In accordance with the Notice on the Federal Register, Vol. 65, No. 56,
Wednesday, March 22, 2000, |isted below are the questions on pending issues
we would like submtted to the Advisory Conmittee for review and di scussion
at the neeting on April 26, 2000.

Thank you for your pronpt consideration of this request.

Virginia Z. Fojas

Manager, Drug Regul atory Affairs
Roxane Laboratories, Inc.

Tel ephone: (614) 241-4133

Fax: (614) 276-0321

Chemi stry, Manufacturing and Controls (CMC)

1. Why is sterility assurance throughout the product shelf life
required? No safety or recall issues on any existing products have been
reported.

2. Delivery weight is an adequate way of conducting content unifornmty

for solution products and establishing bioequival ence; therefore, this
shoul d be the industry standard. The current guidelines require chemnica
assay.

3. Is FDA |l ooking to add RSD requirenents for delivery weights? If so,
specify limts.

4, We agree that for content uniformty of suspension product, chenica
assays are required. This assay can be correlated to delivery weight and we
shoul d be able to use delivery weights for primng/reprimng and tail/off.

5. For excipients, FDA is requiring nore testing than specified in
USP/ NF. Wy is additional testing required to qualify the NF/ USP
exci peints?

6. Why does FDA require two identification tests since HPLC i s regarded
as an accurate test?

7. Spray content uniformty requires 10 contai ners however spray
content uniformty for shelf or container life is 5. The nunber of sanples
requi renent should be the sane for both tests.

8. M croscopi ¢ eval uati on does not nention the nunber of units and the
acceptance criteria.

9. Foreign particle testing is required. Therefore, what nethodol ogy
is used to conduct this testing on a suspension product (which is a
het er ogeneous system cont ai ni ng undi ssol ved particles).

10. Foreign particle size can be no nore than 10 mcrons. Methodol ogy
on how to establish this in a suspension is needed fromthe Agency.

11. What is the correlation between tenperature cycling and sterility?
We believe that sterility testing is not required.



Bi oavai l abil ity and Bi oequi val ence: In-vitro Studies/Cinical Studies

1. The current guidelines require that for "both solution and
suspensi on fornul ati ons of nasal sprays, the nass of drug delivered per
single (unit) dose should be determ ned based on a stability-indicating
chem cal assay". This statenent is appropriate when referring to a
suspensi on, but not a solution. Delivery weights for content unifornmty
measurenents for a solution should be acceptable since this has been wel
established in branded sol ution products currently on the market.

For suspension formrul ati on of nasal sprays, once
bi oequi val ence is established for content uniformty, delivery weights
shoul d be acceptable for primng/reprimng and tail-off tests.

2. For BE assessnent, conparative tail off profiles are requested by
the Agency to ensure simlarity in drug delivery as the product nears
exhaustion. The Agency needs to limt the nunber of actuation required for
the tail-off testing which should be based on the branded-| abel ed end of
product life.

3. If the spray pattern of a nasal spray solution or suspension passes
CMC requirenents then why are bioequival ence requirenments needed?

4, Drug particle size neasurenents (i.e., cascade inpactor, nultistage
liquid inpinger) should not be a criteria for showi ng bi oequival ence
especially if Industry can show alternative ways of conparing both reference
and i nnovator products. These tests are expensive and the data is not

rel evant for products that are delivered to the nasal passage for |oca
action and since the area is small.

5. In -vitro Bioequival ence requirenments should NOT be required for
nasal solution products with | ocal or system c actions.

6. In some cases the "identical actuators/punps" are not avail able for
devel opnent due to patent issues or because they are proprietary
informati on. Therefore, how does the Agency expect generic conmpanies to
show bi oequi val ence?

7. If through due diligence it is shown that plasma concentration-tine
profiles cannot be established due to the fact that the drug has lowto no
systemi c bioavailability then we should NOT be required to do a

phar macodynanmi ¢ st udy.

8. Why does a placebo arm need to be added to an in-vivo clinica
seasonal allergic rhinitis (SAR) study when the innovator product has
al ready established efficacy and the intent is to show bi oequi val ence?



