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ANDA 75-773

MAY 6 2002

American Pharmaceutical Partners, Inc.
Attention: Krisztina Nemenyi, Ph.D.
2045 North Cornell Avenue

Melrose Park, IL 60160

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated December 29,1999, submitted pursuant to Section

505(j) of the Federal Food, Drug, and Cosmetic Act (Act), for
Pamidronate Disodium for Injection, 30 mg/vial and 90 mg/vial.

Reference is also made to our tentative approval letter dated
August 24, 2001, and to your amendments dated November 8, 2001;
and January 25, and April 1, 2002.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Pamidronate Disodium for Injection, 30 mg/vial
and 90 mg/vial, to be bioequivalent and, therefore,
therapeutically. equivalent to the listed drug (Aredia Injection,
30 mg/vial and 90 mg, vial, respectively, of Novartis
Pharmaceuticals Corporation).

The listed drug product (RLD) referenced in your application,
Aredia Injection of Novartis Pharmaceuticals Corporation, is
subject to a period of patent protection which expires on
July 29, 2005, [U.S. Patent No. 4,711,880, (the ‘880 patent)].
Your application contains a Paragraph IV Certification to the
‘880 patent under Section 505(3) (2) (A) (vii) (IV) of the Act.
This certification states that the ‘880 patent will not be
infringed by your manufacture, use, or sale of this drug
product. Section 505(j) (5) (B) (iii) of the Act provides that
approval of an abbreviated new drug application shall be made
effectively immediately, unless an action is brought against
American Pharmaceutical Partners, Inc. (APP) for infringement of
the patent that is the subject of the certification (the ‘880



patent). You have notified the agency the APP has complied with
the requirements of Section 505 (Jj) (2) (B) of the Act. As a
result, APP was sued in the United States District Court for the
Northern District of Illinois involving a challenge to the ‘880
patent (Novartis Corporation v. American Pharmaceutical
Partners, Inc., Civil Action No. 00C 2313). You have informed
the agency of a Consent Order entered by the district court on
November 6, 2001, stating that the drug product provided for in
this ANDA does not infringe the ‘880 patent held by Novartis
Corporation. Furthermore, the 180-day generic drug exclusivity
granted by the agency to Bedford Laboratories (Bedford) for this
drug product under the Drug Price Competition and Patent Term
Restoration Act of 1984 (Hatch-Waxman Amendments) in Section
505(3) (5) (B) (iv) of the Act expired on May 5, 2002.

Under Section 506(A) of the Act, certain changes in the
conditions described in this abbreviated application require an
approved supplemental application before the change may be made.

Post-marketing reporting requirements for this ANDA are set
forth in 21 CFR 314.80-81 and 314.98. The Office of Generic
Drugs should be advised of any change in the marketing status of
this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy that you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the final printed
labeling to the Division of Drug Marketing, Advertising, and
Communications (HFD-40). Please do not use Form FD-2253
(Ytansmittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FD72253 at the time or their initial use.



Validation of the regulatory methods has not been completed. It
is the policy of the Office not to withhold approval until the
validation is complete. We acknowledge your commitment to
satisfactorily resolve any deficiencies that may be identified.

Sincerely yours,
, 15
/
Gary BJEhler EVL/OZ'

Director
Office of Generic Drugs
Center for Drug Evaluation and Research

LPPEARS THIS WAY
(i GRIGINAL
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ANDA 75-773

AUG 2 4 2gp)

American Pharmaceutical Partners, Inc.
Attention: Lincy Michael

2045 North Cornell Avenue

Melrose Park, IL 60160

Dear Madam:

This is in reference to your abbreviated new drug application
dated December 29,1999, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act (Act), for Pamidronate
Disodium for Injection, 30 mg/vial and 90 mg/vial.

Reference is also made to your amendments dated March 13,
June 18, and July 27, 2001.

We have completed the review of this abbreviated application and
have concluded that, based upon the information you have
presented to date, the drug is safe and effective for use as
recommended in the submitted labeling. Therefore, the
application is tentatively approved. This determination is
based upon information available to the Agency at this time
(i.e., information in your application and the status of current
good manufacturing practices (cGMPs) of the facilities used in
the manufacture and testing of the drug product). The
determination is subject to change on the basis of new_
information that may come to our attention. ’

The listed drug product (RLD) referenced in your application,
Aredia Injection of Novartis Pharmaceuticals Corporation, is
subject to a period of patent protection which expires on
July 29, 2005, ([U.S. Patent No. 4,711,880, (the ‘880 patent)].
Your application contains a Paragraph IV Certification to the
‘880 patent under Section 505(3j) (2) (A) (vii) (IV) of the Act.
This certification states that the ‘880 patent will not be
infringed by your manufacture, use, or sale of this drug
product. Section 505(j) (5) (B) (iii) of the Act provides that
approval of an abbreviated new drug application shall be made
effectively immediately, unless an action is brought against
American Pharmaceutical Partners, Inc. (APP) for infringement of



the patent that is the subject of the certification (the ‘880
patent). You have notified the agency the APP has complied with
the requirements of Section 505 (3) (2) (B) of the Act. As a
result, litigation is currently underway in the United States
District Court for the Northern District of Illinois involving a
challenge to the ‘880 patent (Novartis Corporation v. American
Pharmaceutical Partners, Inc., Civil Action No. 00C 2313).

Furthermore, please note that ANDA 75-290 submitted by Bedford
Laboratories (Bedford) for this drug product and also containing
a Paragraph IV Certification was accepted for filing by this
office prior to the filing of your application. This
application was granted final approval on April 30, 2001.
Consequently, Bedford is deemed eligible for 180-days of generic
drug market exclusivity as provided for under the Drug Price
Competition and Patent Term Restoration Act of 1984 (Hatch-
Waxman Amendments) in Section 505(3j) (5) (B) (iv) of the Act.
Bedford’s exclusivity will begin to run either from the date
Bedford begins.commercial marketing of the drug product under
its ANDA, or in the absence of marketing from the date of a
decision of a court finding that Bedford did not infringe the
‘880 patent, whichever event occurs earlier (Section

505(j) (5) (B) (iv)). We refer you to the Agency’s issued guidance
document “180 Day Generic Drug Exclusivity Under the Hatch-
Waxman Amendments” (June 1998), for additional information.

We believe that your application for this drug product will be
eligible for final approval upon your successful resolution of
your court case with Novartis or expiration of the 30-month
statutory period, and upon the expiration of Bedford’s 180-day
generic drug exclusivity.

In order to reactivate your application prior to final approval,
please submit a MINOR AMENDMENT - FINAL APPROVAL REQUESTED
approximately 90 days prior to the date you believe your
application should be considered eligible for final approval.
Your amendment should provide:

1. updated information related to final-printed labeling
or chemistry, manufacturing and controls data, or any
other change in the conditions outlined in this
abbreviated application, or

2. a statement that no such changes have been made to the
application since the date of tentative approval, and



3. a summary of the legal and/or regulatory events which
have occurred and which you believe provide for final
approval of this application.

Any changes in the conditions outlined in this abbreviated
application and the status of the manufacturing and testing
facilities' compliance with current good manufacturing
procedures are subject to Agency review before final approval of
the application will be made.

In addition to, or instead of, the amendments referred to above,
the Agency may, at any time prior to the final date of approval,
request that you submit amendments containing the information
requested above.

Failure to submit either or both amendments may result in
rescission of this tentative approval determination, or delay in
issuance of the final approval letter.

The drug product that is the subject of this abbreviated
application may not be marketed without final Agency approval
under section 505 of the Act. The introduction or delivery for
introduction into interstate commerce of this drug before the
effective final approval date is prohibited under section 501 of
the Act. Also, until the Agency issues the final approval
letter, this drug product will not be listed in the Agency's
"Approved Drug Products with Therapeutic Equivalence
Evaluations" list.

The amendment should be designated as a MINOR AMENDMENT - FINAL

APPROVAL REQUESTED in your cover letter. Before you submit the

amendment or if you have questions about the status of this »

application, please contact Sarah Ho, R.Ph,, ,Project Manager, at
301-827-5848, for further instructions. -

Sincerely §/ourr,//5 . /5(:>

| TG0
Gary Buehler é?rj
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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DESCRIFI’ION

jection is a bon ion
mhubno' avallable in 30 mg or 90 mg vials for intravenous
administation.

Ead\&-cg?amso-mgvdeorm- , respec-
tively, 30 mg and 90 mg of sterile, lyophilized pamidronate
mand47gfmgand375moimamnd , USP. The pH

Drug-Orug I
Thefeennohumnn

pharmacokinetic data for drug inter-
actions with pamidronate disodium.

Table 1
Mean (SD, CV%) Pamidronate Pharmacokinetic
Parameters in Cancer

of a 1% solution ronate disodium in distilled water {n=06 for each group)
is appmxan?t‘:ty 8.3. ;amdroneta dium for P
gwpam'og mmwph o whm'ma Pa muauonb‘mo Dose Maximum of Dose Total
member Chemical known Renal
Hisodi ” men oA acid (Infusion | Concentration| Excreted | Clearance | Clearance
(3—ammo-1 hydmxypmpylldene) bis-, duodlumsak andits ate) (mog/mt) in Uring (mi/min) | (mUmin)
structural formula 30mg 0.73 439 136 58
POsHNa (4hrs) | (0.4, 19.1%) | (14.0, 31.9%) | (44, 32.4%) | (27. 46.5%)

NHz-CH2-CHz2-C-OH

POgHNa

C3HgNO7P2Na2 M.W.279.03

Pamidronate disodium is a white-to-practically-white
powdorltis.olublomwmandmmsodmm roxide,
n 0.1N acid and in 0. 1N

acouc wd and pr-ct\caﬂy '"’°'6‘s°'p’ in organic solvents

and p
(for adjustment to pH 6.5 prior to Iyophilization).

%.:NICAL plPHAs.IMCOI.l%GY. of
principle rmacologic action amidronate di-
sodi i thoughthomech—

jum is inhibition of bone
anism of antiresorptive action is not completely
several factors are thought to contribute to this acgon

)cryaalsinbommmydmagblod(db-
als‘o. ggenm:mnhbmmofoaoogm mv;?mbm:
nhil
tomhlbmonol @ resorption. In .mrr;.lmt,a.tdmpo

ing that
ed bone resorption that resutts from osteoclast hyper-
activity induced by various tumors in animal studies.

Pharmacokinetics
mmm:za)whohndmormbo%a

ment were given an intravenous infusion of 60, or
90 mg of pamidronate dmod1umov«4hoursandQOmg
pamidronate disodium over 24 hours (Table 1).

The SD body retention of pamidronate was caicu-
6 meen
lated to be 54 = 16% of the dosa over 120 hours.

Metabolism

Parm isnot lized and is exclusively eliminated
by renal excretion.

Aher 30, 60, and 90 mg of par o

60 mg T.44 474 88 )
hes) | 057, 39.6%) | (47.4,54.4%) | (56, 63.6%) | (28, 66.7%)

90 mg 261 3 103 “
(4hes) | (0.74,28.3%) | (25.8, 56.9%) | (37, 35.9%) | (16, 36.4%)

90 mg 1.38 475 101 52
(24 tws) {(1.97, 142.7%)] (10.2, 21.5%) | (58, 57.4%) | (42, 80.8%)

mrm. appromvm SO%toso%otmocompwndwu
adsorbed by and slowly eliminated from the
body y the kidneys. In rats given 10mg/kg bolus injections
approximately 30%
ofmecompqmdmfound Inmohvorshomyaﬁeradmn-
mmnon and was then redistributed to bone or eliminatedt
mmzﬂoﬁmm Studies in rats injected wil
pamidronate disodium showed that the com-
pou cleared from the circulation and taken up
mainly by bones, liver, spieen, teeth, and tracheal cartilage
Radioactivity was eliminated from most soft tissues wi
1 to 4 days; was detectable in liver and spleen for 1 and3
months, respectively; and remained high in bones, trachea,
and teeth for 6 months after dosing. Bone uptake occurred
preferentially in areas of high bone turnover. The terminal
phase of elimination hatf-life in bone was estimated to be
approximatety 300 days.

Pharmacodynamics
Serum phosphate levels have been noted to decrease after
admmwtutlon of pambdrons(e disodium, presumably
of hate from bone and
increased renal excretion as parathyroid hormone levels,
wmchmusually suppressed in hypercalcomul associated
with malignancy, return toward normal Phosphate therapy
was administered in 30% of the patuenm in responu toa
decrease in serum phosphate levels. Phosphate levels usu-
ally retumed toward normal within 7 to 10 days.
rinary calcium/creatinine and urinary hydroxypro-
ratios and usually return to within
otbdmnonnalmwmwnmmpamndronatedsodum
These changes occur within the first week after treatment,
as do decreases in serum calcium levels, and are consistent
with an antiresorptive pharmacologic action.
Hypere of Malignancy
tion is the unJoﬂ)nng pamophyuologlc darangomem in
hy malignancy.
o of " mtnmebloodatbonola
resorbed results in polyuria and gastrointestinal distur-
bances, with progressive dehy Y and d
glomovuhv filtration rate. This, in tum, vesults in increased
of caicum, attmg up a cycle of worsening
symmnc hyp«cak:emua ‘Correction of excessive bone

was excreted unchanged in the urine within 120 hours.
Cumuiative urinary axcretion was related to dose. The
meen = SD elimination half-life is 28 + 7 hours. Mean + SD
total and renal clearances of pamidronate were 107 +
SOmUmnandwtzamUm,rmeaNdy.Thomodm

#maremdamavmlabﬂoonmooﬁmdago gender, or
race on the pharmacokinetics of pamidronate.

