
ARY: The Food and Drug Ad~~~~strati~~ (EDA) is amending its ~~g~lat~~~s concerning 

certain statements that have been required on the labels of prescription dmgs generally and on 

certain ~~c~ti~ or hypnotic (habit-faking) drugs. e agency is tating 

with ~r~v~s~~~s of the Food and Drug Ad~~~istratio~ M~d~r~izati~~ Act of 1997 (M~der~~zati~~ 

Act). 

D/W%?: This mfe is effective insert date 60 days aper date of ~~~~~c~~~u~ in the Federali 

FOR FURTHER ~NFU~~AT~UN CONTACT: 

Research ( -4OO), Food and Drug Ad~i~istrati~~, 5600 Fishers Lane, Rcrckville, 

20857,301~827-3246 

Research (~~-~~), Food and Drug Ad~~~istrat~~~, 1402 Rockville Pike, Roc=kvifle, MD 
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, 1997, the Mude~izati~~ Act (Public Law KG- IS) was signed into Xaw. 

Sectian X26 of the M~de~~zat~~~ Act amended section 503(b)(4) of the FederaI Food, Drug, axed 

Cosmetic Act ( e act) (2X U.S.C. 353(b)(4)) to require, at a ~~~rnurn, that, prior ta dispersing, 

the label of prescription drugs bear the symbol “Rx only” instead of e statement ~‘Caut~~~: Federal 

law prohibits disp~~s~~g without prescription.” The new label statement may be p~~~~d as either 

“‘Rx ody” or “XF only.” Section 126 of e M~de~izat~~~ Act afso repealed section 502(d) of 

the act (21 U.S.C. 352(d)), which provided that a drug or device containing cetiain ~~urn~rat~d 

narcotic or hypnotic (habit-flung) substances or their derivatives was misbranded unless its Xa 

e name and quantity of the substance arnd the statement “Warnin -May be habit f~~~~g~‘~ 

In the Federal Register uf April 2 I, 2000 (65 FR 2 1378), FDA pro used amending its regulations 

fement these provisions of the Modernization Act. 

ights of the Final Rde 

e agency is finalizing wi out change the regulatory provisions of the proposed rule. 

= The final rule amends parts 10,20f,250,310,329,361,606, and 610 (21. C 

IO, 201,250, 3 IO, 329, 361 z 606, and 610) by removing the requirement that pres~~pt~~~ drugs 

be Iabefed with “Cautiolrf: Federal faw prohibits dispensing wi~~ut p~es~~~~j~~” and adding in 

its place a requirement that prescription drugs be fabeled with “‘Rx orrly’” or ‘“XF only.” 

* The final rule amends pas 201. and 369 (21 CFR part 369) by re oving the requbement 

that certain habjt-fling drugs bear the statement “Waft 

* The final rule removes part 329, ~abit-~~~j~g Drugs. 

a e fi~aI axle amends part 290 (23. CFR part 290) by adding xlew 5 29Q. 1 and 290.2. 

Section 290,1 is being added to make cfear the age~~y’s det~~~ati~~ that a drug that is a 

c~~tr~~~ed substance listed in schedule II, III, IV, or V of the Federal ControXle Substances Act 

(GSA) or jrnpl~rn~~t~~g regulations must, unless othenvise determined by the agency, be dispersed 

by presc~pti~~ only as required by section 503(b)(l) of the act. Section 290.2 retains the ex~rnpt~~~ 
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from the ~res~~~tju~“d~spe~si~g requirement in 6 329.20 fur small amu nts of codeine in 

curnb~~atju~ with other ~u~~~cutic active medicinal ingredients. 

e agency received t e ~u~e~ts from pharmaceutical companies and one ~urnrn~~t frum 

an assuc~at~u~ of pharmacists. 

(1). All fuur cu~e~ts concerned the appearance of the “RX only” statement on the label, 

In the pmpused le, the & symbol appeared in bold because of type-setting 

did nut want to create the impression that it was prupus~~g tu require the @ symbol to appear 

in bold, In an attempt at cla~~cat~u~, a fuutnote was included in the pro used mle stating: “The 

& symbol appears in bold in this document because of type-setting ~~~tat~u~s~ however, it should 

ofded when used an the product’s labef” (65 FR 21378). Two comments objected to this 

apparent ~ruhibjt~u~ against the use of bulding, noting that the implementing guidance discussed 

in section IV of s document did nut prescribe whether ur nut the 8 sy boI or the Rx unfy 

statement general y should appear in bold. FDA agrees with these comments. The & symbol and 

the Rx only stat nt may be printed in bold or in regular type. 

