CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
20983

CHEMISTRY REVIEW(S)




s ENVIRONMENTAL ASSESSMENT
. - Statement Of Categorical Exclusion
For
. Albuterol/GR106642X inhalation Aerosol
NDA 20-983

DATE: June 15, 1998
APPLICANT:  Glaxo Wellcome Inc.

ADDRESS: Five Moore Drive
Research Triangle Park, NC 27709

STATEMENT:; The proposed action is subject to the categorical exclusion listed in
21 CFR Part 25.31(a). The request for categorical exclusion approval
is for a manufacturing site change. Therefore the criteria outlinel in
21 CFR Part 25.31(a) that an action on an NDA or abbreviated
applicationwhmtheactiondoesnotinausetheuseoftheacﬁve
moiety is categorically excluded from environmental assessment
requirements is met. Glaxo Wellcome does not have knowledge ‘of
myexmrdinmycirclmsmthatmightcmsethisacﬁontohavea
significant affect on the quality of the human environment.
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MEMORANDUM: . DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC HEALTH
SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: June 21, 1999

TO: N 20-983 File, Ventolin HFA (albutero! sulfate
inhalation aerosol)

THROUGH: Guirag Poochikian, Ph.D.
Chemistry Team Leader
Division of Puimonary Drug Products (HFD-570)

FROM: Craig M. Bertha, Ph.D.
Chemistry Reviewer
Division of Puimonary Drug Products (HFD-570)

SUBJECT: Consult to Pharmacologist/Toxicologist acting team leader Mark Vogel,
Ph.D. regarding the levels of formaldehyde found in aged placebo for the
corresponding drug product. v

BACKGROUND: Comment 10e(6) of the 10/26/98 CMC information request letter
requested that a study be undertaken to determine the levels of the
potential extractable/leachable ' that may be emanating
from the components of the valve used with the drug product.
The amendment of 2/26/99 indicated that 2 year aged placebo product
exhibited concentrations of about ppm which would correspond to a
daily intake (at 12 actuations/day) of about  micrograms of

. See 6/21/99 electronic mail requesting input on the safety
from a toxicological perspective of the” ~and the response of
6/21/99 in attachment.

/o/

Craig M. Bertha, Ph D.

Chemistry Reviewer

cC:

Orig. NDA 20-983

HFD-570/Div. Files
HFD-570/CBertha
HFD-570/GPoochikiar( w/“ﬁ
HFD-570/PJani



DIVISION OF PULMONARY AND ALLERGY DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

20-083

NDA #:

MISSION TYP NT
ORIGINAL 6/30/98
AMENDMENT (BC) 7/10/98
AMENDMENT (BC) 7/23/98
AMENDMENT (BC) 7/27/98
AMENDMENT (BC) 12/18/98
AMENDMENT (BC) 2/26/99
AMENDMENT (AC) 3/31/99
AMENDMENT (BC) 6/2/99
AMENDMENT (AC) 6/29/00
AMENDMENT (BC) 7/19/00
CORRESPONDENCE 8/25/00
AMENDMENT (BC) 9/29/00
AMENDMENT (BC) 10/12/00
AMENDMENT (BC) 12/6/00
AMENDMENT (BC) 12/22/00
AMENDMENT (AC) 1/4/01
AMENDMENT (AC) 2/2/01
AMENDMENT (BC) 2/20/01
AMENDMENT (BC) 2/26/01
AMENDMENT (BC)' 3/30/01
AMENDMENT (8C)' 4/12/01
AMENDMENT (BC)' 4/19/01

8 REVIEW DATE:4/19/01
CDER DATE ASSIGNED DATE
7/1/98 7/8/98
7/13/98 7/15/98
7124/98 7/27/98
7/28/98 8/6/98
12/21/98 12/23/98
3/2/99 3/8/99
4/1/99 4/5/99
6/3/99 6/14/99
7/3/00 7/5/00
7/20/00 7/25/00
8/28/00 8/29/00
10/2/00 10/10/00
10/13/00 10/19/00
12/7/00 12/7/00
12/27/00 12/29/00
1/5/01 1/9/01
2/5/01 2/5/01
2/22/01 2/28/01.
2/28/01 2/28/01
4/2/01 4/4/01
4/16/01 4/16/01
4/19/012 4/19/01

'Subject of the current CR#8; “As telephone facsimile.

NAME & ADDRESS OF APPLICANT:

DRUG PR CTN
Proprietary:
Non )ri
m.T

PHARMAC

DOSAGE FORM:
STRENGTHS:

GORY/IN

{USAN:

f

inhalation aerosol

GlaxoSmithKline

Five Moore Drive

P.O. Box 13398

Research Triangle Park, NC 27709

Ventolin® HFA Inhalation Aerosol
albutero! sulfate HFA inhalation aerosol*
AH3365F

3s

: For treatment or prevention of bronchospasm in -

patients 4 yrs. and older with reversibie
obstructive airway disease and for prevention of
exercise-induced bronchospasm

108 ug albuterol sulfate (90 ug base)/act from actuator (120 ug of
albuterol sulfate/act from valve), 75 mg suspension/act

ROUTE OF ADMINISTRATION:

Inhalation



N20-983 CRn8 p.2

DISPENSED: _ _X_Rx __0TC

SPECIAL PRODUCTS: _Yes X_No
HEMI U M C EORM
WEIGHT: -

Albuterol Sulfate, a -[(tert-ButyIammo)methyl]-4-hydroxy-m-xylene-u a'-
diol sulfate (2:1) (salt); Molecular Formula: (Cy3H2,NO3), H,SO,;
Molecular Weight: 576.72 (base 239.32)

-Hi80¢

See chemist's review notes below, p. 8.

RELATED DOCUMENTS:

NDAs: N18-473 Ventolm (albuterol) Inhalation Aerosol (AP 5/81)
N19-112 Ventolln (albuterol) Tablets (AP 7/86)
N19-269 Ventohn (albuterol sulfate) inhalation Solution (AP 1/87)
N19-489 Ventolm (albuterol sulfate) Rotocaps for Inhalation (AP 5/88)
N19-621 Ventolm (albuterol sulfate) Syrup (AP 6/87)
N19-773 Ventolin® (albuterol sulfate) Inhalation Solution (AP 4/92)

IND: r A



the 4/12/01 amendment, to be acceptable (see p. 14 of review below).

N20-983 CR#8 p.3
NSULTS: -
Consuit Date Forwarded Status Comments
EES Forwarded on 8/31/98 Acceptable OC decision 6/25/99
Update forwarded 7/5/00 -Acceptable OC decision 7/13/00
- Update forwarded 2722/01 | -Acceptable OC decision 2/26/01
Separate request for contract Forwarded on 7/20/00 ~Acceptable OC daecision 11/13/00
exiractabies laboratories (3)
Separate request for Forwarded on 4/4/01 Pending
additional extractables
contract laboratories (3) I—
icrobiclogy 5/25/98 -Acceptable, 5/28/99 Requested comments on results of
microorganism survivability studies
performed as per comment 11 of
the 10/26/98 Agency letter.
-£/10/98 “Acceptable, 2/4/99 -HFA-134a Impurities Consult
rd
-10/9/98 1 Gasket
-Updated request 6/21/99' | -Unacceptable, 7/1/99 -Comment 37 of 7/1/99 AE
-7/6/00 (response to
commaent 37) ~Unacceptable, 8723/00
-Acceptable, 10/18/00 -See p. 23 of CR#4
8/22/99 -Unacceptable, 7/1/99 Comment 37 of 7/1/99 AE
~7/8/00 (response to
comment 37) -Unacceptable, 8/23/00
10/19/00 -~Acceptable, 10/18/00 -See p. 23 of CR#4
-10/9/98 -Unacceptadle, 7/1/99 Comments 4 & 36 of 7/1/99 AE
~Acceptable, 8/23/00
-11/16/88 ~Acceptable, 4/22/99 -
-3/22/99 -Acceptable, 6/17/99
-4/16/99 -~Acceptable 6/7/99
Method Validation Not forwarded. -Updated packages from 12/22/00
amendment need to have DP
specifications and method for can
assay (concentration with limits for
individual units) inciuded (see final
_commitment dratt letter)..
Labeling and Nomenciature Not forwarded. -The trademark Ventolin® is aiready
Committee in use for six other albuterol or
abuterol suilfate products from the
nt.
Biometrics 127700 See review for detalis | Expiry for Batches 62X012, 62X013,
and discussion p. 30 snd 62X015
12/13/00 o Shas Expiry for Batch 7ZX027 for
- mean
“Acceptable DCU (beg and end of can)

_ -10/18/00" See p. 14 of CRIG -Request comments on MDI stress
test sampling plan (GSK response
to comment 3.d of &/17/00)

-2/8/01" -Roquo;t review of GSK response
"800 p. 3 of CRA7 to comments 3 and 4 of 1/26/01
w facsimile.
Team meeting of 4/9/01 found comparative statistical approach to interim testing as in




N20-983 CRa8 p.4

REMARKS/COMMENTS:

See chemist's mnewnotu below, p. 6.

