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Food and Drug Administration
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NDA 20-911

MAY 11 2000

3M Pharmaceuticals \
Building 270-3A-08, 3M Center
St. Paul, MN 55144-1000

Attention: David M. Markoe, Jr.
Senior Regulatory Specialist

Dear Mr. Markqe:

Please refer to your May 11, 1998, new drug application for QVAR (beclomethasone
dipropionate HFA) Inhalation Aerosol. '

We also refer to your submissions dated February 28, and April 10, 14, and 20, 2000.
WE are reviewing the Chemigt—ry, Manufacturing and Controls section of your submissions
and have the following comments and information requests. We need your prompt written

response to continue our evaluation of your NDA.

- —— Comments are cross-referenced in parentheses to our letter of February 18, 2000.

1. As previously indicated, tighten your speciﬁcanon fo —
( ' \in the drug substance to be the same as that of your supplier, or
alternatively, qualify the impurity. (Comment 4.)

2. Tighten the specification limits for. . to conform with the drug -
substance supplier's proposed limits in DMF{.— ) T
3. Additional comments pertaining to impurities and degradation products may be

forthcoming, pending a pharmacological/toxicological review.

4. Provide the validation information and data which provide the basis for. ——
- — conditions to be employed as part of the manufacturing operations = —~—
L _— This should include information such as the — o
' —_ 7 attained, and their usual variability from canister to
canister. (Comment 8.)

5. You are reminded of your commitment to deveiop a method that might have
_better ability to distinguish between suitable and unsuitable mouthpieces, in order
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~ to meet the requirements for QC testing in addition to dimensional controls. An
example of a method that may meet these requirements may be a spray pattern
test on incoming mouthpieces, using . — rather than the drug product for
improved visualization. Provide a target date of July 31, 2000, for fulfillment of
this commitment. (Comment 11.)

Provide an updated monograph for the = gasket to DMFthich

contains a statement in the specification sheet for the. — - gaskets describing
the agreements with the respective fabricators to notify you in advance of any

- changes-in manufacturing procedure, raw materials or specifications. You have -

- indicated that this would appear in the updated amendment to DMF L«__j
however it does not appear to be present in the April 10, 2000, amendment to that
DMF. (Comment 15.a.)

7. The following comments pertain to our previous comment -16:

a.

Clarify ifthe — placebo data provided in Tables 12, 13 and 14
(vol. 9.1, pp. 35-36 of the February 28, 2000, amendment) were obtained
with the modified method involving light irradiation, or with the
previously described method 3523. If these data were not obtained by use
of Method 3523, prov1de the alternate method and its complete validation
data.

The limit of quantitation (LOQ) forthe placebo:  ~———__ issay is most
recently described as "about. — ng/can for — and — " (vol.
9.1 of the February 28, 2000, amendment, page 34). This is discrepant
with the LOQ values provided in the validation of Method 3523 (vol. 7 of

the August 17, 1999, amendment, page 99), which are listed as — and

— ng/canister, respectively. Rectify and explain these discreparcies.

o

The ——  placebo data provided in Tables 12, 13 and 14 (vol
the February 28, 2000, amendment), are listed for each ——
"below the limit of detection” (LOD). Clarify that the LOD's referred to
are those described on page 99, vol 7 of the August 17, 1999 amendment
for Method 3523
ng/canister).

B -

Clarify whether recoveries of —  leachables in the current
placebo study are represented by the validation data on page 101, vol. 7 of
the August 17, 1999, amendment for Method 3523.

8. Tighten the specification limit for the drug substance process impurity -
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‘ Jin the drug product to agree with that proposed b@n their
D Comment 18.c. -)

9. . L j f
descnp'uon seetxon of ﬁe package insert.  This pro_posal is still under '
consideration and there may be addmonal comments in the future. Correct the

following: €

-

Include in this statement information about . i
In addmon provide the eondmons under which the MMAD was

measured (

_ ) When this response is
provided, it will be . evaluated to determine the acceptability or the unacceptability
of the indicated statement in the package insert. (Comment 26.d.)

10.,Modi-fy the immediate container labels in accordance with 21 CFR 201.10(g)(2),
which requires that the established name have a prominence commensurate with
the prominence of the proprietary name. (Comment 26.¢e.(1))

11. Correct the immediate container labels for the 80 mcg products (as provided in
the April 10, 2000, and April 20, 2000, submissions). These labels state that
each actuation delivers — mcg of the drug (Comment 26.e.(1))
12. You are reminded of your agreement to add lhe product strength to the
~  established name in the labeling. (Comment 26.f. (4))

13. Explain the purpose of wiping the mouthpiece/actuator with a tissue or cloth.
Indicate whether any drug buildup with use has been observed in the orifice.
Indicate whether running hot water from a tap has been evaluated as a means to
clean the mouthpiece/actuator. (Comment 26.g.) -

14. Provide at this time, copies of the certificates of analysis for the specific batches ~ -
‘of drug samples and drug reference standards to be provided to FDA laboratories.
Provide an additional copy of the methods validation package. (Comment 27.)

15. DMF emains deficient; the DMF holder was notified of deficiencies on
February 4, 2000, and a response has not yet been received. Their agent
indicated on March 1, 2000, that they were working on a response and would
respond shortly. (Comment 29.)

: 16. Any deficiencies pertasmng to D@i“ be sent directly to the DMF holder
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when our review is completed (Comment 29, )
17 It is noted that in the Proventil HFA labehng, each actuation dehvers 120 mcg of
-~ drug from the valve, and 108 mcg of drug from the mouthpiece, which represents
a 12 mcg or 10% retention of the drug in the mouthpiece. QVAR Inhalation
Aerosol, which has a very similar if not identical mouthpiece, delivers 100 mcg
- from the valve, and 80 mcg from the mouthpiece, which represents 20 meg or -
" . 20% retention of the drug in the mouthpiece. Explain the different drug retention
capabilities of the mouthpxeces for QVAR Inhalation Aerosol and Proventil HFA
Inhalatlon Aerosol.

— - 18. The first page o‘f each manufact'uring order for the Loughborough facility
indicates that if manufacturing time is longer than _it must be
fully explained in the "Occurrences During Filling/Finishing" section. Clarify
this statement. Such long manufacturing times are unacceptable. Revise and
resubmit master batch records accordingly.

If you have any questions, call Mrs. Sandy Barnes, Project Manager, at (301) 827-1075.

Smcerely,
%‘ .
Guirag Poochxklan, Ph.D,

Chemistry Team Leader, DNDC II

Division of Pulmonary and Allergy Drug Products HF D-570
DNDC LI, Office of New Drug Chemistry

Center for Drug Evaluation and Research
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3M Pharmaceuticals
3M Center Building
270-3A-08

St. Paul, MN 55144

Attention: David M. Maxkoe, Jr.
Regulatory Specialist

Dear Mr. Markoe:

Please refer to your new drug application (NDA) dated May 11, 1998, received May 12,
1998, submitted under section 505(b) of the Federal Food, Drug, and Cosmcnc Act for
QVAR (beclomcthasone dipropionate) inhalation aerosol. -—

We acknowledge receipt of your submissions dated August 11, and 17, November 10, and
December 2, 1999, and January 10, 2000. Your submission of August 17, 1999, constituted
a complete response to our May 12, 1999, action letter.

‘We have completed the review of this application, as amended, and it is approvable. Before
this application may be approved, however, it will be necessary for you to adequately
address the following comments. - .

1. The data submitted are not sufficient to support a. — ~ rstatement
between QVAR and CFC-beclomethasone, such as | e
Replace the sentences regarding the relative potency issue in the DOSAGE AND
ADMINISTRATION section of the package insert with the following.

L
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2.

. Submit a full final study report, along with the primary data,fcmstudy 1366-BRON.

This study is critical to a determination of the proportionality of the 40 and 80 mcg
dosage strengths of QVAR. While it appears that a conclusion of proportionality-of
the two strength products is reasonable, based on the study summary.for 1366-BRON
and on the other c2ta contained in your NDA, a final determination cannot be reached
without a full review of study 1366-BRON.

Delete any specific reference to <

) While you have presented adequate data to support the recommended
starting dose and the highest dose in patients previously on bronchodilators, and
inhaled corticosteroids, there are insufficient datato g

Deficiencies listed below are followed by a comment number in parentheses, which
corresponds to the related comment in our letter dated May 12, 1999.

4.

