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SUMMARY: The Food and Drug 
Administration (FDA) is issuing a final 
rule stating that Wain ingredients in 
over-thecounter(0TC) drug products 
are not generally recognized as safe and 
effective or are misbranded. FDA is 
issuing this final rule after considering 
the reports and recommendations of 
various OTC drug advisory review 
panels and public comments an 
proposed agency regulations, which 
were issued in the form of a tentative 
final monograph (proposed rule). Based 
on the absence of substantive comments 
in opposition to the agency's proposed 
nonionograph statuLfor lor& se 

ineredients. as well as the failure of 
inrerested parties to submit new data or 
information to FDA under the 
rw&~lation, the agency has determined 
that the presence of these ingredients in 
an OTC drug product would result in 
that drug product not being generally 
recognized as safe and effective or 
would result in mishrandine. This final 
rule is part of tho ongoing Gview of 
OTC d r u ~  products conducted by FDA. 
DATES: ~lf ic t ive  October 19.199i. 
FOR FURTHER INFORMITlffl COMACT: 
Gra ld  M. Rachanow. Center for Drug 
Evaluation and Research (HFD-560). 
Food and Drug Administration. 5600 
Fishers Lane. Rockville, NID 20657, 
301-827-2307. 
SUPPLEMENTARY I N m m n o w  

I. Backgmund 
In the Federal Register of November 

7.1990 (55 FR 46914). FDA published 
under 5 330.10(a)(7)(ii) (21 CFR 
330.10(a)(7)(ii)), e final rule on the 

status of carlain OTC drug Cet ory ll 
and m active ingredients. ~hatXc.1 rule 
declared es  not bnanrlly mapized as 
safe and effective certain active 
ingredients that had been proposed as 
nonmonqpaph (Categary U or Category 
m) under the egency's OTC drug review. 
The periods for submission of 
comments and new date following the 
publication of a notice of pmposed 
rulemaking (NPRMI had closed and n o  
significant comments ar new data had 
been submitled to upgrade the status of 
these ingredients. In each instance, a 
final rule for the class of ingredients 
involved had not been published to 
date. 

In the Federal Reginter of May 10. 
1993 (56 FR 27636). FDA published a 
final rule establishing that certain 
additional active ingredients in OTC 
drug pmducts are not generally 
recognized as safe and effective or are 
misbranded. That final rule included 
active ingredients h m  a number of 
OTC drug rulemakings that wen, not 
covered by the November 7.1990, final 
rule. (See Table 1 (56 FR 27636 at 27639 
to 27641) for a list of OTC drug 
rulemakings and active ingredients 
covered by that final rule.) 

At that time. there were other OTC 
drug review rulemakings for which the 
period for submission of comments andl 
or new data was still wndina. Those 
periods have now cldsed. ana there are 
s number of active ingredients for whicb 
no significant comments or new data 
were submitted. in each instance, a final 
rule for the class of ingredients involved 
has not been published to date. This 
final rule addresses somo of the 
Category n a n d  Category Ill active 
ingredients in thosn classes of 
ingredients, specifically active 
ineredients considered in the ~ ~ ~~~ ~~~- 

~Temakings for OTC vaginal 
contraceptive, first aid antiseptic. and 
antimicrobial diaper rash drug pmducts. 

In the advance notice of proposed 
rulemakina (AWRMI for O X  vaeinal 
contracept~ve drug p~oducts (45 k 
62014. December 12.1980). the 
Advisory Review Panel on OTC 
Contraceptives and Mher Vaginal Drug 
Products placed phenylmercuric acetate 
and phenylmercuric nitrate in Category 
II for safety and placed dodecaethylene 
glycol monolaui-ta (polyethylene glycol 
600 monolaurate), laureth 10S, and 
methoxypolyoxyethyleneglycol55o 
laurate in Catenon, 111 for efficacv. In the 
tentative final koiograph (TFM)' for 
OTC vaginal contraceptive drug 
products (60 FR.6892; February 3. 
19951, the aaenw u m ~ o s e d  that all of 
these ingre&ents lk r;onmonograph. In 
response to this TFM (NPRM), tho 
agency received no comments or dele 

relating to the ssfety and effectiveness of 
these ingredients. 