Pediatric
Pamidronate is not labeled for use in the pediatric
popuiation.

Renal Insufficiency

The p ‘19)wnh o::tl’o were studied
cancer patients (n= normal and varyin dgu.

ofronal wnpamnem panem rocevvedaungle '3

of par

of p found closely
correlate with creatinine clearsnco (see Figuu 1). Atrond

and adequate fluid administration to correct vot-
ume deficits aro therefore essential to the management of

lost cases of hypercalcemia associated with malig-
nancy occur in patients who have breast cancer; squa-
mous-cell tumors of the lung or head and neck; renal-ce: :

a; andcor malignancies, such ss
multiple Afew less<
common mahgnancues, mdudmg vasoacttvs intestir: 24

[°] and cl g oma, 2
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e o it o gp o, BSEOrEITg 10 6
can i groups, ing to thei-
thoy 3 ogic mochanipm mvotvodp. i;‘.d
nh d and:

bonompuomsmulated factors such as parathyr:k&s
hormone-related protein, whi areelabomodbymsw-nﬁr
and cit Hi via usuaily
occurs in squamouo-call mallgnamtes s of the lung or heed !
and neck of in genitourinary tumors such as renal-Jet#
carcinoma or ovarian cancer. Skeletal metastases ma'/ bl
absent or minimal in these patients. el y

Extensive invasion of bone bytumorcellscan also m&\l(
in hypercaleammduuolocaltumofpvoducu that stimi. 41
bone by ¢ Tumors cc ly & %

ummmummmmnmmum
prodiction ine and 98% confidencs intervals.

Pamidronate Renal CL vs Cler

Renal CL (mL/min)

to and follow hypercalcemic conditions; Y-
ever, these are y or rapidly labje in * Yoy

not
clinical situations. Therefore, adjustment of the (btal « &%
calcium value for differences in albumin levdamomr o

in placo of
iN ':{po of calculation (see DO'!!&E
D ADMINIS‘I’RATIO

Clinical Triais e
In one double-blind clinical rial. 52 patients whyuj!
3 90 - of |dronato dcsodawm
3 °f um as
o o nmn corrected

2 iftheir serum
levels were 2 12. Om?/dLaftoushouraofwmhyc@fm
Tho mean bas e-corrccud serum calcit# ms

ao-mg m? 90-mg groups were 13.8 gt
138 L.and SamgldL.rupocwdy. Ak
ents (64%) had decreases in alanun-

eorrected serum cak:lum levels by 24 hours after irifFs.i6
of treatment. Mean-corrected serum caicium levels

2 to 7 after initiation of treatment with pamidror:: 19 e
sodium were ugmﬁcandyredwsdfvombasehnem. 47 Mg

As it, =N
G e s e
the patients receiving 30 mg, 60 m P and som

ser serum calcium levels. Manypm (33% 10 53%) iK1 &
mgundQO—mgdoeago% scommuedtohavehonnﬂ-
cofrected serum calctum partial responsé (315%
dsetm of corrected serum calcnum from basefirney, at

nneonddoublo—bk\d controlied clinical trial, 65 can-
cer patients who had corrected serum calcium levels of

«?




> 12.0 mg/dL after atleast 24 hours of saline hydration were
randomized to receive either 60 mg of pamidronate disodium
as a single 24-hour intravenous infusion or 7.5 mg/l:iqa.of
etidronate disodium as a 2-hour intravenous infusion daily
for 3 days. Thirty patients were randomized to receive
pamidronate disodium and 35 to receive stidronate
disodium.

The mean baseline-corrected serum calcium for the
pamidronate disodium 60-mg and etidronate disodium
groups were 14.6 mg/dL and 13.8 mg/dL. respectively.

7. 70% of the patients in the pamidronate disodium
group and 41% of the patients in the etidronate disodium
roup had normal-corrected serum calcium levels (P<0.05).
en partial responders (2 15% decrease of serum calcium
from baseline) were also included, the response rates were
97% for the pamidronate disodium group and 65% for the
etidronate disodium gro:f {P< 0.01). Mean-corrected
serum calcium for the pamidronate disodium and etidronate
disodium groups d from baseline values to 10.4
and 11.2 mg/dL, respectively, on day 7. At day 14, 43% of
patients in the pamidronate disodium group and 18% of
patients in the etidronate disodium group still had normal-
corrected serum caicium levels, or maintenance of a i
response. For responders in the pamidronate disodium
and etidronate disodium groups, the median duration of
response was similar (7 and 5 days, respectively). The time
course of effect on corrected serum calcium is summarized
in the following table:

Table 2
Change in Corrected Serum Calcium by Time
reatment

from Initiation of Tr
Time Mean Change from Baseline in Corrected
ey Serum Calcium (mg/dL)
Pamidronate Etidronate
Oisodium Disodium
Baseline 146 138 P-Value'
24 -0.3 0.5
48 -1.5 -1.1
72 -2.6 -2.0
96 -3.5 -2.0 <0.01
168 4.1 2.5 <0.01
'Comparison between treatment groups

In a third multicenter, randomized, parallel double-biind
trial, a group of 69 cancer patients with hypercalcemia was
enrolled to i of pami 1ate disodium as a
4- or 24-hour infusion, which was compared to a saline
treatment group. Patients who had a comected serum cal-
cium level of > 12.0 mg/dL after 24 hours of saline hydration
werae eligible for this trial.

The mean baseli d serum calcium levels for
pamidronate disodium 60-mg 4-hour infusion, pamidronate
disodium 60-mg 24-hour infusion, and saline infusion were
14.2 mg/dL, 13.7 mg/dL, and 13.7 mg/dL, respectively.

By day 7 after initiation of treatment, 78%, 61%, and 22%
of the patients had normal-corrected serum caicium leveis
for the 60-mg 4-hour infusion, 60-mg 24-hour infusion, and
saline infusion, respectively. At day 14, 39% of the patients
in the pamidronate disodium 60-mg 4-hour infusion group
and 26% of the patients in the pamidronate disodium 60-mg
24-hour infusion group had normal corrected serum calcium
levels or maintenance of a partial response.

For responders, the median duration of complete

was4 i i

responses .5 days for pamidronate:
60-mg 4-hour infusion and pamidronate disodium 60-mg
24-hour infusion, respectively.

in all three trials, patients treated with idronate di-
sodium had similar response rates in the presence or
absence of bone Concomitant administrati

No statistically significant differences between treatment
groups, or statistically significant changes from baseline were
obsarved for the bone pain response, mobility, and global
evaluation in the 45-mg and 90-mg groups. Improvementin
radiologic lesions occurred in some patients in the 90-mg
group.

Twenty-five patients who had Paget's disease were
retreated with 90 mg of L e disodium. Ofthese, 44%
had a 2 50% decrease in serum atkaline phosphatase from
baseline after treatment, and 39% had a > 50% decrease in
urine hydroxyproline/creatinine ratio from baseline after
treatment.

o} lytic Bone M of Breast Cancer and
Osteolytic Lesions of Muitipie Mysloma

Osteolytic bone nmonly occur in patients with
multiple myeloma or breast cancer. These cancers demon-
strate a phenomenon known as osteotropism, meaning
they possess an extraordinary affinity for bone. The distrib-
ution of osteolytic bone metastases in these cancers is pre-
dominantly in the axial skeleton, particularly the spine,
pelvis, and ribs, rather than the appendicular skeleton,
although lesions in the proximal femur and humerus are not
uncommon. This distribution is similar to the red bone mar-
row in which siow blood flow possibly assists attachment of
metastatic cells. The surface-to-volume ratio of trabecular
bone is much higher than cortical bone, and therefore dis-
ease tend to occur more floridly in trabecular bone
than at sites of cortical tissue.

These bone can result in patients having evidence
of osteolytic skel descudionlaadingms::’%onepaﬁn
that requires either radiation therapy or narcotic analgesics
{or both) for symptomatic relief. These changes can also
cause pathologic fractures of bone in both the axial and
appendicular Axial | fr of the verte-
bral bodies may lead to spinal cord compression or verte-
bral collapse with significant neurologic complica-
tions. Also, patients may experience episode(s) of
hypercaicemia.

Clinical Trials
In adouble-blind, randomized, placebo-controtied trial, 392
patients with advanced multiple myeloma were enrolled to
receive J)amidronaie disodium or placebo in addition to
their undertying antim: therapy to determine the effect
of pamidronate disodium on the occurrence of skeletal-
related events (SREs). SREs were defined as episodes of
gggwologic fractures, radiation therapy to bone, surge%to
e, and spinal cord compression. Patients ived either

Two double-blind, randomized, placebo-controlled trials
compared the safety and efficacy of 90 mg of pamidronate
disodium infused over 2 hours every 3 to 4 weeks for
24 months to that of placebo in preventing SREs in breast
cancer patients with ost ic bone metastases who had
one or more predominantly lytic metastases of atleast 1 cm
in diameter: one in patients being treated with antineoplas-
tic chemotherapy and the second in patients being treated
with hormonal antineoplastic therapy at trial entry.

382 patients receiving chemotherapy were randomized,
185 to pamidronate disodium and 197 to placebo. 372
patients receiving hormonal therapy were randomized, 182
to pamidronate disodium and 190 to placebo. All but three
Pauems were evaluable for efficacy. Patients were followed

for 24 months of therapy or until they went off study. Median
duration of follow-up was 13 8 in patients receiving
chemotherapy and 17 months in patients receiving hor-
mone therapy. Twenty-five percent of the patients in the
chemotherapy study and 37% of the patients in the hormone

received pamidronate disodium for 24 months.
results are shown in Table 4 below.

Bone lesion response was radiographically assessed at
baselineand at3, 6, and 12 months. The complete + partial
response rate was 33% in pamidronate disodium patients
and 18% in placebo patients treated with chemotherapy
(P=.001). No difference was seen between pamidronate
disodium and placebo in hormonally-treated patients.

Pain and analgesic scores, ECOG performance status
Spitzer qualigz life index were measured at baseline and
periodically during the trials. The changes from baseline
to the last measurement carried forward are shown in Table
5 below.

INDICATIONS AND USAGE:

H mia of Malignancy

Pamidronate Disodium for Injection, in conjunction with
adequate hydration, is indicated for the treatment-of mod-
erate or severe hyp lcemi i with maiignancy,
with or without bone metastases. Patients who have either
epidermoid or non-epidermoid tumors respond to treat-
ment with Pamidronate Disodium for injection. Vigorous
saline h\{)draﬁon. an integral J)an of hypercalcemia therapy,
should be initiated promptly and an attempt shouid be
made to restore the urine output to about 2 L/day through-
out Mild or asymp! ic hyp iamay be
treated with conservative measures (1.e., saline hydration,
with or without loop diuretics). Patients should be hydrated
adequately throughout the treatment, but overhydration,

90 mg of pamidronate disodium or (gl:cebo as a monthly
4-hour intravenous infusion for 9 months. Of the 392 patients,
377 were evaluable for efficacy (196 pamidronate disodium,
181 placebo). The pr jon of patients developing any SRE
was signiﬁcamig ler in the pamidronate disodium group
(24% v8 41%, P< 0.001), and the mean skeietal idity
rate (#SRE/year) was significantly smaller for pamidronate
disodium patients than for placebo patients (mean: 1.1 vs
2.1, P< .02). The times to the first SRE occurrence, patho-
logic fracture, and radiation to bone were significantly longer
than in the pamidronate disodium group (P=.001, .006 and
.046, respectively). Moreover, fewer pamidronate disodium
gatiems suffered any pathologic fracture (17% vs 30%,
=.004) or needed radiation to bone (14% vs 22%, P=.049).
In addition, decreases in pain scores from baseline
occurred at the last measurement for those pamidronate di-
dium pati ith pain at baseline (P=.026) butnotinthe
glewscebo group. Atthe last measurement, a worsening from
ine was observed in the placebo 8roup for the Spitzer
quality of life variable (P< .001) and ECOG performance sta-
tus (P< .011) while there was no signi L
baseline in these p
disodium-treated patients.*

observed in pamidronate

peci J in those patients who have cardiac failure, must
be avoided. Diuretic therapy should not be employed
prior to correction of hypovolemia. The safety and efficacy
of Pamidronate Disodium for Injection in the treatment
of hypercalicemia associated with hyperparathyroidism
or with other non-tumor-related conditions has not been
established.

Paget’s Disease

Pamidronate Disodium for Injection is indicated for the treat-
ment of patients with moderate to severe Paget's disease
of bone. The effectiveness of Pamidronate Disodium for Injec-
tion was demonstrated primarily in patients with serum alka-
line phosphatase > 3 times the upper limit of normal.
Pamidronate Disodium for Injection therapy in patients with
Paget's disease has been effective in reducing serum alka-
tine phosphatase and urinary hydroxyproline levels by
2 50% in at least 50% of patients, and by > 30% in at least
80% of patients. Pamidronate Disodium for Injection therapy
has also been effective in reducing these biochemical mark-
ers in patients with Paget's disease who failed to respond,
or no longer responded to other treatments.