Tighten the acceptance criterion for « —_— in the
drug substance as indicated in our letter to the drug substance suppher s DMF = —
or, alternatively, qualify the impurity. (Comment 6a) i

Address our previous comments, which are still pending, concerning specifications
for drug substance impurities and residual solvents. These previous comments should

"notbe appliedto  ~— _ which should be limited to less than 0.1%, or adequately
_ qualified, as indicated in 18 b below. (Comments 6b(1)-(4), and 7b).

The minimum proposed fill weight shelf hfe specxﬁcatxons of for

== actuation products, respectively, are not acceptable unless it can be
demonstrated that particle size distribution and dose uniformity are met for product
containing these minimum amounts of formulation. Otherwise, increase and tighten
the proposed labeled net contents weight and fill weight specifications, £_

3 This issue was
prevxouslv raised in our letter of May 12, 1999(Comment 8a), and discussed at the

- meeting between FDA and 3M on August 26, 1999, and subsequently ina

teleconference with 3M on September 17, 1999.

Specify in the batch records 2 maximum and a minimum lag time (equilibration
period), as previously requested (comment 11g), in order to adequately cull.out
canistess that are grossly leaking. After this equilibration period, the drug product
should be 100% tested for canister weight, and at this time the quality control release
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12.

. tests for particle (droplet) size distribution and content uniformity should be

performed to insure that the product has the same performance as when used by the
patient. ‘ ' ’

Establish 100% validated: — testing of the drug product during manufacture, as
indicated in our letter dated May 12, 1999 (Comment 11h), and discussed in the
meeting on August 26, 1999. Alternatives to —_— testing may be proposed.
Incorporate the test in the master batch record. ' :

Comment 13e in our letter dated May 12, 1999, which pertams to the drug product

- specification for medication delivery/through life, still applies. In addition, reference

is made to our meeting on August 26, 1999, concerning this issue, and you are
reminded of FDA's proposal of the following alternatives. Provide stability data for
separate means.

a. You may propose a modified test procedure with separate means at beginning
(n=5) and end (n=5) of the canister.

b.  Altematively, at first level testing for means at the beginning, middle and
end, the number of canisters tested for each mean may be increased, to
address your concern that separate means may reflect a tightening of the
specification. ‘ -

Limit the percent recovery in methods 3 157 and 3158 for particle size distribution
(PSD) to a percentage of label claim as previously requested, without additional

~adjustment based on valve delivery. Mass balance of the drug should be

demonstrated to be within appropriate specifications as part of the system suitability
test, before the analyses on the drug product samples are performed. (Comment
13£(2)) .

The following comments pertain to the spray pattern test for the drug product (method
2049). Itisnotclearthat — is sufficient distance from the mouthpiece to the
paper in this test to allow discrimination between suitable and unsuitable -
mouthpieces. Provide adequate data to demonstrate that the proposed test gives
sufficient discrimination to detect unsuitable mouthpieces. Any "unsuitable
mouthpieces” used in the comparison should not be obvious extremes, but rather
should show more typical failures within the normal production batch. Indicate
whether this test is adequate to control various different anticipated types of orifice
defects. (Comment 13k(1))

'Final comments on the apprbpriateness of the drug product acceptance criterion for

spray pattern is deferred, pending satisfactory resolution of the test method issues (see
comment 11 above). (Comment 13k(3))
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13.  Provide the complete chcmxcal composmon of the — gasket, including any and
all additives used by the gasket fabricators, as requested previously. (Commem 14a)

14.  We note that . . nonﬁed you in October 1996 of an _ )
additional O-ring manufacturing plantin. =  Provide comparative acceptance B
test data for O-rings from both the old and new manufacturing sites. (Comment 14c)

15.  The following comments pertain to the actuator:

a.  Provide a copy of an agreement with each of your suppliers for the
- actuator/mouthpiece and the. — - gasket, to notify you in advance of any
changes in manufacturing procedure, raw materials or specifications, since a
DMF was not referenced for the mouthplece/actuator and — gasket -
fabricators. Include a statement in the specification sheets for the
mouthpiece/actuator and for the: —— gaskets describing the agrcements :
with the respective fabricators. (Comment 14c) -

b. The following comments pertain to demonstration of equivalence of the
mouthpieces obtained from various suppliers. (Comment 14d(5))

(1)  Provide comparative plume geometry data for actuators from all
sourccs, as previously requested in our letter dated May 12, 1999.

-~ (2 When the method for the spray pattem is improved, as discussed
elsewhere in this letter, use it to provide updated comparatlvc data
for mouthpieces from all supphcrs

. ,.L .
c. Clarify whether the actuator fabricators add any additional raw materials to
the — ' in manufacturing the actuator, other.thani ——
i — in — <arrier. If so, provide the complete composition of the
~ actuator. (Comment 14d(6))

. Clarify which actuators were manufactured with . S
— ‘as mentioned in your original NDA, vol. 1.8, page 191), and
provide information about its composition, and references to the indirect
food additive regulanons for its components. (Comment l4d(6))

a

e. The followmg comments pertain to actuator extractables.

N To better control actuator extractables, modify the specification to
require that all significant recurring peaks must be present at -
* minimum specified individual levels, and propose separate
specifications for —— actuator extractables for actuators
manufacturered using each — source. (Comment 14d(9)(c))
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16.

17

18.

(2)  Yourresponse to comment 14d(9)(d) in our May 12, 1999, letter
indicates that a proposal has been made to control significant new
peaks with an individual limit. Such a limit is not
found in your specifications for the actuator (August 17, 1999,
amendment, volume 2.6, pages 217 and 223). M~dify and resubmit
the specifications as indicated to include an appropnate limit —

- Yfor  — . andthe
other changes indicated above
(3)  Clarify the meaning of -_— ' in your specification.

Express the limits relative to concentration of each extractable in the
actuator (w/w), as well as by. — values. Further comments on the
new proposed specifications are withheld pending additional

- information. (Comment 14d(9)(d))

Comments on the proposed - extractablé specifications are withheld
at this time due to the following issues. Investigate the reasons that the placebo

— _data from aged placebo are higher than the sum of all —— component

— extractable data, including the O-ring- Provide reasonable assurance that |

7 the proposEcT - component* —— extractable specifications will limit

——  in the drug product to those levels that are observed in either drug
product or placebo. Provide a commitment to identify new approaches to greatly
reduce oreliminate. ——  from your MDI drug products in the long term, and
to implemeént these approaches in a timely manner. This comment is based on data
provided in your amendment dated August 17, 1999, volume 2.2, page 157.
(Comment 15d)

The stability data have not been evaluated at this time for the proposed expiration
dating period, pending final agreement on drug product specifications. See comments
elsewhere in this letter. (Comments 17c, 17d(1), 17d(2) and 17d(3), and others)

The following comments pertain to specifications for drug related impurities in the
drug product, based on your data. (Comment 17i(2) and others, as indicated)

a Reduce the 2 1BMP limit from — % maximum i0o. — % maximum.
b. Either qualify. —  in terms of mutagenicity potential or limit it to less

—  than 0.1% in the drug product, as previously indicated in comment 130 in
our letter dated May 12, 1999.

c. . When the limits for impurities in the drug substance are tightened, also
. tighten limits for the drug product for . B
' — (these are process impurities only), as
previously requested for the drug substance (Comments 17i(2) and 17i(3)).
Comment 6b(2) of our May 12, 1999, letter still applies, relative to
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limitation and qualification of the =—— and — impurities in
the drug substance. (See comment 5 of this letter.) ‘
d.  Limit total impurities to an amount that better reflects the — _data

19.

20.

21.