Wmm In terms of Chemistry, Manufacturing, and
Controls information, the application is recommended for approval (AP). The applicant
should also be reminded of their prior commitments and agreements when an action is

taken on this application (see those attached to this review following review of the 4/19/01
amendment).

CcC:
Org. NDA 20-983
HFD-570/Division File
HFD-570/CBertha/4/19/01
HFD-570/PJani \
HFD-570/GPoochikian !
R/D Init by: Craig M. Bertha, Ph.D.
Review Chemist

‘Pe

filename: 01-04-19.rev.doc

'
“e
f

Yy



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

/8/
-------_--------:‘---
Craig Bertha
4/19/01 03:58:58 PM
CHEMIST EN

Guiragos Poochikian
4/19/01 05:19:21 PM
CHEMIST
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DIVISION OF PULMONARY AND ALLERGY DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

NDA# 20983 CHEM REVIEW# 7 REVIEW DATE:3/1/01
SUBMISSION TYPE - DOCUMENT DATE CDER DATE ASSIGNED DATE
ORIGINAL ) 6/30/98 7/1/98 7/8/98
AMENDMENT (BC) 7/10/98 7/13/98 7/15/98
AMENDMENT (BC) 7/23/98 7/24/98 7/27/98
AMENDMENT (BC) 7/27/98 7/28/98 8/6/98
AMENDMENT (BC) 12/18/98 12/21/98 12/23/98
AMENDMENT (BC) 2/26/99 3/2/99 3/8/99
AMENDMENT (AC) 3/31/99 4/1/99 4/5/99
AMENDMENT (BC) 6/2/99 6/3/99 6/14/99
AMENDMENT (AC) 6/29/00 7/3/00 7/5/00
AMENDMENT (BC) 7/19/00 7/20/00 7/25/00
CORRESPONDENCE 8/25/00 8/28/00 8/29/00
AMENDMENT (BC) 9/29/00 10/2/00 10/10/00
AMENDMENT (BC) 10/12/00 10/13/00 10/19/00
AMENDMENT (BC) 12/6/00 12/7/00 12/7/00
AMENDMENT (BC) 12/22/00 12/27/00 12/29/00
AMENDMENT (AC) 1/4/01 1/5/01 1/9/01
AMENDMENT (AC)1 2/2/01 2/5/01 2/5/01
AMENDMENT (BC)1 2/20/01 2/22/01 2/28/01
AMENDMENT (BC)1 2/26/01 2/26/013 2/27/01

'Subject of the current CR#7; ?As telephone facsimile.

NAME &

F APP T;

DRUG PRODUCT E

Proprietary:

NAM

Nonproprietary/USAN:

Gode Name/#:

hem.Type/Ther.Class:

PHARMACOL. CA :

OSAGE F

STRENGTHS:

ROUTE OF ADMINI
DISPENSED:

inhalation aerosol

GlaxoSmithKiine

Five Moore Drive

P.O. Box 13398

Research Triangle Park, NC 27709

Ventolin® HFA Inhalation Aerosol
albuterol suifate HFA inhalation aerosol*
AH3365F

3s

For treatment or prevention of bronchospasm in
patients 4 yrs. and older with reversible
obstructive airway disease and for prevention of
exercise-induced bronchospasm

108 pg albuterol sulfate (90 pg base)/act from actuator (120 ug of
albuteroi sulfate/act from vaive), 75 mg suspension/act

SPECIAL PRODUCTS:

inhalation

X Rx __OTC
—Yes_X No



N20-983 CR#7

p.2
HEMICAL NAME, STRUC FORM MOLEC F MOLECULAR
WEIGHT: ] |
[ | Albuterol Sulfate, a'-((terl-Butylamino)methy!]-4-hydroxy-m-xylene-a,a'-
on | diol sulfate (2:1) (sat); Molecular Formula: (C13H21NO3), H,S0,;
-1 Molecular Weight: 576.72 (base 239.32)
‘H2804
HO
HNK
J




~—

N20-983 CR¥7 p.3
-
DMFs:
DMF No. Holder Name Subject Status Dates Reference in Reviews
Reviewsd
GR106642X, HFA-134a propeliant Adequate 8/3/88 p. 28 of CR#1
L 1 manufacture 4/21/99 p. 19 of CR#2
and T ] - - See consuit revi
i 1 w % e ‘o ; review from
costing of canisters inadequate | 9/2/98 P. 65 0f CR#T . DMF
N 4 n— ' : aces 56 of CR#2
Cans uate 1 . f
I 1 mD“.F nhaler - ntemally Adeq 124/98 p. 56 of CR#2
mm Canisisr | Adequate | 9/2/98 P.65of CRAY, p. 57 of CR#Z |
I 4 413100 p. 40 of CRA3
mhdmmmdbymw Adequste 9/3/98 p. 65 of CR#1
- T [TDFE0 Mk12 Vaive Adequate | 9/9/98 p. 71 of CR¥1
6/10/99 p. 75 of CR#2
i 4 1/28/00 p. 46 of CR#3
2yl E 101 LNC-10 Polyamide Adequate §/26/99 See DMF review ctatod
i ~ 61099 —
Adequate 8/31/98 p. 71 of CR®1
gasxels 4/12/9% p. 75 of CR#2 .
8 -+ 1/4/00 p. 46 of CR#3 )
actuator inadequate | 9/10/98 p. 73 of CR#1 DMF )
N < replaces L
actuator Adequate 3/3/00 p. 76 of CR#2 )
. 4 strapcap __ lpatorcrs "
actustor Insdequate | 9/10/98 p. 73 of CR¥1. DMF J
[~ T actustor Adequate ;3 STCR#2 |
5 i '_ 1/4/00 .47 of GRS
[ Pro-Fax 8331 polypropylens Adequate p. 73 of CR#I
L - _ resin for actuator
B%“Enx §% m“ptopﬁmothylono Adequate | 9/15/08 P. 73 of CR#1
eiee o e Kdequate | SO 5 Y4 ST T
" T “T siica gel desiccant Adequate | 1174752 P. 75 of Cro
- T overwrap Adequate | 9/2/88 p. 75 of CR¥1
4/28/99 p. 80 of CR#2
/) 10/2/00 p. 49 of CR#3
[ - p. 28 of CR#4
"Courtesy Jsupphu only strap-caps for the actuators (DMF __ ) and is no an actuator supplier.{
has been and wil b8 the only supplier of actustors (DMF . Comments of DMF 2125/00 deficiency letter -

pertained to actuatars only (see p. 47 of CR#3). —

D

NDAs:

ELATED D :

N18-473 Ventolm (albuterol) Inhalation Aerosol (AP 5/81)

N19-112 Ventolm (albuterol) Tablets (AP 7/86)
N19-269 Ventolln (albuterol sulfate) Inhalation Solution (AP 1/87)
N19-489 Ventolln (albuterol sulfate) Rotocaps for inhalation (AP 5/88)

N19-621 Ventolm (albuterol sulfate) Syrup (AP 6/87)

N19-773 Ventolin® (albuterol sulfate) Inhalation Solution (AP 4/92)

J



See p. 4 of CRS7

N20-983 CR#7 p.4
N :
Consulit * rDlt. Forwarded Status Comments

EES Forwarded on 8/31/98 <~Acceptable OC decision 6/25/99

Updats forwarded 7/5/00 -“Acceptable OC decision 7/13/00
_ Update forwarded 2/22/01 | -Acceptable OC decision 2/26/01

Separate request for contract | Forwarded on 7/20/00 ~Acceptable OC decision 11/13/00

extractables lsboratories (3) — S—

Microbiology 5/25/99 “Acceptable, 526/99 Requested comments on resuts of
microorgenism survivability studies
performed as per comment 11 of

| — the 10/26/98 Agency letter.