(2). In the im~~eme~ti~g guidance, FDA stated: ““The statement should be 

~u~sp~~~u~s, as is required by sectian 502(c) uf the Act and 21 CFR 201 X5.” One mutest 

suggested that manufacturers shuzrld nut be permitted to determine what lacement on the label 

is prominent and conspicuuus. The c ent asked that FDA require that the Rx only statement 

appear on the main part af the label and also that FCDA establish a minim m font size fur the 

Rx only statement relative to the other text on the label. \ 

FDA declinzes to adopt this suggestion. Section 502(c) of the act provides that a drug ur device 

is ~sbra~ded if a label statement required by the act ur FDA regulations * * * “is not pr~rni~~~~~y 

placed thereon with such conspicouusness (as compared with other words, statements, designs, 

or devices, in the labeling) and in such terms as to render it likely to be read and understood 

by the ordinary ~~d~vid~a~ under customary conditions of 
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at $261. X5 elaburates on specific factors that cauld render a Iabel state ent nut prumi~e~t and 

CUOUS. This r~g~latiu~ applies to the Rx only statement, and thus requirements specific to 

the Rx only statement are unnecessary. 

(3). One mutest objected to the agency’s pusitiun, expressed in the implementing guidance, 

that manufacturers ale not ~ruhibited fram using the ~‘W~i~g-May be habit forming” statement. 

he Mudemizatiu~ Act removed the r~quireme~t that the labels of habit-fu~~g drugs bear this 

statement, but di ruhibit use of the statement. However, as explained in the guidances 

believes that the habit-fu~~g characteristics of a drug product s ould be adequately described 

in the “Drug Abuse and Dependence” section of the package insert and that further 1abeIe 

are not necessary. 

r industry entitled ‘~Impleme~tatiu~ of Section 26 of the Food and Drug 

Admi~is~atiu~ odemization Act of 1.997~Elimination of Certain Labeling Requirements” (63 

39100, July 21, 1998) is available 00 the l~te~~t at http://www. uv~~der/guida~ce/ 

i~dex.h~ ur htt~~~~www.fda~guv~~ber/ g~id~Ii~es.htm. The uidance indicates that, fur the time 

periods and under the circumstances stated below, in the exercise of its ~~furceme~t discretion, 

FDA dues not intend to ubject if a spunsur dues not comply with the new 1abeIing requirements 

of section 126 of the Modernization Act. The guidance advises that FDA dues not intend to ubject 

if spu~surs of certain currently a roved prudacts im ement the new requirements of section 126 

of the Mude~izat~u~ Act at the time of the next revision of their labels, ur by February 19,2003, 

whichever cumes first, and report these minor changes iri the next amoral report. Fur pending 

(u~appruved) full or abbreviated a plications received by the agency prior to February 19, 1998, 

nsurs shuuld comply with the new labeling requirements y the tjme of the next revision uf 

their XabeXs or by February 19, 2003, whichever comes first. he guidance also advises that full 

or abbreviated app icatiuns received by FDA after February 19, 1998, shuuld provide la 

1abeIing in cum nce with the new labefing requirements. 
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e agency has detained under 21 CFR 25.30(k) that this action is of a type that dues - 

not ~~divid~a~~y or c~rn~~at~v~~y have a significant effect on the human env~r~~e~t* ~h~r~f~~~, 

neither an e~vir~~me~ta~ assessment nor an e~vir~~me~tal impact statement is required. 

VI, Analysis of 

FIXA has examined the impacts of the final rule under Executive Order 

R~g~~at~~ FIexib~~~~ Act (5 U.S.C. 601-612). Executive Order 12866 directs agencies ta assess 

all costs and benefits of available regulatory alternatives and, when regulafion is access 7 to 

r~g~~at~~ appruaches that maximize net benefits (i~c~~d~~g potential. economic, 

~~v~r~~rn~~ta~~ public health and safety, and other advantages; dis~b~tive impacts; and equity), 

ieves that this final rule is consistent with the regulatory ~hi~~s~phy and pr~~~i~~es 

~de~t~fi~d in the Executive order. As described in section IV of this oczlment, the agency% 

guidable document explains that FTDA will exercise its enforcement dis~~eti~~ in a maimer that 

will permit compasses to implement the required label changes at the time of the next revision 

of their labels, ox by debts 19,2003, whichever comes first. Because almost all labels would 

~~ica~~y be reprinted wi in this timeframe, this enforcement strategy will e~i~nate any sig~i~~a~t 

costs that would otherwise be associated with the rule. As a restrlt, the final ruIe is nut a sig~~~~a~t 

r~g~lat~~ action s defined ‘by the Executive order. 