Qs

e. The “~— stability data that you have provided appear to show the
- (an impurity/degradant of some potential safety concern) is reduced

sngmficantly with storage in the upright orientation. Therefore, upright
storage may allow reduction in the proposed specifications for the —
impurity (as requested above). Alternatively, the. =  impurity may be
qualified to support the proposed specifications. Upright storage was
suggested previously in our letter dated May 12, 1999 (Comment 17i(4)),
and in our meeting with you on August 26, 1999,

- The following comments pertain to proposed specifications for paxtxcle size
distribution using the cascade impactor, based on your data. (Comment 17m(2))

a. Tighten mean specifications for the 40 mcg drug product.é (100 and 200
actuations) to be within . — pg/actuation for the plate grouping 4-6.

b. Establish a lower limit for the plate 7and — specification grouping for 40
mcg drug products (100 and 200 actuations), e.g., NLT ~ 'nd —.g for
individuals (outer and inner limits, respcctxvely), and NLT ~ g for the mean.

c.  Tighten the lower spccnficatlon limits for 80 mcg drug products (100 and 200
' actuations) for the ! - _ . e.g., — mcg/actuation for the inner

individual limit, mcg/actuahon for the outer individual limit (August 17,
1999, amendment, vol. 2.2, pg. 247), and . " cg/actuation for the mean.

d. Tighten mean specifications for 80 mcg drug products (100 and 200
- actuations) to be within . ™ ug/actuation for the plate grouping 4-6.

g4

-~

e, Establish a lower limit for 80 mcg drug products (100 and 200 actuations) for

the plate 7 and — grouping, e.g., NLT— and —nicrons for individuals
(outer and inner limits, respectively), and NLT —~ mnicrons for the mean.

Modify the stability protocol and stability commitment to include fill weightasa test
parameter at each stability test interval. (Comment 18c)

The data submitted dc‘)—‘not support the proposed . = _ repriming interval. Reduce
the repriming interval based upon the data provided and modify labeling accordingly.
(Comments 19a, 23d(3), and 23y(3)).
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22.

23.

24,
25.

. 26.

' Clanfy the contradnctory statements pertaining to the

The proposed statement about adjustment of experimental equipment and conditions
(e-g., in method 3131, August 17, 1999, amendment, volume 2.6, page 40) implies
that laboratory SOPs may take precedence over conditions established by method
validation; delete the phrase " . " and correct this in all methods in
which this statem. .t is used Submit all pertinent'reviscd documents. (Comment 5e)

i which

(August 17, 1999, amendment, vol 2.2, page 20,
paragraph 1, sentences 3 and 4) (Comment 10e)

Reflect any change in the fill weight release specifications for drug product in the
acceptable weight range for the QA samples. (Comments 11e(1)-(2))

Provide Table 99, mentioned in your response to comment 19g (August 17, 1999,
amendment, vol. 2.2, page 289).

The following are preliminary comments on the labeling. Modlfy and submit the draft
package insert and carton and contamer labels to reﬂect the comments and the

deficiencies noted in thls letter are adequately addressed.

a. The language used in the second last sentence of the description section of the
package insert pertaining to —_— ' should also be used in the
dosage and administration section and in the patient's package insert, rather

* than using the term —— " (Comment 23u(1))

b. - Modify the statement in the package msert that —_—

—_— as well as the related
statement in the patient’s instructions for use. Modxfy the statement as
follows : g :

. , - o
.
P - - -
- —___. Move the statement from the

OSAGE AND ADMINISTRATION to the HOW SUPPLIED section of the
_package insert. (Commem 23x(5))

c. Clarify why the package insert does not refer to the proposed 200-actuation
canisters for both product strengths.

d. Remove the statement in the description section of the package insert
pertaining to the

o g m o ma e mm —
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The followiixg cominents pertaining to immediate container labels, apply to

_proposed labels from both 3M Pharmaceuticals and Hoechst Marion Roussel '

(HMR), unless otherwise indicated. -

(1) Where space permits, by reorganizing information on the labels,
- indicate the amount of drug delivered per actuanon through the
mouthpiece.

(2)  The phrase "Inhalation Aerosol" should be part of the established

name (HMR).

(3)  Modify the overprinted phrase "Professional Sample Not For Sale” as
it makes it difficult to read the labeling underneath (3M sample).

The followmg comments, pertaining to carton labels, apply to proposed
labels from both 3M Pharmaceuticals and Hoechst Marion Roussel (HMR),
unless otherwise indicated.

(1)  Add the following statement to the labels: "For optimal results, the
canister should be at room temperature when used.”

2) An NDC code is recommended,; it is noted that the sample canons do
not have an NDC code (HMR).

B In the sample,carton labels, the phrase "Inhalation Aerosol” should .
come after the phrase "beclomethasone dipropionate HFA 80 mcg"
and should be at least the same in size and prominence as
"beclomethasone dipropionate HFA 80 mcg.” (HMR)

(4). Include the strength of the drug product (40 mcg or 80 mcg) as part of

the established name in both the immediate container labels and the
carton labels, including the sample cartons. (3M)

(5) Replace the fanciful — * of "QVAR" in the placcs where it appears in
-~ the carton and immediate container labels with a more conventional
— " to reduce the chances of misidentification by the patient.

~“We note that the labeling instructions for Proventil HFA Inhalation Aerosoi
call for washing the mouthpiece/actuator weekly under warm running water. -
The labeling instructions for QVAR Inhalation Aerosol, however, only call
for the mouthpiece to be cleaned weekly with a clean, dry tissue or cloth.
Since the mouthpieces from both Proventil HFA and QVAR have essentially
the same size orifices, the cleaning instructions in the labeling for QVAR
should be made consistent with those for Proventil HFA, to insure that
patients do not have problems with clogged orifices, or you should provide
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adequatc Justxﬁcatmn for not adoptmg the approved cleaning instructions for
Proventil HFA.

27.  Provide an updated methods validation package (3 copiéé), with modifications in
specifications and methods made in accordance with our May 12, 1999, letter and in
accordance with this current letter.

28.  Since there are two proposed sources of actuators, in future reports, you should
always indicate which actuator source was used with which batch of drug product.

29. DMF& 3 ‘ are deficient and the DMF holders have been
notified of our deficiencies. (Comments 21 and 144(6)) -

If additional information relating to the safety or eﬁ&ﬁven%s of this drug becomes
available, revision of the labeling may be required.

Within 10 days after the date of this letter, you are required tc amend the application, notify

us of your intent to file an amendment, or follow one of your other options under 21 CFR

- 314.110.. In the absence of any such action FDA may proceed to withdraw the application.

* Any amendment should respond to all the deficiencies listed. We will not process a partial
teply as a major amendmentnor will the review clock be reactivated until all deﬁcxencxes

~ have been addressed. :
Under 21 CFR 314.102(d) of the new drug regulations, you may request an informal or
telephone conference with this Division to discuss what further steps need to be taken before

- the application may be approved '

The drug product may not be legally marketed lmtll you have been notified in writing that
the application is approved. -

If you have any questions, call Mrs. Sandy Barnes, Project Manager, at (301) 827-1075.

Dmsnoti of Pulmonary and Allergy Drug Products
- Office of Drug Evaluation I
Center for Drug Evaluation and Research
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MAY 12 1999

3M Pharmaceuticals
3M Center Building
260-6A-22

St. Paul, MN 55144

Attention: David M. Markoe, Jr.

Regulatory Specialist

Dear Mr. Markoe:

Please refer to ybur new d}ug application (NDA) dated May 11, 1998, received May 12,
1998, submitted pursuant to section S05(b)(2) of the Federal Food, Drug, and Cosmetic Act
for QVAR (Declomcthasonc dxproplonate) inhalation aerosol.

We acknowledge receipt of your submissions dated September 8, 10, 11 and 23 and October
23, 1998, and January 8, 13, March 22, and April 9, 1999.

We have completed the review of this application, as amended, and it is approvable. Before
this application may be approved, however, it will be necessary for you to adequately
address the following comments.

1.

The safety and effectiveness of QVAR have not been adequately demonstrated to be
clinically comparable to a currently marketed.chlorfluorocarbon-based (CFC)
beclomethasone diproprionate metered dose inhaler (MDI). In particular, your claim
that -

- is not
supported by the available data. Therefore, delete all references to .
e - . the labeling and delete the
proposed chart for - - »

contained in the DOSAGE AND ADMINISTRATION section of the draft labeling.

The dose proporticnality and the clinical comparability of the safety and
effectiveness of the two proposed strengths of QVAR (i.e., 40 mcg ex-actuator and

© - 80 mg ex-actuator) have not been adequately established by the available data. Since .

the 80 mcg ex-actuator strength of QVAR was only studied in one adequate and well
controlled clinical trial (i.e., Study 1083) and only at a dose of 320 mcg/day, the
safety and effectiveness of the 80 mcg ex-actuator strength of QVAR have not been
established across the range of doses proposed in the draft labeling. Therefore, the
80 mcg ex-actuator strength of QVAR is not approvable. Delete all references to the
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80 mcg ex-actuator strength from the labeling or submit new data that establish the
safety and effectiveness of the 80 mcg ex-actuator strength of QVAR across the
entire range of doses proposed in the draft labeling. Any additional pharmacokinetic
studies would be expected to mclude a more specific assay than the one used in prior
studies.