Osteolytic Bone Metastases of Breast Cancer and
o] Lesions of Muitiple Myeloma

After 21 months, the proportion of patients exp

of furosemide did not affect response rates.

Thirty-two patients who had recurrent or refractory hyper-
calcemia of malignancy were given a second course of 60
mg of pamidronate disodium over a 4- or 24-hour period. Of
these, 41% showed a complete response and 16% showed
a partial response to the retreatment, and these responders
had about a 3-mg/dL fall in mean-corrected serum calcium
levels 7 days after retreatment.

Unlike pamidronate disodium 60 mg, the drug has not

any event r d significantly smaller in the
pamidronate disodium group than the piacebo group
{P=,01 5). In addition, the mean skeletal morbidity rate
#SRE/year) was 1.3 vs 2.2 for pamidronate disodium
patients vs placebo patients (P =.008), and time tofirst SRE
was significantly longer in the pamidronate disodium grou|
compared to plac (P=.016). Fewer pamidronate di-
sodium patients suffered vertebral pathologic fractures
’16% vs 27%, P=.005). Survival of all patients was not dif-

Pamidronate Disodium for Injection is indicated, in conjunc-
tion with standard antineoplastic therapy, for the treatment
of osteotytic bone of breast cancer and ost }
lesions of muttiple myeloma. The Pamidronate Disodium for
injection treatment effect appeared to be smaliler in the
study of breast cancer patients receiving hormonal therapy
than in the study of those receiving chemotherapy, however,
overall evidence of clinical benefit has been demonstrated
(see CLINICAL PHARMACOLOGY, Osteolytic Bone
Metastases of Breast Cancer and Osteolytic Lesions of _

been investigated in a controlled clinical trial employing a erent between treatment groups. Multiple Myeloma, Clinical Trials).
90-mg dose infused over a 4-hour period.
Paget’s Dissase Table 4
Paget's disease of bone (osteitis deformans) is an idio- ‘Breast Cancer Patients Breast Cancer Patients
d st'cctl o li te;:l !:byor:cur;om excessi dggnn: Chem By Therspy
estruction complical y C ive
repair, affecting one or more bones. These changes result Any SRE Radiation Fractures Any SRE Radiation Fractres
in thickened but weakened bones that may fracture or bend PD P PD P ] P PD P PO P PD P
under stress. Signs and symptoms may be bone pain, N 185 195 185 195 185 195 182 189 182 189 182 189
deformity, r p gical disord fromcra. e
nial and spinal nerve entrapment and from spinal cord and .
brain stem compression, increased cardiac output to the :ﬁ’smnw
ie'";?'ved b°"f i ") ;orv' lev- Mean 25 37 08 13 16 22 24 36 0.6 12 16 22
yproline excretion (reflecting increased bone P-Value <001 <01 <18’ o 03 040
resorption). Proportion of
Clinical Triais patents having
In one double-blind clinical trial, 64 pat anSRE % e% | oo 4k | o | s e | g W% | % s
to severe Paget's disease of bone were enrolled to receive P-Vaiue <.001 <.001" <.014' 094 058! 054
5 mg, 15 mg, or 30 mg of pamidronate disodium as a sin- ‘Median Tme to
gle 4-hour infusion on 3 consecutive days, for total doses SRE (months) | 139 70 | w2 | 258 133 | 109 74 | WA 234 | 06 128
of 15 mg, 45 mg, and 90 mg of pamidronate disodium. T 7 - T
The mean baseline serum alkaline phosphatase leveis P-Valve <.001 <.00 <.009 18 016 13
were 1409 U/L, 983 U/L, and 1085 U/L, and the mean y i f s
baseline urine l;zrdroxy{);olino/creaﬁnine‘;aﬁoa were 0.25, m‘?&aﬂm to bone were two of Several secondary endpoints. The statistical significance of these analyses may be overestimated since numerous analysi:
.19, . 3 3
I‘0 9, and 0.19 the 15-mg, 45-mg, and 90-mg groups, **NA = Not Reached.
1] heﬁects of idrgnate digodium onm?ovulm alkaline Table 5
phosphatase and urine roxyproline/creatinine
P U/ are stmmarsed m the fonowing tasior Mean Change (4) from Bassline at Last Measurement
Table 3 Breast Cancer Patients Breast Cancer Patients
Percent of Patients With Therapy
Significant % Decrsases in SAP and UOHP/C Pamidronate Pamidronate
Disodium Placebo PDvsP Disodium Placebo POVsP
d uonre N Wean & N MeanA | P-Vake N Wean & N Meand | P-vauer
% Decrease | 15mg | 45mg | 90mp | 15mg | 45mg | 90mg Pan Score 175 +0.93 183 +1.69 050 173 +050 179 +160 007
250 26 33 60 15 47 72 Fralgesic
230 40 65 83 35 57 85 Score 175 +0.74 183 +155 009 173 +0.90 179 +2.28 <001
The median maximum percent decrease from baseline ECOGPS 178 +081 185 +119 002 175 +095 182 +090 73
in serum alkaline phosphatase and urine hydroxypro- Spitzer
line/creatinine ratios wsrep ’55%. 41%, and 57%, anz 2596?47%, QoL n 176 185 221 103 173 -1.86 181 -2.05 409

and 61% for the 15-mg, 45-mg, and 90-
tively. The median time to response (2
sefum phosp was app y
the 90-mg group, and the response duration ranged from
1t0 372 days.

gr%ups, respe‘g-
ecrease) for
ly 1 mom}nfor

Decreases in pain, analgesic scores and ECOG PS, and increases in Spitzer QOL indicate an improvement from basefine.

*The statistical signi of analyses of these
analyses were performed.
* PD = Pamidronate Disodium

endpoints of pain, quality of life, and performance status in al three trials may be overestimated since numerous
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CONTRAINDICATIONS:

Pamidronate Disodium for Injection is contraindicated in
patients with clinically zig‘niﬁcant hypersensitivity to
pamidronate disodium or other bisphosphonates.

WARNINGS:
In both rats and dogs, nephropathy has been associated
with intravenous (bolus and infusion) administration of
Pamidronate Disodium for Injection.
Two 7-day intravenous infusion studies were conducted
inthe dog wherein Pamidronate Disodium for Injection was
iven for 1, 4, or 24-hours at doses of 1-20 ?forupto
days. In the first study, the compound was well d

ADVERSE REACTIONS:
Clinical Studies

Hyp Malignancy :
Transient mild elevation of temperature by at least 1°C was
noted 24 to 48 hours after administration of Pamidronate
Disodium for Injection in 34% of patients in clinical triais. In
the saline trial, 18% of patients had a temperature elevation
o ?Jtmgmj(e;dzégl“ g veamtzr‘:&m swel

issue symptoms ing
or induration and pain on palpation) at the site of catheter
insertion were most common (18%) in patients treated with
90 mg of Pamidronate Disodium for Injection. When aff on-
iy tsare :

at 3 mg/kg (1.7 x highest recommended human dose

HRHD?for asingleintravenous infusion) when administered

lor 4 or 24 hours, but renal findings such as elevated BUN
and creatinine levels and renal tubular necrosis occurred
when 3 mg/kg was infused for 1 hour and at doses of>210
mg/kg. In the second study, slight renal tubular necrosis was
observedin 1 maleat 1 :g/kgwhmhmsedbmhours.:ﬁddi—
tional findings included elevated BUN levels in several
treated animals and renal tubular dilation and/or inflamma-
tion at > 1 mg/kg after each infusion time.

-apy consi , that rate rises to 41%. Symp-
tomatic treatment resuited in rapid resolution in all patients.

Rare cases of uveitis, iritis, scleritis, and episcleritis have
been r ed, including one case of scleritis, and one case
of uveitis upon separate rechallenges.

Four of 128 patients (3%) Who réceived Pamidronate °

Disodium for Injection during the three U.S. controlled
hyp ia clinical studies were reported to have had
seizures, 2 of whom had preexisting seizure disorders.
None of the seizures were considered to be drug-related by
the investigators. However, a possible relationship between

dmg.vdﬁchoocunedinmleastS%ofpaﬁmwimPaget's
cisease treated with 90 mg of Pamidronate Disodium for Injec-
tion in two U.S. clinical trials, were fever, nausea, back pain,
and bone pain.

At least 10% of all Pamidronate Disodium for tnjection-
treated patients with Paget's disease also experienced the
bllg;a”gg adverlse e;per_lences during clinical trials:

liovascular: mnension

y have been related

to the underlying disease state.
Osteolytic Bone Metastases of Breast Cancer and
Osteolytic Lesions of Multiple Myeloma

The most commonly r (>15%) adverse experiences
occurred with similar frequencies in the Pamidronate Di-
sodium for Injection and placebo treatment groups, and most
of these adverse experiences may have beenrelated to the
underlying disease state or cancer therapy. (See Table 7

Of the toxicities commonly associated with chemother-
apy, the frequency of vomiting, anorexia, and anemia were
slightly more common in the Pamidronate Disodium for

€ - d

other bisphosphonates

OVERDOSAGE:
There have been sever
of intravenous Pamidro
calcemia patients with t
over 2'/,to4 days. Al of tt
ienced hypocalcemiatl
administration of calciu
_In addition, one obe
with 285 mg of Pamidrc
3 days experienced rég
170/90 mmHg to 90/
sion, noted 6ho
and hypotension were
f overdosage occurs
also resutt; such patien
intravenous calcium.

DOSAGE AND ADMIN
Hypercaicemia of Ma
Consideration should t
the symptoms of hyper