Pharmacology/Toxicology

8/10/98 “Acceptable, 2/4/99 +HFA-134a impurities Consult
-10/9/98 Gasket
-Updated request 6/21/99' | -Unacceptable, 7/1/99 ~Comment 37 of 7/1/89 AE
-7/6/00 (response to
comment 37) <Unacceptable, 8/23/00
-<Acceptable, 10/18/00 -See p. 23 of CRM4
8/22/99 <Unacceptable, 7/1/99 <Comment 37 of 7/1/99 AE
-7/8/00 (response to
comment 37) -Unacceptable, 8/23/00
10/19/00 -Acceptable, 10/19/00 | -See p. 23 of CR#4
-10/8/98 -Unacceptable, 7/1/99 ~Comments 4 & 36 of 7/1/99 AE
~Acceptable, 8/23/00
-11/16/88 -Acceptable, 4/22/99
3/22/99 -Acceptable, 6/17/99
-4/16/99 -Acceptable_6/7/99

Method Validation Not forwarded. -Updated packages to be requssted.

Labeling and Nomenciature Not forwarded. -The trademark Ventolin® is already

Committee in use for six other sibuterol or
albutero! sulfate products from the

nt.

Biometncs -1217/00 -See review for details | Expiry for Batches 6ZX012, 6ZX013,

and discussion p. 30 and 62X015
12/13/00 of CRes Expiry for Batch 72ZX027 for
- mean
“Acceptable DCU (beg and end of can)
-10/18/00 Ses p. 14 of CRES -Raquest commentzon!  stress
test sampling pian response
o comment 3.d of 8/17/00)
-2/8/01 -Request review of response

to comments 3 and 4 of 1/26/01

ﬂoncy facsimile.




N20-983 CRw7 p.5

MARKS)/! :

See chemist's revietv notes bélow. p.7.

: In terms of Chemistry, Manufacturing, and
Controls information, the application is approvable (AE). However, it will be necessary for
the applicant to address the comments in the draft letter before approval can be
recommended. The PM shouid forward the comments in the attached draft letter to the
applicant. The applicant should also be reminded of their prior commitments and
agreements when an action is taken on this application (see those attached after the draft
letter).

cc:

Org. NDA 20-983

HFD-570/Division File

HFD-570/CBertha/3/1/01

HFD-570/PJani

HFD-570/GPoochikian

R/D Init by: Craig M. Bertha, Ph.D.
Review Chemist

filename: 01-02-26.rev.doc



- e e ... ece .- ------ -

Craig Bertha
3/1/01 02:46:55 PM
CHEMIST

Guiragos Poochikian
3/1/01 04:10:3} PM
CHEMIST
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DIVISION OF PULMONARY AND ALLERGY DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

NDA #: 20-983 CHEM. REVIEW# 6 REVIEW DATE:1/23/01
SUBMISSIONTYPE ~ DOCUMENT DATE CDER DATE ASSIGNED DATE
ORIGINAL 6/30/98 7/1/98 7/8/98
AMENDMENT (BC) 7/10/98 7/13/98 7/15/98
AMENDMENT (BC) 7/23/98 7/24/98 7127/98
AMENDMENT (BC) 7127/98 7/28/98 8/6/98
AMENDMENT (BC) 12/18/98 12/21/98 12/23/98
AMENDMENT (BC) 2/26/99 3/2/99 3/8/99
AMENDMENT (AC) 3/31/99 4/1/99 4/5/99
AMENDMENT (BC) 6/2/99 6/3/99 6/14/99
AMENDMENT (AC) 6/29/00 7/3/00 7/5/00
AMENDMENT (BC) 7/19/00 7/20/00 7/25/00
CORRESPONDENCE 8/25/00 8/28/00 8/29/00
AMENDMENT (BC) 9/29/00 10/2/00 10/10/00
AMENDMENT (BC) 10/12/00 10/13/00 10/19/00
AMENDMENT (BC) 12/6/00 12/7/00 12/7/00
AMENDMENT (8C)' 12/22/00 12/27/00 12/29/00
AMENDMENT (AC)' 1/4/01 1/5/01 1/9/01

'Subject of the current CR#6

NAME & ADDRESS OF APPLICANT: Glaxo Wellcome Inc.
Five Moore Drive
P.O. Box 13398
Research Triangle Park, NC 27709

DRUG PRODUCT NAME

Proprietary: Ventolin® HFA Inhalation Aerosol
Nonproprietary/USAN: albuterol sulfate HFA inhalation aerosol*
Code Name/#: AH3365F
Chem.Type/Ther.Class: 38

PHARMACOL. CATEGORY/INDICATION: For treatment or prevention of bronchospasm in
patients 4 yrs. and older with reversible
obstructive airway disease and for prevention of

' exercise-induced bronchospasm

DOSAGE FORM: inhalation aerosol

STRENGTHS: 108 pg albuterol sulfate (90 pg base)/act from actuator (120 Mg

of albuterol sulfate/act from valive), 75 mg suspension/act .

-

ROUTE OF ADMINISTRATION: Inhalation
DISPENSED: . . X Rx__0OTC
SPECIAL PRODUCTS: —_Yes_X_No

NI
N



N20-983

CHEMICAL NAME. STRUCTU

CR#6

p.2

RAL FORMULA, MOLECULAR FORMULA, MOLECULAR

WEIGHT:

"%

X
‘I

“2

Albuterol Sulfate, a'-{(tert-Butylamino)methyi]-4-hydroxy-m-xylene-a,a'-
diol sulfate (2:1) (salt); Molecular Formula: (C13H21NO3)2H;SO4;
Molecular Weight: 576.72 (base 239.32)

-HyS04

SUPPORTING DOCUMENTS: DMFs:
 EE————— e
DMF No. | Holder Name Subject Status | Dates Reference in Reviews
. Reviewed
GR106642X, HFA-134a propeliant Adequate 8/3/98 p. 28 of CR#1
N L manufacture 4/21/99 p. 19 of CR#2
and 10 - - it review fr
| M ot See con:: review from
~ T coating of cansters inadequate | 9/2/98 p.650f CRM1 . OMF
- 4 repiaces p. 56 of C
Metsred Dose Inhaler Cans | 1 . 2
s rtsmally Adequate 124/98 p. 56 of CR#2
- T [ TEFLON" Topcoat 3200-100, canister | Adequate | 9/2/96 p. 65 of CR#1, p. 57 of CRAZ
i L coating formutation 4/13/00 p. 40 of CR#3
uncoated aluminum alioy canister Adequate | 9/3/98 p. 65 of CR#1
( ™ T [ DFS0MKkIZ Vaive Adequate | 9/9/98 p. 71 of CR#1
6/10/99 p. 75 of CR#2
N _ 1728/00 p. 46 of CR#3
Zytel £ 101 L NC-10 Polyamide Adequate 5/26/99 See DMF review dated
| L s 6/10/99 -_
Adequate | 8/31/98 p. 71 of CR#1
Qaskets 41299 p. 75 of CR#2
L | 1/4/00 p. 46 of CR#3
actuator Inadequate | 9/10/98 p. 73 0f 1, DMF _
B L replaces
actuator Adequate® | 3/3/00 p. 76 of CR#2
I . strap-cap p. 47 of CR#3
actuator Inadequate | 9/10/98 p. 73 of CR#1, DMF
repiaces —
- i Adequ 30/59 P
actuator ate .
1/4/00 . 47 of CR#3
B B T Pro-Fax 8331 mlmmpyhoo Adequate [-TA7 ;-7 S ) 1
R B - resin for actuator
ax Adequate | W15/A8 p. 73 of CRA
- for stra
3 - = ﬁ ﬁ %mm Adequate | V10757 P. 14 of CF
- B whica goT dewiccant Adequais | TTARZ | 5 Y5l CRF
B ~ overwrap Adequate w2/98 - p. 75 of CR#1
428/99 p. 80 of CR#2
J 10/2/00 p. 49 of CR#3
\v—A p. 28 of CR#4
'Courtesy supplies only strap-caps for the actuators (DMF | and is no longer #n actuator supplier.
{ hasTean and wil be the only suppler of actustors (DMF, ) Comments of DMF 225000 deficency

( letier pertained to actuators only (see p. 47 of CRA3).