3. Since the chmca.l compmbxhty of QVAR to an approved CFC-’oased
beclomethasone diproprionate MDI has not been established and since QVAR has
not been studled in adequate and well-controlled chmcal mals to evaluate

e
7 for this indication are
not appropriate. Delete all references to this indication from the DOSAGE AND
ADMINISTRATION section of the draft labeling or submit new data that adequately
support : / ) this indication.

4, Submit analyses of the safety data from Sfudy 1163 subsétted based on patient use

during the first 8 weeks of either the 40 mcg/inhalation or the 80 mcg/inhalation

strength of QVAR.
5. The followmg comments pertain to the method for purity of the drug substance
Method 3313.
a Add a resolution requirement to the system suitability tests for separation of
(. Nand____ dpeaks, whxch are the closest peaks in the
chromatogmm
b. Use at least five replicate injections foﬂhe system precision test, and tighten
'. the RSD limit.
c. Add a test for tailing factor to the system suitability tests.
d. Iinple'meht a quantitative system suitability specification to insure the

sensitivity of the method to detect and quantify low level impurities.
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Delete the following sentence (v. 1.6, page 13):

' Whereas minor adjustments may be made to obtain acceptable

operation, significant changes should not be made without prior approval as - -

well as validation. This comment also applies for all other appropriate drug
substance and drug product methods. Revise all pertinent documents and

- resubmit them.

High variability for . — .
was observed in the comparison of three dlfferent — systems and in
precision data for the drug substance in Tables 15 and 16 (v.1.6, pp. 50, 52,
53). Determine whether there may be a problem with the analytical method
for BDP, or if there may be a stability problem for BDP during analysis, in
terms of variable. = — . degradation product formation. Provide the
results of your findings and makc any appropriate corrections.

Tlghten limits for resolution factors (v. 1.6, pg. 44), based on the data
provxded

The following comments pertain to the speclﬁcatlons for purity of the drug

substance

Unknown impurities should be identified, qualified and individually limited
when present at or above the level of ~ % relative to drug substance.

The following comments are based on data provided in certificates of
analysis. .

(1)  Tighten the specifications as follows: beclomethasone ( — %),
beclomethasone 21-monopropionate (NMT + — %), beclomett hasone
17-propionate, ——  (NMT ='%), and -

(NMT ~'%). — B

) Indmdually lumt the levels of the ~——
andt _—— _ of beclomethasone dxproplonate to less than or
equal to — % in ‘the drug substance or adequately qualify the
compounds. _ ‘

(3)  Tighten specifications for beclomethasone 17-propionate, and
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beclomethasone 21. — .

(4)  Tighten the specification for total impurities in the drug. substance
based on more recent lots of drug substance.

(5) For addltional information, contact the drug substance supplier.

7. The following comments pertain to method 3131, and proposed spec1ﬁcat10ns for
residual solvents in drug substance.

a. Modify the method to warn the analyst not to set the initial: ~—
temperature lower than .—, since the data show that the method may not
work properly below this temperature.

b. Tighten specifications for residual solvents, based on the data. Submit the
- modified test procedure and acceptance criteria. :

8. The following comments pertain to the fill weight of the drug product.

a. Tighten specifications for fill weight, considering the tight in-process controls
on fill weight and the relatively low leakage rates for this product. Increase
_the labeled fill weight appropriately.

b. — Provide the density of the foxmuiation at 25°C.

g

c. Provide the amount of “undeliverable fill” at the end of the canister life.
9. The following comments pertain to analytical methods and proposed specifications
for acceptance of the excipient, HFA-134a.

a Itis noted that the methods for acceptance of propellant HFA-134a have been

' updated since the approval of Proventil HFA Inhalation Aerosol (NDA 20- -

—  503). Provide a list of updated changes made to each method since it was
first approved.

b. . Itis noted that for certain impurities ¢ | _

’ and — __each co-elutes with one or more other potential
impurities in both methods 3105 and 3106. Indicate how these specific
impurities are identified and quantitated. :
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10.

- c The proposed specification limit forimpurity " _. is ~ppm, yet the limit

of quantitation for = inmethod 3105is — ppm (vol. 1.8, pg. 74).
. Indicate how -—— _ is limited below the level of quantitation.

d. Develop and implement appropriate quantitative system suitability tests for -
the chromatographic methods utilized for analysis of HFA-134a, to insure
appropriate method performance.

e Clarify specifically which impurities are the target analytes for method 3106.

The following comments pertain to the manufacturing procedures for the drug
product.

a. Describe the materials comprising the surfaces of the manufacturing
equipment which are or may be in contact with components of the drug
- formulation during the manufacturing process at each manufacturing site.

b. Describe the

* mentioned in the master manufacturing orders

 for the Northridge facility and the * " at the -

Loughborough facility (e.g., vol. 1 7 pp 106 and 227). Descnbe how the —
~— is purified at each site.

c. - Explain -— ofthe manﬁfacturing procedure set up for filling at the
: Northndge site (e.g., vol. 1.7, pg. 106) Describe the —
and the _ .
d. Provide a diagram and an explanation of the formulation and ﬁlling‘

equipment at each site. Indicate whether the filling lines and filling head are

B refrigerated, and whether the formulation tank is open to atmospheric

ﬁz CSSUre.

c. The foiiowing comments pertain to filling target ranges. At the Northridge
site, control limits are listed as — } g of the — g target (for 200
‘actuations), yet the target listed for the filling process at the Loughborough
- site is = . g. Tighten the range around the target at the -
Loughborough facility  — 1) to match that at the Northridge facility.
Modify the batch records to reflect this change.
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11.  The following comments pertain to in-process controls and tests during drug product
manufacture. ' ‘ ‘

a. Clarify how many canisters areina —

b. Describe the spray test procedure, and d&bribe the: — “(v.1.7,pg.
- 113). '

c. Provide an executed record of drug product batch number PD3798.
d. Describe the “general tests” listed in vol. 1.7, pg. 110.

e. The following comments pertain to the instructions in the master

manufacturing orders for * — ”(e.g.,vol. 1.7, pg. 110). Tt ~
is stated that for vials selected for certain in-process tests, the weight of each
vial must fall between . — _ (100 actuation size) or between: —

~and —_ (200 actuation size). “If a vial sample falls outside this range then
re-sample until a vial of the correct weight is sampled.”

(1) _Tighten the proposed weight range.

o N o
\ i}
(3)  Provide the in-process specifications for each test performed | —
— ).

f. There appear to be fewer in-process tests and controls performed at the
Loughborough site, and little description of sampling procedures. Provide a
comprehensive comparative side by side summary of the in-process checks and
controls at each of the two manufacturing sites, which are expected to be very
similar.

g.- Indicate the length of time'that the drug product is stored under quarantine before
testing (see vol. 1.7, page 19).

h. Implement — testing for the drug product to cull out future
potential leakers under conditions of use. —
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13.

Describe the sampling plan(s) utilized for drug product testing, and include the
number of canisters utilized for each test in the specification sheets.

The following comments pertain to analytlca] methods and specifications used for
the drug product.

a Modify the specification for appearance to provide examples of physical
changes that would cause failure of the specification. The stability results
reported in the future should describe the components of the drug product,
rather than stating "conforms."

b. The following comments pertain to method 3267 for foreign particulates.
(1)  Clarify, in the method, whether the entire sample is counted, and
whether the specification limit refers to the number of particles i in one
actuation or ten actuations.

(2) Control foreign particulates less than  microns in size, using an |
appropriate method, since —~— below . microns are more
likely to be inhaled into the lungs.

(3)  Provide validation data to show whether foreign particles may be
distinguished . ' ’

(4) Reconsider the specification, based on batches-with complete data at
all time pomts (eg.0,3,6,9,12, 18 24 months).

c. The followmg comments pertain to the spec1ﬁcat10ns for fill weight.
(1)  Tighten the specifications.

(2) _ Indicate the undeliverable fill for each canister size at the end of the
canister life (i.e., the amount of formulation held up in the canister at
the end of its life), and the amount of the formulatlon used in
manufacturing ( —_

__ The following comment pertains to methods #3189 and 3190 (for medication
delivery/content uniformity) and related methods. Tighten the system
suitability test criteria for system precxslon, smce ~ 9 appears to be too high a
limit, based on data provnded
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€.

