CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
75-290

APPROVED DRAFT LABELING




NOILIIFNS HO4

Wniaosia
J1VNOHAINYd
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Each vial contains pamidronate

disodium 90 mg; mannitol
375 mq in lyophitized form; and
phosphoric acid to adjust pH.

. The pH of the reconstituted

solution is 6.0 10 7.4.
Pamidronate Disodium
reconstituted with sterile water
for injection may be stored
under refrigeration at 2° to 8°C

(36° to 46°F) for up 10 24 hours.

Do not stors above 30°C
(86°F).

Rx ONLY.

Manufactured by:

8en Venue Laboratories, Inc.
Bedtord, OH 44146
Manufactured for:

Bedford Laboratories™
Bedford, OH 44146
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USUAL DOSAGE: See package

j insert.

Pamidronate Disodium is
reconstituted by adding 10 mL
of sterile water for injection to

each vial, resulting in a solution

of 90 mg/10 mL. The drug

; should ba completaly dissolved

before the solution is

‘ withdrawn. 60 mg is given as

' an intravenous infusion over al

. least 4 hours. 90 mg must be

. given as an intravenous infusion
:over 24 hours. The recom-

. mended dose shouid be diluted
. in 1000 mL of sterile 0.45% or

©0.9% sodium chioride or 5%

dextrosa injsction. This

. infusion solution is stabls for up

1o 24 hours at room
temperature.
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Aredia® saveung: I - &)
pamidronate disodium for i"i“ﬁ”“NDANO' 20-:—9-2. 7
\.

For Intravenous Infusion
- Rewiowed b
s

-

Rx only

Prascribing Informatton

DESCNIPTION

Ategia. parmdronate disodium [APD). is 2 bone-resorphon intibitor availatie in 30-mg o 30-mg vials lor intravenous adminisiration. Each

30-mg. and 90-mg vial contas. respaclively, 30 mg and 30 mg of stenle, 'yophilized pamidronate gisodium and 470 mg and 375 mg) of manai-

tol. USP. The pM of 2 1% solunon of pamidronate disodum in Orsidled waler is appromately 8.3. Aredia, 2 member of the group of chemical
known a3 b 15 an analog of P disodium i ically a5 acid

13-amino-1-hydroxypropylidens} dis-, disodium salt, pentanydrate, (APD), and its structural tormula is

PO, HNa

MM O CHp-C.ON . gy

PO,MNe

P Orso0num is 3 white-4 whAe powds. 1t is soluble 1n water and in 2N Sodium Rydroxide, Sparingly soluble in 01N
Mydrochlanic acid and wn 0.1N acetic acid. and pracically insotuble i orgame sobvents. He molecudar formuia is C3HyNO1PrNa=5H:0 and its
molecusar weight is 369.1.

inacirve fngrecients. Manmtol. USP. and phosphone acxd (for agjustmen 10 oK 6.5 priar to tyophiization),

CLIMICAL PHARMACOLOSY

apparently without ikwbrting bone formation and menerakzation Of retevance 10 the Ireatment of hypercaicamia of magnancy is the finding that
Afecha iIDIS the accelerated bone 1esomion Mat results from osteoctast hyperachvity inouced by vasious tmors i animal studies.
Pharmacokinetics

Cancer gavents (ne24} who had mimumal or no

were given an intusion of 30, 60, or 90 Mg of Aredia over 4 hours
ang 90 mg of Aredia aver 24 hours (Tab 1),
Distndution
The mean = SO body retention of pamidronate was cakulated 10 be 54 = 16% of ihe dose over 120 hours,
Metapoiism
Lt is not and is exch y by renal excretion.
Excration

After a0mimstration of 30, 60. and 90 mg of Aredia over & howrs. and 90 mq of Aredia over 24 howrs, an overall Mean + SO of 46 s 16% of ™
Orug was excreted unchanged in te urine within 120 hours. Cumuiaine unnary excretion was linearty reiated o dose. The mean s SO thmina-
ton hatt-life 15 28 = T hours. Mean = SO tatal and rena) clearances of pamzonate were 107 3 50 miimin and 49 + 28 mi/min, respectively.
The rase of elimination from bone has not been determings,

D"'d_”':.;'? o bances. wih prog and

Y gnancy
Osteociashc hyperactvry resulting n excessive bone 0thon 15 the undertying path 9 " Don.m,.&

