


= DIVISION OF PULMONARY DRUG PRODUCTS e
REVIEW AND EVALUATION OF PHARMACOLOGY AND TOXICOLOGY
AR Amendment to Label Revnew

NDA 20—692/S()02

Revnewer Lawrence F Sancrllo Ph D

Date' of Subm:ssnon 9/24/97 E ;'-i' :

Date Completed 9/24/98

Sponsor Glaxo Inc
.- '5 Moore Drlve L
Research Trrangle Park NC 27709

Drug Name Salmeterol xmafoate (Serevent Drskus Inhaler)

EgTI'Chechal Name: 4—Hydroxy-a -[[[6-(4~phenylbutoxy)hexyl) ammo]-methyl] 1, 3- SRR R
benzenedxmethanol 1—hydroxy-2—naphthalenecarboxylate -

K -'Class B Adreuoceptor Agomst

fon; Treatment of exerc1se-mduced bronchospasm in patJents > 4 years old

’ Formulatron Salmeterol xmafoate powder with
- meg of salmeterol base as the xmafoate salt
‘sahneterol dehvered was 47 mcg

lactose Each bhster strrp contams 50
in 12. 5 mg of lactose The actual amount of

Route of admlmstratlon Inhalatron

) Maxlmum Darly Inhalanon Dose' The maxlmnm' dally dose of the salmeterol L

; xmafoate was 94 mcg of salmeterol base to adults and chrldren 2 4 years old

R ‘Thrs amendment was made since the darly dose was. actually 94 mcg mstead of the B
. L meg reported in the 9/24/98-1abel review. “This was primarily due to the manner the . .

" dose 'was described in the submitted label; it was mterpreted to be 50 mcg of the
: ‘salmeterol salt and not 50 mcg of the salmeterol base S L

:Z:The changes made in the 9/24/98 revrew are m bold and the deletwns are LIS




L . "oceurred at an oral dose of 0.6 mg/kg (approximately 20 times the max

- Carcinogenesis, Mutagenesis, Impairment of Fertility: In an'18-monith - o
*. carcinogenicity study in CD-mice, salmeterol at oral doses of 1.4 mg/kg and above
* (approximately 20 times the maximum recommended daily inhalation dose
. children based on comparison of the area-y _
. ‘eurves [AUCs]) caused a dose-related increase in the incidence of smooth muscle - - o
. hyperplasia, cystic glandular hyperplasia and leiomyomas of the uterus and cystsinthe - -
"% ovaries. The incidence of leiomyosarcomas
- were seen at 0.2 mg/kg approximately 3 times the maximum recommended daily .
inhalation doses in adults and children b |

In a 24-month oral and inhalation. ¢ o
-salmeterol caused a dose related increase in the incidence of mesovarian leiomyomas and '
- ovarian cysts at doses of 0.68 img/kg and above (approximately 60__times the maximum~ -
- recommended daily inhalation dose in adults and approximately 30 times the maximum -
R recommended daily inhalation dose in‘childrenon a
. at 0.21 mg/kg (approximately 200 times the max
dose in‘adults and approximately J;‘l'kx.rl-x
 dose in children on 2 mg/m? basis).

o 35‘:5;:‘ previously for other beta-adrenergic agonist drugs. The.relevance to these findings to

imum‘reconuh'ended‘daily' inhalation -
i___times the maximum recommended-daily inhalation ' .

" buman use is unknown. .

 Salmeterol produced no detectabls or rep -

- gene mutation in vitro. No clastogenic activity occurred in vitro in human lymphocytes or. -

X iﬁViVo"in‘ a rat micronucleus test. - T LT e

© " Noeffects on fertility were identifie o

- i1 oral doses up to 2 mg/kg (approximately 170, “times the maximam recommended . U
-daily inhalation dose in‘adults or a mgmz basis). .- DR FE T T R .

‘Pregnancy: Teratogenic Effects: Category
at oral doses up to2 mg/kg (approximate :
*daily inhalation dosé in adults on a mg/m* basis); In Dutch rabbits administered oral L
" doses of I mg/kg and above (approximatel
~ inhalation dose in adults based on comparison 6f the AUCs),
. "toxie effects characteristically resulting fro
- included precocious eyelid openings, cleft
. “flexures and delayed ossification of the fro

C‘:?Nd: teratogenic Efféét's-bd:firr'ed intherat.

m:beta-adrenoceptor stimulation. These . .

palate, sternebral fusion, limb andpaw. .

ntal cranial bones. No significant effects =~ -
imum ::.: ) o

ts based on comparison of the AUCs). .~

o recommended daily inhalation dose in adul

St NewZealand white rabbits were less sensitive since only delayed ossification of the .

inadultsand < ¢
ea-under-the plasma concentration versis time- .-

 was not statistically significant. No tumers i |

ased on comparison of the AUCs).: - B .._:_:: R AR
' arcinogenicity study in Sprague-Dawley rats, .

mg/m2 basis). No tumors wereseen - - L

These findings in rodents are similar to those reported -

roducible increases in microbial and mammalian -

d in male and female rats treated with salmetero] at LT
: and' ‘

ly 170, ._times to the maximum recommended -~

¥ 50 times the maximum recommended daily . .
salmeterol exhibited fetal .

al dose of 10 mg/kg' (approximately 1700 times the = - o




: ISEREVENT DISKUS in pregnant wormer, SEREVENT DISKUS should be used durmg
pregnancy on]y 1f the potennal beneﬁt Jusnﬁes the potennal nsk to the fetus A

; Nursmg Mothers Plasma levels of sahneterol aﬁer mhaled therapeut:lc doses are very

'_' low: In rats, salmieterol xinafoate is excreted i in the milk. However, since there is no .'53
‘experience with the use of SEREVENT by nursing mothers; a decision should be made _
‘whether to discontinue nursing or to discontinue the drug, taking into account the - o _" R
‘importance of the drug to the mothér. Caution shou]d be exermsed when sa]meterol- Lo
-'xmafoatelsadnnmsteredtoanursmgwoman L RN

- :Overdosage No deaths were seen in‘rats at an mhalanon dose of 2. 9 mg/kg SRR
L (approx1mately 250 tlmes the maximuin recommended daily inhalation- dose in adults

" and approximately 120 imes the maximum recommended daily inhalation dose in. _
y -'chlldren on a'mg/m’ basis) and in dogs at an inhalation‘dose of 0.7 mg/kg (approx1mate1y
2000 - times the ‘maximum recommended daily inhalation dose in adults and - S

5;_._‘__approxunately 95 times the maximum’ recommended daily inhalation dose i m

- children'on'a mg/ﬁasm) By the oral route, no deaths occurred in mice at 150 mg/kg

(approxtmately 6,500 times the maxlmum recommended’ daily inhalation'dosein © - = . . .

- adultsand approxlmately 3,100, - - times the maximum récommended’ daily mha]attoh

dose in children on a mg/m? basxs) and in'rats at 1000 mg/kg (approxxmately 86,000

stimes the maximum um recommended dally inhalation dose in adults and -

sf)proxxmate]y 41,000: - tunes the maxunum recommended dally mhalatlon dose m
_'_’chxldrenonamg/m bams) oo _
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