1

Modify the specification for medication delivery/through life as follows. The

phrase L " should be replaced by the following
phrase, - — )

o ) L — of
label claim.

The following comments pertain to methods #3157 and #3158 for partlcle

" size dxstnbutxon Update the methods accordingly.

(1). Itis noted that the lowest values of the linearity ranges studied are
considerably higher than the limit of quantitation. Indicate whether the
drug concentrations used in the linearity study are sufficient to insure

proper quantitation of the stage or system component(s) with the lowest

amount(s) of deposited drug. Since the standards used in the analytical
method are single concentration standards, provide linzarity data to
include all anticipated concentrations.

~(2) For valid results, limit the percent recovery, based on data, to a

.percentage of the labeled claim.
(3) Provide information as to how a new cascade impactor will be cjualiﬁed,
and what steps are taken to reduce variability between cascade
impactors.

* The following comments pertain to method #3285 for ethanol content.

Update the method accordingly.

(1) Specify the validated — used in the method, rather than lxstmg it as
an example.

(2) The rnm?nnenq datz in repnrf ATR 70-97 {vgl] 1.5 5, page 3 ‘13‘2) should be

4 Adw W i AV VAL LA TS \ Ji.
augmented by individual data and a relative standard deviation for each

batch.

(3) Explain why the standard solution for ethanol is prepared as an MDI. |
Use standards more simply prepared with ethanol at an appropriate’
concentration in a suitable solvent, to improve accuracy and o
eliminate the effects of potential leakage from a standard MDI.
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The following comments pertain to methods #3269-3272 for drug;rélated
impurities. Update the methods accordingly.

0y

@

€))

4

©)

(6)

)

(8)

)

(10

Include an appropriate test and limit for — in system
suitability tests. N

Itisa Eoncem that the value of the retention time standard may be
~ diminished if the components of that standard are optional. Require

the use of sufficient standards to ensure that the method is suitable.

Implement a more appropriate quantitative specification to insure the

- sensitivity of the method to detect and quantify low level impurities.

Demonstrate that no impurities co-elute with the drug substance peak.

The — impurity is poorly resolved from the large drug
substance peak (v. 1.9, pg. 246) in the sample chromatogram
provided, and even though good linearity has been demonstrated in a
drug matrix, improve the chromatography to insure accurate
quantitation of this peak.

Clanfy on each specification sheet, whether drug substance
impurities (process impurities) are included in the drug product
specificaticn for total impurities.

Indicate whether the —— | dégradmt may degrade further in the
drug product due to reaction with ethanol or water, for example.

Reduce the expiration dating period of the retentiqn time standard (v.
1.9, pg. 336) to based on data provided.

Provide data pertaining to recovery of the analytes from 1 the
formulation, to provide information about the accuracy of quantitation
of individual impurities in the drug product matrix.

In your report AIR-234-97 (v. 1.5, pg. 252), in which and

impurities methods are compared, a number of the impurities
are listed as below the quantitation limit. Provide comparative data,
where possible, to demonstrate that both methods give the same
results for all impurities; analysis of — ° drug product may be
performed to obtain thxs information. : o
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FI

(11) Provide validation data for —  methods #3201—3204, since these
methods were used to obtain some of your primary NDA stability data.

The following comment pertains to method #3289 for. —  content.

Clarify what is meant, for example, by a system suitability sample p prepared at
~—"% of the calibration range of .\ ™ mcg/mL. It is not clear how one

sample can be prepared relative to a range. Update the method accordingly.

The following comment pertams to your method #2073 for microbial limits.
Limit _ \

— R N \_ -
. Modify the method to include this restriction.

The following comments pertam to your ﬁietnoa #2049 for spray pattem
Update the method accordmgly

| (4)) Generate data for spray patterns at multiple distances from the
' actuator, to establish the optimum distance for this test in terms of
discriminating ability.

)} Provide photographs of representative spray patterns.

~(3) Tighten the allowed-ranges for. -_ based on your

data.

Develop and ﬁnplement a method for canister pressure and a specification (at
release).

E:
o

Provide a samplmg plan for all analytical methods for drug substance &
drug product.

The drug product specification sheets should specify the number of drug

~ product units tested for each parameter.

Limit the level of the. — " to less than or equal to ~- 5 in the drug
product, or provide adequate qualification for this degradation product.

. Additional comments on drug-related impurity specifications are withheld
- pending further information. _ ~

i —————— o ———— s

. Additional comments pertammg to drug product specifications are withheld,

pending a response to comment 17 in this letter.



- NDA 20-911
Page 11

14.  The following comments pertain to the container closure system.

‘a.  Provide part numbers, source and fabricator for each valve component, 0O-
ring and gasket that comprise the
alternatively, provide a DMF reference to where this information may be
found. Provide or reference the composition of each valve component |

— o —

- -

b. Modify canister specifications to include control of canister residues.

c. Provide letters of authorization, including submission dates and page
‘ numbers, for the appropriate DMFs for the. ~— 'O-ring, forthe., —
B valve, for the mouthpiece/actuators and for the . —_— and

other ——  used to manufacture the mouthpiece.
d. The following comments pertain to the actuator/mouthpiece.

(1)  The range around the target dimension for the orifice 1s
large and should be justified at both extremes with data, or tightened,
to insure consistency of the drug product's performance (e.g.,
particle/droplet size distribution, plume geometry and velocity, spray
pattern’.) .

2 Provide the orifice diameters for actuators used in clinical and NDA
stability studlcs -

(3) Provide representative photographé of plume geometry at vaﬁous time
points over the life of the plume using the drug product. '

LN
»

-
£
prd

Perform IR identification testmg on the molded actuator, not on the
~— prior to molding.

(5)  Provide comparative individual data for actuators of both colors from
all sources . -

J: include those used in clinical/stability studies,and =~

those intended for marketing. These data should include chemical
composition, extractable profile, critical dimensional measurements,
schematic drawings, performance data

(i.e. individual and mean
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(6)

0

®)

©)

data)). Schematic drawmgs (e.g., vol. 1.8, pp. 205 and 210) should
include additional dimensions and penmtted ranges (e.g., mouthpiece
diameter and length, sleeve diameter, etc.), including all suppliers.

Some or all of this information may be referenced to an appropriate
DMF.

Provide information pertaining to the composition and acceptance

controls for each raw material used to manufacture each actuator.

‘Include citations to the FDA indirect food additive regulatxons for

each chemical component used to manufacture the
actuator/mouthpleces

In the specification for the visual inspection of the :
mouthpiece/actuator, discovery of contamination on the mouthpiece _

. '- oron the product after
assembly ) should be cause for rejection,
rather than be allowed at low levels

Significantly tighten the proposed spray pattern specification for
actuator acceptance for average diameter —— |, based on the

- data provided.

The following comments pertain to method 3286 for determination of
~—  extractables from the actuator..

| (d  Expand the chromatograms on pages 253, 255 and 256 of vol.

to improve legibility.

(b)  The method should beable to detect changes in composition
of the mouthpiece.

(c) Explain significant differences between the chromatograms of
: the extracts of the iwo sources of inhalers: =~ ——— '
-~ in view of the fact that there is a single set of

extractable specifications, and that the only difference between
the two actuators is color (vol. 1.3, page 11). The purpose of
this test and specification is to detect any changes in
composition. Justify this discrepancy with adequate data or
rectify it.

(d) Include a statement in the specification for ——
extractables-in the actuator, to the effect that if there are
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noticeable changes in the chromatogram, even if the
specification is passed; there will be an internal investigation
to insure that the composition has not changed.

(e) Include a limit on total unspecified peaks present.

(D Modify specifications as indicated, and provide representative

data to justify the proposed specifications.

The following comments pertain to the valve.

M)

@

3)

Each batch of valves received should be accompanied by a certificate
of analysis (COA). Evaluate the COA to verify that each valve
component complies with its dimensional speciﬁcations.

Provxde comparatlve individual data to support the change from valve
— Include individual cascade stage data and
content uniformity through life data.

Provide comparative data to support the final valve change during
drug developmenty,  ——

-

P

~—~ . Evaluate for occlusion additional batches of the higher strength

drug product manufactured with the improved ~—— 15ing a
simulated clinical-use test protocol, and include in this test an older
batch of drug product. Perform this test using a protocol similar to
that used for Proventil HFA Inhalation Aerosol: after actuating the
‘drug product under a clinical-use protocol, the drug product is allowed
to remain unused for variable periods, then the next actuation is be
tested for mod;cation delivery.