Pamidronate Disodium for Injection was given to rats at i ol
MedrugandMeoownmceofselmrescanmtbemledom. ! stomatitis C alone may be icier
doses of 2,6, and 20 mg/kg 8’.“J"° dogsatdosesof2. 4.6, ftchouid be noted that n the saline arm 1 patient (4%) had e imiar tothat e mooees b ia. Overhy
§" thm |k,gw:§ § 2 ‘o u 'rr:ul{' sion, once qovt;ele p g aseizure. cancer trials, mild elevations of serum creatinine occurred who have potential fo
mo"rotos to! a ':: t ;egove pe'r:d ngt::ed "Atleast 15% of patients treated with Pamidronate Disodium in 18.5% of Pamidronate Disodium for Injection patients and associated with hem:
"ep:aud"’g Nm gt Tovale ang tu A . for Injection for hypercalcemia of malignancy also experi- 12.3% of placebo patients. Mineral and electrolyte distur- glucocorticoid therapy
e d i e1r_h n"}? di o s‘lv'“ esg ‘O;t enced the following adverse events during a clinical trial: bances, including hypocalcemia, were reported rarely and Moderate Hi fce
Shon ok O of o reoony period. In dogs, mor- General: Fluid overload, generalized pain in similar percentages of Pamidronate Disodium for e oderate e o
bundnylgeath o ronal toxdicity occtred a1 20 mg/kg as did Cardiovascular: Hypertension ) o tion-treated patients compared with those in the placebo Inloction in mod
¥idney findings of el d BUN and inine fevels at Gastrointestinal: inal pain, anorexia, constipation, roup. The reported frequencies of hypocafcemia, calcium®* of approximi
Y 9 nausea, vomiting i . ia, hypophosphatemia, ia for The d isgive
ﬁig,ﬁzglkcﬁa?, e’:mmﬁ erg;,r;m'bb ;;?,.‘ g |rg, bLhme Genitou : Urinary tract infection Pamidronate Disodium for injection-treated patients were venous m’m over
R rove oo that produced ,j”"g' ] Musculoskeletal: Bone pain 3.3%, 10.5%, 1.7% and 4.4%, respectively, and for placebo- must be given by an it
e, e O e b kG (1 1 xHRHD fora rena Laboratory iity: A hypokalemia, hypo- treated patients were 1.2%, 12%, 1.7%, and 4.5%, respec- e hou
effects was o isic tobe 2mg/kg (1.1 xHRHD forasingle magnesemia, hypophosphatemia tively.In previous ‘enia of malit ytrials, pah over r
e infusion). ive an intravenous infusion of Many of these adverse experiences may have been treated with Pamidronate Disodium for Injection Severe Hypercaicemi
Pamidronate Disodium for Injection should have periodic mﬁwmdeﬂmg dlsea:gn sg’te. Th?o f%"::'ﬂg 'B:"te (60|,°f 90 mg over 24 h:urs) dmg&yg‘_ ?gr':g ITnhe reo:mmndod &
h oty experiences lered eatment- iti s
g:aluauons of standard laboratory and clinical parameters related during the comparative, controlied U.S. trials. ;1'\:!' 68 more x‘en qy (see : ekﬂ'\m':;l%“mldlg)y'
e cted Arthralgias and re sl fr given by en initial, Sit
Studies conducted in young rats have reported the dis- Table 6 u sigias | myalgias wer > reported '9'“’5 morefre. S vor 24 hours.
ruption of dental dentine formation following single- and Treatment-Related Adverse Reported in " me“"y Pﬂ‘m‘“d’“( ""3‘96%'90"'3" 205 ve %3?3& ndmzo 1%
multi iﬁ-dose agrfnmuo; of bgsphosphomknown tes. The clinical Thres U.S. Controlled Clinical Trials . placebo group (13 : g -
significance indings is unf . In mutti - . , there five Pami Mcormaadx
PRECAUTIONS: Porcert of Patects Disodium for Injection-related serious and unexpected calcium, mg/dL + 0.8
Genersl Etdronate .
Standard hypercalcemia-related metabolic p I Disodumfor iy, | Disodum | Saiine Table7 .
e oraaaomm. ol s carstuly montored folowng T DT T B Reycd Commonty Reported Adverse Experiences in Three UL.S. Controlled
tiation of therapy with Pamidronate Pisodjum for Injection. -
ga::ks Iof ,“&% o hypoph LS, rl(1 2%), n=23 | n=13 | n=17 | 0n=35 | n=28 Pamidronate Pamidronate
ypokalemia , hypomagnesemia \ ypocal- Goneral isodi i
cemia (5%-12%), were reported in Pamidronate Disodium Edema 0 1 ) 0 0 Dl?r;g:;l%nm D'mf:nm
for Injection-treated patients. Rare cases of symptomatic Faiique 0 0 12 0 0
hypocalcemia Ww have been reported in Fever % 19 18 9 o 90 mg 90 mg
association with Dlsodmmgoflra"ecuonmagye. Fuid overload 0 0 0 H 0 Placebo Place
if hypocalcemia occurs, short-term calcium therapy may Wfusion-stiereaction| 0 4 18 0 0 N=205 N=187 N=367 N=3
necessary. In Paget's disease of bone, 17% of patients Moniiasis 0 0 6 0 0 % [ %
treated with 90 mg of Pamidronate Disodium for injection Rigors 0 0 0 ) 4 General
d senen carckam Jovee ok B porm— Asthenia 16.1 171 256 19
_ Pamidronate Disodium for Injection has not been tested Gastrols ’ £ ia 57 %3 . 2
e o ou Ml Myoloma patients wih horpia N I I A I Fover %5 380 31 2
serum creatinine > 3.0mg/dL. (g‘:é also cunrmcm. PHAR- Constpation 4 0 6 3 0 Metastases 1.0 30 313 24
MACOLOGY, Pharm%noﬁa)‘ Clinical should Diarrhea 0 1 0 0 0 Pain 13.2 118 15.0 18
determine whether the potential benefit ighs the poten- Dyspepsia 4 0 0 0 0 Digestive System
tialrisk in such patients. hemortage 0 o | & 0 0 Anorexia 171 174 311 2,
Laboratory Tests ) Nausea 4 0 18 6 0 Constipation 283 317 36.0 38.
Serum calcium, electrol phosphate, magnesium and Stoenatitis 0 1 0 3 0 Diarrhea 26.8 26.8 29.4 30.
creatinine, and CBC, differential, and hem: lo- Vomitng 4 0 0 0 0 Dyspepsia 17.6 134 183 15.
bin must be closely monitored in g:‘}lents treated with Nausea 356 374 635 59.
P e 1 trombecyioponia should Dygeea | ol o | o] 3 | Pain Abdominal 195 160 243 1
bemonitored carefullyin the first 2 weeks following treatment. Raes g s § g ’ ""0'“':‘“3“ - 16.6 198 463 3.
Drug Interactions Upper respiratory emic ymphatic
Concomitant administration of a loop diuretic had no effect 0 3 0 0 0 Anemia ) 20'2 ‘1‘;'5 ﬁgg gg
onthe calcium-lowering action of Pamidronate Disodiur for NS Thrombotytopenia {68 17 125 14
P Fert Comsions Sl s el s o Mescostaea System ' ' A '
i 0 0 Q 3 0
Carcinogenesis, Mutagenesis, Impelrment of o n- somna el T o] oo Arthralgias 07 7.0 153 1.
e S aaie dosh s saponse reatonship Rervousness o f ol o o |4 Myaga 254 150 264 2%
for benign adrenal pheochromocytoma in males Psychosis 4 0 0 0 0 Skeletal pain 61.0 ni 0.0 75.
§P< 0.00001). Although this condition was also observed in Somnolence H 1 H ¢ N NS
flemales, the incidence was not statistically significant. When Tasts perversion 0 0 0 3 0 Anxiety 78 9.1 180 16
the dose calculations were adjusted to account for the lim- Cardlovascular Headache 2 44 19'8 27'2 23'
ited oral bioavailability of Pamidronate Disodium for Injec- Atial fibridation 0 ) 6 0 4 i 4 171 172 51 %9
tion in rats, the lowest daily dose associated with adrenal Agialflter 0 1 0 0 9 nsomnia . - 2 8
pheochromocytoma was similar to the intended clinical Cartia failure 0 1 0 [ 0 Respiratory System
dose. Adrenal pheochromocytoma 0 observedinlow 0 0 6 0 4 Coughing 26.3 225 253 19.
Ly is coneidered a relatively Syncope 0 0 6 0 0 20 214 35.1 2.
common s&'m;nmpus neoplasm in the rat. Pamidronate 0 0 [ 0 4 Pleural Effusion 29 43 15.0 9.
Disodium for Injection (daily oral administration) was not Sinusitis 146 166 16.1 10
earginqgemcitnargao-ylee;;fa;x;y in mice. Endoctie 0 0 6 0 0 Upper Respil - : . .
amidronate Disodium )njection was N¢ l
in six muta%enicity assays: Aimes test, Saimonella and Hemic and %{a Infection 322 283 19.6 2.
E_sche_g‘hchia iver-microsome test, nuclaus-ano% tess Lymphatic Urogenital m
sister-chromatid-exchange study, point i , an Anemia 0 0 6 [ 0 i X X
micronucleus test in the rat. Leukopenia 4 0 0 0 0 Urinary Tractinfection 156 9 202 ”
In rats, decreased fertility occurred in the first-generation Neutropenia 0 1 0 0 0
offspring of parents who had received 150 mg/kg of 0 1 0 0 0 adverse experiences. Four of these were reported during the Retreatment
Pamidronate Disodium for Injection orally; however, this 12-month extension of the multiple myeloma trial. Three of Alimited number of pz
occurred only when animals were mated with bers of Myaigh 0 1 ° 0 0 the reports were of worsening renal function developing in treatment with Pamic
the same dose gnoup Pamidronate Disodium for Injection pati with progressive multiple myeloma or muitiple hypercalcemia. Retrea!
has not been administered intravenously in such a study. Urogenital myeloma-associated amyloidosis. The fourth report was Injection, in patients wt
Pregnancy Category C Uremia 4 0 0 0 0 the adult respiratory distress syndme developing in a ;gmally, may be carried
ies i tient recovering from pneumonia acute enous normal of remain nc
Theteare no adequate and well-controlled studies in preg- Aboormaiities Cholecystiis. Ore Panidronate Disodium Tor Imoction- ommended that 8 m
" Bolus intravenous studies conducted in rats and rabbits Hypocalcemia 0 1 2 0 0 treated patient experienced an allergic reaction ¢ - v toallow!
M%MMM” forll:‘\'m > Hypolaleria H 4 18 H 9 ized by swollen and itchy eyes, runny nose, and scratchy The dose and manner
e ooy b yoffotal effects jection produces Hypomanesemia | 4 10 12 3 1 throat within 24 hours after the sixth infusion. the initial therapy.
maternal toxicity and embryo/t Wwhen diven cur. 0 9 18 3 0 In the breast cancer trials, there were four Pamidronate
ing org; nesis at doses of 0.6 to 8.3 times the highest o Disodium for Injection-retated adverse experiences, all mod- Paget's Disease
;’:ﬁ';“ o sh#mntgg‘sgfor g'dsmg Wm; function 0 0 0 3 0 erate in severity, that caused a patient to discontinue par- ;2" rseommendodg
o raeeth own that a‘l'gisland‘)lamstc Isroodd::]oed ol ticipation in the trial. One was due to interstitial pneumon- eaes o,m"‘b“w“m
"?:wcanrél cn::ssd e placentain bryo effocts nratsand , itis, another to aise and ea. One Pamidronate sion on 3 consec:
T g D, il Paget's Disease Disodium for Injection patient discontinued the trial due to
rabbits, it should not be given to women during pregnancy. Transient mild elevation of temperature >1°C above pre- a symptomatic hypocalcemia. Another Pamidronate Di- Retreatment
Nursing Mothers treatment baseline was noted within 48 hours after compietion ium for Injection patient discontinued therapy due to A limited number of |
Itis not known whether Pamidronate Disodium for Injection of treatment in 21% of the patients treated with 50 mg of severe bone pain after each infusion, which the investiga- received more than on
is excreted in human milk. Because many drugs are excreted Pagr'dm;ta‘:e%lsod;rslof:rkg?:&mn}n aeggb?e:ggds. tor felt was trial-drug-related. for Injection in clinice
in human milk, caution should be exercised when sympl:g—fms ( dim’!r‘:’em o achepmpgr r :1:;ystem Post-Marketing E jence patients should be ret
ﬁﬁ@:ﬁ"’ﬁ?frﬁa&m um for Injection is administered to a sweating) were more common in pauents’ i with Paget's dis- Rare instances of aflergic manifestations have been reported, Osteolytic Bone Lesi
9 . ease treated with 90 mg of Pamidronate Disodium for injec- including hypotension, ea, or angioedema, and, very The recommended
Pediatric Use . o . tion than in tg:ﬁents with hypercalcemia of malignancy rarely, anaphylactic shock. Pa ate Disodium for Injec- Injection in patients v
Safety and effectiveness of Pamidronate Disodium for Injec- treated with the same dose. . tion is contraindicated in patients with clinically significant e is90 n.:
tion in pediatric patients have not been established. Adverse experiences considered to be related to trial hypersensitivity to Pamidronate Disodium for injection of en on a monthly




curred in atleast 5% of patients with Paget’s

with 90 mg of Pamidronate Disodium for Injec-

clinical trials, were fever, nausea, back pain,

+ of all Pamidronate Disodium for Injection-

s with Paget’s disease also experienced the

se expenences during clinical trials:
ertension

lotal: Xghross.bonepmn
tem: Headache

eriences may have been related
19 disease state.
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Z (>15%) adverse

r frequencies in the Pamidronate Di-
non and placebo treatment groups, and most

other bisphosphonates (see CONTRAINDICATIONS).

OVERDOSAGE:
There have been several cases of drug maladministration
ofintravenous Pamidronate Disodium for Injection in hyper-
calcemia patients with total doses of 225 mg to 300 mg given
over2/.to4dayaMdthesepanemssuwwed but! exper-
ypocaxcermamatrequnred intravenous fororal
admamstratlono( cium.
in addition, one obese woman (95 k )whowastreated

with 285 mg of Pamidronate Disodium ]W!ldﬂzm
3da) elgh fever (39.5°C), hypotensi

170 mmH mmHg) and transient tast

sion, noted after the first infusion. The fever

and hypotenscon wefe rapldly corrected with steroids.
If overdosage occurs, symptomatic hypocalcemia could
also result; such patients should be treated with short-term

Patients with marked Bence-Jones proteinuria and dehy-
dration should receive adequate hydration prior to
Pamidronate Disodium infusion.

Limited information is available on the use of Pamidronate
Disodium for Injection in multiple myeloma patients with a
serum creatinine > 3.0 mg/dL.

The optimal duration of therapy is not yet known, however,
in a study of patients with myeloma, final analysis after
%1“ t;l:;nths demonstrated overali benefits (see Clinical

Osteolytic Bone M ome:tCancor fum fo

¥ T
in with lytic bone is

90 mmnisleud over a 2-hour infusion given every

Pamidranate Disodium forInjection has been frequently
" Used with doxorubicin, fluorouracil, cyclophosphamide.

e experiences may have been related to the intravenous calcium. meth ¢ ne,
sase state or cancer therapy. (See Table 7 0"3"8‘3‘ mitoxs A e
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£3 whereas stomatils and slopecia cccurred glone may bo sufficient for treatin g;,":o,?,ed,,‘ " therapy demonistrated overall beefts (see Cinical Trafs).
ild elevations of serum creatinine occurred wﬁo have dpotent!al for cardiac failure. In h i ion of Soluti
iidronate Disodium for Injection patients and assomate ith hematok;%e mahgnancles. the use of Rocomtltubon
P nd ,-e distur- ucocorticoid therapy may aP(aigldronatt ol:)fisstodllt;nv}l for Igelcnon is rﬁggnsmmed
i and M Hypercalcemia ing 10 m! erile Water for Injection, toeach
ngagesof Pamsdronate Dlsodlum for Injec- moed?m d dose of F fn resulting in a solution of 30 ma/10 mL or 90 mg/10 mL. The
tients compared with those in the > injecti m hyp pH of the reconstituted solution is 6.0 to 7.4. The drug
sported freq ies of hypocalc al 12-13.5 mg/dL) is 60 Iosorng should be completely dissolved before the solution is
ia, and hypomag ia for ﬂnso-mgdmhgivmum "gua.eoos withdrawn.
isodium for Injection-treated pati were at least 4 hours. The go.mg dose .

7% and 4.4%, respectively, andforplacebo—
s were 1.2%, 12%, 1.7%, and 4.5%, respec-
;hypercabevmdm tnals patients
Pamidronate Daso mm for Inlacnon
ser 24 hours) developed Ezte nor-
Ir:?uemty (see ADVERSE REACTIONS,

ad laswerereponnd&li more fre-
Mm’m L Inj me
froup (13.6% and 26% vs 10.8% and 20.1%,
reloma patients, there were five Pamidronate
jection-related seri an d

d L

P

must be given by an Inlhnl SINGLE-DOSE, intravenous
infusion over 24 hours.