N20-983

CR#6

RELATED DOCUMENTS:

NDAs:

N18-473 Ventolin® (albuterol) Inhalation Ae

N18-112 Ventoiin® (albuterol) Tablets (AP 7/86)

N19-269 Ventolin® (albuterol sulfate) inha
N19-489 Ventolin® (albuterol sulfate
N19-621 Ventolin® (albuterol sulfate
N19-773 Ventolin® (albuterol sulfate

p.3

rosol (AP 5/81)

lation Solution (AP 1/87)
) Rotocaps for Inhalation (AP 5/88)

) Syrup (AP 6/87)
) Inhalation Solution (AP 4/92)

IND:
CONSULTS:
Consuit Date Forwarded Status Comments
BS Forwarded on 8/31/98 -Acceptable OC decision 6/25/99
Update forwarded 7/5/00 | -Accsptable OC decision 7/13/00
Separate request for contract
extractables Iaboratories (3) Forwarded on 7/20/00 -Acceptable OC decision 11/13/00
Microbiology 5/25/99 -Acceptable, 5/28/99 Requested comments on results of
microorganism survivability studies
performed as per comment 11 of
the 10/26/98 Agency letter.
-8/10/98 -Acceptable, 2/4/99 -HFA-134a impurities Consult
-10/9/98 ' Gasket
-Updato‘d request -Unacceptable, 7/1/98 Comment 37 of 7/1/99 AE
6/21/99
-7/8/00 (response to -Unacceptable, 8/23/00
comment 37) -Acceptable. 10/19/00 | -See p. 23 of CR#4
-Unacceptable, 7/1/99 Comment 37 of 7/1/99 AE
-6/22/99
-7/8/00 (response to -Unacceptable, 8/23/00
comment 37) -Acceptable, 10/19/00 | -See p. 23 of CR#4
10/19/00
-Unacceptabie, 7/1/99 -Comments 4 & 38 of 7/1/99 AE
-10/9/98 -Acceptable, 8/23/00
-Acceptable, 4/22/99
-11/16/98
-Acceptable, 6/17/99
-3/22/99
-Acceptable, 6/7/93
- -4/16/99
Method Validation _ Not forwarded. -Updsted packages to be
requested.
Labeling and Nomencisture Not forwarded. -The trademark Ventolin® is
Committee ot alreadyin use for six other
aibuterol or albuterc! sulfate
products from the applicant.
Biomoqk:s -12700 -See review for Expiry for Batches 62X012,
C details and 62ZX013, and 62X015
discussion p. 30 of
-12/13/00 CR#S Expiry for Batch 7ZX027 for mean




N20-983 CR#6 p.4
-Acceptable DCU (beg and end of can)
- -10/1b/00 -Request comments on MD! stress
-See p. 15 of CR#S test sampling plan (GW response to
comment 3.d of 8/17/00)

APPEARS THIS WAY
ON ORIGINAL




N20-983 CR#6 p.5

REMARKS/COMMENTS:
See chemist’s review notes below, p. 7.

CONCLUSIONS & RECOMMENDATIONS: In terms of Chemistry, Manufacturing, and
Controls information, it is recommended that the application not be approved (NA). The
PM should forward the comments in the attached draft letter to the applicant. The applicant
should also be reminded of their prior commitments and agreements when an action is taken
on this application (see those attached after the draft letter).

cc:
Org. NDA 20-983
HFD-570/Division File
HFD-570/CBertha/1/23/01
HFD-570/PJani
HFD-570/GPoochikian
R/D Init by: Craig M. Bertha, Ph.D.
Review Chemist

filename: 01-01-04.rev.doc




Craig Bertha )
1/23/01 02:48:53 PM
CHEMIST

-

Guiragos Poochikian
1/23/01 03:54:45 PM
CHEMIST
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DIVISION OF PULMONARY AND ALLERGY DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

NDA #: 20-983 CHEM. REVIEW# 5 REVIEW DATE:12/18/00
SUBMISSION TYPE QQCUMENT DATE CDER DATE ﬁSIGNED DATE
ORIGINAL - 7/1/98 7/8/98
AMENDMENT (BC) 7/10/98 7/13/98 7/15/98
AMENDMENT (BC) 7/23/98 7/24/98 7/27/98
AMENDMENT (BC) 7/27/98 7/28/98 8/6/98
AMENDMENT (BC) 12/18/98 12/21/98 12/23/98
AMENDMENT (BC) 2/26/99 3/2/99 3/8/99
AMENDMENT (AC) 3/31/99 4/1/99 4/5/99
AMENDMENT (BC) 6/2/99 6/3/99 6/14/99
AMENDMENT (AC) 6/29/00 7/3/00 7/5/00
AMENDMENT (BC) 7/19/00 7/20/00 7/25/00
CORRESPONDENCE 8/25/00 8/28/00 8/29/00
AMENDMENT (BC) 9/29/00 10/2/00 10/10/00
AMENDMENT (BC) 10/12/00 10/13/00 10/19/00
AMENDMENT (8¢C)’ 12/6/00 12/7/00 12/7/00

'Subject of the current CR#5

NAME & ADDRESS OF APPLICANT:

DRUG PRODUCT NAME

Proprietary:

Nonproprietary/lUSAN:

Code Name/#:

Chem.Type/Ther.Class:
*Note: See comment 7.b in the attached draft letter.

Glaxo Welicome Inc.

Five Moore Drive
P.O. Box 13398

Research Triangle Park, NC 27709

Ventolin® HFA Inhalation Aerosol
albuterol sulfate HFA inhalation asrosol*

AH3365F
3S

PHARMACOL. CATEGORY/INDICATION: For treatment or prevention of bronchospasm in
patients 4 yrs. and older with reversible
obstructive airway disease and for prevention of
exercise-induced bronchospasm

108 ug albuterol sulfate (90 ug base)/act from actuator (120 pg
of albuterol sulfate/act from vaive), 75 mg suspension/act

DOSAGE FORM: inhalation aerosol
STRENGTHS:

ROUTE-OF ADMINISTRATION:
DISPENSED: -

SPECIAL PRODUCTS:

Inhalation
X Rx __OTC
—Yes_X No



N20-983

CHEMICAL NAME. STRUCTU

CR#5

p. 2

RAL FORMULA, MOLECULAR FORMULA, MOLECULAR

WEIGHT:

HNKJ

Albuterol Sulfate, a'-[(tert-Butylamino)methyf}-4-hydroxy-m-xylene-a,a'-

-] diol sulfate (2:1) (salt); Molecular Formula: (C13Hz1NO3)2 H,SO4:

2

SUPPORTING DOCUMENTS:

Molecular Weight: 576.72 (base 239.32)

