
~~~h i, Zoo~ 

Doc~ets Manageme~,t Branch 
Food and Drug Administration 
Departrne~t of H~a1th azxd Human Services, Room 1-23 
1.2420 Patklawn T3r., Rockville, MD 20857 

CITIZEN P~T~'~'~ON -- -- 

Dear Sir or 1V~adam : 

The u~,dersigncd subz~aits this petition. under 21 CFR Sec. 10.30. This Catizen Petition 
requests the Comrnissioner of Food and Drugs to tak~ the following action with~ zespect 
to 2a CFR 341, the Final Monograpb. (F~ ~"or Cold, Cough, ~111ergy, Bro~zc~,odilator, 
Antiasthmatic Drug Products for Over-the~Cout~tier Human LJse . 

ACTION REQU~STED 
The Petitionar requests'the Commissioner to : 

1 . Provide a. statement to the public explaining that ove.r-the-counter an.tituss~ve, 
e~pectorant, nasal decot~gestan~, antihistan~xn.e and eombination cough and 
cold products bave not been show~rx to be safe and cffect~ve .for the treatment 
of cough and cold in children unc~er six yearts of age. 

2. Notify ~anufacturers of t.h.es~ groducts whc~se labeling 1) u.ses suck~ terms as 
"xn~'ant" or "baby," o;r 2) displays images o.f. childrEn under the age o.f 6 that ; 

. Such markcting is inot support~d by scier~t~f c evidence ; and 

b. Manufacturers v+~l .a be subj~ct to enforcer,nent action at any time, 

3 . Amcnd 21 CFR 341 to require that labelit~g fbr over-the-counter a~ntitussive, 
cxpectorant, nasal deeongestant, ant~ihistamine, and combination eough and 
cvld products state; 

a. ~'hese products have not bee~~ ~ound to be safe or effective zrt children 
under 6 years of age for treatinent of cough and cold . 

b. Thas~ ~roducts sb.ould not be used for trea.tnaent o~'cvugh and cold in 
chi.ldren under 6 years of age. 
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STATE~~~T'~' Q~ GRpUNDS 

i. BACKGROU~vn 

'Z'he c~ass of over-the-counter cald, cough, allergy, broz~chodilato~t ~nd 
antihistamine (cough and cold preparations) znedxcations ate vvidely marketed and 
widely used for ck~ildxe~. Ut~,der the 1aw, they are classified as "generally reco~ized as 
saf~ and effectivc." Yet, for treatment of cough azid co~d .fot chil.drery, under six years of 
age, these products have not been shown 1;o be safe, havc not been shown to be effectzve, 
and arE not generally recogn~zed as saf.e and e~f'ective . 

II. U5~ AND MAI.t~ET~NG OF OVER-THE-CO'U~V'TER COUGH A1V'b 
CpLD MEDICATIONS 

Over-the-counter cough and cold medications are wxdeZy used . by youzxg cbil.dren.. 
You~g ck~.x~dzen are disp.roportion.ately vulner~,ble to Lhe common co1d, with 1;he averag~ 
child. sufferin~ from 6-1 ~ colds per year . 

In 1994, rescarchers reported in the Journal af tlze American Medr.'cc~l Association 
that in a specific 3d-day span, 35.8% of a113 yeax'-ol.d ck~ildret~ ~t~ t~e Utuited St~tes rueYe 
give~ ovet~-tl~e-car~,ntex caugh and cold preparations .l And in 1990 alon~; Americans 
spenl: nearly $2 billion on thcse mcdications.z 

In a typical drugstore, over 30 separate cough and cold preparations are markEted 
to parents fo~ use in children . Produc1~,s advertised for use i.n. toddlers and young chi.idren 
are typically liquid fornnulations or chewable tab~ets. These ~z~clude dextroznethoxphan 
and guai~e~esiaa F.ox cough as well as clllorpheni.ramine maleate and pk~e~ylephTine ~f~t~ 
nasal cong~stion . 

