis and anpebi asis. FDA assunes
that the toxicities for netroni dazol e benzoate woul d be the sane
as the toxicities of netronidazole itself, which is an FDA-
approved drug. Serious adverse reactions associated with the use
of netroni dazol e benzoate have not been commonly reported.
However, FDA has questions about the effect of the benzoate salt
on the dosing and bioavailability of this substance. FDA is
soliciting public comment on these issues. FDA is also
soliciting public comment on how | ong netroni dazol e benzoate has
been used in pharmacy conpoundi ng and how w despread that use has
been. Until nore information is avail able about the historical
use, the safety, and the bioavailability of nmetroni dazole
benzoate, FDA questions whether the substance is appropriate for

i nclusion on the bulk drugs |ist.

B. Nom nated Drug Substances That Are Not Bei ng Proposed
for Inclusion on the Bul k Drugs List

FDA is proposing that the follow ng five nom nated drug
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substances be excluded fromthe |list of bulk drug substances that
may be used in conpoundi ng under the exenptions provided in
section 503A of the FD&C Act. After carefully considering the
rel evant evaluation criteria, FDA does not believe that general
conmpounding with any of these substances is appropriate, either
during the pendency of this proposed rule, or after the rule is
finalized.

Four of the five substances are being excluded because FDA
in the past, took official action to renove themfromthe narket
for reasons of safety or efficacy. 1In a separate rul emaki ng FDA
intends to include these four substances on the list of
substances wthdrawn or renoved fromthe market because they have
been found to be unsafe or not effective. The other substance
was never the subject of such action, but is being excluded from
the list for the safety reasons described bel ow. The agency
specifically invites coment on whether, and if so, why, these
subst ances shoul d be added to the bul k drugs list, given the
i nformati on avail abl e concerni ng them

The exclusion of these substances fromthe bul k drugs |i st
does not automatically nean that they can never be used in
medi cal or pharmacy practice. Under 21 U S. C 505(i) and 21 CFR

Part 312, these substances still nmay be available for use through
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an I nvestigational New Drug exenption, the existence of which
woul d provide inportant patient safeguards, such as inforned
consent, that may not exist with general conpoundi ng.

Bet ahi sti ne D hydrochl ori de

Bet ahi stine di hydrochloride is a chemcally well -
characterized histam ne analog. It has been used to treat the
synptons of vertigo in patients with Meniere s di sease and was
formerly marketed as Serc tablets. [In 1970, however, FDA
wi t hdrew t he approval of the NDA for Serc tablets because they
were found to | ack substantial evidence of effectiveness (see the

Federal Register of Novenber 14, 1970 (35 FR 17563)). 1In a

separate rul emaki ng, FDA intends to propose this substance for
inclusion on the list of substances w thdrawn or renoved fromthe
mar ket because they have been found to be unsafe or not

effective. For these reasons, FDA is not proposing to include
bet ahi stine di hydrochloride on the list of bulk drugs acceptable
f or conpoundi ng.

Cant har adi n

Cant haradi n, a substance obtained fromthe Chinese blister
beetl e, anong ot her beetle species, has been used topically in
the treatment of warts and nol |l uscum contagi osum Cantharadin is

wel | -characterized chemcally. It is, however, an extrenely
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toxi c substance. Not only is cantharadin destructive to eyes,
skin, and nucous nenbranes, it can be fatal if inhaled,
swal | oned, or absorbed through the skin. As little as 10
mlligrams of cantharadin has been reported to cause death.

Topi cal application of cantharidin has produced acute
| ymphangitis and persistent |ynphedema. |ngestion of cantharadin
can produce burning of the nouth, nausea, dysphagia, henatenesis,
hematuri a, dysuria, erosion and henorrhage of the upper G tract,
renal dysfunction and failure due to acute tubular necrosis and
destruction of the gloneruli. Low grade di ssem nated
i ntravascul ar coagul ati on al so has been reported in patients with
acute cantharidi n poi soni ng.

For these reasons, FDA believes that the hazards associ ated
with the use of cantharadin outwei gh any benefits to be derived
fromits nmedicinal use. This is especially true given the
avai lability of safer alternative drugs for the indications that
cant haradi n has been used to treat.

Cycl andel at e

Cycl andel ate, which is well-characterized chemcally, is a
vasodi |l ator that has been used in the treatnent of

cerebrovascul ar and peripheral vascul ar disorders, as well as
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di abetic retinopathy. It was fornmerly marketed in Cycl ospasnol
capsul es and tablets, which were renoved fromthe market for |ack

of effectiveness (see the Federal Register of Decenber 3, 1996

(61 FR 64099)). In a separate rul emaking, FDA intends to propose
this substance for inclusion on the list of substances w thdrawn
or renoved fromthe market because they have been found to be
unsafe or not effective. For these reasons, FDA is not proposing
to include cyclandelate on the list of bul k drugs acceptable for
conmpoundi ng.

Pent vyl enetetrazol e

Pentyl enetetrazole, which is chemcally well-characteri zed,
has been used to enhance the nental and physical activity of
elderly patients, to treat schizophrenia, and in the diagnosis of
epilepsy. It was fornerly marketed in nunmerous drug products,
all of which were renoved fromthe market for |ack of

effectiveness (see the Federal Register of May 4, 1982 (47 FR

19208)). In a separate rul emaking, FDA intends to propose this
substance for inclusion on the list of substances w thdrawn or
renmoved fromthe market because they have been found to be unsafe
or not effective. For these reasons, FDA is not proposing to

i ncl ude pentylenetetrazole on the list of bulk drugs acceptable

f or conpoundi ng.
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Sul f adi net hoxi ne

Sul fadi nrethoxine is a chemcally well-characteri zed
anti bacterial agent that was fornerly marketed in Mdricidin
capsules. Madricidin capsules were renoved fromthe market in
1966 for safety reasons after being associated wth Stevens-

Johnson syndronme (see the Federal Reqgister of March 19, 1966 (31

FR 4747)). In a separate rul emaking, FDA intends to propose this
substance for inclusion on the Iist of substances w thdrawn or
renmoved fromthe market because they have been found to be unsafe
or not effective. For these reasons, FDA is not proposing to
i ncl ude sul fadi met hoxi ne on the list of bulk drugs acceptable for

conpoundi ng.

| V. Environnental | npact

The agency has determ ned under 21 CFR 25.30(h) that this
action is of a type that does not individually or cunmulatively
have a significant effect on the human environnment. Therefore,
nei t her an environnental assessnent nor an environnmental i npact

statenment is required.