‘H,80,

DMFs:
DMF No. | Holder Name Subject Status Dates Reference in Reviews
e Reviewed
GR106842X, HFA-134a propeilant Adequate 8/3/98 . 28 of CR#1 \
manufacture 4721/99 p. 19 of CR#2
T 7 WNT - - See consult review from
information for Propeliant HFA-134a Pham/Tox '
I T coaling of canisters inadequate | 9/2/96 p.85of .'I:MF i
w . 56 of CR#2
T Metared Doses Inhaler Cans Intemally Adequste | 11/24/98 .56 of CR#2 .
Coated with Fluoropolymer 426/99 P -
i T ;| TEFLONY Topcoat 3200-100, canisier | Adequasts | 9/2/96 p. 65 of CR#1. p. 57 of CR#2
i 1 costing formulation 41300 | p 400fCRI
UNCOSLBA AlUMINUM alkoy Cantster Adequate 9/3/98 p. 65 of CR#1
i T [ OFe0WkTZ Vaive Adequate | 9/9/98 p. 71 of CR#1
6/10/99 p. 75 of CR¥#2
_ 1/28/00 p. 46 of CRA3
T ~2ytel E 101 L NC-10 Polyamide Adequate | 5/26/99 See DMF___ Yeview dated
8/10/99 ~
T T Tyve Adequate | 8/31/98 P. 71 of CR¥1
gaskets - 41299 p. 75 of CR#2
i 1/4/00 p. 48 of CR#3
i sciuator insdequate | /10/98 p.notan.M
replaces ) = -
actuator Adequate® | 3/00 p.760fCR¥2 ~
| strap-cap p. 47 of CRA3
i sciustor inadequate | 9/10/98 wﬁf )
actustor Adequate | 43009 P. 75 of CR#2
A 1 . 47 of CR¥3
- [ TroF e BT pahyronyens Adequata P T3 TCRA
- n actustor
“ ) T Protes kB Rdeqcae | WIS 5 TR
t T e Requats | oA 5 YA TR
‘%“m}{t - Adequste 117402 p. 75 of CIoH
overwrap Adequate 92/98 p. 75 of CR#1
: : 28099 p. 80 of CR#2
J 10/2/00 p. 49 of CRA3
| p. 28 of CRA4




N20-983 CR#5 0.3

*No longer an actustor supplier: will stra ol el .
lottor petained 1 gt wpﬂy' p-caps _fom _ Comments of 2725/00 deficiency

-

PPEARS THIS WAY
A ON ORIGINAL



N20-983 CR#S5 p.4

RELATED DOCUMENTS:

N18-473 Ventolin® (albuterol) Inhalation Aerosol (AP 5/81)

N19-112 Ventolin® (albuterol) Tablets (AP 7/86)

N19-269 Ventolin® (albuterol sulfate) Inhalation Solution (AP 1/87)
N19-489 Ventolin® (albutero! sulfate) Rotocaps for Inhalation (AP 5/88)
N19-621 Ventolin® (albuterol sulfate) Syrup (AP 6/87)

y C~19-773 Ventolin® (albuterol sulfate) Inhalation Solution (AP 4/92)

IND: .

NDAs:

CONSULTS:
Consult Date Forwarded Status Comments
B Forwarded on 8/31/98 -Acceptable OC decision 6/25/99
Update forwarded 7/5/00 | -Acceptable OC decision 7/13/00
Separate request for contract
extractables iaboratories (3) Forwarded on 7/20/00 -Acceptable OC decision 11/13/00
Microbiology §/25/99 -Acceptable, 5/26/99 Requested comments on results of
microorganism survivability studies
performed as per comment 11 of
the 10/26/98 Agency ietter.
-9/10/98 ~Acceptable, 2/4/99 HFA-1348 impurtties Consult
-10/9/98 B | Gasket
-Updated request -Unacceptable, 7/1/99 ~Comment 37 of 7/1/98 AE
62199’
-7/6/00 (response to -Unacceptable, 8/23/00
comment 37) -Acceptable, 10/19/00 | -See p. 23 of CR#4
<Unacceptable, 7/1/99 Comment 37 of 7/1/99 AE
-8/22/99
-7/86/00 (response to -Unacceptable, 8/23/00
comment 37) -Acceptable, 10/19/00 | -See p. 23 of CR#4
10/18/00
-Unacceptable, 7/1/99 ~Comments 4 & 36 of 7/1/99 AE
-10/9/98 -Acceptable, 82300 .
-Acceptable, 4/22/99
-11/16/98
-Acceptable, 6/17/99
322/99
-Acceptable, 6/7/99
-4/16/99
Method Validation Not forwarded “Updated packages to be
Labeling and Nomenciature Not forwarded. -The rademark Ventolin® is
Commitiee siready in use for six other
albutercl or albuterol sulfate
products from the applicant.
Biometrics 121700 -8ee review for Expiry for Batches 62X012,
St detalls and 6ZX013, and 8ZX015
e 1211300 discussion p. 31 Expiry for Batch 72X027 for mean
DCU bogandendofcan)




N

N20-983

CR#5

p.5
-Acceptable
-10/18/00 -Request comments on stress
- ‘st sampling plan ‘esponse to
-See p. 13 comment 3.d of 8/17/00)

APPEARS THIS WAY

ON ORIGINAL




N20-983 CR#5 p.6

REMARKSICOMMENT§:
See chemist's review notes beiow, p. 8.

CONCLUSIONS & RECOMMENDATIONS: In terms of Chemistry, Manufacturing, and

Controls information, the application is considered approvable. The comments in the

attached deficiency letter and the previous commitments from the applicant listed in CR#4
(and aiso attached after the draft letter of this review) should be forwarded to the applicant
with the action.

cc:
Org. NDA 20-983

HFD-570/Division File

HFD-570/CBertha/12/18/00

HFD-570/PJani

HFD-570/GPoochikian

R/D Init by: Craig M. Bertha, Ph.D.

Review Chemist
fiilename: 00-12-06.rev.doc




Craig Bertha
12/20/00 02:10:02 PM
CHEMIST _

-

Guiragos Poochikian
12/20/00 03:14:08 PM
CHEMIST i

N
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DIVISION OF PULMONARY DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

NDA#: 20-983 CHEM. REVIEW# 4 REVIEW DATE: 10/20/00

ISS!  DOCUMENT DATE ASSIGNED DATE
ORIGINAL 6/30/98 7/1/98 7/8/98
AMENDMENT (BC) 7/10/98 7/13/98 7/15/98
AMENDMENT (BC) 7/23/98 7/24/98 7/27/98
AMENDMENT (BC) 7/27/98 7/28/98 8/6/98
AMENDMENT (BC) 12/18/98 12/21/98 12/23/98
AMENDMENT (BC) 2/26/99 3/2/99 3/8/99
AMENDMENT (AC) 3/31/99 4/1/99 4/5/99
AMENDMENT (BC) 6/2/99 6/3/99 6/14/99
AMENDMENT (AC) 6/29/00 7/3/00 7/5/00
AMENDMENT (BC) 7/19/00 7/20/00 7/25/00
CORRESPONDENCE' 8/25/00 . 8/28/00 8/29/00
AMENDMENT (BC)' 9/29/00 10/2/00 10/10/00
AMENDMENT (BC)? 10/12/00 10/13/00 10/19/00

"'Subject of the current CR#4; ‘See P. 23 for details (pharm/tox related).
NAME & ADDRESS OF APPLICANT: Glaxo Wellcome Inc.

Five Moore Drive

P.O. Box 13398
Research Triangle Park, NC 27709

DRUG PRODUCT NAME
Proprietary: Ventolin® HFA Inhalation Aerosol
Nonproprietary/USAN; albuterol sulfate HFA inhalation aerosol*
Code Name/#: AH3365F
her ; 38

“Note: See remarks section comment 3, p. 5.
PHARMACOL. CATEGORY/INDICATION: For treatment or prevention of bronchospasm in
) patients 4 yrs. and older with reversible obstructive
airway disease and for prevention of excercise-
induced bronchospasm
DOSAGE FORM: inhalation aerosol

STRENGTHS: 108 g albuterol sulfate (90 pg base)/act from actuator (120 pg of
albuterol sulfate/act from valve), 75 mg suspension/act
F_ADMINI ION: Inhalation
DISPENSED: X _Rx __OTC
SPECIAL PRODUCTS: —Yes _X No
HEMICAL N T F
WEIGHT: -

Albuterol Sulfate, a'-[(tert-Butylamino)methyf]-4-
hydroxy-m-xylene-a,a'-diol sulfate (2:1) (salt);
OH Molecular Formula: (Cy3H21NO;); H.SO.:

- Molecular Weight: 576.72 (base 239.32)