The Reg~~at~~ Flexibifity Act requires agencies to anafyze regulatory options to tinimize 

~i~~a~t ~~~a~t af a rule on a substantial number of small entities. The agency certifies 

that the final rule woufd not have a significant impact on a substantial number of small entities 

because the lengthy im~~em~ntati~n period will allow companies to make the necessary label 

anges dn~ng the normal course of business. Therefore, under the Regu atory ~exibi~ity Act, 

no further analysis is required. Section 202(a) of the Unfunded Mandates Reform Act (Public Law 

HJ4-4) requires that agencies prepare alz assessment of anticipated costs and benefits before 

~~~~~si~g any rule that may reszxIt in an expenditure by State, focal, aDd tribal g~~ern~e~ts, in 
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the aggregate, or by the private sector, of $100 rniflion or more in any one year (adjusted annually 

for ~~~ativ~). Because this rnle does not impose any mandates on State, local, or tribal g~ve~ents~ 

or the private sector that will result in an expenditure of $100 mif ion or more in any one year, 

A is nut required to perfurm a cost-benefit analysis under the Unfunded Mandates Refu~ Act. 

WI. Paperwwk Reduction Act of 1995 

A c~~~~udes that this final rule dues nut require information cuf ections subject to review 

ffice of management and Budget (OMB) under the Paperwork Reduction Act of 1995 

(the PRA) (Pu Xic Law KH--13). 

FDA is amending its labeling regulations by remuving the requirement that pres~~~t~un drugs 

be Xabefed with ~~a~tiun: Federal law prohibits dispensing without prescription” and adding a 

requirement that ~res~~~ti~n drugs be labeled with “Rx unly” or % only.” This labeling statement 

is nut subject to review by QMB because it is “originally supplied by the Federal ~uve~ent 

e recipient fur the purpose of disclosure to the ptrblic” (5 CFR ~32U.3~~)(2)) and therefore 

oes not c~~stit~t~ a ‘~c~~~e~t~on of ~nfu~atiun” under the PRA. 

WXL Executive Order 13132: Federalism 

FDA has analyzed this final rule in accordance with Executive Order 13132: Federalism, 

Executive Order 13 132 requires Federal agencies to carefully examine actions to dete~ine if they 

cuntain policies at have federalism implications or that preempt existin State law, As defined 

in the Order, “policies that ave federahsm im~~icat~uns” refers to regulations, fegisIative ~u~ents 

ur final legislat~un~ and other puky statements ur at=tiuns that have snbstant~a~ direct effects on 

e States, on the re~at~~nshi~ between the National Government and the States or on the 

d~st~b~t~~n of pawer and resp~ns~bilities among the various levels of guve~ent. 

This final r~Xe revises FDA labeling regulatiuns as required by the Mudem~zat~u~ Act. Because 

enfur~ement of these labeling ~ruv~s~uns is a Federal res~unsib~~~~~ there should be fittIe, if any, 

. impact from this Xe 0x1 the States, on the relationship between the National ~~v~~rn~~t and 
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the States, or on the d~s~b~tiun of power and respunsibilities among e various levels of 

uve~men~. In addition, FDA dues nut believe that this final mle preempts any existing State 

law. 

A~curdi~g~~~ FDA has detetined that this fina rule does not contain poficies that have 

federalism impli~atiuns. 

List of Subjects 

~nistrative practice and procedure, News media. 

mgs, Labeling, Repurting and recordkeeping re~nirem~nts~ 

Drugs, Labeling. 

Adm~nis~ative practice and gmcedwe, Drugs, Labeling, Medical devices, Reporting and 

r~~urdkeeping re 

Labeling, Over-the-counter drugs. 

Medical research, Bescriptiun drugs, Radiatiun prutectiun. 



Labeling, Medical devices, Over-the-counter drugs. 

food, Labeling, Laboratories, Reporting and recurdkeeping requirements. 

iofugics, Labeling, Reporting and recurdkeeping requirements. 

Th~r~fur~, under the Federal Fuud, Drug, and Cosmetic Act, the 

and the Fuud and Drug Ad~nistratiun Mudemizatiun Act, and under a~thu~ty delegated to the 

Cu~s~iuner of Food and Drugs, chapter X of Title 21 is amended as fulfows: 

FART ~~-A~~~Nl~~RA~lVE PRACTICES AND PROCEDURES 

1. The authority citatian fur 21 CFR part IO continues to read as follows: 

~~~~~ri~y: S U.S.C. 551~558,701-‘706; I5 U.S.C. 1 51-1461; 26. U.S.C. f41-f49,321-397,46”rf, 

679,821,1034; 28 U.S.&. 2112; 42 USC 201,262,26?b, 264. 