F-Typercalcema of mahgnancy. Eacessive refease of Caknum mto the biood as bune 13 TeSOrDed resuits 18 pOlyWia 30 Gastion
"

g filtration cate. This, in tum, cesuls in increased renal resorpiion ot )
Sefling up a cycie of worsenmg systemic hypercaicerna. Coraction of excessive bone resorption and 0equate Mid admenisiration i omat
"VOTOTS deficits are theratore essantiat 1o the management of hypercalcemia.
; Most cases ol My wilk malig Y OCCUT i palients who have breast cancer: squampus-csll tumors of the Yomg or eag
k. renal-ced and cenain .

.smum%mmawmerymmmm.Ahb
0 tumors and ch h .hmlhhﬁmdm
w»wunqmrﬂwudmnlmmqm.%hh

. Includng D
€emia 35 3 Metabolic comphicahon. Patients who have hypercaiceme of
pathophysiologic mechanism involved.

In humoeal hypereakcema, osteaciasts are activated ang one resorption is stimuiaies by factoes such as Barathyroid-hormone-relateg Prosin
whech are elaborated by the tumor and wirculate Systemically. Humoral bypercaicemi USuBy OCTurs in squamous -cef Makgnancies of he M‘
or head and neck of o gemidunnary tumars such s renat-ce¥ Carcnoma or ovanan cancer. Skeletal melastases may be absent or iy i
these palieats.

Extensive iwvasion of bane by tumor CEHS €28 2150 result in Mypercaicemia due 10 local tumos products Mat stimutate bone resorption Oy osteo-
casis. Tumors commonly associated with locatty mediated hypercalcemia inchude breast cancer and mumple myeloma.

Total serum calcium ievets in panients who have Pypercalcemia of malignancy Iy not reflect the seventy of hypercalcemia, Snce
hypoalbuminem:a 1s commonly present. 1dealty, iomized caicnrm levets shouid e used 10 diagnose and lokow hyperealcasme tonditions; Mow.
ever. these are nol commonty or rapully availabie in many clinical Suations. Theretore. adstment of the total serum caiciom vake foy tter.
£nces in alburain levels s afien used in place of Measuremen of tomzed calcum: several nomograms are in use lor this type of Calcutation
(see DOSAGE AND ADMINISTRATION).

Clinicat Trisis

in one double-bhng clincal Inal, 52 patients who hag hypertakcemia of malignancy were entotied 1o receve 30 mg, 60 my. of 30 mg of Aregig
352 single 24-hour 1ntravenous infusion ¥ thew torrecied Serum Calciom levets were 212.0 mg/gL after 48 hours of sane hydrabon,

rnmmuam"mumwwnlwmmw.som;mmmm 12.8 mgioL. 13.8 mg/oL and 133 Mo/, respactively,
The majority of patents (54%) had decreases in DumIn-Correctea serum caicium levels Dy 24 howrs alter initiation of treatment. e
COrTecied Serum Cakaim levels 3t days 2-7 after inMiabon of treatment wrin Aredia were signilicanny reduced from basene in ol threy

9roups. As 2 result, by 7 days aiter intiation of treatment with Aredia. 40%. 63%. and 100% of the oavients recemng 30 My, 60 mg, ang 99 my
of Aretia. respectrvely, hag normai-corrected serum caicum teves. Many panients (33%-53%} in ine 60-mg and 50-mg dosaOe GrOUDS contin.
ued 10 have normal-corrected serum calcum levels. of 2 partial response (215% decrease ot correcied serum caicwm from baseiine), at day 14,
In 3 secont doudle-bing, controtied chincat nat, 65 cancer paneNts who had corrected serum calcawm levels of 212.0 mg/dL atter ot leagy

24 hours ot saline hydrabon were randomazed to receive eiher 60 ™3 of Aredia 25 a single 24-hour intravenous infusion of 7.5 mokg of
Digronel ¢i500i 252 2-howr wiusion daily foi J days, mmwmnvswmmmmmmmAmwlsm
receive Didronel.
The mean baseline-corrected serum cakcium lor the Aredia 60-mg and Didronel groups were 14.6 MmY/OL and 12.8 mo/L. respactively,