H3S0,
HO




N20-983 CR#4 2
P N :
Py DMFs:
DMF No. Holder Name Subject Status Dates Reference in Reviews
m e
- GR108642X, HFA-134a Adequate &//98 p. 28 of CR#1
prapefiant menufacture 42199 p. 19 of CR#2
i . = "Ffmml:hzmd ‘I'adedo!ed - o See Consult review from
m’““" Propeliant HFA- PhemVTox regerding HFA-134a
- - costing of canisiers hedequels | V298 'D. 65 of CR¥1 , jNots DMF
[ eplaces p.560f
5 — CRN#2 —
Welared Dose inhaler Cans Adequate 1172498 p. 56 of CR#2
intemaity Costed with 4126/99
i 7 100, Adequels w298 p. 65 of CRA1, p. 57 of CRAZ
canister costing formulstion 41300 . 40 of CR#3
= m UNCONed SUTINUM S0y Canisier | Adequale wase p. 65 of CR#1
- 7 “BFS0 Mk1Z Vaive Adequats Vo/%e p. 71 of CR#
8/10/99 p. 75 of CR#2 \
i _ 1728000 p. 46 of CR#3
“ZAWE TOTUNC-T0Payamide | Adequate | /2609 SesDMF  review daleg
» - 6/1088 —— :
'W‘ Adequate 83198 p. 71 of CR#1
gaskets 4/12/99 p. 75 of CR#2
" - 1/4/00 . 48 of CR¥#3
actustor insdequats 9/10/98 p. 73 of CR#1, N‘oto Dw; -
B - aciustor Adequate’ | /00 P 760f CR#2
" strap-cap p. 47 of CR#3
actustor inadequste 9/10/98 p. 73 of CR#1. Note DM!;
{ "~} 1
B SCusior Adequale 73088 P. 2
N 1/4/00 p. 47 of CR#3
[ Pro-Fax 8331 pdz‘prwyhm Adequate Wi4RZ P. 13 of CRAT
N resin for actuator
ax Adequsie WiERB8 . | p TJOlCRM
Wm copolymer for
B Geslccant Adequate W07 | p. 1Al CR#
B —slica gel desiccant Adequate TRz P. 15 o CRM
B overwrap Adequate w298 p. 75 of CR¥1
J 428199 p. 80 of CR¥2
107200 p. 49 of CRA3
p. 28 of CR#4
*No longer an actuator supplier, but will supply strap-caps to (OMF Comments of

2/25/00 deficiency letter pertained to actuators, not strap-caps.




N20-983

T :
NDAs: N18-473 Ventolin® (albuterol) Inhalation Aerosol (AP 5/81)
N18-112 Ventolin® (albuterol) Tablets (AP 7/86)
N19-269 Ventolin® (albuterol sulfate) inhalation Solution (AP 1/87)
N19-489 Ventolin® (albuterol sulfate) Rotocaps for inhalation (AP 5/88)
N19-621 Ventolin® (albuterol sulfate) Syrup (AP 6/87)
N19-773 Ventolin® (albuterol sulfate) inhalation Solution (AP 4/92)
Consult Date Forwarded Status Comments
EES . Forwarded on 8/31/98 ~Acosptable OC decision 8/25/99
Update forwarded 7/5/00 ~Acceptable OC decision 7/13/00
Separste request for contract
exiraciabies laboratories 3) Forwarded on 7/20/00 Pending
Micrabiology §/25899 ~Acceptable, 5/28/99 Requested comments on results of
’ microorganism survivabliity studies
performed as per carmnment 11 of the
_10/26/98 Agency letier
/1098 -Acceptable, 2/4/99 “HFA-134a impurities Consuit
-10/9/98 Gasket
<Updated request 82199 | -Unacceptable, 7/1%% ~Comment 37 of 7/1/99 AE
=7/8/00 (response to
comment 37) ~Unacceptable, 8/23/00
~Acosptable. 10/18/00 -Seep. 23
£/2219% <Unecceptable, 7/1/09 ~Comment 37 of 7/1/89 AE
<7/8/00 (response to
comment 37) ~Unacceptable, 8/23/00
10/19/00 ~Acceptable. 10/16/00 ~Seep. 23
-10/9/98 <Unacceptable, 7/199 Comments 4 & 36 of 7/1/99 AE
«~Acceptable, 8723/00
\ -11/16%8 ~Acceptable, 4/22/99
-3/22/99 -Acceptable, 8/17/99
| 4/16/99 8799
Labeling and Nomencisture Not forwarded. -The trademark Ventalin® is already
Committee in use for six ather albuteral or
abuterol sulfate products from the
wil be sent once DP specifications
finaiized with applicant.
-10/18/00 Pending -Request comments on MD! stress
est sampiing plan (GW response to
oomment 3.d of 8/17/00)

See chemist's review notes below, p. 5.




N20-983 CR#4

: In terms of Chemistry, Manufacturing, and
Controls information, it is recommended that the application be not approved. The
comments in the attached letter should be forwarded to the applicant by the PM.
Issues listed under remark 3 on p. 5 and remark 6 on p. 5 of this review need to be
resolved within the team prior to approval of the product. Any final action should
include a list of commitments from the firm (see p. 33).

cc:
Org. NDA 20-983

HFD-570/Division File

HFD-570/CBertha/10/20/00

HFD-570/PJani

HFD-570/GPoochikian

RDInitby: Craig M. Bertha, Ph.D.

Review Chemist
filename: 00-09-29.rev.doc
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I?lVlSION OF PULMONARY DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls
NDA #: 20-983 ~ CHEM.REVIEW# 3 REVIEW DATE: 8/15/00
MISSION TYPE DOCUMENT DATE CDER DATE ASSIGNED DATE
ORIGINAL 6/30/98 7/1/98 7/8/98
AMENDMENT (BC) 7/10/98 7/13/98 7/15/98
AMENDMENT (BC) 7/23/98 7/24/98 7/27/98
AMENDMENT (BC) 7/27/98 7/28/98 8/6/98
AMENDMENT (BC) 12/18/98 12/21/98 12/23/98
AMENDMENT (BC) 2/26/99 3/2/99 3/8/99
AMENDMENT (AC) 3/31/99 4/1/99 4/5/99
AMENDMENT (BC) 6/2/99 6/3/99 6/14/99
AMENDMENT (AC)* 6/29/00 7/3/00 7/5/00
AMENDMENT (BC)* 7/19/00 7/20/00 7/25/00
*Subject of the current CR#3. ‘

NAME & ADDRESS OF APPLICANT: Glaxo Wellcome Inc.

Five Moore Drive
P.O. Box 13398 e
Research Triangle Park, NC 27709

DRUG PRODUCT NAME

Proprietary: Ventolin® HFA Inhalation Aerosol
Nonpropri AN: albuterol sulfate HFA inhalation aerosol*
Code Namef/i#: AH3365F

Chem.Type/Ther.Class: 38

*Note: See remarks section comment 3.

PHARMACOL. CATEGORY/INDICATION: For treatment or prevention of bronchospasm in

patients 4 yrs. and older with reversible obstructive
airway disease and for prevention of excercise-

induced bronchospasm
DOSAGE FORM: inhalation aerosol
STRENGTHS: - 108 pg albuterol sulfate (90 ug base)act from actuator (120 pg of
albuterol sulfate/act from valve), 75 mg suspensiorn/act
ROUTE OF ADMINISTRATION: Inhalation
DISPENSED: X Rx _OTC
AL PR : - __Yes _X_ No

HEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOLECULAR
WEIGHT:

) " " "Albuterol Sulfate, a'-{(tert-Butylamino)methyi]-4-
hydroxy-m-xylene-a,a'-diol sulfate (2:1) {salit);
N OH Molecular Formula: (C;sH2NO,),H,SO,;
- Molecular Weight: 576.72 (base 239.32)

