


Excerpt of footnote 1 from Letter from Andrx Pharmaceuticals, Inc. to FDA
(dated October S, 2001), released under the Freedom of Information Act
(redactions appeared in original)

the manufacturing piocess, within the specifiostions set forth in ANDA No. 75.401. Andrx
provided Bigvail samples from five different Tastia batches produced in January 2001 (one of
each product swength, including SO capsules from Lot #63KBOD1 (240 mg)). The ANDA
specifies a drying time for coated extended-release pelleis of not leps thad — hours. The pellets
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to Biovail, by conuast, were dried fof _hours, Both of thess drying timves met the specification
of ANDA No. 73-401.

Andrx learned in Muy 200) that Lot 46968001 (the 240 mg product provided to Biovail)
failed long-term stability at the J-month station, dve 10 a high dissglution rate 8t the d-hour ime
point. The upper limit of the ANDA specification 1€ & {our hours; the Jot in question
showed a mean value of 44%. All other lots, including the 120 mg Tazliz product provided ta,
and tested by, Biovail (Lot #696B001), remaived within specificdlion efter 3 months  Indeed,
Biovail tay have selected Uys [ot based on the high dissolution] reswt that weold have been
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! Andrx believas the 240 mg product failure arose from the ?ﬁpzny‘c efforts to optimize

N gtV W

Subequent work at Aadex revedled that the dissolution fajlure in the scale-up baiches
arose from the wie of & shorter drying dme relative to tie ANDA biichas, and that faflures arigs
within two 10 three weeks following encapsulation, As part of [its process velidation work,
Andrx has leatned that Tazua js extremely sensitive 1o even amgl] changes in the extended-
rslease coating step, $uch &8 drying ime, spray rate, and stomization pressure.

Andrx uldmately revered to processing parameters that ane identicel to the parametery
used for production of Andrx’s biobatches submitted in ANDA Ngq. 75401, with one exception
(i.e.. the spray rate for part C in the optimized progess ic" . Lused
in the biobatehes), All processing paramecert specified in Andex'f current validation ¢tudy are
fully optimized, based on experimental data that includes room ¢
of the processing parameters are within the parameters of the baweh record submitted to
ANDA Nao. 75-40], end clossly conforny to the parameaters used for production of the original
ANDA biobatches., The most critical of the parameters has bean shown to be the drying time,
and the current process sdheres w thé “shour drying Ume that was used for the ANDA
biobawches, On-going stability swudies on the original ANDA |biobxtches hgve shown that
product manufactured with Andrx's oplimized process is stable af the 30-nionth tme point. In
light of its experience, Andrx jntended to revise its ANDA bateh record 1o tightsn the drylng

" time specification, a5 well ag the spray rate and stomization preccuse parameiers, and report these
ehanges in the first post-appraval annugl report. These changey fell within the definition of
SUPAC.MR Level 1 Manufacturing Process Changes (ie., [“process changes involving
adjustment of equipment operatng condjtions ... within original agplication anges"),