In the ANPRM for mercurycrmteinlng 
drug produas for OTC topical 
a n t i m i d i a l  use (47 FR 436. January 5. 
1962). the Advisory Review Panel on 
OTC Miscellaneous External Drug 
Pmducts dated all m e m  comwunds 
in Categoj  II for topical an>mi&obial 
use. This included thefouowina 

, - 
caromel (mercurous chloride): 
merhmmin (memuoduome): mercuric 
chloride (bichloride of mercwy. 
mercury chloride): mercufenol chloride 
(orthwchloromercuriphenol. ottho- 
hvdroxv~benvlmereuric chloridol: 
menu& saliiylate: mercuric sulfide 
(red mercuric sulfide); mercuric oxide, 
yellow; mercurv; m a w  chloride: 
mercury oleate~nitmme&l: para- 
chloromercuriphenol; phenylmercuric 
nitrate: lhimemsal: vihomarsol: end 
zvloxin. In the NPRM for OTC first aid 
&tiseptic drug d u c t s  (56 FRY3644. 
July 22.1991). i e  agency proposed that 
ell of these ingredients were either 
Category U or Category Ill. In response 
to this NPRM. the agency received no 
comments or data relating to the safety 
and effectiveness of these inpredients. 

In an amendment to the 
rulemaking for OTC topics1 
antimicmbial drug pmducts (55 FR 
25246. June 20.1990). the agency 
pmposed that pchloromercuriphenol 
and all other in&iants containins 
mercurv were 6tezorv U for the 

" 
~~ ~~~- 

treatmeht and pre6n;on of diaper rash. 
In response to his NPRM, the aaeocv 
received no comments or data d a t i i g  
to the safety and effectiveness of these 
ingredients. 
n. m m e d  ~ ~ ~ ~ ~ l r i n g s  and categorg 
I1 and Ill lngndients 

Teble I of this document lists the titles 
and docket numbers of the specific 
rulemakings containing active 
ingredients that are addressed in this 
document. together with the publication 
dates of the ANPRM and the NPRM, as 
well as the c los in~  dates for comments 
and submission oinaw data for aach 

~~ ~ - - ~ ~  

ru~emaking. FDA advises that the active 
ingredients discussed in this documant 
(see Table I1 of section Ll of this 
document) will not be included in the 
relevant finel monographs because they 
have not been shown to be generally 

- 
recognized as safe and effective for their 
intended use. The agency further . . 
advises that these ingredients should be 
eliminated from OTC drug products 6 
months after the date of nublication in ~ -~~ ~- 

the Federal R w e r  ofthis final rule 
regardless of whether further testing is 
undertaken to justify future use. 
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III. The Agsnq'a Final Concluaiom on 
Carinin OTC Lhug Category U and I11 
Ingredients 

companies. t h w  product Ales 
comprised less then 1 rcent'of OTC 
drug revenues. The in X" ustry has been 
aware of the stntus of them pmducts 
since 1982, and ell of the manufactlmrs 
identitled bv FDA a h  ~ m d u c a  

appmachea that maximlze net benefits 
(including potential economic. 
environmental, public health and safety, 
and other advmtagw distrihuUve 
impacts: and equi 1 Under the 
Rmlatorv F l e x i b k  Act. if e rule has 

No substantive wmments or 
additional data have been subm;tled to 
the OTC drug review to support any of 
the inmdienls listed in Table n of this a s&nifi&nt im ct on a hbslnntial 

number of smalP8entities, an aRancy 
products cobtaihin8 i n a i e n t s  
proposad for inclusion in the 
monograph. The lost sales born the 
nonmonograph pmducts ara expected to 
be offset by increased sales of the 

must analvm s id f i can t  r e r r u k t o ~  as safe andelfec1i;;for thespeci6ed 
OTC uses. The aRency has determined options thit woild minimi&any. 