Otlier products are labeled as "infant" formulations, display images o.f babies and 
infa.nts, a~d includ.e oral droppers or syringes to dispense medications to chilclren too 
young to drink from spoons or cups . Exampl.es include products con.tai.nirtg 
acetam,inop.h.en an.d phe~,y~ephz~i~e mar~Ceted for ~o~d; p~c~ducts c~z~t~uin.~g 
dextromethor~han and gu.aifcnesin marketed for cou.gh, 

Manufacturers and trade associa~aons justify mat~~Ceti.;~g pz~act~ces by referencing 
FDA approval of their products . In a recent letter, the Consumer Healthcare .Products 
Association wrote that "the U.S . Food and Drug .4dm.inistratian deems OTC cougb, ar~d 
co.id medicines safe and effective, p~ov~ded t}~ey are used as dixected."3 

III. FDA HISTORY 

The Kefauver-Harris tlmendments to the Food, Dzug ata,d Cosmetit Act 
estab~i.sb.ed that all marketed dzugs must demonstratc both ~fficacy and safety . In order 
to review safety and efficacy data for the 1;housands o!' ov~r-i:he-cnunter drugs already on 
the market, the FDA approvcd each class of drugs 1;hrough a three-ste~ review procesq. 
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The approval procesg, which was outlined in the Code o~' ~ederal R~gulations, 
Title 21, Pa~t 330, included input from an expe,rt adVisory panel, solicita~ion of public 
comment on proposed ru~es, ~d establishineni ; of a monog~taph~ outlinin~ canditions of 
use fo .r approved drugs. Cough. an,d cold preparations were approved tYarough this 
process, verifying that the ~'T~A ~outt,d that these medications ar~ "gez~exaily recognized 
as safe and ~i~'ec~ive and ~not misbrandcd." (21 CF~ 340.1) 

During this process, h,owever, ~'DA nev~r conducted an, evaluation of saFety and 
~fficacy of cougk,~ an.d cold preparations in young ch,x~dren. To thc axtent the age~cy ~.~.s 
caz~nmented on thc p~diatric popu].ation, it has said that little or r~o data are a.vailable. 

'~'k~e approval process f~r cough an.d co1.d p;reparations began in 1976; wheta th .e 
FDA published an ,~dvance Notiee of Proposed Rulemaking contaiz~iz~g the find.ings of 
the pediattic advisory ~anel convened to assess t~~ese medications. While 
acknowledgit~g tl~at "pedxatric p~tients comprise a substantial p~oportion of thc 
population that receives these [o~vex-tk~e-caunter] products," the Pane1 coacluded that 
"data vn~ the use in children of most drugs in [cough and co,1d prepaz~ations] are negligible 
or nonexisten.i ." (4l FR 38333) 

Moreover, the Panel objECtEd to the marketing of these pxoducts u.sing the terms 
"baby" or "infant," stati,t~ag "t}~at the labeling terms ̀ baby' and/or ̀ infant° on [cough. az~d 
caad preparations] implies that such products liave been appxoved f.or use in children 
under 2 years of age." (4l. FR 38333) The Panel recommEnded thai th~se medications 
n,ot be marketed to children under two at all. (41 FR 38333) 

Between 1977 and 2005, the ~'DA released Proposed Ru~es ~or subcategories of 
cough and col.d p,repar,~t~on,s, The Proposed Rulcs addrcss public corr~merits subzrxitted to 
the FDA in res~ons~ to the in.itial ,Adva~ce Notice of Proposed. Rulcmaking . In a review 
of the h,un,dreds of comments su.bmitt~d for FDA revier~v, we idet~.tified only four that 
dealt substantially with the safety or e~c~cy of cough and, cold prep~ratyons in a 
pediatric popul~tion, 

In 1982, a comment "dasagreed with limiting the OTC ~se o.f. xpecac syrup as an 
expectorarit to Children 6 years of a.g~ and ol.dez," claiming that ipecac had a 1~istory of 
safety when used i.z~ children ages 2 to 6. The FDA stated that the limitation wott.ld 
remain, referencing th,e lack of data supporting ef~icacy of i.pecac az~d the lack of any 
safety data i~ children. (47 FR 3000'~ 

One comm,ent zn ~ 983 ̀ °objccted to i:he use of cpdei~e ar~titussivcs in children." 