Severe Hypom .

The dou of Pamit dium for
In| n in severe oomcud serum cal-
cium* >13.5 l§) r:go 90-mg dose must be
given by an !n INGLE-DOSE, imnvonom infusion

over 24 hours.

*Alburnin-corected serum calcium (CCa.ng\?/dL) = serum
calcium, mg/dL + 0.8 (4.0-serum albumin, g/dL).

Hy ia of

The daily dose mustbe administered as an intravenous infu-
sion over at least 4 hours for the 60-mg dose, and over 24
. hours for the 90-mg dose. The recommended dose should
" bediluted in 1000 mL of sterite 0.45% or 0.9% Sodium Chlo-
ride, USP, or 5% Dextrose Injection, USP. This infusion
solution rsstablaforup(o% ours at room temperature.

Pagsftoiseaso
The recommended daily dose of 30 mg should be diluted
|n500mLofstenleO45%or09%Sodum Chioride, USP,
or §% D USP, and d over a
Mpetmdfofswnsecunvedays

Omotyﬁcaomummaﬂmuancer

Table 7 e recommended dose of 90 mg should be diluted in
zzo‘luLofmqas%uosne:Sodgmnchm. USP, or
Commonly Reported Adverss Experiences ia Three U.S. Controlled Clinical Trials e o, d overa2-hour
Pamidronate Pamidronate Al Osteolytic Bone Lesions of Multiple Myeloma
Disodium for Disodium for Pamidronate The recommended dose of 90 mg should be diluted in
Iniection Iniecti Disodium for 500 mL of sterile 0.45% or 0.9% Sodium Chioride, USP, or
jectio jection . 5% Dextrose Injection, USP, and administered over a 4-hour
90mg 90 mg Imn period on a monthly basis.
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Retreatment
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allergic manifestations have been reported,

nsm dmeﬁ or angioedema, and, very
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Pamxfm onate Disodium for Injection or

A limited number of patients with Paget’s disease have
received more than one treatment of Pamidronate Disodium
for Injection in clinical trials. When clinically indicated,
patients should be retreated at the dose of initial therapy.

%steolyﬁc Bone Lesiona of MumPle Myaloma

Injectionin paﬁemwith omolyﬁc bomlodomofmul—
myeloma is 90 mg administered as a 4-hour infusion
given on a monthly basis.

.l M AMERICAN
PHARMACEUTICAL
PARINERS, INC,

Los Angeles, CA 90024

45885
issued: August 2000
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CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

75-773

CHEMISTRY REVIEW(S)



CHEMISTRY REVIEW NO. 1

ANDA # 75-773

NAME AND ADDRESS OF APPLICANT

American Pharmaceutical Partners, Inc.
2045 North Cornell Ave.
) Melrose Park, IL 60160

LEGAL BASIS FOR .SUBMISSION

The firm certifies that the U.S. Patent 4711880 held by
Novartis Pharmaceuticals Corporation will not be infringe by
the manufacture, use or sale of Pamidronate Disodium for
injection. This patent will expire July 29, 2005.

The firm certifies that the exclusivity period expired on
July 16, 1999.

SUPPLEMENT (s) 6. PROPRIETARY NAME

Original 12/29/99 N/A

NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:"
Pamidronate Disodium N/A

AMENDMENTS AND OTHER DATES:

PHARMACOLOGICAL CATEGORY

Hypercaicemia of malignancy
Rx or OTC
Rx

RELATED IND/NDA/DMF (s)
DOSAGE FORM 14. POTENCY

Injectable (lyophilized) 30 mg/vial in 10 mL vial
90 mg/vial in 10 mL vial

CHEMICAL NAME AND STRUCTURE

Pamidronate Disodium. Phosphonic acid, (3-amino-1-
hydroxypropylidene)bis-, disodium salt. CsHgNNa,O;Pp. -
109552-15-0. Suppressant.



ONa’
HoN O=l-!’— OH
OH
O=P—OH
6Na’
16. RECORDS AND REPORTS

17. COMMENTS

P

e

e

18. CONCLUSIONS AND RECOMMENDATIONS

The application is not approvable.

19. REVIEWER: DATE COMPLETED:
Nashed E. Nashed, Ph.D. 6/12/00

Supervisor: Paul Schwartz, Ph.D. 7/11/00

V:\FIRMSAM\AMERICAN\LTRS&REV\75-773.1.doc
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10.

11.

12.

13.

CHEMISTRY REVIEW NO. 2

ANDA # 75-773

NAME AND ADDRESS OF APPLICANT

American Pharmaceutical Partners, Inc.
2045 North Cornell Ave.
Melrose Park, IL 60160

LEGAL BASIS FOR SUBMISSION

The firm certifies that the U.S. Patent 4711880 held by
Novartis Pharmaceuticals Corporation will not be infringe by
the manufacture, use or sale of Pamidronate Disodium for
injection. This patent will expire July 29, 2005.

The firm certifies that the exclusivity period expired on
July 16, 1999.

SUPPLEMENT (s) 6. PROPRIETARY NAME

Original 12/29/99 N/A

NONPROPRIETARY NAME 8. SUPPLEMENT (g) PROVIDE (s) FOR:
Pamidronate Disodium N/A

AMENDMENTS AND OTHER DATES:

Amendment 3/13/01

Amendment 6/18/01

Amendment 7/27/01 (typographical error corrections in the
finished product and stability specs and in the test methods
in the 3/13/01 major amendment)

PHARMACOLOGICAL CATEGORY

Hypercalcemia of malignancy
Rx or OTC
Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM 14. POTENCY

Injectable (lyophilized) 30 mg/vial in 10 mL vial
90 mg/vial in 10 mL vial



15.

CHEMICAL NAME AND STRUCTURE

Pamidronate Disodium. Phosphonic acid, (3-amino-1-
hydroxypropylidene)bis-, disodium salt. C3H¢NNa,04P,. ~—
109552-15-0. Suppressant. :

Cl)'Na+
HoN O=P—OH
OH
o= IID— OH
ONa*
16. RECORDS AND REPORTS
17. COMMENTS
The microbiology portion of the application is satisfactory
8/7/00.
18. CONCLUSIONS AND RECOMMENDATIONS
The application is approvable - pending acceptable
method validation.
19. REVIEWER: DATE COMPLETED :
Nashed E. Nashed, Ph.D. 7/27/01
Acting Team Leader: Gil Kang, Ph.D. 7/27/01 revised 8/20/01
cc: ANDA 75-773
Dup
Division File
Endorsements:

HFD-620/N. Nashed/
HFD-620/Gil Kang, Ph.D. Acting TL/
HFD-620/S.Ho, PM/

V:\FIRMSAM\APP\LTRS&REV\75-773.2.DOC
F/T by: DJ 8/22/01
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11.

12.

13.

CHEMISTRY REVIEW NO. 3

ANDA # 75-773

NAME AND ADDRESS OF APPLICANT

American Pharmaceutical Partners, Inc.
2045 North Cornell Ave.
Melrose Park, IL 60160

LEGAL BASIS FOR SUBMISSION

The firm certifies that the U.S. Patent 4711880 held by
Novartis Pharmaceuticals Corporation will not be infringe by
the manufacture, use or sale of Pamidronate Disodium for
injection. This patent will expire July 29, 2005.

The firm certifies that the exclusivity period expired on
July 16, 1999.

SUPPLEMENT (s) 6. PROPRIETARY NAME

Original 12/29/99 N/A

NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:
Pamidronate Disodium N/A

AMENDMENTS AND OTHER DATES:

Amendment 3/13/01

Amendment 6/18/01

Amendment 7/27/01 (typographical error corrections in the
finished product and stability specs and in the test methods
in the 3/13/01 major amendment)
New Correspondence - 11/8/01
New Correspondence - 11/21/01
Minor Amendment 1/25/02 (request final approval)
New Correspondence 4/1/02 (MV commitment)

PHARMACOLOGICAL CATEGORY

Hypercalcemia of malignancy
Rx or OTC
Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM 14. POTENCY




Injectable (lyophilized) 30 mg/vial in 10 mL vial
90 mg/vial in 10 mL vial

15. CHEMICAL NAME AND STRUCTURE
Pamidronate Disodium. Phosphonic acid, (3-amino-1-
hydroxypropylidene)bis-, disodium salt. C3zHgNNa,09P;. —m
109552-15-0. Suppressant.
?Nf
HN— O=P—OH
OH
O=P—OH
ONa*
16. RECORDS AND REPORTS
17. COMMENTS
The microbiology portion of the application is satisfactory
8/7/00.
8/24/01 - TA
The firm indicated that no updated information to submit for
the application (1/25/02 Minor amendment - requests final
approval) .
18. CONCLUSIONS AND RECOMMENDATIONS
The application is approvable - Final approval pending
method validation.
19. REVIEWER: ‘ DATE COMPLETED:
f% 2o
Nashed E. Nashed, Ph.D. 2/20/02
Supervisor: James M. Fan 3/3/02
cc: ANDA 75-773 I€5i‘" :
Dup ‘4]23&91,
Division File
Field Copy
1 f
Endorsements: I:DI -
HFD-627/NNashed/4/19/( " «(( 2202

HFD-627/JFan/

e |- fir

v:\FIRMSAM\APP\LTRslﬁEV\75—773.3.Doc
F/T by: DJ 4/4/02
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CENTER FOR DRUG EVALUATION
| AND RESEARCH

APPLICATION NUMBER:
75-773

MICROBIOLOGY REVIEW



L

ccC:

OFFICE OF GENERIC DRUGS, HFD-620
Microbiology Review #1
July 31, 2000
1. ANDA 75-773

APPLICANT: American Pharmaceutical Partners, Inc.

2. PRODUCT NAME: Pamidronate Disodium for Injection

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 30 mg in 10 mL
vial and 90 mg in 10 mL vial as Lyophilized powder for
Intravenous infusion. :

4. METHOD (S) OF STERILIZATION:

P

5. PHARMACOLOGICAL CATEGORY: Hypercalcimia of malignancy

1. DATE OF INITIAL SUBMISSION: December 29, 1999
Subject of this Review (Received December 30, 1999)

2. DATE OF AMENDMENT: None
3. RELATED DOCUMENTS: None
4. ASSIGNED FOR REVIEW: July 26, 2000

REMARKS: The subject drug product is manufactured by
American Pharmaceutical Partners, Inc. at its manufacturing
facility located in Melrose Park, IL. The subject drug 4is

“ in 10-mL glass vials followed by

[Se— " ns,

CONCLUSIONS: The submission is recommended for approval on

the basis of sterility assurance. Specific comments are
provided in "E. Review Notes".

»

W&

.

Nrapendra Nath, Ph. D.

i 9
. Ql%\%\o

Original ANDA

Duplicate ANDA

Division Copy

Field Copy

Drafted by N. Nath, HFD 600; V:\microrev\75773.doc
Initialed by A. High
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ANDA-75-773 Microbioclogy Review #1

commercial lots of the subject drug product and
one lot yearly there after (volume 1.3, page
1010).

e. Reprocessing Statement: The applicant stated that
it will not reprocess the commercial Pamidronate
Disodium for Injection (volume 1.1, page 216).

Acceptable

APPEARS THis
ON ORIGINAL

Page 11



CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

75-773

BIOEQUIVALENCE REVIEW



BIOEQUIVALENCY COMMENTS

ANDA:75-773 APPLICANT: American Pharmaceutical
Partners, Inc.

DRUG PRODUCT: Pamidronate disodium for injection, 30 mg/vial
: : and 90 mg/vial

The Division of Bioequivalence has completed its review and has
no further questions at this time.

Please note that the bioequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon
consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory
issues. Please be advised that these reviews may result in the
need for additional bioequivalency information and/or studies,
or may result in a conclusion that the proposed formulation is
not approvable.

Sincerely yours,
/)ﬂ (:(!7

Dale Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research

pPTARS THIS WAY
T DRIGINAL

%



CC: ANDA #75-773
ANDA DUPLICATE

DIVISION FILE

FIELD COPY

DRUG File

HFD-652/ J. Chaney EQJ .,A/
HFD-652/ Y. Huang ' | ,w/;
HFD-617/ J. Fan ’ ‘%/ Joo
HFD-650/ D. Connefl‘%! 3743 00

V:\FIRMSAM\AMERICAN\LTRS&REV\75773dw.d99

BIOEQUIVALENCY - ACCEPTABLE

Waiver (WAI) qc Strength:
Outcome:
NOTE: .
AC - Acceptable UN -
NC - No Action IC -

Outcome Decision: Acceptable

WINBIO COMMENTS:

Submission date:

frt]

30 mg/vial and 90
mg/vial

~AC

Unacceptable
Incomplete

The waivers on the firm's pamidronate disodium for
injection, 30 mg/vial and 90 mg/vial may be granted.

