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August 23,2006 

Andrew C. von Eschenbach, M.D. 
Acting Colnmissioner 
U.S. Food and Drug Administration 
U.S. Department of Health and Human Services 
5600 Fishers Lane, Roorn 15-47 
Rockville, MD 20857 

Dear Dr. voti Eschenbaeh: 

In response to provisions in the 2006 reauthorization of the Patriot ~ c t '  setting a 
Septeniber 30,2006, deadline for moving all pseudoephedrine products behind the counter, 
pharmaceutical companies have begun to offer reformulated oral nasal decongestants that 
eliminate pseudoephedrine. These alternative products contain the active ingredient 
phenylephrine, which permits them to be sold over-the-counter without any restrictions. 
However, the enclosed Letter to Editor, recently published in the Journal of Allergy and Clinical 
Immunology, concludes that phenylephrine oral nasal decongestants are not effective at the 
FDA-monograph dose of 10 mg.2 The authors of the letter, Dr. Leslie Hendeles and Dr. Randy 
Hatton of University of Florida's College of Pharmacy, reviewed several studies on the safety 
and effectiveness of phenylephrine - including the studies on which an FDA advisory based its 
1976 conclusion that the drug was safe and effective for OTC use - and concluded that there is 
virtually no evidence showing that phenylephrine is any Inore effective than placebo at the 
lnaxitnutn FDA-approved dose. 

I arn extremely concerned about this recent switch to phcnylephrine and urge you to 
promptly investigate this issue. Alnerican cotisurners deserve to have confidence that thc 

' USA I'ATRIOT Inlprovement and Reauthorization Act of 2005, Pub. L. No. 109-177, 
enacted March 9,2006. The Combat Methamphetamine Epidemic Act of 2005 (H.R. 3889) was 
passed as Title VII of the Patriot Act. 

Leslie Hendeles, PharmD, and Randy I-Iatton, PharmD, Letter To lhe Editor (Ira1 
Phenylephrine: An Ineffective Replacement,Ji~r Pseudoqhedrine?, J. Allergy and Clin 
Itnmunology, Vol. 118, No. 1 (July 2006). 
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cold/allergy remedies on which they spend their hard-earned income will actually reduce their 
symptoms. 

Until recently, almost all oral nasal decongestants have contained pseudoephedrine - not 
phenylephrine. Charles Ganley, M.D., director of FDA's Office of Nonprescription Products, 
recently confirmed that "[tlhere are very few decongestants on the market that don't contain 
pseudoepl~edrine."3 It was only in response to the recent legislative efforts to curb illegal 
methamphetamine production that manufacturers began to replace pseudoephedrine with 
phcnylephrine. 

Manufacturers are able to switch to phenylephrine without any review by the FDA 
because of an FDA regulation that is based on a 30-year old review of data on the ingredient. In 
1976, FDA's Advisory Panel on OTC Cold, Cough, Allergy, Bronchodilator, and Antiasthmatic 
Drug Products concluded that phenylephrine was safe and effective for use as an ingredient in 
non-prescription nasal  decongestant^.^ 

However, the attached letter to the editor calls into question whether, at that time, the 
advisory panel had an adequate basis for recommending phenylephrine for that indication. 
According to Drs. I-Iendeles and Hatton, the panel relied exclusively on "unpublished, 
manufacturer-sponsored studies conducted by commercial testing laboratories."' Within that 
group, only four studies showed any evidence of efficacy, compared to seven studies 
demonstrating that a 10 mg dose was no better than placebo.6 Drs. Hendeles and I-Iatton 
conclude that the panel "reached a specious conclusion that was not based on a systematic 
review of the available data."7 

Other studies cited in the attached letter have shown that phenylephrine is much less 
well-absorbed than pseudoephedrine and does not effectively reduce symptoms of nasal 
congestion. A 1982 study, published after the OTC Advisory Panel reached its conclusion on 
phenylephrine, showed that phenylephrine's bioavailability is only 38%, compared to a 90% 
bioavailability rate for pseudoephedrine. In other words, because it is highly susceptible to being 
broken down in the gut and liver, not enough phenylephrine reaches the nasal tissues; only 38% 

Linda Bren, Some Cold Medicines Move Behind Counter, FDA Consumer Magazine 
(July-Aug. 2006) (online at http:/lww.fda.govlfdac/features/2006/406~meth.html). 