{4— In your study of partially occiuded drug product (v. 1.3, pg. 61), .

provide information about the drug products which gave abnormal
plumes and/or firing, but were found to be—% or less occluded, and
therefore, not counted as malfunctioning devices.
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15.

f. The following comments peftain to your simulated use testing study (v. 1.3,
pg. 63).

(1)  Provide a comparative analysis of differences between beginning,
middle and end of the canister. Provide information on the cause of
such differences, where they exist.

(2)  Mention is made of * N ’ that were dislodged and
collected in the cascade impactor (and in the apparatus used for
medication delivery collection). Provide information on the origin

~and characterization of these drug =~ — _especially in light
of the improved valve stem manufacturing procedure.

& Certain di'ug product samples were returned by patients in clinical trials for fit

problems between stem and actuator, taste issues, and inconsistent dosing (v.
1.3, pg. 53). Provide additional information about the mvestxgatxon of these
problems, and actions taken to resolve them.

h. - Provide a sample of the drug product (or placebo), including an assembled
~ and disassembled valve, gasket and O-ring.

. Provide comparative valve function data, including stability data, for the drug

product, for valves containing. — - components extracted with. — and
--those extracted with ethanol. These valve function data should include the -

following parameters: actuation force required (thh agmg) leakage and
medication delxvery/through life. B

Jo Provide the manufacturing site for the test article (the actuator) for the
following toxicological studies: 0396EB0302, 0396EB0303, O396EB0304
and 0396AM0305 (vol. 1.4, pp. 178-252).

The following comments pertain to the stability study pertaining tc leachables in the
placebo.

a. Provide or reference test methods used for analysis of leachables in placcbo
drug product.
b. Provide complete chemical names forthe: ——  extractables which were

target analytes in the placebo study, for any names listed that are not
- complete (e.g., see v. 1.4, pg. 66).
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c. Update leachable data for placebo product on stability.

d. Compare the =— ' extractable specifications and data w1th the placebo
data pertaining to leachables.

e. There are. — /gasket specifications for a number of specified extractables
that do not seem to have been analytes in the placebo study. Indicate if these
~ extractables were ever target analytes in the placebo extractable (leachable)
study (e.g., — other. —— 7 extractables from the O-ring, valve
—— rIcomponents, and the. =~ —— Icomponent; —— extractables,
etc.). If not, these other leachables need to be studied on stability in placebo.

16.  The following comments pertain to your discussion of plénned future changes in: —

a. Confirm that all stability data and other information supplied to NDA 20-911
have been generated using drug product manufactured with valves containing

only diaphragms and tank seals made from . —_— material,
and only —_— )-rings.
b. If proposed changesin. —— ~omposition and source are to be made,

refer to our teleconference with your firm on April 23, 1998. Marketed
_ product must usethe ;. ____— A
— : change will require a pre-approved supplement with submission of

' appropriate supporting data.

. ﬁ"- ’ -

17.  The following comments pertain to the drug pro‘duct stability data.

a. Update the — ) stability data. Proposed
specifications, including stage and component groupings in the PSD

specifications, will be further evaluated baced on individual stage data, when
stability data are updated.

b. Update the stability data for drug related impurities and degradation products
in the drug product, obtained with the —— ' methods.

c. Update drug product stability data obtained with the one actuation method,
for medication delivery through-life. : :

- d.. The proposed expiration dating period, based on the limited data providéd, is
not adequately supported. Data for the stability batches are incomplete, since
data using the final methods are not available for all pull points for individual
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batches. Provide additional stability data. Submit appropnaté analyses of the
stability data based on revised proposed specifications, evaluated with the
proposed analytxcal methods. -

(1)  Evaluate med:catlon delivery through life and cascade impactor
particle size distribution based on individual speclﬁcatlons as well as
mean specifications. :

(2) ' Include the following additional parameters in a statistical analysis of
data for determination of the expiration dating period: valve delivery,
drug-related impurities: —

—— . leakage rate, ethanol content, water content,. ~——
content and foreign particulates. '

(3)  Identify which data hav» been used for each analysxs of the expxratlon
dating period.

(4  Describe stability failures based on updated, proposed speciﬁcaiions

in the NDA, rather than based on in-house specifications in place at
the time of analysis, to give a more complete analysis.

The following comments penain to the test for foreign particulates.

(1)  Clarify the basis for the differencein =~ —— - based on

storage orientation.
-

@ - Clarlfy whether the valve is knovh tobea significant source of
~ foreign particulates over time +

(3)  Identify the intended shxppmg/storage orientation of drug pmduct It
may be appropriate to store the drug product in the upright position,
due to the differences in number of foreign particles with storage
orientation. :

Analyze medication delivery through-life data for potential trends from
beginning to end-of-canister life. Provide medication delivery data
(including separate means for begmmng, middle and cnd) for beginning,

_ middle and end of canister.

~Provide a comparison of medication delivery data between the two strengths

¢ e gy P = e 2

of drug product at the beginning and end of canister, to show appropriate

‘dose proportionality.
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h. Demonstrate dose proportionality in terms of comparatlve particle size

~ distribution of the two strengths of drug product. These data should include
individual stage cascade i impactor data, and begmmng versus end of canister
data for the two drug product strengths

i. The following comments pertain to drug related impurities.

(1)

@)

&)

@

&)

v e ey ————

Update the stability data section to include tabular and graphical

stability datay ——— ! grouped by each individual impurity
(and total impurities) for drug-related impurities to facilitate

‘assessment of specifications. Data for each individual impurity (and

total) should be sub-grouped according to storage orientation.

Tighten proposed drug-related impurity specifications based on lot
data which include all pull points . —

~ including specific impurities as well as total nnpuntxes
Similarly, revise specifications for other test parameters, based on all
pull points. Perform a statistical analysis of the expiration dating
period for total impurities, and for any specified impurity for which
there is sufficient data above the quantitation limit.

Tighten drug product specifications for drug substance impurities,
which are not also degradation products, when drug substance
impurity specifications are tightened. Contact your drug substance
supplier for more information. _

In view of the observed differences in levels of foreign particulates.
and drug related impurities (degradation products), on stability
storage of the drug product at different orientations, consider storing -

the drug product in the upright position, to minimize such impurities. - ~

Investigate the reason for such differences, and base the specifications
on the preferred storage position. -

It is noted that the . total drug-related impurities data for Lot
PD3798, stored inverted at - (vol. 1.11, page 268, and
vol. 1.13 page 68) do not exactly matchthe. —— datain the
stability update (amendment dated 1-8-99, page 119). Similarly, the -
data for the individual impurity designated as. ~ for this.
same lot, storage conditions and storage orientation is discrepant at
the. —  pull point (see January 8, 1999 amendment, page 117

. e e e - -
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and vol. 1.3, page 173). Although these discrepancies are not large,
rectify the discrepancies. Identify and rectify any other discrepant
data between the stability update of January 8, 1999, and the original
NDA.

j- The following comments pertainto —  content.

(1) - Update and analyze data in the last ten stabxhty lots and propose a
reasonable specification —me

(2)  Rectify the following discrepancy. = —— . content stability data
for drug product-stored invertedat —— for lot # PD3991,
reported for the . —  pull point in vol. 1.11, page 306, appear as .
the data forthe. —— pull point in the stability update dated
January 8, 1999 (page 207), and the specific. —— data in volume
1.11 do not appear in the stability update. The. —  datahave
been completely changed in the stability update. Identify-and correct
any other discrepancies between the data previously reported and that
reported in the update.

k. = Update and analyze the data for ethanol content and reevaluate the proposed
specification. Further comments are deferred pending receipt and evaluation
of a response to this deficiency.

L Tighten the proposed specifications for water content, based on the data
provided, since the expiry (based on other test parameters) is to be limited to
less than ™~ months at this time.

m. The followmg comments pertam to particle size distribution obtained w1th he
cascade impactor.

(1) - Comments on the stability mecrﬁgahnm (and their tiered nature) are

A1 R1M vy P D3> (&A= 22

withheld pending receipt of additional information.

(2) Data used to develop the cascade impactor particle size distribution
specification, according to vol. 1.3, page 210, are too limited, and do
not include complete sets of data for each lot\ i :
— ). Repeat this evaluation based on updated stability data.