-H3S0¢




N20-983 CR#3 2
SUPPORTING DOCUMENTS:
DMFs:
- :
OMF No. Holder Name Subject Status Detes Reference in Reviews
Reviewed
i - “'l - GR106642X, HFA-134a Adequale 8/3%8 p. 28 of CR#1
propeliant manufacture 4721799 p. 19 of CR#2
B T T WNTW?GI - - "See consult review from
B T T coating of canisters inadequate | 9/2/90 !%L
. 56 of
B T Metered Dose Inhaler Cans 1248
™ 1 X
. Adequal /24/98 p. &dm
- T ] 0pCOa ) Adequate ¥2/%8 p. 650/ CR¥1, p. 57 of CRIZ |
canister coating formulation 41300 p. 40 of CRA3
-3 L o — ———
uncosted asminum alloy Adequate [=" ] p. 65 of CR1
~ T T OFS0MkTZ Valve Adequate 908 p. 71 of CR¥1 \
61099 p. 7S of CR¥2
L N )} 1/28/00 p. 46 of CR#3
2yl E 101 LNC-10 Folyamide | Adequate 5/26/99 See DMF review dated
i ! Il _ g1om —
Adequate 8/31/98 p. 71 of CR#{
4 gaskets 4/12/99 p. TSof CR#2. v
i B 14000 p. 46 of CR#3
actuator inadequate 9/10/98 ‘p 73 of CR#1, Note DMF
L. - _ 4  repiaces
actuator Inadequate 3/3/00 p. 76 of CR#2
L L strap-cap Adequate® _ p. 47 of CR#3
achsator insdequate | 9/10/98 73 of CR#1, Note DMF
B - actuator Adequaie m 'p. zgé%
Pp. CR#3
B - "~ Pro-Fax 6331 W‘ Adequate - RPT-7) . 73 of CRF|
- - o schate. T T
Adequats p. 1
%”’“ o ——
- - 1 Adequaw [ p. 74 of CFOH
i - —silica gel desiccant Adequate 1174802 P. 75 of Cre#i
i - overwrap inadequate | 2/98 p. 75 of CR¥
L ] _ 289 p. 80 of CR#2
p. 49 of CR#3

*No longer an actuator supplier, but will supply strap-caps to
2/25/00 deficiency letier pertained to actuators, not strap-caps.

RELATED DOGUMENTS:
N18-473 Ventolin® (albuterol) Inhalation Aerosol (AP 5/81)

NDAs:

N19-112 Ventolin® (albuterol) Tablets (AP 7/86)

JDMFL_ 4 Comments of

N19-269 Ventolin® (albuterol sulfate) Inhalation Solution (AP 1187)

N19-489 Ventolin® (albuterol sulfate) Rotocaps for Inhalation (AP 5/88)
N18-621 Ventolin® (albuterol sulfate) Syrup (AP 6/87)
N18-773 Ventolin® (albuterol sulfate) inhalation Scil]ution (AP 4/92)



N20-983 CR#3
CONSULTS:
Consult Date Forwarded Status Comments
EES " Forwarded on 8/31/06 -ACCEPTABLE " OC decision 62590
_ Update forwarded 7/5/00 -ACCEPTABLE OC dedision 7/1300
Seperaie request for contract
exiractables laboratories (3) Forwarded on 7/20/00 Pending
Microblology 5/25/99 Final, 528/99 Requested comments on resuits of
microorganism survivability studies
performed as per comment 11 of
the 10728/98 Agency letter. *
-9/10/98 Final, 24799 +iFA-134a imourities Consult
-10/9/98 Gasket
<Updated request 8/21/99' Final, 7190 Comment 37 of 711/09 AE
-8/22/99 <Final, 711799
-10/9/98 Final, 71199 <Comments 4 & 36 of THR9 AE
-11/16/98 <Final, 4/22/99
-322/99 -Final, 6/17/99
-4/16/99 <Finsl, 6/7/99
-1/8/00 Pending
Tabeling and Nomenciatre | Nol forwarded. The Eademark Venioin® is sready
Committee In use for six other albuterol or’
aibutercl sulfsie products from the
applicant — i -
Biometrics Not forwarded. Will be sent once DP specifications
finaiized with applicant.
REMARKS/COMMENTS:
See chemist's review notes below.
NCLUSIONS & M ;- In terms of Chemistry, Manufacturing, and

Controls information, it is recommended that the application be not approved. The
deficiency comments in the attached letter should be forwarded to the applicant by the
PM. PM shouid note remark 13 with regard to the future action letter.

cc.
Org. NDA 20-983
HFD-570/Division File

HFD-570/CBertha/8/15/00

HFD-570/PJani

HFD-570/GP iki
R/D Init

filename: 00-06-29.rev.doc

N A —
Craig M. Bertha, Ph.D.
Review Chemist
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DJVISION-OF PULMONARY DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

NDA #: 20-983 CHEM. REVIEW# 2 REVIEW DATE: 6/25/99
SUBMISSION TYPE DOCUMENT DATE CDER DATE ASSIGNED DATE
ORIGINAL 6/30/98 7/1/98 7/8/98
AMENDMENT (BC) 7/10/98 7/13/98 7/15/98
AMENDMENT (BC) 7/23/98 7/24/98 7/27/98
AMENDMENT (BC) 7/27/98 7/28/98 8/6/98
- AMENDMENT (BC)* 12/18/98 12/21/98 12/23/98
AMENDMENT (BC)* 2/26/99 3/2/99 3/8/99
AMENDMENT (AC)" 3/31/99 4/1/99 4/5/99
AMENDMENT (BC)* 6/2/99 6/3/99 6/14/99

*Subject of the current CR#2.

NAME & ADDRESS OF APPLICANT: Glaxo Wellcome Inc.

Five Moore Drive

P.O. Box 13398

Research Triangle Park, NC 27709
DRUG PRODUCT NAME

Proprietary: Ventolin® HFA Inhalation Aerosol
Nonproprietary/USAN: albuterol sulfate inhalation aerosol*
Code Name/#: AH3365F

Chem.Type/Ther.Class: 3S

*Note: See remarks section comment 3.

PHARMACOL. CATEGORY/INDICATION: For treatment or prevention of bronchospasm in
patients 4 yrs. and older with reversible obstructive
airway disease and for prevention of excercise-

induced bronchospasm
DOSAGE FORM: inhalation aerosol
STRENGTHS: - 108 ug albuterol sulfate (90 pg base)/act from actuator (120 g of
albuterol sulfate/act from vaive), 75 mg suspension/act
E OF ADMINI ON: Inhalation
DISPENSED: _ X Rx __OTC
SPECIAL PRODUCTS: —__Yes _X No
HEMICAL NAME, STRUCTURA RM L RF ULA, MOL LAR
WEIGHT: T

Albuterol Sulfate, a'-[(tert-Butylamino)methy(}-4-
. hydroxy-m-xylene-a,a’-diol sulfate (2:1) (salt);
e OH Molecular Formula: (C,sH,,NO,),H,SO,;
Molecular Weight: 576.72 (base 239.32)

-HaSO, -

HO LT e

e

H




N20-983 CR#2 2
SUPPORTING DOCUMENTS:
. DMFs:
DMF No. Holder Name - Subject Status Dates Reference in Reviews
- Reviewed
r fm-' GR106642X, HFA-134a Adequate 8/3/98 p. 28 of CR#1
propeiiant manutacture 4/21/99 p. 19 of CR#2
B n —Pham and T - - See consuit review from
gn;:mﬂm Pm PhamvTox rooamm ing HFA-
- ~ . | 134a impurites specifications. _|
coating of canisters inadequate /2/98 p. 65 of CR#1 , Note DMF
8 replaces  p. 56 of
B n Metered Dose inhaler Cans ™ 11724/98 S AT
M e Adequa P. 56 of CR#2
m;p;oat s inadequate 9/2/98 p. 65 of CR#1, p. 57 of CR#¥2
B - uncoated aluminum alioy Adequate o/3/98 p. 65 of CR#1
canisier \
o = DF60 Mk12 Valve inadequate | 9/9/98 p. 71 of CR#1, p. 75 of CR#2
6/10/99 H
B 7 ~Zytel E 101 L NC-10 Polyamide | Adequaie 5/26/99 See DMF_ review dated
i ] n . gromg — - |
1 te | 6/31/88 .71 0f CR#1,p. 7501 C
i i Gaskets nadequa i [ 1, p F’-°- R#2
actuator inadequate | 9/10/98 + D. 73 of CR#1, Note DMF
I replaces
B = actuator inadequate | 4/30/99 p. 76 of CR#2 A
B = actuator Inadequats | /10/98 D. 73 of CR#1, Note DMF
= ] replaces '
actuator inadequate 430700 p.76 0
- = Pro-Fax 6331 polypropyiens Adequate P73 ol CR#
i _ resin for actuator
ax Adequate ALY L) P. 73 of CR#1
for s' : ) PO
B ] Tm’&m.d%mt Adequate 08T | p. 74 ol CR#1
B ] [~siica gel desiccant Adequate 1174702 P. 75 of CRF1
B = overwrap inadequate | ©/2/98 P. 75 of CRW1, p. 80 of CR#2
L ] 288
RELA NTS:
NDAs: ] _ N18-473 Ventolin® (albuterol) Inhalation Aerosol (approved 5/81)
N19-112 Ventolin® (albuterol) Tablets (approved 7/86)
N19-269 Ventolin® (albuterol sulfate) Inhalation Solution.(approved 1/87)
N198-489 Ventolin® (albuterol sulfate) Rotocaps for inhalation (approved
5/88)
. N19-621 Ventolin® (albuterol sulfate) Syrup (approved 6/87)
N19-773 Ventolin® (albuterol sulfate) Inhalation Solution (approved 4/92)
IND: -