By day 7. 70% of the patients n the Arecia group and 41% of the pauents in the Oidronet group had normal-corrected serum caltium ooty
(P<0 05). When pantrai respanders (215% decrease of serum Caicium irom basehne) were 2150 ncluded. the FRSpONSS rates were 97V, for the
Aredia group ana 65% lor ihe Cidrone! group {P<D.01}. Mean-corvected serum cakium for the Aredu ana Digronel groups decreased from base
line vaives 10 10.4 and 1.2 mg/oL. TespeLtively. on day 7. Al Gay 14, 43% of panents in the Aredn grouo and V8% of pabients i the Didrone
Qroup ShA had normai-corrected serum caiium levels, o maintenance of a partial response. For responders m the Arsdia 3nd Didronel groups,

the medhan duration of response was simear (7 and 5 days, respectively). The lime course of effect on COMmecies Serum caioum is summanzed
in the toliowing tadle.

Change in Corrected Serum Caiciem by Time lrom tnitiation ol Treatman

Special Popataiions Time Mean Change from Baseene i Corrected Serum

There a2 no Gata avaiabis on Ihe effects of age. gencer. of race on the pharnacokinetics of parmgronate. g Calcrn L)

Peciaton Aregia Digronel P-valve!
Pamioronate 15 not tabekd for use i Me pediatric popuiabon, Bastine 146 133

Renal Insutficiency « OJ 0%

The pharmacolinetics of pamidronate were studied in cancer pabents {n=131 with normat and varying degrees of renat impairment, Each pasient ;; ,“,: ; ;

received a singie 90-mg dose of Aregia mfused over & hours. The renal ciearancs of pamidsonate in Datiants was found to closely correlate with % _3‘5 -ZD .01

creatining clearance (see Figure 1). A trend toward 2 lower percentage of grug excreted unchanged in urine was obsarved in Tematly impaired § '

panents. Adverse expeniences noted were not found to be raiated to changes wn renal cisarznce ot Given the dose, 168 s 25 <on

90 mg miused over 4 hours, excessive dccumuizion of pamigronate in renally impaired pIuents is not it Aredia is on " between reaiment groups

3 monthly Sas:s. in a thirg multicenter. randomized. paraliel double-bhng rial, 2 §roup of 69 cancer panents with hypercaicemia was enrolied In receive 60 mg
Figura 1: Pami ronsi 38 2 function of ANCE iR patienis with normal and impaired renal Tunchion, Of Aredia 25 3 4- or 24-hour Ifusion. vinich was compared to 2 saline TTeatment group. Patients who hag a correcied serum calciom level of
The lines are the mean prediction line ané 35% coatigence intervals.

Pemidronate Renal CL vs Cler

Renal CL (mLAnin)
8 &5 3 2

» ' : )
L] t ] 00 150
Cler (mUmin}
*Obnarves - = e W% O
—————tregred o Ve 9% O
Mepatic insutficiency
These as¢ no human pharmacokinetc data for Aredia v patients who have hepalic insutficiency.
Drug-Drug interacnons
There are no human i data foc drug with Aredia.
Tadle
Meaa (3D, LV%) Pami 4 d ! 14 Cancar Pationts
{a= tor vack growp)
Maximum Pertent Torad RAena
Dose Coacentration of dose Clearance Chacance
(ntusion rate} (py/mt) excrefed in unne (mtmin} {mUmin)
30 mg [ R4 439 136 58
{4 hryy (0.14, 18.1%) {14.0.31.8%) (44, 32.4%) (27, 46.5%)
50 mg 144 74 ] 2
4 hrs) {0.57, 38.6%) {47.4, 54.4%) {56, 63.6%) {28. 66.7%)
%0 mg 4 453 103 “
14 hes) {0.74, 28.3%) (25.8. 56.9%) (37.35.3%) (18, 38.4%)
90 mg 138 a5 101 52
(24 hrs) (1.97, 1427%) {102, 21.5%] (S8. 57.4%) (42, B0.8%)
Atter L .