(3) Update and analyze five actuation stability data, and compare with 20-
actuation stability data. Five actuation data should include‘ individual
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| stage and component data for each canister, as well as mean values
and standard deviations for each group of 5 cans tested.

(4)  Provide a more thorough analysis of individual cascade impactor
stages and components based on the stability data, to justify the stage
and component groupings chosen for the PSD specification.

(5)  Provide or reference drug product characterization data, to
demonstrate the effect of storage on the particle size distribution at the
labeled number of actuations for each presentation of the drug
product.

(6)  Provide or reference drug product characterization data to establish
-— ~ the amount of drug deposited per actuation on the mouthpiece.

18.  The following comments pertain to your commercial stability commitment and
'stability protocol. Submit a revised protocol, in accordance with the following
comments.

a. Include accelerated storage conditions -~ —— in the stability
protocol for the first three production lots, because the NDA stability lots
were approximately production scale. A proposal may be made to
eliminate certain test parameters,-to reduce the amount of effort for this
.accelerated data.

st

b. Include leakage rate as a stability parameter.

c. The stability protocol should list the specifications that will apply to the
stability testing, or else it should specifically make reference to the drug
product specifications. It should also include, for completeness, the

~ following information: normal container storage & shipping orientation,
sampling plans, and content and format of stability data for the stability

__report.
d. . The proposéd ~ month expiration da_ting périod is not acceptable, based on
the data and analysis provided.
e. ’V It may be advantageous to package, store, ship and handle drug product in an

- upright posxtxon based on the stablhty data prov1ded
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19.

. L S

a

. : ) v 3. Therefore,
provide complete test intervals in the protocol at this time.

Modify the stability commitment for monitoring annual batches of drug

o product, after the completion of the stability requirement for first three sets of

production batches, to reflect the annual production rate of the drug product.

The following comments pertain to your developmental studies of the dnig product.

a.

Repriming data provided (vol. 3, pp. 227-239) are not conclusive. Provide
more definitive data for one presentation of the product (e.g., drug product
unprimed for 1, 3, 5, 7 day time points, with a separate set cf canisters for
each time point). The data provided support repriming after more than 24
hours of non-use, and using two actuations to reprime.

Several instances of discrepancies are reported between valve delivery and
medication delivery as part of your repriming studies. For example,
compare the mean medication delivery-for actuation 11, upright, with that for
actuation 12, inverted (vol. 1.3, page 229). The differenceis —— . of label
claim, whereas the corresponding valve deliveries are virtually identical. In
addition, we note the more extreme discrepancy discussed on page 230 and

~the aberrant medication deliveries discussed on page 232. It would be

expected that medication delivery Should be directly related to valve delivery
for a solution formulation. Determine whether these examples reflect
formulation/device problems or altematively, problems with the variability of
the analytical method.

Provide individual stage data for your study of the profile of actuations near
canister exhaustion (vol. 1.3, page 242). '

The study of the performance of the drug product after storage at cold

temperatures doesn't support the use of cold product. Significant changes in

dose delivered and particle size distribution resulted from operation after
— 'storage, compared to storage at 25°C.

Provide adequate information to support the conclusions reached in your
study of the measurement of MDI spray dynamics (vol. 1.3, pg. 266). The

~ information and data provided in this study are not sufficient to support a

labeling or promotional claim relative to the:  ~—— *in the event
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that the you are considering such a clalm To support the conclusions
reached, pertaining to . ' e, additional
information ./ould need to be prowded
. Provide individual data for each test parameter, as well as individual stage
and component data for cascade impactor testing, for your study on the effect
| of water content on product performance (vol. 1.3, page 270).

g Describe the storage conditions for the lots of drug product used in clinical
studies, for which comparison data between the clinical lots and the
toxicological lot are reported in Table 2 (volume 1.5, page 272). Provide
comparison data for other 51gmﬁcant peaks that have not been reported, e.g.,

_impurity - and .
any other identified peaks that were present. Pharmacologlcal evaluation of
all of these data will be withheld until a response is provided.

20.  Additional comments pertaim'ng to stability data and proposed specifications are
withheld pending an update of the data.

21. DMFs R are deficient and the DMF holders have been
notified of the deficiencies. -

;2 Provide further qualification for the following drug product extractables: —— °

23.  Submit revised draft package insert, carton and contzuner labeling that incorporate

the following preliminary comments. _ -

a. Include the strength in mcg in the name, in all labels and 'iabeling, e.g,
QVAR 40 mcg (beclomethasone dipropionate HFA 40 mcg) Inhalation
Aerosol. ‘

b. Delete the modifier —==— " from the proposed tradename.

c. The typeface size in the package insert is too small to be readily legible.

Revise it to be larger, and more prominent and legible.

d. The followmg comments pertain to the DESCRIPTION section of the
package insert. R ‘

0] -—
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(2)  Indicate the number of actuations per container for each £ill size.

(3)  Include a statement pertaining to the number of priming actuations
' needed before using the MDI for the first time and in cases where the
aerosol has not been used for more than a specified period of time.
"~ (Sée comments elsewhere in this letter on this issue.)

Delete all references throughout tBE'I'a-Beling to QVAR 80 mcg unless you
submit new data from clinical trials that support the safety and effectiveness
of that strength across the entire recommended dosing range.

Insert the class labeling text for inhaled corticostercids with regard to the
potential for suppression of linear growth in children.

Delete all references throughout the labelingto =~ ==
all references throughout the labeling to . — i
| - . The

I

clinical significance of these observations has not been derr;onsu'ated,
therefore, delete all inferences drawn from such data throughout the labeling

including, but not limited to, the speculation that . —
) -
_——
. ”
Replace all occurrences of the word '~ == with "corticosteroid.”

Delete all references throughout the labeling to - -—
G

Rewrite the Pharmacodynamic subsection of the CLINICAL
PHARMACOLOGY section to more accurately reflect the significant dose

“dependent decrease in urinary free cortisol levels observed in response to

QVAR in Study 1162.

Rewrite the Clinical Trials subsection of the CLINICAL

. PHARMACOLOGY section to more accurately reflect the ‘data from the
. adequate and well controlled clinical trials (i.e., Studies 1081, 1083, 1129, _

and 1192) that support the safety and effectiveness of QVAR 40 mcg. Delete
all references throughout the labeling to J— |
‘ e ? and delete all speculation regarding
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Delete all references throughout the labeling to the use of QVAR with

- ) -

—

The PK data submitted based on serum BOH and/or total BOH levels can
only be viewed as supportive data. —

_ Revise the Pharmacokinetics subsection of the CLl'NILAL
PHARMACOLOGY sectlon as follows.

(1) Replace the second sentence in the first paragraph with the following
sentence.

“Bioavailability information on beclomethasone dipropionate
after inhaled administration is not available®.

2) Replace the second paragraph with the following paragraph.

.

Revise the first sentence in the Pharmacodynamics subsection of the :
CLINICAL PHARMACOLOGY section as follows.

-~

/

Revise the entire WARNINGS and PRECAUTIONS sections to be consistent
with the wording included in the labeling of inhaled corticosteroid drug
products recently approved by this Division (e.g., Flovent Inhalation Aerosol,
Flovent Rotadisk for Diskhaler, Pulmicort Turbuhaler). Any deviations from
the wording of these sections from that included in recently approved
products must be justified with data or valid scientific arguments.

e mtrem = v R el o —— - e
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q. In the PRECAUTIONS section, revise the misléading stétement that " _
(- 3
" to more accurately reflect the documented signficant decreases
in urmary free cortisol observed in Study 1162 with QVAR and the potential
for clinically meaningful HPA suppression in patients treated with
recommended doses of QVAR.

r. Update the Carcinogenesis, Mutagenesis, Impairment of Fertility and
Pregancy subsections of the PRECAUTIONS section as follows .

(1)  State the doses (mg/kg) for the referenced preclinical studnes The
preclinical exposures should be compared by mg/m? dose
normalization or AUC, if available.

2 Restructure the label as described in 21 CFR, 201.56 and-201.57. For’
example, teratogenicity findings should be included in the Pregnancy
subsection of the label rather than in the Carcinogenesis, Mutagenesw

_Impairment of Fertility subsection.