.. ARS THIS WAY
4 ORIGINAL

December 29,

1999



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #75-773 SPONSOR : American Pharmaceutical Partners,
DRUG AND DOSAGE FORM: Pamidronate disodium for injection
STRENGTH(S) : 30 mg/vial and 90 mg/vial

TYPES OF STUDIES: Waiver request
CLINICAL STUDY SITE: Not applicable

ANALYTICAL SITE: Not applicable

Inc

STUDY SUMMARY: Waiver request granted

DISSOLUTION: Not applicable

DSI INSPECTION STATUS

Inspection needed: Inspection status: Inspection results:
NO
First Generic Inspection requested:

(date)

New facility
Inspection completed:

For cause (date)
Other
PRIMARY REVIEWER James Chaney BRANCH:A/I //
INITIAL: \C:, DATE: z/2f/e0
. — 7 7
U - L ‘-,’ "
TEAM LEADER: ,Yih-("h:n'%\l ~~~~~~~~~ CH:
INITIAL: DATE : 4/*4/25770
[ RN /
~ NJ -

DIRECTOR, DIVISION \OF BIOEQUIVALENCE: DALE P. CONNER, Pharm. D.

INITIAL: \c}’ DATE : 3/%/00




&

Pamidronate Disodium for Injection American Pharmaceutical

30 mg/vial Partners, Inc.

90 mg/vial Melrose Park, Illinois
ANDA #75-773 Submission Date:
Reviewer: James E. Chaney December 29, 1999

V:\FIRMSAM\AMERICAN\LTRS&REV\75773dw.d99
REVIEW OF WAIVER REQUESTS
I. Background

1. The firm has requested waivers of in vivo bioequivalence
study requirements for its proposed pamidronate disodium
for injection, 30 mg/vial and 90 mg/vial. The reference
listed product is Novartis Pharmaceuticals Corporation's
Aredia® (pamidronate disodium for injection), 30 mg/vial and
90 mg/vial. Each strength of the reference listed drugs and
the proposed products is a lyophilized powder to be
reconstituted with 10 ml of sterile water for injection
resulting in 30 or 90 mg of pamidronate disodium per 10 mL
of solution. Pamidronate disodium for injection is
indicated for the treatment of moderate or severe
hypercalcemia associated with malignancy, the treatment of
patients with moderate to severe Paget’s disease of bone,
and treatment of patients with osteolytic bone lesions of
multiple myeloma.

2. Formulations:

Table 1. Formulations of the test and reference products. Values
are mg/vial.

Test Reference Test Reference

Ingredient 30 mg 30 mg - 80. mg © 90 mg

Strength Strength Strength Strength
Pamidronate 30 mg 30 mg 90 mg 90 mg
Disodium
Mannitol 470 mg 470 mg 375 mg 375 mg
Phosphoric pH pH pH PH
Acid adjustment adjustment adjustment | adjustment

The generic firm converted _

S - o - Ry . s ‘m.iv S 7 g oy A e, 1 SN w
e emeeoreeemo . In each case the pH was
adjusted with phosphoric acid as required.

-



3. The test products, pamidronate disodium for injection, 30
mg/vial and 90 mg/vial, contain the same active and inactive
ingredients in the same amounts as the reference products,
Aredia® (pamidronate disodium for injection), 30 mg/vial and
90 mg/vial.

4. The test and the reference listed products are both
administered intravenously.

IT. Comments

1. A waiver is granted under 21 CFR 320.22 (b) (1), in that the
- drug products are parenteral solutions (upon reconstitution)
intended solely for administration by injection and they
contain the same acgive and inactive ingredients in the same
concentrations as a drug product that is the subject of an
approved full NDA.

2. In the Components and Composition section (Section VIT) the

e

!
i
¢
i
fi
i

“r -= - ~-
T T —

st o e P TSR S R . A Y A AN e o A

- Y

III. Recommendation ‘ . :
The Division of Bioequivalence agrees that the information
submitted by American Pharmaceutical Partners, Inc. on its drug
product, pamidronate disodium for injection, 30 mg/vial and 90
mg/vial, falls under 21 CFR section 320.22 (b) (1) of the
Bioavailability/Biocequivalence Regulations. The waiver of in
vivo bioequivalence study requirements for the drug is granted.
The Division of Bioequivalence deems the test product,
pamidronate disodium for injection, 30 mg/vial and 90 mg/vial,
bioequivalent to the reference product, Novartis Pharmaceuticals
Corporation's Aredia® (pamidronate disodium for injection), 30
mg/vial and 90 mg/vial.



— qui,/

Jame€s E. Chaney, Ph.D.
Division of Bioequivalence
Review Branch I

RD INITIALED YCHuang /g’/ \ 3/24 / Y0 d

FT INITIALED YCHuang “/
5

——

Concur l%/ ~__ Date 3/3//0@

Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence

JEC/022400

V:\FIRMSAM\AMERICAN\LTRS&REV\75773dw.d99

Pamidronate Disodium for Injection, 30 mg/vial and 90 mg/vial,
American Pharmaceutical Partners, Inc.

APPEARS THIS AY
ON ORIGINAL
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FINAL APPROVAL PACKAGE SUMMARY FOR 75-773

ANDA: 75-773

FIRM: American pharmaceutical partners, Inc.
DRUG: Pamidronate Disodium

DOSAGE: Injectable (lyophilized)

STRENGTH: 30 mg/vial in 10 mL vial
90 mg/vial in 10 mL vial

CGMP STATEMENT/EIR UPDATE STATUS: EER is acceptable 9/27/01
BIO STUDY/BIOEQUIVALENCE: Bio waiver was granted 3/3/00
METHOD VALIDATION: Pending (MV package was re-submitted on 4/18/02)

STABILITY: The firm has provided satisfactory 3 months accelerated
stability data at 40 C/75%RH and 18 months room temperature
stability data at 25 C/60%RH for both batches. The stability
samples were stored upright and inverted.

LABELING REVIEW STATUS: Labeling is satisfactory 5/31/01

SERILIZATIN VALIDATION: The microbiology portion of the application is
. satisfactory 8/7/00.

BATCH SIZES: The firm has provided blank master batch record for intended
production of Also submitted copies of the executed
batch records lot R199-010 ~ for 30mg and lot R199-011
<~ for 90 mg. The firm will be using same drug substance
manufacture, same process, and same equipment.

COMMENTS: The Application is approvable - Final approvable pending
method validation
Va7 B
o %,J Hz2le?
REVIEWER: Nashed E. shed, Ph.D. DATE: 2/20/02; 4/5/02

e

<. .
SUPERVISOR: James M. E;/i‘%‘ll‘(’/z /6 DATE: 3/3/02; 4/7/02
2oL



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910 0338

Expiration Date: March 31, 2003
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
American Pharmaceutial Partners, Inc. 01/25/02
TELEPHONE Nb. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
(708) 343-6100 (708) 343-4269
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE

2045 North Cornell Avenue
Melrose Park, IL 60160

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if previously issued) 75-773

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) Pamidronate | PROPRIETARY NAME (trade name) IF ANY
Disodium for Injection

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) Phosphonic acid (3-amino-1- CODE NAME (If any) 730610, 730710
hydroxypropylidene) bis-, disodium sait :

DOSAGE FORM: Injectable STRENGTHS: 30 mg/vial in 10 mbL vial, 90 ROUTE OF ADMINISTRATION: 1V use
(lyophillized) mg/vial in 10 mL vial

(PROPOSED) INDICATION(S) FOR USE: Hypercalcemia of malignancy, Paget's disease and osteolytic bone metasases of breast cancer and
osteolytic lesions of multiple myeloma

APPLICATION INFORMATION

APPLICATION TYPE
(check one) ONEW DRUG APPLICATION (21 CFR 314.50) @ ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

[ BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 0 505 (b)(1) 0O 505 (b)2)

IF AN ANDA, or 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Aredia (Pamidronate Disodium for Injecton) Holder of Approved Application Novartis

TYPE OF SUBMISSION (check one) {0 ORIGINAL APPLICATION I AMENDMENT TO A PENDING APPLICATION [J RESUBMISSION
[0 PRESUBMISSION [0 ANNUAL REPORT [0 ESTABLISHMENT DESCRIPTION SUPPLEMENT [0 EFFICACY SUPPLEMENT
[ LABELING SUPPLEMENT [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 0 OTHER

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION,

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY 0O CBE O CBE-30 0 Prior Approval (PA)

REASON FOR SUBMISSION Minor Amendment-Final Approval Requested

PROPOSED MARKETING STATUS (check one) B PRESCRIPTION PRODUCT (Rx) 00 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS - ‘B PAPER [0 PAPER AND ELECTRONIC 00 _ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,

address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g., Final dosage form, Stability/testing)
conducted at the site. Please indicate whether the site is readv for inspection or. if not. when it will be readyv.

Drug substance

Contact person: ST
Drug Product: APP, Melrose Park, contact person: Rajesh Kapoor, VP QA/QC Telephone: _706-486-2121
. 6\;\;,\\‘_\\ run, Jo
Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s,1’D15%‘,'BMFs, and DMk's;ﬁ?.’s{enced in the current application)
Type Il DMF # =m0 ( T vy \‘
Type HI DMF # U
Type !ll DMF # JAN 2 8 2600 §‘>
Type I DMF # 7 o™ s - it
FORM FDA 35 - e A TEE
6h (4/00) f/(;; (_J*



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-773 Date of Submission: December 29, 1999
Applicant's Name: American Pharmaceutical Partners
Established Name: Pamidronate Disodium for Injection, 30 mg/vial and 90 mg/vial
Labeling Deficiencies:
1. CONTAINER (30 mg and 90 mg)
a. Revise” , : -
Reconstitution differs for each indication.”.
b. Relocate “Sterile, lyophilized” to appear on the principle display panel.
c. Revise”’ .. 'to read “Vial stoppers do not contain natural rubber latex.”.
2. CARTON (1 x90 mg)
a. See comment (b) under CONTAINER.
. REVISE ' s oo ppttonist SR 2T s iy S e e " to read “Important’
Reconstitution differs for each indication.”.
c. Revise' ———""—"—~ toread “\ial stoppers do not contain natural rubber latex.”.
3. SHELF PACK (4 x 30 mg only)- See comments under CONTAINER.
4. INSERT
a. CLINICAL PHARMACOLOGY (Hypercalcemia of Malignancy-Clinical Trials) — Revise the first
sentence in paragraph four to read as follows:

e toread “Important’

...or 7.5 mg/kg of etidronate disodium as a 2-hour intravenous infusion daily for 3 days.
In addition, replace “——Wwith “etidronate disodium” throughout the text as necessary.

b. CLINICAL PHARMACOLOGY (Osteolytic Bone Metastases of Breast Cancer and Osteolytic Lesions
of Multiple Myeloma-Clinical trials)
i, First Table- Revise —to read “PD” in the fourth row of this section.
i. Second Table- Revise the table heading to read as follows:

Mean Change (») from Baseline at Last Measurement
You inadvertently left out the “s” symbol.

c. HOW SUPPLIED — Revise “ ___" to read “Vial stoppers do not contain
najural rubber latex.”.

Please revise your labels and labeling, as instructed above, and submit 12 copies of final printed labels and
labeling. '

Prior to approval, it may be necessary to further revise your labeling subsequent to approved changes for
the reference listed drug. We suggest that you routinely monitor the foliowing website for any approved
changes- http:/lwww.fda.govloderlogd/rldllabeling_review_branch.html -

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide
a side-by-side comparison of your proposed labeling with your last submission with all differences
annotated and explained. < - . A

Office of Generic Drugs
Center for Drug Evaluation and Research
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April 1, 2002

Gary Buehler, Director

Office of Generic Drugs

Metro Park North II, HFD-600, Room 150

Center for Drug Evaluation and Research N C
Food and Drug Administration CORRESP
7500 Standish Place NEW

Rockville, MD 20855-2773

Re: ANDA #: 75-773
Pamidronate Disodium for Injection
30 mg/vial in 10 mL vial (Code 730610)
90 mg/vial in 10 mL vial (Code 730710)
Manufacturing Site: Melrose Park, IL

CORRESPONDENCE CONCERNING
METHOD VALIDATIONS

Dear Mr. Buehler:
American Pharmaceutical Partners, Inc. (APP) hereby commits to resolve any issues

identified by the FDA Detroit District Laboratory which may result from the review of

APP’s method validation studies on Pamidronate Disodium Injection in conjunction with
ANDAT75-773.

If you have any questions or require additional information concerning this
correspondence, please coritact the undersigned at (708) 486-2071.

Sincerely,

Tl

Dale Carlson
Associate Director, Regulatory Affairs

RECEIVED

APR 0 3 2002
maiN TeLepHONE (708 SIS DER

2045 NORTH CORNELL AVENUE TELEFAX (708) 486-2095
MELROSE PARK, IL 60160-1002 www.appdrugs.com
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January 25, 2002 S é/ ,Q;Y
Gary Buehler, Director N \@D )
Office of Generic Drugs N

 Metro Park North I, HFD-600, Room 150
Center for Drug Evaluation and Research
Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

Re: ANDA 75-773
Pamidronate Disodium for Injection
30 mg/vial in 10 mL vial (Code 730610)
90 mg/vial in 10 mL vial (Code 730710)
Manufacturing Site: Melrose Park, IL

MINOR AMENDMENT TO AN ORIGINAL ANDA
FINAL APPROVAL REQUESTED

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application (ANDA 75-773) for
Pamidronate Disodium for Injection submitted on December 29, 1999. Reference 18 also
made to the August 24, 2001 tentative approval letter received for this ANDA.