of nnats, ,mmmm:mmmnmmmwm

and slowty elmunated irom the body dy Ihe kidneys. In 73ts given romqmmumum.mmmm.mm
£Ombound was lound in te kver shortly after 10 bone of eirmi by the kidneys aver 24-43 hours.
Studies i r31s injecizd wah radictabeled Aredia showed that the compound was uomyduuummmmwumwmmﬂw
bones. iver. Spieen, teeth, and tracheal carnlage. Radioact Was elmanated from most soft lissues within 1-4 a3ys; was detactadie in liver and
5plean for 1 and 3 months, ruumdymumem,mm.wmmmsmmm. Bone uotake occurred prefer-
entially in arexs of high bone twnover. The lerminal phasa ©f ehimination halt-#s in bone was eshimated fo be approximately 300 days.
Pharmacodynamics
Serum ohosphate lavels have deen noted 1o decrease aner of Aspdea, y becawse of
" 'n0 INCTeased renal excretion as parathyroid hormone ievels which 218 usually n with malig-

1owasd normat. Phosphals Iherapy was aommsisted in 30% af the patients m response 1o 2 decreass in sarum phasphate leveis,

&3 usually returned toward normal witin 7-10 days,
L um and urinary inwne (ahos decrease and usualy return 1o within o below normal after traatment
with arecia. Thess changes occur within ihe first week aher Ireatment, as do decreases in serum calcium fevets, and are consistent with an
ANNDreSOrptve PRAIMICOINGIC action.

release of

212.0 mydL after 24 hours of saune hygration were ehgidle for this tnat.

The mean baseline-corrected serum calcrum levels for Areoa 60-mg d-hour intusion, Aredia 60-mg 24-hour infusion, ang saline infusion were
14.2mgraL. 13.7 my/oL. and 13.7 mo/aL. respectively.

By day 7 after imtiation of treatment. 8%, 61%. and 22% of ihe patients had normal-corrected serum caicium levels for the B50-mg 4-hout intu-
$i10n. 66-mg 24-hour miusion. and sahne infusion, fespectivety. Al day 14, 29% of the patients in the Aredia 60-mg 4-hour infusion group and
26% of the patients in the Aredia 60-mg 24-hour infusion group hag normat-corrected serum caicum levets or masienance of 2 partiad responss.
For responders, the medan duration of complete Tesponses was 4 days and 6.5 days for Aredia 60-mg 4-hour infusion and Aredia &-mp
24-hour mtysion. respectively.

In 34 Intee trials. patients treated with Aredia hag simitas Tesponse rates in the presence o absence of bone metastases. Concomitant 0minis-
franon of furosemide did not attect response rales.

Thirty-two patients wha had recurrent or retractory hypercaicerma of malignancy were given a second course of 60 mQ of Aredia over 3 4- o
24-hout peniod. Of these. 41% showed 2 complete response and 16% showed a paruai response 10 the retreatment, and these responders had
3bout 3 3-mg/dL lall in mean-corrected sesum calcim levels 7 days after retreatment,

Unlike Arecia 60 mg, Ihe rug nas not been galed in 3 chmcal tnal ying 3 90-mp 00se mtused over 3 4-hour penod.
Pagel's Dissase
Pagel's disease of bone {osters san disease by cheomc. focat areas of bone destruction comekicated by

concuirent excessive bone reoan. flecting one or more bones. Thess changss tesul in Mickened but weakened bones that may tracture of bend
under siress. Signs and sympioms may ba bone pan. detormity, fractures. NeUrological disorders resulling rom cranial and spnal mrve entrag-
fMent 2nd fTom Spnal Cord an0 brain Stem COMPression. MEreased Cardiac OUtDuL 10 Mhe ivoived oMY, INCTERSed Serum alkakne phosphatass
levets. g Increassd bone fo andior unne axcretion 9 inCreased done ).

Clinical Trisis

tn one doudte-blind chmcal Tnal. 54 paents with moderale 10 severs Pagets disease o bane were enrolied to recant § mg, 15 mg, of 30 mg
ot Aredia as a single 4-hour infusion on 3 conseculive days. for total dases of 15 mg, 45 mg, and 90 mg of Aredia,

The mean baseline serwm alkaune phosphatase levels were 1409 LA 983 WL, and 1085 L/L. and the mean baselne unne trydroxyprolow’
creatimine ranos wese 0.25. 0.19. ang 0.19 for the 15-mg, 45-mg, and 90-mg groups, respectively.