(48 FR 4858'~ In ~eapor~ae, the FDA asked the American Acadezny of Pcc~iatries to make 
r~commendatior~s, and ultimately moued the cl~ssi~catxon of cod.eine antitussives ,f,ar 
children ages 2 to 6 .from gezie~ral laUeling to professional label.xn,g_ 

Another comment in 1983 asked th,at tbe FnA take a "careful. l.apk" at 
"anti.tussive medications currently m.az~Ceted OTC, cspecially dextrometh,a~ph,an ." The 



FDA, t'espondetl tk~at, "While th,e potentiaI ~a,r accidental overdasing ati.d s'~ibsequent 
effects must be considered for any drug, in the case of de~tzozrxethorph.an, the potential. 
For toxicity i:o occur from accidental overdose is very low." (48 FR 48581) 

In 1985, a comment raised "concemCs] ~bout camphor poisoning in chilc~rcn." 
The FDA responded by referring to the agency's positxon on top~cal cannphor products, 
co~tai.ned iz~ xhe ove~r-tJae-couthte .r exte~rnal. anaXgesic mor~ogxapi.a . . ,At th.e t~me, cam.ph.or as 
a nasal d,~cangestant was not yet approv~d by thc FDt~. (50 FR 2223) 

Thc only othcr specific cvaluation of pEdiatric toxicity data citcd, in the 1'roposcd . 
Rul~ re~orts corrLes from data on di.phenhydramin~ contain~d in the Fxtezxt,al .Az~algesr .c 
Tentative Final Monograph. After reviewing nu,merous case r~ports on toxic psychosis 
experiet~ced Xz~ Ghi~drez~ usiz~g topic~l aztd oral diphenhydramine, the I'DA proposed 
waming sta,tements on diphenh.ydramine toxicity to be i.n,cluded i,t~ a~l .tabeling . (62 FR 
45767) 

In none of thesE cascs did FD~1 provide an ov~rall assassmen.t of'saFety or, 
effacacy ii~ young chil.dren based on. pediatri.c data . 

FD,A fi~al.iaed .i.ts ru~es ;From 197G to 20~6 witk~.out an.y additioz~a~ azaaiysis on 
sa£ety or efficacy t'or yotuig children . 

The result is that sit~ce 197G, FT~,A has .n .e,ithez~ coz~ducted ~or pzese~ted any 
rcview of ~videnc~ on safety or efficacy data for cough and cold pr~para~ions in youn.g 
c~,xldr~zz . '~'he cunrent cougb, and co~d prepa~ratio~ ~mo~ograpk~ still provides no dosing 
guid.elin~s for children under 2 in gencral public dasing information, and requires that 
manufacturers direct parents to consult a ph~sic .ian befaxe adtzai.~,a~ste~ng t}~e pzoduct5 to 
c~ildren in this age range.4 

IV. R.ECENT .EV~DENCE 

In the time since the approval process fb.r cougIa at~d col.d p~reparations began 30 
years ago, a g~rowxrxg body of evidence has demonstratcd that these products i.n young 
children are not effective, not safe -- and not generally accepted as suck~. The literaturc 
revi~w provided in this Petition in.c~udes case studies, randvmized controlled trials, mata-
analyses of clinical trials, and clinical gu.idali.nes . Jnclusio:n oftk~is data in the body of 
evidence used by tk~e FDA in its ongoing assessment of ovar-the-cour~ter dxug sa.fety az~d 
efficacy is Essential to protect childten from ineffecti,ve and potentially dangerous 
medications. 