'significant impact of the rule on small that t h w  ineredTen6 should be deemed entities. 
Title n of the Unfunded Mandates 

substitute pmducts. 
The agency considered, but rejected. 

not acting on these iogrqlients in 
advance ofthe finalization of other 
monograph conditions. The final 
monmeobs for OTC tooicd 

not menerall~recognized as safe and 
effective for OTC use before a final Reform Act (2 U.S.C. 1501 et seq.1 

requires that esencies prepare e written 
statement and economic analysis before 

monograph far ea& respective drug 
category is established. Accordingly, 
any drug pmduct containing any .of 
these ingredients and labeled for the 
OTC use identified in TaMe ll of this 
document will be considered 

omoosinn anv rule that mev &st111 in an 
;xienditbe in any 1 year dy State. 
local, and tribal governments, in the 

antim.fcmbiel and v a g i i l  conbawplive 
drug mdu& ere not expected to be P comp eted for a period of time. The 
agency also considared publishing an 
additional notice specifying that the 
determinations on the ingradients in 
this final rule would be included in a 

aggregate, or by ihe private sector, of 
$100 million Iediusted m u e l l v  for nonmonograph and misbranded t=der 

section 502 of the Federal Food. Drug. 
and Cosmetic Act (the act)(21 U.S.C. 
3521 and a new drug under section 
201(p) of the act (21 U.S.C. 321(p)) for 
which an approved application under 
section 505 of the act (21 U.S.C. 355) 
and part 314 of the regulations is 
required for marketing. As an 
alternative, when, there are adequate 
data establishing general recognition of 
safetv and effectiveness, such deta mav 

- ,  
inflation). 

The agency believes that this final 
rule is consistent with the principles set 
out in the Executive Order and in these final rule orior to ouhlioation of a final 
two statutes. The ournose of this final rule i n c ~ u b i n ~  the'determinations on 

ingredients for which new data and 
information have been submitted. 

rule isti e a  on t6e pkposed 
nonmonograph status of certain 
inmdients in advance of finalization of However. safetv and effectiveness h v e  
o&er monmuaoh conditions in order to not been &tabGshed forthe ingradients 

included in this current final rule and 
rnanufechmrs have not submitted the 

expedite compintinn of the OTC drug 
review. There area limited number of 
products currently marketed lhat will be be sGbmitted in a citimn petition to 

- 
amend the appropriate monograph to 
include any of the above ingredients in 
OTC drue nmducts in Table Il of this 

necessarv date in resoonse to earlier 
affected bv thic ~ l e .  Of the 17 m e n w  opportutiities. The agency's experience 

has been that under these circumstances 
mmpanies have not submitted data in 

ective ingbdients included in the final 
rule. the agency is aware of 12 O K  drug 

d&umeG:(~ee s 10.30.) ~ n y  OTC drug 
product containing any of the 
ingredients in Table n of this document 
and labeled for the use identified in 
Table ll of this document initially . 
introduced or initially delivered for 
introduction into interstate commerce 

products containing merbmmin. 1 
nmduct containing ohenv~mercuric 

respbnse to yet another opportunity. 
Consumers will benefit h m  the earlv 

;litrate, and 7 p d i c t s  c6ntaioing 
thimemsal. These products ere 
marketed by einht different 

removal hom (he miikitplaci if 
' 

products containing ingredients for 
which safetv and effectiveness have not 

manufactuiexs~most of which ara 
considered small entities. using the U.S. 

been esteblfshed. Consumers can then 
purchase wnbiniog only 
ingredients proposed for monograph 
status. Manufacturers who choose lo 

ener the effective date of this final rule 
that is not the subject of an approved 
application will be in violation of 
sections 502 and 505 of the act and. 
therelcre, subject to regulatory action. 
Furiher. any OTCdrug product subject 
to this fiial rule that is repackaged or 
relabeled after the effective date of the 

Smell Business ~dminis&tio< 
desi ation for this industry (750 
emp y oyees). The agency is not awam of 
anv topical antimicmbial diaper rash or 

reformulate or replace affected pmduc!s 
will be able to use alternative 
ingredients that are proposed as 
monogmph conditions without 
incurring any additional expense of 
clinical testing for those ingredients. As 
noted oreviouslv. FDA believes that 

vaginal ccntraceptive drug p;oducts 
containine anv of the active ineredic.lts .. 
included rn &is final rule. 

Manufacturers of these products will 
no longer be able to market products 
containing the ingredients included in 
this final rule after its effective date. 

rule would be reouired to be in 
&mplianca withihe rule regardless of 
the date the product was initially 
inmducad or initially delivered for 
introduction into interstate commerce. 
Manufacturers are encouraged to 
comolv voluotarilv with the rule at the 

most &mufact-rs currently produce 
such mducts. 