The ettects of Aredia on serum zikaiine ISAP} and urine hy i rabos {UOHPIC) are summanzed in the
fotigwing tatie:
Percant of Patisnts With Significand % Decreases in SAP and UDNP/T
SAP | UOKPL
* Detrease $mg 4smg o mg 15 mg 4simg W_m

250 i3 3 [7] \H 4 72

230 40 85 a kL] 57 1]
The meaian manmum peftent decreases from baseline in sesum alkaoe ang urine ine/creatinne nnos wers 25%. 1%,

and 57%. and 25%. 47%. ang 61% Jot Ihe 15-mg, 45-mg, and S0-mg groups. iespactively. The mecian heve 10 1esponse {250% decrease) for
$8RUM 34abne phosohalise was apprommalety 1 month lor Ihe 90-mg Group, and Me response durahen Anged rom 1 to 372 days.
No statisticaily sigmeficam diftarences betwesn Ireatment Qroups, o statistically significant changes trom baselns were observed for m_w-
PaIn fesponse, mobiily, and global evakuaiion i the 45-mg 2nd 30-mg groups. Improvement in Q0GIC 1031005 OCCULTed in some patients M
e 90-mg group.
Twrenty-five patients who had Paget's disease were retreated with 90 mg of Aredia. Of these, 44% had 2 250% decrease in serum angiine phos-
phatass irom basekine after \reatment. and 39% had 2 250% dacreass m urne ydroxyprohne/creatining rabo from basefine aher trestment.
Osivoiytic Bone Metasiasas of Breasi Cancer sad Dsteciytic Lesions of Muitipie Mysioma

bons 0CCUT In patients with muitiole myeioma o breast cances. These cancers demonsirate 3 phenomenon
known as osteotropism. meaning they possess an extraordinary affinity for bane. The distribution of OStEOlvic bone MEEastases in Ihess CANCHSS
s predonvnantty in the 3xial skeision. panicularty the spine, peivia. and ribs, rather an the appendicutar skeieton, afthough lesaons in e prox-
M3t femur and humerus are not uncommon. rmdwmummmmMmmmmmmmmwm
ment of metastabic cells. The surtace-10-volume ratio of 1rabecutar bont is much highet than cortical bone, and Mesetors disease processas tend
10 occur more Horidly i Irabecuiar bone Mhan al sites of corical bissue.

Thase bone changes can result in palents having evdence of Osteokyhc skeletal desinuchion leading 10 severs bone pa that 1equites sither adi-
ation therapy or narcobic anaiges«cs (or both for symptomatic resef. These changes also cause Bathologi tractwies of bons in doth the nll‘ and
ppendicutar skeleton. Acal skeietat ractures of the veniedral bodies may had to spinal cord COmprassion of vanetwal body colapsa with signd-
icant neurologic complications. Alsa, pateents may of

Clintcal Trisis

in 3 Gouble-bhind, randommzed. piacebo-controed trial, 392 patients wih advanced mulliple myeioma were enrofled 10 recrive Aredia of placede
i 3d0ihon 10 thes ymg therapy to the eftect of Atedua on the oczurmence of skeietal-ralaied everds (SRES). SREs
were defned as eprsndes of pathologic Iractuses, radiation Therapy 1o bona, surgery 1o bone. and spunat cors compression. Patients receved




Sm penpw v mee oo

#ilher 90 mg ot Aredia of Placebd as 3 monthly 4-hous intravenous infusion for § months. Of the 392 patlents, 377 were evaluable for sfficacy
(196 Arecia, 131 placebo}. The propornon of patients developng any SRE was significantly smatef i the Aredia group (24% vs 1%, P<0.001),
00 ™e mean solstal Mordiddy rate (#SRE/year) was sigmiicantly snaller for Aredia patients than for placabo patwats (mean: 1.1 vs 2.1,
P<.02). The times to the tirst SRE occurtence, pathologee Iracture, and radILoN 1o bone were signricantly longwr in the Aredka group (P=.001,
D06, and 04§ (espectively). MOreover, iewer Aredia pahents sutiered any pathologic tracturs (17% v3 30%, P».004) or needed radiation to
DN {14% vy 2%, Pu 049).
In 2a0ition, decseases in pam scores oM basehns occuried 31 The last measurement lof hose ArEdl Patients with pain at baseitne (P=.025) but
ROt i the Diaceno group. At the a5t measurement. 3 worsemng trom baseling was odssrved in the placebo group for e Soitzer quakity of fite
vanable (P<.001) and ECOG pevformance status {P<.011) whwie there was no significant detenoration from basshne in thess paramelsrs observed
in Aredia-treaipg patrents.”
Afer 21 monshs, the proportion of pabents expenencing any skeietal svend ramained Significantly smalier in the Aredia Qroup than the placebs
9t0ud (Pe.015). in agdition. [he mean skeietad masbiady rals (#SRE/year) was 1.3 vs 2.2 for Aredia patients v placebo patents (P=.008), and
time 10 first SRE was sigmticantly longer in Me Aredia 9roup compared to placebo (Px.016). Fewer Aredia patiants stfered vertebral pathologic
TYCIUres (16, vs 27%. Px 00S). Survival of 38 patiems was nat difterent detween treatment groups.