PART 201-LABELING 

, The authority citation fur 21 CFR part 201. continues to read as follows: 

42 US.Ce 216,241,262,264. 

g201.1 [Amended] 

4. Section 201.1 Q Drugs; ~~~~e~e~~ of i~g~~~~~~~$ is amended in paragraph (a) by remuv~ng 

the phrase ‘<as awaking-May be habit furrning’“. 
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5. Section 201. f 6 is revised to read as folIuws: 

An increasing number of medications restricted to prescription use only are being fa 

solely in Spanish fur dis~b~t~un in the Cu~unwea~~ of Puerto Rico where Spanish is 

~redo~nant language. Such labeling is authorized under 5 201.1 S(c). One required warning, the 

curding of whit is fixed by law in the English language, could be translated in variuus ways, 

urn literal translation to loose inte~retation. The statutory nature of this warning requires that 

the translation convey tile meaning properly to avoid cunfusiun and dilution of the purpose of 

the warning. Sectiun ~~3(b)(4) of the Federal. Food, Drug, and Cosmetic Act requires, at a 

~n~rnurn~ that the label bear the statement “Rx only.” The Spanish-language version of this must 

be S‘Sulamente Rx”. 

6. Section 201 BXI P~e~cr~~~i~~ drugs for ~~~~~ tlSe is amended in paragraph (b)( 1) by 

removing the phrase ” ‘Caution: Federal law prohibits dispensing withuut pres~~~t~un”’ and by 

adding in its place the phrase CL ‘Rx only’ “. 

fj 201 .I 20 [Amended] 

T. Sectbn 201.120 Prescri~~iun chemicals and other prescription c~~~~~~~~~ is amended in 

paragraph (b)(2) by removing the phrase “ ‘Caution: Federal law pruhibi s dispensing without 

~re~c~~t~~~’ ” and by adding in its place the phrase “‘Rx on 

9 201 ,I 22 ended] 

sentence of the intrud~~to~ text by removing the phrase Cc ‘Caution: Federal law pruhi 

dispensing without prescription’ ” and by adding in its place the phrase “ ‘Rx only’ “. 



201306 [Amended] 

in paragraph (b)(l) by removing the word %xk&‘. 

ART 25kSPECtAL REQUIREMENTS FUR SPECIFIC CLEAN DRUGS 

10. The a~th~~ty citation fcx 21 CFR part 250 c~~t~~~~s to read as folfows: 

A~~~~~~~~~ 21 USC. 321,336, 342, 352, 353, 355,36 l(a), 362(a) and (e), 33 f ,375(b). 

11, Section 250.100 Amyl nitrate ~~~ala~~ us a ~~es~r~~~~~~ drug fur ~~~~~ we is amended 

in ~~agra~h (Es) y removing the phrase “legend ‘Caution: Federal law prohibits d~sp~~s~~g wit 

and by adding in its place the phrase ‘%tatement ‘Rx only.‘“. 

5 250*10t Amended] 

12. Sedan 250. X Of A~~~~~a~~~e and ~e~~a~~~e~a~~~e ~~~a~e~s regarded as ~~~scr~~~~~~ 

bogs is amende in paragraph (b) by removing the phrase ‘“legend ‘Caution: Federal faw ~ruhib~ts 

d~s~e~~~ng without prescription.‘” and by adding ixl. its place the p se “‘statement ‘Rx only,‘“, 

9 250.105 [Amended] 

amended in the f st sentence by removing the phrase “ ‘Caution: Federal law prohibits dis~e~s~~g 

without ~r~s~~~ti~~.’ zf and by adding in its place the phrase ” ‘Rx only.’ “. 