4 Food and Drug Administration, Establishinent of a Monograph,for OTC Cold, Co~cgh, 
Allergy, Bronchodilator and Antiasthmatic Drug Products, 41 Fed. Reg. 383 12, 38399 (Sept. 9, 
1976) (online at http://ww.fda.gov/ohrmsldockets/98fr/76-227lO.pdf) 

I-Iendeles, supra note 2. 

Id. 

Id. 
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of a 10 mg dose of phenylephrine actually reaches the bloodstrean1 where it can be delivered to 
the nose, as opposed to 90% of a dose of pseudoephedrine.8 Other randomized, double blind, 
placebo-controlled studies also showed that phenylephrine was no more effective than placebo at 
reducing nasal conge~tion.~ 

A review of these studies makes it quite clear why manufacturers have traditionally relied 
upon pseudoephedrine-based oral nasal decongestants: phenylephrine apparently does not work 
when used as an oral nasal decongestant. 

In light of the concerns raised in the attached letter to the editor, I request that you 
explain why FDA continues to believe that phenylephrine is effective when used as the active 
ingredient in oral nasal decongestants at a maximum dose of 10 mg. I also request that you 
promptly convene a meeting of the Nonprescription Drugs Advisory Committee to assess 
whether phenylephrine should continue to maintain its status as a monograph-approved active 
ingredient in oral nasal decongestants at the current dose of 10 mg and whether additional dose- 
response studies are needed to determine whether a higher dose will provide efficacy and still be 
safe. 

With the impending September 30 deadline for moving pseudoephedrine products behind 
the counter, it is critical that FDA act quickly to address this issue. FDA should not stand by and 
permit consumers to waste their money on medications that si111ply do not work. 

Please provide a response to this letter by September 8,2006 

Sincerely, 

Henry A. Waxman 
Ranking Minority Membel 

Enclosure 

Isadore Kanfer, I'h.D., Roslind Dowse, Ph.D., and Vusumuzi Vuma, B.Pharm. 
Pharnzacokinetics of Oral Decongestants, Pharmacotherapy, 13: 1 16s-28s (1 993). 

Hylan Bickerman, Physiologic and Pharmacologic Studies on Nasal A i r ~ ~ a y  Resisfance. 
Proceedings of a Conference Sponsored by the Scientific Development Committee of the 
Proprietary Association, Washington, D.C. (Dec. 8, 1971); JW McLaurin, et. al., Oral 
Decongesfants: A Double Blind Conzparison Study Of The Efjctiveness Of Four 
Sympathomintefic Drugs: Objective Andsubjective. Laryngoscope, 71: 54-67 (1961). 
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FIG 1. Percent changein nasalairway resistance in 20 patients with 
chronic nasal stuffiness aner single doses of placebo and 3 oral 
deconge~ tan t~  administered in a randomized, double-blind, crosr- 
over manner on different days. Changes were significant at each 
time point after pseudoephrine and phenylpropanolamine but not 
after phenylephrine. Drawn from data presented by Bickerman? 
This graph was previously published" and is reproduced with 
permission of Phaimacotherapy 

e f f cc t i ve  for nonprcscr ip t ion r c l i e f  o f  nasal congestion 
caused b v  thc c o m m o n  cold. a l l c re i c  rh in i t is .  a n d  sinus- . - 
itis.' Thcy are a-adrcncrgic agonists that  decrease nasal 

m u c o s a l  s w e l l i n g  by vasoconst r ic t ion.  