A. Not ~~'e~t~ve 

In 1993, ~. review in the .Iournal of t~he American Medtcul. Associal.ioh of clinical 
trials assassed over-the-countez cough and cold preparations .s At the tirn.e, on.ly two 
studi~s had specifically targeted p~esch.ool cbildzen, n~ithEr of which had dem.vnstrated 
that tha madications were associated witk~ syzr~ptom relief 
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Ne~rly a decade latez, a review in the ,~rchives ojDisease in Childhood surveyed 
six randomized controlled trials in ck~ildren with acute cough associated with upper 
resp~ratory infection.~'~'S'9'~°'~ ~'~zllgain, antitussives, antihistamine-decongest~aat 
combinations aund antihistamines were found to be no ~ote effective tt~t~ placebo in 
relievaz~g symptoms of acute cough in children., 'T~ae authors concluded, "We cannot 
*ecoinmend OTC cough medicines as a ~.xst line tr~atment ~o~ childrcn with acute 
cough." 

E1 recent subjective study exa~mi,ned th~ impact of dzphenlZydramine a.~d 
dextcomethorphan on cough frequeney, qual.aty of sleep for the c~i1d or ~arent, eougk~ 
severity and bothersome natuz~e o.f cough. It fownd t}aat neith~r medicatior~ was superior 
to placebo in provXding nocturnal symptozn relief.' ~ 

,A, recent meta.-analysas published in the Cochrane R~view, a higk~~y .re5pected 
evidence-based review journal, found that i~sufficient data and variabl.e study quality 
continuea to complicate efforts to cl.arify efficacy of ove~-the-countcr cough azxd cold 
p~reparations in symptamatic care of child.ren ox adults with upper respi.t'ator~y inFcctions . 
Seven wellTdesagned stu.diES in clai.ld.ren wer~ includcd iz~ t.h.ei,r ~nal .review . ~9°~°°iz .~a,is 

B. ~Tot S~fe 

Although typically considered sa.~e by parents and pediatnicaa~zs, misusE of over-
the-counter cough and cold preparations has led to signif'tcant advcrsc effects iz~. ch.xldren 
under. 6 yea~s of age. While sor~e o~'these ef~'~cts ha.ve beez~ wel.l document~d ., such as 
the risk of hemoxrlaa~i.c stroke that led to tl~e ~T~A removal of phcnylpropa~noaami.ne from 
~e zr~a~rket in 2000,~ '~ ma~y ~z~e under-reported and uza.publi.cized. 

We r,ecognize that safety i.s a t~elaCive concept, aad t~~t the ,rxsk of adverse effects 
must be balanced agaiz~.st ~~'~'xcacy in the drug approva~ p~tocess . in the casc of cough and 
cold preparati,on .s for young children, tkte .Iack of efficacy means there is no justi.fication 
to tolcratc a real ris1G of severe sid~ effects. 

Specifx~ reported toxiciti~s among yc~uz~g children. vary with thc active ingredzer~t 
of the medication . In 1995, Toseph and King pu.blished a case repoz't of a 3 year-old child . 
