
Aventis PharmoceuZicals 

October 24,2002 

Via. fax and UPS 

Dockets Management Bran&, @WA-305) 
Food. and Drug Administration 
5630 Fishers Lane, Room 1061 
Roclcville, MD 20852 

Re: Docket No. OZD-0254 
DJ& Guidance for Industry on. hh.aIati.on Drug Rroducts J?ackaged in Semipermeable 
Container Closure Systems [67FR 48920, July 26.20021 

Dear Sir/Madam: 

Aventis PhannaceuthJs Inc. apprehates ihe opportunity to cornmenl on the above- 
referenced. draft guidance entitled “‘lnhaJa.l.ion Drug Products Packaged in Semjpcnnea.ble 
Contahm Closure Systems”. 

This drawl. guidance provides recommen.daf.ions on the appropriate protective secon.dary 
packaging, the embosshg and/or debossing of the primary contaher in lieu of paper 
labels, and. the number of unit-dose conl:ainem within each protective secon.da.ry packa.ge. 
The development of tJ1.e draft gui.dance on inha,lation drug products packaged. in 
sem.ipermeable container closure systems is welcomed. TJIC 1mdcrIying principles are 
generalJy sou,nd and acceptable. We offs lhe following comm~tshlarification for your 
consi.dera,tion. 
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I. Jntroducfion. 
Page I, &W,S 23 to31 
This ?ocumer~t provide.. recommandotlons fkv- irndrr,rtry on inhalation drwg products that 
are packaged in semipermeahie permeable primaty container closave systems, such as 
IoIv-dtvuity polyethylene (LOPE) containers. Ir is i&ended to provide guidance OIX (J) tlte 
appropriate protective secondaqi packaging, (2) tJae sm.bossing and/or debossing of IJW 
primaly con.fairzer in lieu of paper labels. evd (3) the n.umbsr of ~zl’t-dose containers 
willzin ecxh pro fectz‘vo secondary paclwge. 
li’wsse recommendations apply to inhalalion dmg products (e,g,, sol~lot~s, suspazsions, 
sprays), both tllose Iln development and those already approved and marketed in tJvz 
Undted States. 

We would like 1x1 have further clarlficatbm of tJle scope of this guidance an.d 
definftfon of semipermeable. 
The guidance refers to semipermeable container closure systems such as LDPE 
containtis. WE feel that this is an inadequate definition of the malxxial covered by this 
guidance as many other polymers, such as medium density poIymers a.rc a.lso 
smipemeal~le. It wou1.d be al.so helpful if semipermeable is furl&r defined. 

I Further, reference is made that the guidance appl.ies to inhal.a.tion. drug prod.ucts e.g. 
solutions, su,spensions, sprays. We md.er&md. th,at this d.oes not refer to products given 
nasa.lly as these ark dealt with in other guidance (lu.ly 2002 Guidmcc for fnd,ustry on 
Nasal Spray and. Jn.haJal:i.on. Solution, Suspension, and Spray Dnrg Products - Chemistry, 
Manufacturing, and. Conlrols Documenta.&n). Si,mil.arly, lines 46 and 47 r&r to asthma 
and chronic obstructive pulmonary dissasc (COPD), which. is the current pracike, but 
newer inha.led. therapies, especia.lly for systemic diseases, ~ou1.d. also be covered by thb 
guidance. 
We propose rewording this pamgraph as follows: 
“ZSs doament provides recommendutlnns for industry on +&a&&~ nrdly iwbnled wit 
and m&i-dose drug product that are packaged in semipermeable polymer primary 
container c~osmi-e systems. 
SemipermenhIe refers to t/rose polymers t?~rough wldch chemical conianrinants either 
front Ihc container closwe system or the envCrnnntent can permeaie. A is irlteended to 
provide @/idance on (I) tlze appropriate protecttw secondary packaging, (2) the 
embossing and/or debossing of the primary container in lieu ofpaper labels, and (3) fine 
number of unit-dose containers witllin each protective secondary pa&age, 
These recommendations apply CO +RJw&M+~ orally rtnhald drug prodixcts (e.g., 
S~~WioIlS, sUspePiW&s~j#), hotJ1 tJzose tn d~elopmcnt and those already approved 
and marketed in the United Stales. ’ 
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Page I, pamgruph 2, lines 30 to 31 
T?~.rsse recommandutlorw apply to inhalation, dmg products (e.g., solrrrions, suspensions, 
sprays), botJ1 those in development alld ~kose already approwd and marketed in the 
United States. 

This guidance refers to those drug prodvcts already approved and marketed in the United 
States without reference to the process, including timeflame, by which manufactures 
should ensure and demonstrak those drug products c~ently marketed. and not 
complying with the guidance become compliant. 
We beJieve tbat grJ.i.dsnce is requ,ired ID fnform manufacturers of currently 
marketed drug prad.ucta on the process that t;hey should follow to ensure that the 
marketed drug products become compliant wfth the requirements of thfs gddance. 