In 2000, phcny lp ropano laminc  was vo lun ta r i l y  re- 

i n o v e d  from a l l  products  because hemor rhag ic  strokcs 

w e r e  associated w i t h  its use.2 Recently, 34 states have 
cnac tcd  restr ict ions on the avai lab i l i ty  of pscodoephedr ine 

bccaosc i t  i s  used to  ~ n a n u f a c t o r c  mc thamphe taminc  i lk -  
gally. Some states require products  con ta in ing  th is  dccon-  

gestant  t o  be sold by a pharmacis t  or "bchind thecounter," . . 
whcreas othcrsrcst r ic t  t hequan t i t y  sold. E f fec t i ve  Scptem- 

ber 30.2006. an a ~ n e n d m c n t  to  t l i c  USA Patr io t  A c t  (MR 
3889,  ~ i t l c  VII) wi l l  rcquirc a l l  storcs t o  kccp pseudocphc-  

drine products  b e h i n d  the  counter  and purchasers wi l l  
h a v e  t o  show a p h o t o  ident i f icat ion and  sign a log book 
to ob ta in  them. 

Although thcsc act ions are un l i ke l y  to  prevcnt  pat icnts 

from ob ta in ing  pscudocpl~edrinc-containing products  from 
pharmacists, i t  i s  increasingly d i f f i cu l t  t o  obta in  t l i c ~ n  from 
glaccry ,  discount, and  convcnicncc storcs. In rcsponsc, 

Pfizcr, Inc (Morr is  Plains, NJ), in t roduced a replacement 
p roduc t  conta in ing 10 mg pl icny lcphr inc (Sudafed-PE) 

'n.R4 gcnc uriiam nioiiify cndnloxis eiicctr " 8 1  rsthmr. 1 Allcrgy tha t  cannot  be convc f l cd  to  methamphetamine a n d  can  b e  
cli81 in~m~#nol  2003:l 12:323-30. s o l d  w i t h o u t  restriction. O the r  manufactorcrs arc followine - 

Avnilnl~lc online Jusc 5. 2006. 
doi: lo. 10161j.jrci.2W66044~134 Phenylcphr ine,  a t  t he  F D A - a p p r o v e d  dosc  of 10 mg f o r  

Oral phenylephrine: An ineffective 
replacement for pseudoephedrine? 

To rlzr Ediror.: 
In 1976. a US Food a n d  Drue Admin is t ra t i on  (FDA) 

u , , 
r c v i c w  pane l  conc luded  that  o ra l  phenylpropanolamine,  

pscudocphcdr ine,  and phcny lephr ine  are safe a n d  

adults, i s  u n l i k e l y  t o  p r o v i d e  rclief of  nasal congestion. I t  

has  poor o r a l  b ioava i l ab i l i t y  bccaosc of  ex tcns i vc  f i rst-  

pass me tabo l i sm in the  g u t  a n d  liver.' Only 38% o f  the 

d o s c  rcacl les the  systemic c i r c u ~ a t i o n , ~  comparcd  w i t h  

90% of  a pseudocphedr ine dose.%orcover, in a random- 
ized,  doublc b l i nd ,  p laccbo-cont ro l lcd,  crossover s tudy 

of 3 o ra l  decongestants i n  20 pdt icnts  w i t h  ch ron ic  nasal 

stuffiness, pheny lephr ine  was no m o r e  cffcct ivc than 

p lacebo  in reducing nasal a i rway  resistanceS (Fig 1). 
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(Rcfercnce 5 is availablc in the Onlinc Ilcpository at 
www.,iacionlinc.org.) 

Two published rcports indicate a correlation bctwccn 
dccrcase in objcctivc lncasurenhent of nasal airway rcsis- 
tance and i~nprovcmcnt in subjcctivc symptom scorcs after 
oral d c c ~ n g c s t a n t s . ~ ~ ~  McLaurin ct al%ompared single 
doscs of 4 oral decongestants with placebo in a random- 
izcd, double-blind, crossover study in 88 patients with 
nasal congestion from a variety of causes. Tlicy concluded 
that 10 mg phcnylephrine was no morc cffcctive than 
placebo in decreasing cithcr nasal airway resistance or 
subjectivc symptom scorcs. In contrast, eplhcdrinc 25 mg 
was cffcctivc for both endpoints, and objectivc improvc- 
mcnt col~elated with subjective rclief. 