~ J l e  this b a l  rule may muse 
manufacturers to discontinue marketina 

While the mnnufncturers will incur a 
loss of revenue for these products, the 
egency believes the economic impact 
will be minimal for several reasons. A. 
C. Nielsen (Niels6?\, n recognized 
provider of market research business 
information and analvsis. maintains 

or to reformulate some nmducts arior t; 
~ ~ r~ 

issuanw of the applica61e final 
monograph, these manufaclurers have 
known for some time lhat if admuate 

earl&& possible dele. 

N. Analysis of Impacts 
FDA has examined the impacts of the 

final ~ l e  under Executive Order 12866 
and the Regulatory Flexibility Act (5 
U.S.C. 601-612). Executive Order 12866 
directs agencies to assess all costs end 
benefits of available regulatory 
alternatives and, when regulation is 
necessary, to select reguiatory 

deta were dot submitted to suppbrt 
safety and effectiveness, cessation of 
marketing of the current pmducts would 
be reauired. in anv event. when the final 

pmduct data h m  a sample of 4.000 
retail outlets selected to represent the 
geographical and retail characteristics of 
the U.S. OTC market. Based on these mon-anhi are duhlished. Because this 
Nioisen date, the egency estimates that 
total sales lor Lhew pmducts rapresent 
less than 0.1 percent of all sales ofOTC 

., . - 

rule imposes no bdditional reporting or 
recodkooping requirements, no 
additional professional skills am 

first aid drugproducts. For the affected necessary to comply. 
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The analvsls shows that this Anal nrle Merbromin ~mereumchmme) (IUIYIR*: OSM i s  aoorovirm. with ,~ ~ ~ ~ 

1s no1 economically &niFicant under Mercufenol ihloride (ortho-. cer(ain exceptions, bmpo& 
Executive Order 12888 and that the c h l o w m e d p h e n o l ,  ortho- amendment to the Pennsylvania 
aeencv bas consideied the burden to 
skailentities. Based on the above 
anelysis. the agency d m  not believe 
that the maioritv of manufacturers will 
incur J si&ifi-t eco~omic  impact. 
However, there may be a few that could 
incur siunificant refonnulalion costs or 
inventory losses. Thus, this economic 
analysis, logethar with other relevant 
sections of this document, serves as the 
aaencv's final d a t o r v  nexihilitv ~ " ~ ~ ~ - ,  - ~ ~~p ~, 
analysis, as required under the 
Renulatory Flexibility Act. Finally. this 
anilvsis shows that the Unfundad 
~ a n h e t e s  Reform Act does not apply to 
the finel rule because it would not result 
Ln an expenditure in any 1 year by Stsie. 
local, and tribal governments, in (he 
a m a l e ,  or by the private sector, of 
5100 million. 

V. Envimnmenlol Imwcl 
The agency has determined under 21 

CFR 25.31(c) that this action is ofa type 
~ - 

that does not individually or 
cumulativelv b v e  a simificant effect on 
the human environmeA. Therefore. 
neither an environmental assessment 
nor an environmental impect statement 
is required. 

List of SubkEt. in 21 CFR Par( 310 
Administmlive praciice and 

procedure. Drugs. Labeling. Medical 
devices. Kevortioa and recordkeeoina 

herefore, under the Federal Food. 
Drug. and Cosmetic Act and under 
authority delegated to the Commissioner 
of Food and Druns. 21 CFR uart 310 is 
amended as  foll&s: 

PART 3 1 W W  DRUGS 

1. The authority citation for 21 CFR 
past 310 continues to read as  follows: 

Aulbwlty: 21 U.S.C 321.331.351.352. 
353.355.358.357.360b3601.360/.361(a). 
371.374.375.379e: 42 U.S.C 216.241. 
212In). 282.263t-263n. 

2. Section 310.545 i s  amended by 
adding paragraphs (aI(27) and (aI(28). by 
revising paragraph (d) introductory text. 
by reserving paragraphs (d)(26) and 
(d)I271, and bv addine vnranravh (dll28) 

hydmxyphenylmercuric chloride) 
Mercuric chloride (hichloride of 
mercury, mercury chloride) 
M e d c  oxide, yellow 
Mercuric selicylele 
Mercuric sulfide, red 
Mercurv ~ - ~ - ~  ~ 

~ e r c u j  oleate 
Mercury sulfide 
Nitmmersol 
P a r a c h l o m m e d p b e n o l  
Phenylmercuric nitmte 
Thimerosal 
Vilromersol 

*(ii) Diaper msh drug products. 
Parachloromercuriphenol 
Any other ingredient containing 
mercury 

- 

(28) Vaginal contmceptive drug 
nmdrlar  
Dodecaethylene glycol monolnurate 
(polyethylene g l y ~ l 6 0 0  monolaurate) 
Lnurath 10s  
Methoxypolyoxyethyleneglycol550 
laurate 
P h e n y l r n e d c  acetate 
Phenylmercuric nilrate 
Any other ingredient containing 
mercury . . . . .  