Further reference is made to our November 8, 2001 correspondence notifyving the Agency
of a Consent Order entered by the U.S. District Court for the Northern District of Tlinois.
This Consent Order constituted a judgment of non-infringement and found that the
Pamidronate Disodium for Injection lyophilized drug product described mn our ANDA
75-773 does not infringe U.S. Patent # 4,711,880 held by Novartis Corporation.
Additionally, reference is made to our November 21, 2001 letter, in which APP notified
the Agency of a Minute Order entered by the U.S. District Court for the Northern District
of Illinois dismissing all claims and terminating the case on November 6, 2001. This
Minute Order of November 6, 2001 activated the 180-day generic drug market
exclusivity period for Bedford Laboratories. The 180-day exclusivity period will expire
on May 5, 2002, and thus, APP expects to get the final approval for ANDA 75-773 on

that date.
L e bk Fil 3 N
.}-~:%f}‘ﬁw “‘%‘
i

P

M 2 822

MAIN TELEPHONE (708) 343-6100

2045 NORTH CORNELL AVENUE TELEFAX (708) 486-2095 y ~

MELROSE PARK, IL 60160-1002 www.appdrugs.com



ANDA 75-773

Minor Amendment-Final Approval Requested
January 25, 2002

Page 2

As described in the tentative approval letter, American Pharmaceutical Partners, Inc.,
hereby submits this minor amendment to inform the Agency that APP has no updated
information to submit for ANDA 75-773.

Furthermore, in compliance with 21 CFR 314.96(b), a true and complete copy (the Field
Copy) of this minor amendment is being provided to the Acting Director, FDA Chicago
District Office.

If you have any questions or require additional information concerning this amendment,
please contact the undersigned at (708) 486-2137 or Dale Carlson, Associate Director,
Regulatory Affairs at (708) 486-2071.

Sincerely,

da L p
Ffinon Y

Krisztina Nemenyi, Ph.D.

Senior Regulatory Scientist :

A PEARS THIS WAY
ON ORIGINAL
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November 21, 2001

. / - s
) 0 .
Gary Buehler, Director % (@ wm " :
o ’\7’l i

Office of Generic Drugs

Metro Park North 1I, HFD-600, Room 150 N C/
Center for Drug Evaluation and Research

Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

Re: ANDA 75-773
Pamidronate Disodium for Injection
30 mg/vial in 10 mL vial (Code 730610)
90 mg/vial in 10 mL vial (Code 730710)
Manufacturing Site: Melrose Park, IL

. GENERAL CORRESPONDENCE
Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application (ANDA 75-773) for Pamidronate
Disodium for Injection submitted on December 29, 1999. Reference is aiso made to the August 24,
2001tentative approval letter received for this ANDA. Turther reference is made to our November 8,
2001 correspondence notifying the Agency of a Consent Order entered by the U.S. District Court for
the Northern District of Illinois. This Consent Order constituted a judgment of non-infringement and
found that the Pamidronate Disodium for Injection lyophilized drug product described in our ANDA
75-773 does not infringe U.S. Patent # 4,711,880 held by Novartis Corporation.

American Pharmaceutical Partners, Inc. (APP) is submitting this correspondence to notify the Agency
of a Minute Order entered by the U.S. District Court for the Northern District of Illinois dismissing
all claims and terminating the case on November 6, 2001. This Minute Order of November 6, 2001
activates the 180-day generic drug market exclusivity period for Bedford Laboratories. The 180-day
exclusivity period will expire on May 5, 2002, and thus, APP expects to get the final approval for
ANDA 75-773 on that date. ~ T '

Should you have any questions or require additional information concerning this submission, please
contact the undersigned at (708) 486-2117 or Dale Carlson, Associate Director, Regulatory Affairs, at
(708) 486-2071.

Sincerely, “\@‘ rus U@'& X ‘
’ h" PR
iy NOV 2 6 2001 |
Lincy Michael Guw &
Senior Regulatory Scientist Z c&%

Cc: Donald Hare 7‘ /§

MAIN TELEPHONE (708) 343-6100
2045 NORTH CORNELL AVENUE TELEFAX (708) 486-2095
MELROSE PARK, IL 60160-1002 www.appdrugs.com
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November 8, 2001

Gary Buehler, Director

Office of Generic Drugs

Metro Park North II, HFD-600, Room 150
Center for Drug Evaluation and Research
Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

Re: ANDA 75-773
Pamidronate Disodium for Injection
30 mg/vial in 10 mL vial (Code 730610)
90 mg/vial in 10 mL vial (Code 730710)
Manufacturing Site: Melrose Park, IL

GENERAL CORRESPONDENCE

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application (ANDA 75-773) for Pamidronate
Disodium for Injection submitted on December 29, 1999. Further reference is made to the August 24,
2001tentative approval letter received for this ANDA.

American Pharmaceutical Partners, Inc. (APP) is submitting this correspondence to notify the Agency
of a Consent Order entered by the U.S. District Court for the Northern District of Illinois on
November 6, 2001. This Consent Order constitutes a judgment of non-infringement and finds that the
Pamidronate Disodium for Injection lyophilized drug product described in APP’s ANDA 75-773 does
not infringe U.S. Patent # 4,711,880 held by Novartis Corporation. A copy of this Consent Order is
provided as an attachment to this submission.

Further more, it was stated in the August 24, 2001 tentative approval letter that Bedford Laboratories
1s deerhed eligible for 180-days of generic drug market exclusivity for Pamidronate Disodium for
Injection lyophilized drug product. Given the entry of this Order, which is a judgement of non-
infringement, APP would like to bring to the Agency’s attention that the 180- days of generic drug
market exclusivity given to Bedford Laboratories started on November 6, 2001.

Should you have any questions or require additional information concerning this submission, please
contact the undersigned at (708) 486-2117 or Dale Carlson, Associate D1rector Regulatory Affairs, at
(708) 486-2071. ‘

i WV\QM&Q

Lincy Michael
Senior Regulatory Scientist

Cc: Donald Hare

MAIN TELEPHONE (708) 343-6100
2045 NORTH CORNELL AVENUE TELEFAX (708) 486-2095
MELROSE PARK, IL 60160-1002 www.appdrugs.com
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Gary Buehler, Acting Director

Office of Generic Drugs

Metro Park North II, HFD-600, Room 150 ARCH lV AL
Center for Drug Evaluation and Research

Food and Drug Administration

7500 Standish Place ORIG AMENDMENT
Rockville, MD 20855-2773 N / A ¢

June 18, 2001

Re: ANDA #: 75-773
Pamidronate Disodium for Injection
30 mg/vial in 10 mL vial (Code 730610)
90 mg/vial in 10 mL vial (Code 730710)
Manufacturing Site: Melrose Park, IL

AMENDMENT TO THE ORIGINAL APPLICATION
Dear Mr. Buehler:
Reference is made to our December 29, 1999 submission of an original Abbreviated New Drug
Application (ANDA) for Pamidronate Disodium for Injection, ANDA # 75-773. Reference is also
made to the major amendment submitted March 14, 2001. American Pharmaceutical Partners, Inc.

is amending this application to revise existing information.

Included in this submission are revised analytical method summaries, specifications for
pamidronic acid active pharmaceutical ingredient, and finished product stability summaries.

The revised analytical method summaries with the changes specified are included in the
following attachments:

" B

/'
|
g _

JUN 1 9 2001 |
> .
@ OuV é;-" e
'7(6/ é)" MAIN TELEPHONE (708) 343-6100
2045 NORTH CORNELL AVENUE RN ﬁ”ON Aﬂﬂ}q‘ - TELEFAX (708) 547-4429

MELROSE PARK, L 60160-1002 www.appdrugs.com
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In compliance with 21 CFR 314.94(d)(5), a true and complete copy (the Field Copy) of this
amendment is being provided to Mr. Raymond V. Mlecko, District Director, Chicago
District, Food and Drug Administration, 300 S. Riverside Plaza, Suite 550 South, Chicago,
Illinois 60606.

Should you have any questions or require additional information concerning this amendment,
please contact the undersigned at (708) 547-3617 or Dale Carlson, Associate Director,
Regulatory Affairs at (708) 547-2373.

Sincerely,

Lincy Michael
Sr. Regulatory Scientist

-ARS THIS WAY
M ORIGINAL
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March 13, 2001

Office of Generic Drugs Wod DT ALESHTA
AN & SHE
NS ;J 5‘ Y h.r 11

Gary Buehler, Acting Director /J /]7&
s

Metro Park North II, HFD-600, Room 150
Center for Drug Evaluation and Research l;»(/
Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

Re:  ANDA #: 75-773
Pamidronate Disodium for Injection
30 mg/vial in 10 mL vial (Code 730610)
90 mg/vial in 10 mL vial (Code 730710)
Manufacturing Site: Melrose Park, IL

MAJOR AMENDMENT
FOR
C HE’VI[STRY LABELING AND BIOEQUIVALENCE DEFICIENCIES

Dear Mr. Buehler:

Reference is made to our December 29, 1999 submission of an original Abbreviated New
Drug Application (ANDA) for Pamidronate Disodium for Injection, ANDA # 75-773.
Reference is made to the attached July 31, 2000 Major Deficiency to this application.
Reference is also made to an August 8, 2000 telephone conference between M. Clark, D.
Szymanski, D. Humprey, L. Michael, P. Torralba of APP and Dr. Nashed, Dr. Schwarz,
E. Hue of FDA in which APP sought clarification of the comments #1, #2, and #4.

American Pharmaceutical Partners, Inc. (APP) is submitting this amendment in response
to each of the comments made in your communication dated July 31, 2000. For ease of
review, each of the reviewer’s observation is provided in bold, followed by APP’s
response. Final Printed Labeling (FPL) is also included in this response.

APP is also submitting the available (12-month) long-term stability data to support the
subject ANDA. A copy of the Stability ary is provided in Attachment 2 of this
amendment.

MAIN TELEPHONE ({708} 343-6100
TELEFAX (708) 547-4429
www.appdrugs.com

2045 NORTH CORNELL AVENUE
MELROSE PARK, IL 60160-1002



March 14, 2001
Page 2

APP has made some editorial changes to the blank batch record (step 3 of M-2, page 2 of
3) for both product codes provided in our original ANDA, pages 001 00230-001 00231,
and 001 00310-000311, respectively. A copy of the revised pages is enclosed in
Attachment 8.

In addition, a test for * ~———— has been added to the finished product specification to
monitor the structure of the active ingredient in Pamidronate Disodium for Injection. The
cGMP Certification Letter from the outside testing laboratory that conducts the test is
provided in Attachment 3. Furthermore, the “Other Requirements” test has been added
to the drug product release specification to comply with current USP requirements for
injections under General Chapter <1>. A copy of the revised regulatory and stability
specification for the finished product is included in Attachment 4.

Additionally, in compliance with 21 CFR 314.94(d)(5), a true and complete copy (the
Field Copy) of this amendment is being provided to Mr. Raymond V. Mlecko, District
Director, Chicago District, Food and Drug Administration, 300 S. Riverside Plaza, Suite
550 South, Chicago, Illinois 60606.

Should you have any questions or require additional information concerning this
amendment, please contact the undersigned at (708) 547-3617 or Dale Carlson, Associate
Director, Regulatory Affairs at (708) 547-3373.

Sincerely, Mw

Lincy Michael
Sr. Regulatory Scientist
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750 177H STREET, N. W.

SUITE 1100 NEWMESE}

WASHINGTON, D.C.20006
(202) 778-2300 NT

May 5, 2000

Hand-Delivered

Mr. Gary Buehler

Acting Director

Office of Generic Drugs, HFD-600
Center for Drug Evaluation and Research
Food and Drug Administration

7500 Standish Place, Suite 286-N
Rockville, Maryland 20855

Re:  Novartis Corporation v. American Pharmaceutical Partners, Inc., N.D. Il Civil
Action No. 00C-2313
American Pharmaceutical Partners, Inc. ANDA No. 75-773

Dear Mr. Buehler:

On behalf of Novartis Corporation, the purpose of this letter is to inform the
Office of Generic Drugs that Novartis Corporation, on April 14, 2000, filed a patent infringement
lawsuit against American Pharmaceutical Partners, Inc. ("APP"), in the U.S. District Court for
the Northern District of Illinois, Novartis Corporation v. American Pharmaceutical Partners, Inc.,
N.D. Ill., Civil Action No. 00C-2313, in response to APP’s Notice of Paragraph IV Patent
Certification, dated February 28, 2000, covering APP’s 505(j) application, ANDA No. 75-773,
submitted December 29, 1999, which the notice states is for "pamidronate disodium for injection
(30 mg in 10 mL vials and 90 mg in 10 mL vials)."

Enclosed for the Office’s reference is a copy of the Complaint as filed in the

above-referenced action.




FoxKISER

Mr. Gary Buehler
May S, 2000
Page 2

Please feel free to contact me, on (202) 778-2354, if you have any questions or
require additional information in connection with this matter.

spectfully Submitted,
w g
hn M. Engel

Enclosure
cc: Document and Records Section (via First Class Mail)
12229 Wilkins Avenue

Rockville, Maryland 20852

APPEARS THIS WAY
ON ORIGINAL
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March 23, 2000

ARCHIVAL

Gary Buehler, Acting Director

Office of Generic Drugs
Metro Park North II, HFD-600, Room 150 Qebum  rece .06 duk
Center for Drug Evaluation and Research e
Food and Drug Administration /
7500 Standish Place MEW CORResp (erP
Rockville, MD 20855-2773 o

/lé_/ B wnlet

Re: ANDA 75-773
Pamidronate Disodium for Injection
30 mg/vial in 10 mL vial (Code 730610)
90 mg/vial in 10 mL vial (Code 730710)
Manufacturing Site: Melrose Park, IL

PATENT AMENDMENT

Dear Mr. Buehler:;

Reference is made to our Abbreviated New Drug Application (ANDA) for Pamidronate
Disodium for Injection submitted December 29, 1999 in accordance with Section 505(j)
of the Federal Food, Drug and Cosmetic Act (21 U.S.C. 355). Reference is also made to
the FDA Acceptance for Filing Letter dated February 18, 2000.