wk~o e~cperiettced an aeutc d,ystonic reactio~ fol~owing ingestion of rceomtrtended d~ses 
of a product containing diphexthydxamine . ~ g 

~Tumerous cases of unintentional ove;rdosage of cough and cold pregarations have 
bccn repvrted, Iz~ 1998, excessive dosing of a medicatior~ can.tainin,g dextromethor,phan 
and psaudoephedrine led to paycl~osis atad ataxia in a 2 ycar-old child.lg Ove.rdose5 0~ 
cozxabin~tion dnxg products containing tk~ese two active ingredienCs have also been l~~n~ced 
to sinus tachycardi.a, left ventricular dysfunction, and ca~di.o~utm,onary arrcst in children 
under 6 years of age.2 Overdoses of combination decon.gestant products including 
pseudoep~~edrine have also beEn associated wi,tk~ several case reparts in~olving visual 
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kaallucinations in ck~il.dren under 5 years o~d,2° and, pseudoep}~edrine alonc has been.linked 
to agitati.ot~, hypertension and seizur~s?~ 

Tn an analysis of 3 .8 million exposure ircidents involviz~g ck~ildr~n under 6 years 
oF age that we.re made to the An~aerzcan Association of Poison Control Centers betw~en 
1985 at~d 1.989, sEVenty~two children under 6 ~rears of a~~ were yaoted to havE "majat 
affecl:s" associated with overdoses of cough and cold m~edi,cations, defined as an effect 
which was l.i~'e-thr~atening oz Xe~t residual disabxlxty . k'our children dxed ~2 

In~ 2004, approximately 900 childrcn uader the age of S overdosed oz~ . OTC cough 
and cold medication,s in Maryland.~ A,n.d o~er the last five yeaxs in Baltimorc City, tl~e 
medaca~ examiner has linked at least four dea.tk~s of childr~n und.er 4 years ol,d to 
unintentional overdases of OTC cougk~ and cold combination. drug products . ~4 

The Centers for Dxseas~ Control and Prevent~on recently released ~ study 
associating uninte~ntional overdoses af coug~x and cold preparations wit1~ the d~~,ths of 
three infants iri 2005 . 'I'he study c~ted "the risks for toxicity, absence of dosin~ 
recommandations, az~d l~mited publishcd ev~dence of e~'ectivEncss of th,e9e medications 
in children aged <2 years ."25 

C. Not Generally Reco~i~ed as Safe and~ Ef~~ctive 

In lzgl~t o~the growing evidente for lack of Efficacy anfl risk oFtoxicity, a number 
of pro~essional organizations az~d age~,cies hav~ spoken out against use of OTC cou.gh 
and eold med.ieationa i.n . cl.uldren. In the face of t~i,s opposition, it is simply not credihl~ 
for FDA's position ta remain that these products arc °`generalay ~r~cogzlized as safc and 
efFectivc" for ch~~dz~er,a un.der six. 

~~n. a pol.icy statem~nt released an 1.997, the American Acaderr~y o.f Pediatrics 
review~d dosing guid.e~i~~es, c~xnical trials, and a~ailable data on clearance and 
mEtabolism of a~n.titussive agents . After finding a lack of evidence to su,pport the ef~ic~cy 
or sa~ety of narcotics or dextmmethorplaar~ xn. cl~.ildran, the Academy determir~ed that 
"indications fortheir use az~ c~axldren have not been established," T.h.e Academy further 
recozn.~nended fhat parents be educated "abvut the lack of provEn antiiussive effects an,d 
the ~otEntia.l risks a~ tk~ese products."26 

In Z006, the American Academy af Ck~est Pk~ysicians published clinical practice 
guidel.ines ihat concluded, "In ck~i~dxen with cough, caugh suppressants at~d ot~.er, over~ 
the-counte~r cough medicines should not be used as patie~ts, especially young childr~n, 
may experience signific ¬~nt zn~a .rbi.dity and mortaliry."2~ 

In Bal.txarr~ore City, ~ediatric leaders rccently re~eased a statement on over-lhe-
count~r cough and prepar¬~tion~s (attach.ed) . T1ze stat~mcnt concluded, "Since tk~e 
evidence shows that thcsc products have z~o be,nefit, a,tid the sid~ ~ffects may indecd. 
causc harm, we zecozn,z~a,end that .familias be awarc of these risks and not use ove.r-tl~e-
counter cou~r and. cold nnedication,s ~or chi)dren ages live and under." 
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Signers of the statemen.t included the chiefs of p~diatrics at St. Agnes Fiospital, 

Fz~anklin Square Hospita.~, Harbox ~Iospita~l, Johr~s Hopkiz~s Bayv~ew, Johz~s Hopkins 

Hospi.tal, Mezcy Medical Cemter, Sinai Hosp.i.ta1, Un.xon Mez.~,orial Hospita.l, ~nd the 

Universxty of Maryland Medical Center . Also sxgning were the head of the Maryland 

chapter of ttAe Amer~can Academy o~Pediah'ics (on behalf o~thc cbapter}, az~.d i:he 

Bal.~imore City Commissioaner of H~a1th . 