(dl Any OTC drug d u c t  that i s  not 
in compliance with &s section is 
subject to regulatory action if initially 
introduced or initially delivered for 
intmduction to interstate commerce 
after the dates specified in paregraphs 
(dl[ll through (d)(28) of this section. . . . . . 

(28) October 22.1998, for products 
subject to paregraphs (a)(27) and (aI(28) 
of this section. 

Daled: April 8.1998. 
W h  K. Hubbud. 
Assc.ciols Commissionerfor Policy 
Coordination. 
IFK Doc. BE-10578 Piled 4-21-98: 8:45 am) 
W U l M  COG€ *iW-OI-F 

DEPARTMENT OF THE INTERIOR . 

OIfice of Surface Mlnlng Reclamallon 
and Enforcement 

permanent q p l a t o r y  p* 
(hereinafter referred to as the 
Pennsylvania propam) under the 
Surface Mlninn Conhnl and 
Reclamation 001977 ( S M W ) .  The 
amendment revises the Pendsylvanle 
pmgram to incorparate chang& made by 
Pennsylvania House BiU 1075 and 

pmvide special authorizntion for coal 
refuse disposal in areas reviously 
affected by miniw w h i 2  contain 
pollutionil disch&ges. 
EFFECTIVE DATE: April 22.1998. 
FOR w m  BMRYIm CONTACT: 
Robert J. Biggi. Director, Office of 
Surface Milling Reclpseiion and 
Enforcement. H.;dsburg Fiald Office. 
Harrishuy :mspor(ation Center. Third 
Floor, Suite 3C. 4th and Market Streels, 
Iiz<sburn, Pennsvlvania 17101. 

I. Background on (he Psnnsylvaais RoRram. 
11. Submission oflhe Amendment. 
Ill. Diredor's Findinns. ~~~ - - ~ - ~ -  - -~  
IV. Summary and Disposition of Comments. 
V. Dinxior's Decision. 

I. Baclrgrouad on the P e ~ s g l v m i a  
Progrm 

On Iulv 31.1982, the Secretarv of the 
Interior ~onditionally epprovedihe 
Pennsylvania pmgram. Background 
information on the Pennsylvania 
program including the &tery's 
findings, the disposition of comments. 
and a detailed explanation ofthe 
conditions of approval of the 
Pennsylvania pmgram can be found in 
the July 30. 1982. Federal Register (47 
FR 33050). Subsequent actions 
concerning the conditions of approval 
and program amendments are identified 
at 30 CFR938.11.938.12.938.15 and 
938.16. 

Il. Submission of the Amendment 
By letter dated September 14.1995 

lAdministnttive Record Number PA 
837.01). Pennsylvania submitted an 
amendment to the Pennsvlvania -. - . ~ ~~ ~ 

t o i a d  as foliows: 30 CFR Pail 038 program. The amending ianguage is 
contained in Pennsylvania House Bill 

1 310.646 Drug p r o d w  contllnlng (PA-1 12-FORI 1075 and was enacted into Pennsylvania 
cwWn actlve lngmdhts onend over-lhe- law as Act 1994-124. The amendments . 
counter (OTC) for EMlaln m a  Pennsyfvania R ~ " l a t o ~  'roersrn change Pennsylvania's coal b h s e  

(a) . ' AODGY: Office of Surface Mining Disposal Act (of September 24.1968 
(27) Topical anlimicrobiol drug Reclamation and Enforcement (OSM). (P.L. 1040. No. 318) end amended on 

p r o d u W i )  First aid antiseptic drug hterior. October lo. 1980 P.L. 807. No. 154)) lo 
products. AmW Final ~ l e ;  approval of pmvide for authorization for refuse 
Ammoniated mercury amendments. disposal in m a s  previously affected by 
Calomel (mercumus chloride) mining which contain pollutional 