3) Add a statement to the Pregnancy subsection of the label under “Non-
teratogenic Effects” indicating that findings of drug-related adrenal
toxicity in fetuses following BDP/HF A-134 administration in rats
suggest that infants born of mothers receiving substantial doses of
BDP/HFA-134 during pregnancy should be observed for adrenal
suppression.

S, Revise the Pediatric Use subsection of the labeling to state that "Safety and
effectiveness of QVnR have not been demonstrated in pediatric patients less
than 12 years of age.” Include in this section a discussion of the number of
patients 12 to 16 years of age inciuded in the clinical trials program for
QVAR and any valid inferences that can be made regarding the safety and
effectiveness of QVAR in this age group compared to older patients. See
comment 23. f. above with regard to including the class labeling text for
inhaled corticosteroids and grewth in children in this subsection.

PSS SIS IS S ek e
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t. Revise the ADVERSE EVENT section to include data only from the
adequate and well-controlled studics that support the safety and effectiveness
- of QVAR 40 mcg (i.e., 1081, 1083, 1129, and 1192). Revise the Adverse
Event table to delete the column marked = 'I" and to delete all references
to, = . Also, revise the Adverse Event table to list adverse events for
QVAR and CFC-BDP-based on the total daily dose delivered to patlents
instead of . = = = , o

. The following comments pertain to the DOSAGE AND ADMINISTRATION
section of the package insert.

1) Modlfy the priming and repriming instructions, as indicated elsewhere
— ~ within this letter.

2 ProVide more specific guidance on the initial recommended dose and
the maximum recommended dose of QVAR for patients with different
severity of asthma based on prior antiasthma therapy (e.g.,
bronchodilators alone, inhaled corticosteroids) and specify that
specific dosing recommendations for QVAR in patients who require
oral corticosteroids are not available. Delete the proposed table
regarding . 7

’

v. Delete all references throughout the labeling regarding dose proportionality
of QVAR 40 mcg and QVAR 80 mg unless you submit new data from
clinical trials or other scientifically valid data that support the claimed dose
‘proportionality of the two strengths and unless you submit new data from

- clinical trials to support the safety and effectiveness of QVAR 80 mcg across

_the entire recommended dosing range (see comment 2. above).

w. Delete all references throughout the labeling to -
- - o ’
- ' 4 )
’
, and claims that /

Répiace these statements with a statement that the consistency of dosing after
the labeled number of actuations have been delivered cannot be assured and
that the product should be discarded when the labeled number of actuations
have been used.
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~ The following comments pertain to the HOW SUPPLIED section of the
~ package insert.

4y

Include the color of the dust caps in the description of the drug

+ products. =

@

G)

Q)

)

©)

()

Eliminate the following statement from the package insert.
g .
_ - ) " Eliminate tfxe___similar
statement from the patient package insert.

Eliminate the following statement from the package insert. __ .-

4

Include a statement that the QVAR Inhalation Aerosol canister should
only be used with the QVAR Inhalation Aerosol mouthpiece and that .
the mouthpiece should not be used with any other mhalatlon drug
product.

Include a statement that the correct amount of medication in each
inhalation cannot be ensured after the labeled number of actuations
from the canister, even though the canister may not be completely
empty. Additionally, include a statement that the canister should be
discarded when the labeled number of actuations have been
dispensed. -

Include a statement regarding the appropriate temperature of the MDI
before use. (See comments elsewhere in this letter on this issue.)

Indicate the preferred storage orientation.

Add the following statements to the patient package insért:

(1)

A statement instructing the p;fient to confirm that the canister i;ﬁ.llly
seated in the actuator before use of the MDI.
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2 A statcment instructing the patient to confirm the absence of foreign
objects in the mouthpiece before use of the MDI and after removal of
the protective mouthpiece cap.

(3) - Modified instructions on initial priming and repriming of the MDI
unit (see comments elsewhere in this letter on this issue). - -

(4) A statement éautioning against spraying the eyes with the
formulation.

(5) - A statement regarding the appropriate terriperatﬁre of the MDI before
use (see comments elsewhere in this letter on this issue).

(6) A statement indicating the preferred storage orientation.

(7) A statement indicating that the QVAR Inhalation Aerosol canister
should only be used with the QVAR Inhalation Aerosol mouthpiece
and that the mouthpiece should not be used with any other inhalation
drug product. N

8) A statement instructing the patient to keep track of the number of
actuations used from the canister (as part of instruction number 9).

The following comments pertain to the immediate container labeling.

(1) Improve the size, prominence a;d legibility of the established name,
relative to trade name. - 4

(2) Include the phrase "Inhalation Aerosol” as a part of the name.
(3)  Modify the storage statement as follows: "Store at 25°C (77°F). See

(4) The wammgs beginning with the following phrase, "Contents under
pressure,” may be removed if necessary to provide additional space,
as'ong as they are present on the carton and other labeling.
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&)

(6)
()

@ -

Make reference to the package insert for directions for use.

Add the phrase "Rx Oniy. "

Indicate the net content wei ght.‘

Include the following statement "For oral mhalatnon with QVAR
actuator only."”

aa.  The following comments pertain to the carton labeling.

0

@
)
@

&)
(6

Recently, our inspectors could not complete mspectlon of the facilities at

Delete the amount of drug delivered from the valve.

The prominence and legibility of the established name are poor on the
carton for the physician's samples. Submxt improved labeling. See
comment in 22.aa.(1), above.

Include the following phrase: " For oral inhalation with QVAR

-actuator only," on the front panel of the carton for the physician's
-sample. :

Add the following statements: "Important: read accompanying
directions carefully.” "Avoid spraying in eyes.”

N
Indicate the preferred storage orientation.

On the trade carton, add the phrase "Inhalation Aerosol”.immediately

after the established name.- The boxed statement, "CFC Free," should -

not appear in juxtaposition with the name.

~—— . for conformance with current good

manufacturing practices (cGMP) because the facilities were not ready for inspection.
Satisfactory inspections of all facilities will be required before this’ appllcatlon may be

approved.

If additional information relating to the safety or effecuveness of this drug becomes

avallable revision of the labeling may be mqmred -
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Within 10 days after the date of this letter, you are required to amend the applxcatnon notify
us of your intent to file an amendment, or follow one of your other options under 21 CFR
314 110. In the absence of any such action FDA may proceed to withdraw ine application.
Any amendment should respond to all the deficiencies listed. We will not process a partial
reply as a major amendment nor will the review clock be reactivated until all deficiencies
have been addressed.

- Under 21 CFR 314.102(d) of the new drug regulations, you may request an informal or
telephone conference with this Division to discuss what further steps need to be taken before
the application may be approved.

_ The drug product may not be legally marketed until you have been notified in writing that the
S application is approved.

If you have any "uestions, contact Ms. Sandy Bamea, roject Manager, at (301) 827-1075.

Sincerely,

b= Y

754

e .
John K. Jenkins, M.D., F.C.C.P.
~ Acting Director
Division of Pulmonary Drug Products
Office of Drug Evaluation II
} Center for Drug Evaluation and Research

-




NDA 20-911
Page 30

cc:
Archival NDA 20911 L

HFD-570/Div. Files '

-HFD-570/S.Bames

HFD-570/Nicklas ‘

HFD-570/Schroeder

HFD-570/Poochikian

HFD-570/McGovem

HFD-570/Sun

HFD-570/Chen o

HFD-570/Uppoor —

HFD-570/Wilson

HFD-002/0RM

HFD-102/ADRA

HFD-95/DDMS _ :
HFD-40/DDMAC (with labeling) o
HFD-820/DNDC Division Director o N

. . - T

DISTRICT OFFICE / )Q oS! ’L‘i‘(

,
Drafted by: sb/May 7, 1999 { S
Initialed by:C. Schumaker 5/12/9 Il f);i
T. McGovem 5/12/99
A.Schroeder 5/12/ ﬁ-’
R. Uppoor 5/12/99 %ﬁf‘ //;/ 5 7‘ P
. S. Wilson 5/12/99 ;/g/ -
J. Jenkins 5/12/99 7 / ~
final: A J__),, ‘ ?Q
filenarae: _ , : , ‘ é 0
A\

APPROVABLE (AE)




* FINAL PRINTED LABELING HAS NOT BEEN SUBMITTED TO THE FDA

DRAFT LABELING IS NO LONGER BEING SUPPLIED SO AS TO
ENSURE ONLY CORRECT AND CURRENT INFORMATION IS
~ DISSEMINATED TO THE PUBLIC.