As described in the FDA letter, and in accordance with 21 CFR 314.95(b) American
Pharmaceutical Partners, Inc. (APP) is submitting this Patent Amendment to ANDA 75-
773. American Pharmaceutical Partners, Inc. hereby certifies that in accordance with 21
CFR 314.95(a) notice regarding the Paragraph IV certification has been given to Novartis
Corporation, the holder of U.S. Patent # 4,711,880, and to Novartis Pharmaceuticals
Corporation the holder of the approved New Drug Apphcatlon (NDA) for Pam1dronate
Disodium for Injection. -

Enclosed please find copies of the return receipt postcards documenting delivery of the
aforementioned Paragraph IV certification notice patentee and to the NDA holder (on
March 2, 2000).

Should you have any questions or require additional information concerning this

Director, Regulatory Affairs, at (708) 547-2381.

i

Lincy Michael
Senior Regulatory Scientist

MAIN TELEPHONE (708) 343-6100
2045 NORTH CORNELL AVENUE TELEFAX (708) 547-4429
MELROSE PARK, IL 60160-1002 www.appdrugs.com
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August 14, 2000

Gary Buehler, Acting Director

Office of Generic Drugs A/

Food and Drug Administration %Y* 2% TP
Center for Drug Evaluation and Research \ - \&
Metro Park North II HFD-600, Room 150 b o
7500 Standish Place %

.

Rockville, MD 20855-2773

Re: ANDA 75-773

Pamidronate Disodium for Injection

; 30 mg/vial in 10 mL vial (Code 730610)

& 90 mg/vial in 10 mL vial (Code 730710)

; Manufacturing Site: Melrose Park, IL

? INTENT TO FILE AN AMENDMENT

4

1; Dear Mr. Buehler: 3
: Reference is made to our Abbreviated New Drug Application (ANDA) for Pamidronate ' i
? Disodium for Injection. Reference is also made to the deficiency letter dated July 31, ‘
- 2000. In accordance with 21 CFR 314.120(a)(1), American Pharmaceutical Partners, Inc.

£ isinforming you of our intent to file an amendment in response to this deficiency letter.

i

: If you have any questions concerning this submission, please do not hesitate to contact

“' the undersigned at (708) 547-3617 or Nancy Bauer, Assocmte Director, Regulatory

g Affairs at (708) 547-2381.

i

;?7 Sincerely,

4 Lincy Michael

k Senior Regulatory Scientist

Q‘,

P

AU 1 8 2000
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ary Buehler, Acting Director RCH lVAL

ffice of Generic Drugs NEW CORRESP -

&Metro Park North II, HFD-600, Room 150 N

eCenter for Drug Evaluation and Research _

#Food and Drug Administration i

%7500 Standish Place C‘ ” £ P , {
ockville, MD 20855-2773 ) \‘\'Hq?‘t‘%l’

Re: ANDA 75-773 (4\'
Pamidronate Disodium for Injection O -

30 mg/vial in 10 mL vial (Code 730610) \, (&)
90 mg/vial in 10 mL vial (Code 730710) / ‘5 %
Manufacturing Site: Melrose Park, IL k/ S

PATENT AMENDMENT

ear Mr. Buehler:

eference is made to our Abbreviated New Drug Application (ANDA) for Pamidronate
isodium for Injection submitted December 29, 1999 in accordance with Section 505())
f the Federal Food, Drug and Cosmetic Act (21 U.S.C. 355). Reference is made to the
atent Amendment submitted March 23, 2000. Reference is also made to the May 4,
000 telephone conversation between L. Michael of APP and G. Davis of FDA.

% American Pharmaceutical Partners, Inc. (APP) is submitting this Patent Amendment to
otify the Agency of an action of patent infringement filed by Novartis Corporation, the

older of - U.S. Patent # 4,711,880, in the U.S. District Court for the Northern District of

llinois on April 14, 2000. As acknowledged in paragraph 7 (page 4) of the attached

omplaint, Novartis Corporation received APP’s notice regarding the Parzfgréph v
ertification on March 2, 2000.

Should you have any questions or require additional information concerning this
amendment, please contact the undersigned at (708) 547-3617 or Nancy Bauer, Associate
Director, Regulatory Affairs, at (708) 547-2381.

Lincy Michael
Senior Regulatory Scientist

KAY 10 2000

MAIN TELEPHONE (708) 343-6100

7045 NORTH CORNELL AVENUE TELEFAX (708} 547-4429
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March 23, 2000

Gary Buehler, Acting Director

Office of Generic Drugs
Metro Park North II, HFD-600, Room 150 Qobavn  receipt def
Center for Drug Evaluation and Research e
Food and Drug Administration /UH"‘(
7500 Standish Place m‘CORRESP (erpP
Rockville, MD 20855-2773 o

e B wnle.

Re: ANDA 75-773 Yy :
N\ g f ’
Pamidronate Disodium for Injection ?’/ CEN 14\ "

30 mg/vial in 10 mL vial (Code 730610) QV 19"{{1(
90 mg/vial in 10 mL vial (Code 730710)

Manufacturing Site: Melrose Park, IL 00y
PATENT AMENDMENT ~ / »{Izﬂfa
[
Dear Mr. Buehler: X TN
i1
Reference is made to our Abbreviated New Drug Application (ANDA) for Pamidronate  + ~ l

Disodium for Injection submitted December 29, 1999 in accordance with Section 505(3)
of the Federal Food, Drug and Cosmetic Act (21 U.S.C. 355). Reference is also made to
the FDA Acceptance for Filing Letter dated February 18, 2000.

As described in the FDA letter, and in accordance with 21 CFR 3 14.95(b) American
Pharmaceutical Partners, Inc. (APP) is submitting this Patent Amendment to ANDA 75-
773. American Pharmaceutical Partners, Inc. hereby certifies that in accordance with 21
CFR 314.95(a) notice regarding the Paragraph IV certification has been given to Novartis
Corporation, the holder of U.S. Patent # 4,71 1,880, and to Novartis Pharmaceuticals
Corporation the holder of the approved New Drug Application (NDA) for Pamidronate
Disodium for Injection. - Lt ;

Enclosed please find copies of the return receipt postcards documenting delivery of the
aforementioned Paragraph IV certification notice patentee and to the NDA holder (on
March 2, 2000).

Should you have any questions or require additional information concemning this
amendment, please contact the undersigned at (708) 547 Sﬁgﬁ ancy Bauer, Associate
Director, Regulatory Affairs, at (708) 547-2381. &\\r o df%\&,\

RECD

.Si;per‘f‘y, w MAR 2 4 2000

Lincy Michael
Senior Regulatory Scientist

MAIN TELEPHONE (708) 343-6100
2045 NORTH CORNELL AVENUE TELEFAX (708) 547-4429
MELROSE PARK, IL 60160-1002 www.appdrugs.com



ANDA 75-773

American Pharmaceuticals, Inc.
Attention: Lincy Michael
2045 North Corell Avenue
Melrose Park, IL 60160
II”llIllI|IIIIII|||IIIIIIIIIIII

FEB 18 2009

Dear Madam:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Pamidronate Disodium for Injection,
30 mg/vial and 90 mg/vial

DATE OF APPLICATION: December 29, 1999 >
DATE (RECEIVED) ACCEPTABLE FOR FILING: December 30, 1999

You have filed a Paragraph IV patent certification, in accordance
with 21 CFR 314.94(a) (12) (i) (A) (4) and Section
505(3) (2) (A) (vii) (IV) of the Act. Please be aware that you need
to comply with the notice requirements, as outlined below. 1In
order to facilitate review of this application, we suggest that
you follow the outlined procedures below:

CONTENTS OF THE NOTICE

You must cite section 505(3j) (2) (B) (ii) of“the'Act in the notice
and should include, but not be limited to, the information as
described in 21 CFR 314.95(c).

SENDING THE NOTICE

In accordance with 21 CFR 314.95(a):

e Send notice by U.S. registered or certified mail with
return receipt requested to each of the following:

1) Each owner of the patent or the representative
designated by the owner to receive the notice;



2) The holder of the approved application under
section 505(b) of the Act for the listed drug
claimed by the patent and for which the applicant
is seeking approval. )

3) An applicant may rely on another form of
documentation only if FDA has agreed to such
documentation in advance.

DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE

You must submit an amendment to this application with the
following:

e In accordance with 21 CFR 314.95(b), provide a
statement certifying that the notice has been provided
to each person identified under 314.95(a) and that
notice met the content requirements under 314.95(c).

L In accordance with 21 CFR 314.95(e), provide
documentation of receipt of notice by providing a copy
of the return receipt or a letter acknowledging receipt
by each person provided the notice.

L A designation on the exterior of the envelope and above
the body of the cover letter should clearly state
"PATENT AMENDMENT". This amendment should be submitted
to your application as soon as documentation of receipt
by the patent owner and patent holder is received.

DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME

You are requested to submit an amendment to this application that
is pldinly marked on. the cover sheet “PATENT- AMENDMENT" with the
following:

L If litigation occurs within the 45-day period as
provided for in section 505(j) (4) (B) (iii) of the Act,
we ask that you provide a copy of the pertinent
notification.

L] Although 21 CFR 314.95(f) states that the FDA will
presume the notice to be complete and sufficient, we
ask that if you are not sued within the 45-day period,
that you provide a letter immediately after the 45 day
period elapses, stating that no legal action was taken
by each person provided notice.




® You must submit a copy of a final order or judgement
from which no appeal may be taken (which might not be
the one from the District Court), or a settlement
agreement between the parties, whichever is applicable,
or a licensing agreement between you and the patent
holder, or any other relevant information. We ask that
this information be submitted promptly to the
application.

We will correspond with you further after we have had the
opportunity to review your application.

Please identify any communications concerning this application
‘with the number shown above.

Should you have questions concerning this application contact:
Michelle Dillahunt

Project Manager
(301) 827-5848

Sincerely yours,
S )

" Robert L. West, M.S., R.Ph.
Director,
Division of lLabeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
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PARTNERS, INC.

Douglas Sporn, Director

Office of Generic Drugs

Metro Park North II, HFD-600, Room 150
Center for Drug Evaluation and Research
Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

Re: Pamidronate Disodium for Injection
30 mg/vial in 10 mL vial (Code 730610)
90 mg/vial in 10 mL vial (Code 730710)
Manufacturing Site: Melrose Park, IL
Number of Volumes: S Volumes

ORIGINAL ANDA
Dear Mr. Sporn:

This Abbreviated New Drug Application is submitted in accordance with Section 505(j)
of the Federal Food, Drug and Cosmetic Act (21 U.S.C. 355) to seek marketing clearance
for Pamidronate Disodium for Injection. The reference listed drug is Aredia®
manufactured by Novartis Pharmaceuticals Corporation.

American Pharmaceutical-Partners, Inc. will manufacture this product in manufacturing
facilities located at 2020 Ruby Street, Melrose Park, IL 60160. This application contains
all the information required describing the chemistry, manufacturing and control of
Pamidronate Disodium for Injection 30 mg/vial in a0 mL vial and 90. mg/vial in a 10 mL
vial. This application contains a request for the waiver of in vivo bioequivalence studies.
This application also contains microbiology and sterility assurance information,
which is provided in Section XXIIL. iai—

The application has been formatted according to the information in the GuidancgAGE
Industry: Organization of an ANDA, dated February 1999. An Executive Supfffé “
explaining the organization of this application is included after the cover / T
application consists of 5 volumes. '

o\

MAIN TELEPHONE(708) 343-6100
2045 NORTH CORNELL AVENUE TELEFAX (708) 547-4429
MELROSE PARK, ILLINOIS 60160-1002 WWW.AM-PP.COM
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American Pharmaceutical Partners Inc. is filing an archival copy (in a blue folder) of the
ANDA that contains all the information required in the ANDA, and a technical review
copy (in a red folder) which contains all of the information in the archival copy with the
exception of the bioequivalence section (Section VI). Three copies of the analytical
methods validation section are included in red folders. Four copies of the draft labeling
are included in both the archival and the review copies. A separate copy of the
bioequivalence section is provided in an orange folder. The bioequivalence section
consists of a request for a waiver from the need to conduct a bioequivalence study.

Furthermore, in compliance with 21 CFR 314.94(d)(5), a true and complete copy (the
Field Copy) of this Abbreviated New Drug Application is being provided to Mr.
Raymond V. Mlecko, District Director, Chicago District, Food and Drug Administration,
300 S. Riverside Plaza, Suite 550 South, Chicago, Illinois 60606. We certify that the
Field Copy is a true and complete copy of this Abbreviated New Drug Application.

Should you have any questions or require additional information concerning this
application, please do not hesitate to contact the undersigned at (708) 547-3617 or Nancy
Bauer, Associate Director, Regulatory Affairs, at (708) 547-2381.

Sincerely,

Trimasy trnchasy

Lincy Michael
Senior Regulatory Scientist

-
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