JJ. Background 
Pages 2-3, parugrapk 5, lines 77 to 87 
The clinical con,serjyuences of chemical con.tmni~~atinn of inhulation drug product3 art? 
uncertain. AlthougJr /here are no data on the potentia! for tJ?e idmtlf?ed chemical 
contaminants to act as spasmogem in Hze airways of paZtan!s W ith the large1 dismmes for 
these medications (i.e.., astlma amYor COP/)), many oftJ~mz chmical contaminants are 
potential respiratoy irritants. No prevn’nusly reported adverse mmclions cm bs 
cottciwively attributed to chemical contaminants, However, given tJge known sensitivity 
of tJlese patients to re,spiratolJl irritants and sensitizers, ir is possible that tJ?eae chemical 
contaminnn ts may induce bronchospasm. The potential adverse eflecc of these chemical 
conlnnrinants (Is., bronchospasm) is also the indication for which (he drug product is 

used, TJlerefore. in the clinical setting it is ~~ot-y d@cult to establish wllether 
bronchospasm after tJle me of a drug product is due to chemical contaminants or to tJge 
disease itse& 

We agree with the purpose of the guidnnce but feel Ihat arguments supporlkg the clinkal. 
conseq,uen.ces for clxzrnical contamination conl,roJs are overstated. The draft guidance 
recogruzes tJxt there is no previously reported. a.dverse reactions conclusively attributed 
1:o chemical con.taminan,ts, n.or that il. would be ‘trery djficu.lt” to ed.abJish whether 
bronchospasm after Ike use of a drug product was due to chemi.caJ contaminants. A more 
rationale hasfs shouJd be mo.d,e OR the potential of chemical cnntrmfnants to cause 
adverse events, and that these proposals would remove or even fWt.her redllcc the 
rfsk. 
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III. Chemfstry, Manufacturing, and, Controls Corwfderntions 
Page 3, pamgraph 1, @nes 99 to / 05 
Special consideration should be given IO the components and composition of the 
materials wed in ika protective secondury packaging and IAe man&bcturing pr’~CeSSe.9 
involved (e.g., adhesive lamkatlon, heat-seal Iamination, various temperature 
conditions). Adequate control of each of these cornporte~s and manufacttrring processes 
is critical 10 prt7vonl the entry of volcati!e environmental contaminanls and u&tile 
chemical constituents from packxzging componears into the drug product. Controls are 
also important to prevent loss of water from the formzriation. 

We believe tha.t tMs refers to the selection process of the eompnnsn.ts and materfals. 
We propose rewording this paragraph as follows: 
“,Ypecial consideration should be given to the selec$W of components and composition 
of tRe meteriak used in the protective secondury paclmging and the mawfacturing 
processu involved (e.g.. ddhesrive lamin,ation, heat-seal lamination, various temperature 
conditions). Adeqmate control of each of these components and manufacturing processes 
is crfticaI to prevelzt the entry of volatile e?zviranmentaE contanritlanls and volatile 
chemtcal constituents from puc?~gi~zg components into the drug prodydct. Additionally, 
form&h nf voim$k slrbstanccs durftrg the heat m&g process should be inwstigated 
and conlroUed. Controls are also important to prevent loss of waler from the 
fornizrkatior~. ” 

Page 4, parugraph I, lines 129 lo 132 
FDA recommends that any leaching of contaminants inlo the formulafinn from the 
primary container, any entry of chemical contaminants from protective secondary 
packaging components or other packaging componeab (e,g,, the carton) he adequately 
documented, qvant$ed, and quaiijircd, 
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It would be helpful here to refer to any other guldance or procedures that provide 
fnfurmation on qualification and quantificatfon of tbe contamlnanb, and what likely 
actbn levels should he in place for various contaminants classes. 
The activity should be linked wi$J~ the Product QuaMy Research. Jnstitutc (PQRTJ 
Working Grol~p th.at is conaidarfng leachables and extractables in oraJI,y inhaled. and. nasal. 
drug products., We strong suggest that the PQRI acti.vity inclu.des inhalation dnJg 
products packaged in semipermeable container closure systems, and that more specific 
recommendations on qualification, and quantification with. action limits are provi,ded in 
this gui,d.ance. 

On behalf of Aventis Pharmaceuticals Inc. we appreciate the opporEun,ity to comment on 
the draft Guidance for Industry on Inhaladon Drug Products Packa,ged in Semipermeable 
Container Closure Systems and arc much obli,ged for your consid.eration. 

Sincerely, 

Steve Caffb, M .D. 
Vice President, Head US Reguluto y Agairs 
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