RECer~tl.y, the Centers for Disease Control and Pz'evention advised that "paxents 

and other carcgivers should not adxninister cough az~d cold nnedicativzas to child.ren in thi.s 

age group with,out first consulti.ng [a] health-care provide.r_" Evez~. FDA's sister agency 

does not sec these products as "generally z~ecognized ~s safe atid effective."25 

V. CONCLUSYON 

Over the counter caugh an.d cold pzeparations are neither safe nor e;ffcctive .f.o .r use 

ir~ ~'oung children . FI~A has never conducted an appropriate analysis to su~port their 

widespr~~d u.se, and cxpert organizations agree that they are ineffective and pqse a rislc to 

k~eatth. Deat~s and sexious injux~es have been linked to misuse a~these medicatioz~s . 

13ased on thi.s scientific record, we ~etition. that the ~'DA: 

Provide a statemie~t to thc pubtic explaining that over-the~counter 
ant~tucsiye, ex,pectorant, nasal decongestant, antihista~iee and combinatiotn 

cough a~d cold p~oducts have not been shown to bc safe aad effectiv~ for the 
treatment of cough a~td cold in c~ildren under six yea~-s df ~ge. 

Educatxon is an essential cc~zinponent to pati~nt safety, A publ,ic statement explaining the 

lack of ev~de~ce for use of cough and cold preparatioz~s in childrez~ under 6 years o~F age 

will al~ow parcnts to make iz~formcd decxsi.ons about th~ types o~ medications tliey ck~oose 

to gi~e to their c,hi.ldren . 

2, Notnfy mar~ufacturers of these products wk~oqe label~z~g 1) uaes suc~x terms as 
``in~ant" or "b~by," o~ 2) dis~lays ~xna~es of c~aldren under the ~ge o~' 6 that : 

a. Suck~ rt~arketin~g is not supported by aciet~t'rfic evidenee ; and 
b. Manufacturers wa~~ be ~ubject to enforc~me~t action at any time. 

k'or products n.ot showzx ta be sa.fe ox effective ~or children ut~.der b years o.f age, 
marketin,g contaiz~x~n.g images ox terms that e~courage use in this age ~ange is misleading . 

3. Amend 2l CFR 341 to require that la6eling .for over-the-c~unter an~ti.tusgive, 

expectorant, ~asal decon.ge,~tant, anti~+i~tamine, and comba~atian coug~ and 

cold products stAtie : 



a. These products hsve n.ot been fou~d to be safe or effective in 
children 

u~der 6 years ef age far treatment of cough and cold . 

b. These Qroduds shauld z~ot be used for treatme~t of cough and cold 
in 

chi~dren under 6 yea~ts of ag~ 

~ppropriate ~abeling is necessary to ensuie that parez~ts are aware aF the 
lack o~ efficacy 

and possible toxicaty of rhese rnedications . 

ENVI~tONIV.IENTA,L IIVIPACT STA~'EMENT 
According to 21 CFR Sec. 25.3]~(a), th,~s Petitxon qu~ifies fox a categorical exclusion 

from the requir~mez~t that a~n environmental im~a~t state~ent be submitted. 

E,CON~IV~IC IIVIP~CT S'~"_AT~MENT 
Acco~rding to 21 CFR Sec 10.30(b), an econoxnic impact statement ~s to be submitted 

only 

when request~d by the Commissioner following revi~wing of this ~etition, 

CERTIFICATYON 
The und.crsigxaed cect~~tes that, to the best knowledge and belief o~ th~ urider~i~ed, .this 

petitxoan includ~s a11 infoXrnation and views on which the getirion relies, and tha~ it 

i,ncludes xepresentative data and infozmation k~n.own to the petitio~er, whach are 
un~avorable ta the petition . ' 
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