V. Analysis of I|npacts

FDA has exam ned the inpacts of the proposed rul e under
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Executive Order 12866, the Regulatory Flexibility Act (5 U S. C
601-612), and the Unfunded Mandates Reform Act of 1995 (Pub. L
104-4). Executive Order 12866 directs agencies to assess al
costs and benefits of available regulatory alternatives and, when
regul ation is necessary, to select regul atory approaches that
maxi m ze net benefits (including potential econom c,
environnental, public health and safety, and ot her advantages,
distributive inpacts and equity). The Regulatory Flexibility Act
requi res agencies to exam ne regulatory alternatives for snal
entities, if the rule is expected to have a significant economc
i npact on a substantial nunber of small entities. The Unfunded
Mandat es Reform Act requires agencies to prepare an assessnment of
anticipated costs and benefits before enacting any rule that may
result in an expenditure in any one year by State, |ocal and
tribal governnents, in the aggregate, or by the private sector

of $100 mllion (adjusted annually for inflation). [|NSERT
ECONOM C ANALYSIS]. In general, FDA seeks public coment on the
econom ¢ i npact associated with any of the nom nated bul k drug
substances. In particuar, the agency requests public coment and
data on the current |evel of pharmacy conpoundi ng of all five of
the bul k drugs proposed for exclusion fromthe bul k drugs list.

The agency al so requests public comment and data about the
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econom ¢ i npact on small businesses if these five substances are
excluded fromthe bulk drugs Iist.

The Unfunded Mandates Reform Act requires (in section 202)
t hat agenci es prepare an assessnent of anticipated costs and
benefits before proposing any expenditure by State, |ocal, and
tribal Governnments, in the aggregate, or by the private sector of
$100 million (adjusted annually for inflation) in any one year.
The publication of FDA's list of bulk drug substances for use in
phar macy conpounding is not expected to result in any significant
expenditure of funds by State, |ocal and tribal governnments or
the private sector. Because the expenditures required by the
proposed rule are expected to be substantially under $100 mllion
annually, FDA is not required to performa cost/benefit analysis

according to the Unfunded Mandat es Ref orm Act.

VI1. Paperwork Reduction Act of 1995

FDA tentatively concludes that this proposed rul e contains
no collections of information. Therefore, clearance by the
O fice of Managenent and Budget under the Paperwor k Reduction Act

of 1995 (Pub. L. 104-13) is not required.

VI11. Request for Comrents
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I nterested persons may submt witten comrents regarding

this proposal on or before (insert date xxx days after date of

publication in the FEDERAL REG STER), to the Dockets Managenent

Branch (address above). Two copies of any conments are to be
subm tted, except that individuals may submt one copy. Comrents
are to be identified with the docket nunber found in brackets in
t he headi ng of this docunent. Received comments may be seen in
the office above between 9 a.m and 4 p.m, Mnday through

Fri day.

Li st of Subjects in 21 CFR Part 216

Drugs, Pharmacy conpoundi ng, Prescription drugs.

Therefore, under the Federal Food, Drug, and Cosnetic Act
and under authority del egated to the Comm ssioner of Food and
Drugs, it is proposed that 21 CFR part 216 be added to read as
fol |l ows:
1. Part 216 is added to read as foll ows:

PART 216- - PHARMACY COVPOUNDI NG
Subpart A--General Provisions--[Reserved]
Subpart B--Conpounded Drug Products

Sec.
216. 23 Bul k drug substances for use in pharnmacy conpoundi ng

216. 24 [ Reserved]
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Authority: 21 U S.C 351, 352, 353a, 355, and 371.
Subpart A--General Provisions [Reserved]
Subpart B--Conpounded Drug Products

8§ 216.23 Bulk drug substances for use in pharnacy conpoundi ng.

The follow ng bul k drug substances, which are neither the
subject of a current United States Pharmacopoeia or National
For mul ary nmonograph nor conponents of FDA approved drugs, my be
used in conmpoundi ng under 21 U S.C. 353a(b) (1) (A (i)(I11):

Bismuth Citrate

Caffeine Citrate

Choline Bitartrate

Di | oxani de Furoate

Di mer capt o- 1- Propanesul fonic Acid

Ferric Subsulfate (for topical use only)

Ferric Sulfate Hydrate (for topical use only)

G utam ne

Quai acol

| odoform (for topical and intra-dental use only)

Met r oni dazol e Benzoate

Myrrh Gum Tincture

Pheni ndam ne Tartrate

Phenyl t ol oxam ne D hydrogen Citrate
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Pi racet am

Silver Protein MId (for ophthal mc use only)

Sodi um Butyrate (for rectal enema use only)

Tauri ne

Thyrmol 1 odide (for topical use only)

Ti ni dazol e
Based on evidence currently avail able, however, there are
i nadequate data to establish substantial evidence or general
recognition of the safety or effectiveness of any of these drug

substances for any indication.

§ 216.24 [ Reserved]

Dat ed:
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