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Background Salmeterol xmafoate 15 currently ma.rketed in the U. S as an mhalatlon
*-dérosé] (MDI) and dry powder inhaler (DPI).. Both products are approved for' treating ~o: ¢ S
“reversible airway obstruction in patients > 12 years of age. The MDI is also approved for. IR RIS IR
- the’ treatment of exercise induced bronchospasm (EIB).. The maximum approved dose of .- SR
- salmeterolis 50 Hg, twice daily. In‘these supplements the sponsor is pursuing an EIB (S--_ ;-3: EREE

] 001) and pediatric, age 4-11 (5-002) indication for its DPL. These supplements are : o

. pmnanly based on chmcal safety and efﬁcacy studxes R

ff'A formal phannacolonetxc program has not been conducted in suppoxt of the currently

1'7approved salmeterol products.. No additional study reports were mcluded in exther of
- these submissions: Nevertheléss; S:002 describes an ongoing - Lo P e
. pharmacokinetic/pharmacodynamic study designed to charactenze dmg-drug interactions o
- between salmetere] and terfenadine or erythromycin. No preliminary data were provided -

- - in'these submissions. . As of the week of July 27; 1998, the final'study report was riot DR RS SR
. 'available for submission. The sponsor has agreed to provxde these data in the ﬁnal safety BRI
.'updatepnorto approvalofthesupplements SRV :;_: SRR _ Lo

”In‘tlnsv rewew all of the pharmacolonenc data obtamed aﬂer admmxstratxon of salmeterol_-'é_. | 3 s
via the Dnskus formulauon are summanzed e - R

.'AdultPharmagokmet}cDat T LA I B T T
‘Study SLGB 1004 was a smgle-dose 3-arm crossover pharmacolcmettc study in Wthh 12-_‘._'_':' R
healthy sibjects received 200 g salmeterol wa MD], Diskhaler and Diskus formulatlons R SEEREE
Mean (%CV) salmeterol bioavailability parameters are described in Table 1. For further . .. SRR
-'detaﬂs, see Dr R Uppoor s 1/14/97 Chmcal Pharmacology & onpharmaeeuncs Revxew ST
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:fOféSinglé-zoopg‘Doség_:;;;};-_-g,_ TS
Cmax (ng/mL) . AUC (ng hr/mL) - Tmax (hours)l- .
. 244(36) . 075070 0.08{ .-

102(67) - .. 0.39(69) ... 013
L. 055(28) - - 0.23¢80) C - - toan{ L DUy

 Mean (%CV) Salmterol BnoavmlablmypaxmetmAﬁe,Admmsmon SN

Study SLPT02 was a multi-center, multiple-dose; 3:arm (25 pg salmeterol, 50 jig SR

salmeterol and 200 g albuterol, all dosed twice daily as a-dry powder) parallel group . - - 0

safety and efficacy trial with limited pharmacokinetic sampling after 3 months of dosing . -

- in the 25 and 50 pg salmeterol treatment groups. A total of 20 subjects (age 8-15 years, .

- weight 19.5:69'kg) were randomized to each arm.’ One blood sample was collected from: .-
each subject between 1 and 7 hours after dosing. I the 25 ug group, 8 of 20 subjectshad .~ ¢ -

quantifiable plasma concentrations(_ ypg/mL{_ pg/mL). I the 50 pg group, 11 0f20 e

had ‘quantifiable plasma t:oncenn‘aﬁons«i_}_;pg/ml.-,--(-' _opg/mb). s

i

- 1. In‘the adult study, subjects received a singlé salmeterol dose of 200 pg. Thisisfour =~

1" times the maximum labeled single dose for this product. In the absence of dose: R RN A
“proportionality information, it is impossible to predict what exposure would beatthe . -
clinical dose, Nevertheless, it is fair to assume that it would not exceed that observed

“after administratio at the 200 pig level. ;"o e

'2." In the pediatric study it is unclear which dry powder devicewasused. .
- In the pediatric study, sufficient plasma samples were ot collected toobtain’

- meaningful pharmacokinetic data.. Further, in the samples collected, inadequate’ =~ - -
‘quantifiable plasma levels were obtained to accurately estimate total salmeterol - & -
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Recommen‘datlon The Ofﬁce of Chmcal P arma cology & B:ophan-naceuncs has bneﬂy .
;revxewed the pharmacokmetlc data avallable after administration of salmeterol dry -
" powder’ to adult and pediatric populations,’ Based on the data submitted, it is not clear S
. what the exposure at the clinical dose would be in éjther population. The adult esnmate S
- (ata dosage level 4 times the: maximum clinical dose) would be: acceptable for a

conservative toxicokinetic comparison.: Since there is madequate pediatric - _
pharmiacokinetic data; approval of SEREVENT DISKUS for a pediatric populatxon o
: should be based entirely on clinical’ safety and eﬁicacy tnals 'I'he dmg-drug mteracnon -

i tnal wﬂl be rewewed when submmed

) f'please forwa.rd Comment 4 to the sponsor
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Mean Maxlmal % fall in FEV1 (SE)[.. -25% (1-8) g

-11%(1 9)

.8.5 hour postdose % fall in FEV,

T
12

220% (33 . (63) | 14 @)

5.5;__--exercise challenge. - <10% | 12- (23)'
- 210%,; <20% | 7 C(13)

?-;- (23) -

e Mean Maxlmal%fall in FEV1 (SE) - -27% (1.5).
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