In the sccond report,? 3 diffcrcnt pancls of 16 patients 
with nasal stuffiness from a common cold were studied. 
Each pancl took placebo and either 10 mg, 15 mg, or 25 
mg phcnylephrinc in a rando~nizcd, doublc-blind, cross- 
over manncr on 2 consccutivc mornings. Sy~nptoin scorcs 
wcrc significantly reduced for all 3 doscs conlparcd with 
placebo, but there was no diffcrcncc betwcen doscs. 
In contrast, tlmrc was a dosc-rcsponsc relationship for 
dea-easc in nasal airway resistancc, It is noteworthy that 
in the cohoit trcatcd with 10 mg, baselinc nasal airway 
resistance was sienificantlv differcnt on thc 2 studv davs. " , a 

making the rcsults difficult to intcrprct. 
As proof of cfficacy, the FDA panel citcd unpublished, 

manufactorcr-sponsored studies conducted by commercial 
testing 1aboratorics.l Oncstudy involvcd2immcdiate-relcase 
5-mg tablcts (Whitehall Laboratorics, Inc, New York, NY). 
Thc remainder were studics of va~ious doscs (up to 25 mg 
phenylcphrinc) of immediate-rclcasc Ncosynephrinc tablets 
(Sterling-Winthrop. New York, NY). All of thcsc studics 
evaluated both objcctivc and subjectivc endpoints. Also, 
tlhcy cited studies conducted by otlher tcsting laboratories, 
as well as tlic 2 we havc commented on,'.6 that did not 
dcmonstratc a significant diffcrcncc from placebo for either 
syinptolll relief andior nasal airway resistancc. In total, for 
thc 10-mg dosc, the pancl cited only 4 studics demonstrating 
cfficacy comparcd with 7 demonstrating no differcncc bc- 
twecn this dose and placcbo. Thus, in our vicw, thc panel 
reached a specious conclusion that was not bascd on a sys 
tcmatic rcvicw of thc availablc data. 

It is possiblc that poor bioavailability can be overcome 
by increasing tlic dose of phcnylephainc, but adcquatcly 
powercd dosc-rcsponsc studics arc required to determine 
whcthcr this will increase efficacy safcly. In thc mcantimc, 
healtl~carc providers can rccommcnd that patients obtain 
pseudocphrinc from a pharmacist if they rcqoirc an oral 
dcconecstant for sinusitis or eustachian tubc dvsfunction. " 
For patients with nasal stuffiness from a common cold, tlicy 
can recommend a topical nasal dccongcstant, which is marc 
effcctive than 01x1 decongc~tants.~ Ilowcver, a topical dc- 
conrcstant should bcavoided bv ~a t i cn t s  with allcreicrhini- . . 
tis bccausc of thc risk airhinitis mcdica~ncntosa.~ FOX thcsc 

- 

patients, an intranasal coiticostcroid is likely to provide the 
grcatcst rclicfiO with low risk of systcmic cffccts. 

Leslie Nendelcr, PboimD 
lto,iily C .  Iliii,",,. Pbmr,,D 
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Normal lung function in children with mild to 
moderate ~ersistent asthma well controlled 
by inhaled'corticosteroids 

To !he Eriiior: 
Intcsnational guidelines on tlic diagnosis and managc- 

ment of childhood asth~na clnphasize the importance of 
assessing its scvcrity with objective measurcs of lung 
function.' More sspccifically, I:EV, and its rcvcrsibility 
aftcr a bronchodilator arc proposed as mcasurcs for thc 
sevcritv of childhood asthma. both at initial asscssmcnt 
and during follow-up.' Inclusion criteria for many clinical 
trials in asthma usually include a cc~tai~h reduction of 
FEV,% predicted, along with an improvement of >12% 
in FEV, aftcr bronc~nodi la tor .~~~ Scvcral studics have 
shown that FEV, lcvcls may iinprovc considel-ably during 
treatment with inhaled corticosteroids (ICSS)? and that 
normal levcls of lung function may be attained during 
ICS t rcat~ncnt .~~ '  We tested tbc l~ypotlhcsis that childrcn 
with mild to modcrate pcrsistcnt asthma well controlled 
on ICS therapy lhavc normal FEVl lcvcls and littlc or no 
bronchodilator responsc (BDR), unlcss thcy arcexpcrienc- 
ing a symptomatic cpisodc at thc moment of lung function 
testing, or when thcir adlicrencc to trcatmcnt is poor. 