[Amended] 

in ~~agra~h (c)f I) by removing e phrase “legend, ‘Caution: Federal faw prohibits dispersing 

without ~r~sc~~ti~~.~ ” and by adding in its place the phrase ‘<statement “Rx only.‘“’ and in p~agra~h 



“, ‘Caution: Federal faw pro ibits dispensing without prescr~~t~~n.’ ” 

y adding in its face the phrase ” ‘Rx only.’ “. 

g250.201 [Amended 

15. Sectim 250,201 ~re~~r~~~~~s for the ~re~~~e~~ ~f~~~~~~~~~s ~~~~~~ is amended in 

~~agraph.~d) by removing the phrase “legend ‘Caution- Federal law prohibits dis 

pres~~~ti~n*~ ” by adding in its place the phrase ‘%tatement ‘Rx only.‘“. ’ 

amended in the last sentence of paragraph (e)(l) by removin the phrase “legend ‘Caution: Federal 

law prohibits dispensing without a prescription: ” and by adding in its place the phrase ~‘stateme~t 

and in paragraph (c) )(i) by removing the hrase (‘prekxiption legend’” an 

lace the phrase “statement “Rx only’“. 

TROLLED f3RUGS 

‘7. The a~thu~ty citation far 21 CFR part 290 continues to read as 

Au~~~ri~~~ 21 U.S.6. 352,353,355,371. 

. Section 290.1 is added &I subpart A to read as follows: 

g290.1 Controlled substances. 

Any drug that is a controlie substance listed in schedul[e 11, III, IV, or V of the Federal 

C~~~~~led S~bs~a~~es Act or implementing reg~latiu~s must be dispensed by pres~~p~~~n only 

y setting 5~3~b)~l) af the Federal Food, Drug, and Cosmetic Act unless spec~fi~a~~y 

9. Section 290.2 is added to subpart A to read as follows: 
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es~~pt~~n-dispensing requirements of section 503(b)(f) of the Federal Food, Drug, and 

Cosmetic Act are not necessary for the protection of the publie health with respec TV a ~~~p~~~d, 

mixture, or ~re~~at~~n containing not more than 200 milligrams of codeine per 100 rnilfi 

or per 100 gr s that also includes one or more nonnarcotic active edieinal ingredients in 

sufficient pr~p~~~~n to confer upon the compound, mixture, or preparation valuable 

qualities other than those possessed by codeine alone. 

PART 3fO-NE 

. The a~th~~ty ~~tat~~n for 21 CFR part 3 10 continues to read as 

Authority: 21 USC. 321,331,351,352,353, 355, 36~~36U~, 36Uj, 361(a), 37f,374,375,379e; 

42 U.S.C. 216,24f,242(a), 262,263b--2631-1. 

$j 310*103 [Amended] 

in paragr (a)(3)(i) by removing the phrase 

and by adding in its place the 

22. Part 329 is removed. 

PART 341-COLD, COUGH, ALLERGY, 

“ ~~aut~~n: Federal law prohibits dispensing without 

phrase “ ‘Rx only’ “. 

23. The auth~~ty citation for 21. CFR part 344 continues to read as f~~~~ws: 

ority: 21 U.S.C. 321,35 ,352,353,355,360,371. 



““gj 32~*2~(a) an 341.40” and by adding in its place ‘$5 29O.Y. 

PART 361- ES~RtPTtUN I)RUGS FUR CLEAN USE GENERALLY RECUGNtZED 

0 EFFECTtVE AND NOT ~tS~RAN~~~~ DRUGS t.BED tN 

25. e a~th~~ty citation for 21 CFR part 361 c~~t~~~es to read as folfows: 

~~thurity: 21 U.S.C. 321,3x,352,353, 355, 371; 42 U.S.C. 262. 

26, section 361 .l ~~d~ou~~~~e drugs for certain research wee is amended in paragra 

by re~Qving the phrase CL “Caution: Federal law prohibits dispensi 

by adding in its place the phrase “ “Rx only’“. 

R~R~TATtVE STATEMENTS RE WARNINGS ON DRUGS AND 

E-COUNTER SALE 

~~~h~r~ty~ 21 USC. 321,331, 351,352, 353, 355,371. 

5 369.22 [Removed] 

28. Se&m 369.22 is removed. 

e a~t~~~ty citation for 21 CFR part 606 continues to read as 

~~t~u~i~~: 2 I .S.C 321,331, 351,352, 355,360,36Oj, 37X, 374; 42 U.S.C. 216,262, 2638, 

264. 

. Section 606.12 is amended by revising paragraph (c)(g)(~) to read as follows: 
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maxgaret M* Dotzel, 
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