PR



N20-983 CR#2
CONSULTS:
S —
. Consult Date Forwarded _iutus Comments
EES Forwarded on 8/31/98 -ACCEPTABLE Overall compliance decision
_ _ _ provided on 6/25/39
Microbiology - 5/25/99 -Final, 5/28/99 Requested comments on results of
microorganism survivability studies
performed as per comment 11 of
_ the 10/26/88 Agency letter,
-8/10/98 -Final, 2/4/99 HFA-134a Impurities Consult
-10/9/98 -Pending Gasket
-Updated request 6/21/99' Extractables Consult
-6/22/99 Pending
-10/9/98 -Pending -Safety Evaluation of Applicant's
Proposed Limits
-11/16/98 -Finai, 4/22/99
-3/22/99 -Final, 6/17/99
-4/16/99 ~Final, 6/7/99 _
Labeling and Nomenciature Not forwarded. The trademark Ventolin® is alqady
Committee in use for six other albuterol or
sibuterol suifate products from the
applicant. .
Biometrics Not forwarded. Applicant will be asked to revise
various specification limits before
expiry can be calcuiated. See
response to comment 12d. - '~

The updated gasket extractables limits proposed in the applicant response to comment 10.e(4) of
the 2/26/99 amendment were forwarded in a consult dated 6/21/99. The pharmacologist was
informed that a review was not needed by the due date of 6/30/99 as the recommendation from

CMC would be that the application be not approved.

REMARKS/COMMENTS:

See chemist's review notes below.

CONCLUSIONS & RECOMMENDATIONS: In terms of Chemistry, Manufacturing,

and Controls information, it is recommended that the application be not approved.
The deficiency comments in the attached letter should be forwarded to the applicant

by the PM.

CcC.
Org. NDA 20-983

HFD-570/Division File
HFD-570/CBertha
HFD-570/PJani
HFD-570/GP iy
R/D Ipit by:

ﬁgnamé: 99-06-02.rev.doc

~

sl

~ Craig M. Bertha, Ph.D.
Review Chemist
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OCT 19 1998
DIVISION OF PULMONARY DRUG PRODUCTS

Review of Chemistry, Manufacturing, and Controis

NDA #: 20-983 CHEM. REVIEW# 1 REVIEW DATE: 10114/98
ISSION TYP DOCUMENT DATE CDER DATE ) D DATE

ORIGINAL 6/30/98 7/1/98 7/8/98

AMENDMENT (BC) 7/10/98 7/13/98 7/15/98

AMENDMENT (BC) 7/23/98 7/24/98 7127198

AMENDMENT (BC) 7/27/98 7/28/98 8/6/98

NAME & ADDRESS OF APPLICANT: Glaxo Wellcome Inc.

Five Moore Drive
P.O. Box 13398
Research Triangle Park, NC 27709 |

DRUG PRODUCT NAME :

Proprietary: Ventolin® HFA Inhalation Aerosol
Nonproprietary/USAN: albuterol sulfate inhalation aerosol*
Code Name/#: AH3365F

Chem.Type/Ther.Class: 38

*Note. See remarks section.

PHARMACOL. CATEGORY/INDICATION: For treatment or prevention of bronchospasm in
patients 4 yrs. and older with reversible obstructive
airway disease and for prevention of excercise-

induced bronchospasm
DOSAGE FORM: inhalation aerosol
STRENGTHS: 120 pg of albuterol sulfate/act from valve, 108 ug albuterol sulfate(90 pg
base)/act from actuator, 75 mg suspension/act
ROUTE OF ADMINISTRATION: Inhalation
DISPENSED: X Rx __OTC
SPECIAL PRODUCTS: —Yes _X No
CHEMICAL NAME, STRUC L FORM CULAR FORMULA, MOLECULAR

WEIGHT: _

Albuterol Sulfate, a'-[(tert-Butylamino)methyl}-4-hydroxy-
m-xylene-a,a’-diol sulfate (2:1) (salt);

H:S0s  Molecular Formula: (C,3H,NOy), H,SO,;
Molecular Weight: 576.72 (base 239.32)




N20-983 . : p.2

SUPPORTING DOCUMENTS:

DMFs:
DMF No. Holder Name Subject Status Date Reference in CR#1 review
— Reviewed
? i GR108842X, HFA-134a Insdequate 8/3/98 p.28
propeiiant manufacture
| [ Phamacology snd Todcolegical | - - See pending Consult 1o
information for Propeiant HFA- PharmyTox regarding HFA-
— _ 134a impurities specifications.
R — coating of canisters inadequate | 9/2/98 p. 65
opooat R inadequate 02/98 p. 85 \
8 . —
uncoated alumnum slloy Adsquate 9398 p. 85 |
[ [ OF80 Mk 12 Vaive inadequate__| 9//08 p. 71
— ") inadequate | 8/31/08 p. M
5 — gasxews —_—
actuator inadequate w10/98 p.73
] actuator inadequate $/10/98 p. 73
[ Pro-Fax 6331 w Adequate WianZ .73
5 —_— d for actuator
ax Adequate 1 P 73
g: stra
" - '_.Ba_gmum Adequate W07 p. T4
- T T sHica gel desiccant Adequate (E177 73 .75
i I -L overwrap inedequate | w298 p.75

T CUMENTS:

NDAs: - N18-473 Ventolin® (albuterol) Inhalation Aerosol (approved 5/81)
N19-112 Ventolin® (albuterol) Tablets (approved 7/86)
N198-269 Ventolin® (albuterol sulfate) inhalation Solution (approved 1/87)
- N19-489 Ventolin® (albuterol sulfate) Rotocaps for inhalation (approved.
- 5/88)
N19-821 Ventolin® (albuterol sulfate) Syrup (approved 6/87)
N19-773 Ventolin® (albuterol suifate) Inhalation Solution (approved 4/92)

L I



N20-983

p.3
CON TS:
Consult Date Forwarded Status Comments
EES Forwarded on Aug. 31, 1998
Microbiology Not forwarded Pending method revisions by applicant.
-Sept. 10, 1998 Pending HFA-134a impurities Consult
Oct. 9, 1998 Pending Gasket Extractables Consult
-Not forwarded. <Consutt not forwarded due to absencs of
proposais from applicant for acceptance
specifications.
Oct. 9, 1998 <Pending ~Ssfety Evaluation of Applicant's Proposed
Limits
Labeling and Nomencisture Not forwarded ﬁnmmvmn.huyinmform
Committes other albuterol or albuterol suifate products from
L the m’! |
Biometrics Not forwarded Applicant will be asked to revise various
specification limits before expiry can be
caicuisted. Consult for expiration dating) period
evaluation will aiso be withheld pending the
applicant's submission of updated 18 month
stability data.
REMARKS/COM :
See chemist’s review notes below.
CON 10 COMMENDATI : Interms of Chemistry, Manufacturing, and

Controls information, the application is not approvable. The deficiency comments in the
attached letter should be forwarded to the applicant.

cc:

Org. NDA 20-983
HFD-570/Division File
HFD-570/CBertha
HFD-570/PJani
HFD-570/GPoochikian

R/D Init by_:Q%]
filename:'98-07-27.

7S/

> g -

Craig M. Bertha, Ph.D.
Review Chemist
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