+ double-bling, . placebo~ iras the satety and eficacy of 90 mg of Aredia infused over 2 hours every 3 to
2ekS for 24 months 1 that of Placebo s prevenhing SRES in breast cancer panents wilh Osteoytic bone metastasas wha had one or tore
©00MINANTYy haC Metastases of 3t feast T om i diameter: ohe in pavenis being iresisd with anlineoplastic themotherapy and the second in

patients deing treated with hormonal antineopiasix heragy at tnal entry. .
382 pabents receming chemotherapy were randomazed. 185 1o Aredia and 197 1o placedo. 372 pabents recerang hormonal therapy were ran-
domized. 182 to Arecia and 190 1o placeba. AN buk three panents wete evahiabie for eMicacy. Patients were foliowsd for 24 months of theragy of
unlil Ihey went oft study. Median dUraNoN ol Tollow-up was 13 MoNTRS in patients recerving chemotherapy and 17 months i patients receiving
hormane theragy. Twenty-live pescent of the patienis in me chemotherapy study and 37% of The palents in the Normone therapy study received
Aredia lor 24 months. The efficacy results are shown in I table deiow

ISP 1 VWSI SUUIEY ol 4330k AN S1GUM 1091357, 1) YDOCUCHTIA DECUR. short-term caum theragy may be Pacessary, ja Paget:
958358 01 done, 17% of patients Teated wilh 50 mg ol Aredia showed serum calcum levats beiow 3 L. *
Aredia has not been tested in pattents who have ctass D¢ renal impurment (creatinion »5.0 miy/dL), and in few muRipis mysioma Datients with
sarum creabnine 23.0 my/dL. (See aiso CLINICAL PHARMACOLDSY, Atarmacolonetics.) Climecai Judgment shoukd datermine whether the potan-
£3) banetit outweighs the polential risk i such patlams. =~

Ladorstory Tests
Serum caloum, Y onesiun
in panents treated with Aregia. Pxitents who have

2 weska foligwing traaiment.

m}n:m-fhwcw'mwmmmmmmhmmm
i anema_ k of th ia shouid be monitorsd carsiully in the first

Orvy intsractions
Concomitant agminestration of 3 loop dlurstic had o effect on the CalCUM-owsring action of Arsdia.
[ of Fertitty

na IOJ-we'kumm(wﬂmmlhm.momammmnﬂmhummm
chromacyioma i makes {P <0.00001). Although this condition was 2is0 observed in females, the incidencs was not v

When the dose cakculations were aﬂwlnwmmmmhmﬂrﬂmmhﬁhmnmmmw' wilth
wunalphmcnrwmcmmmum-larwvnnwﬁ-ﬂdﬁdw,mm«mmmmhhmimm
Irol anwmals and is considered a reiativety COMVMON SDONKANEOUS NeOPLISM in the rat. Aredis {dally oral AMINSITation) was not carcinogenic in
an BO-week study in mice.

Aradia was nonmutagenic in Six mutagenicity assays: Ames fest. and Et 1ost, Pucheus-anomaly test, sictr-
chromatid-exchange study, poid-mutation test, and micronucieus test in the rat.

In rats. decreased fertifity occusred in lirst-ganeration atfspring of Barnts who had fecerved 150 mo/Ag of Aredia orally; Nowever, this occurred
wyvmnanmuwmmazecmmmmmoimwnemarmo‘mnmmmmmmhmam.

Pregnancy Category C ’
There ars no adequate ang weil-controlied studies in pregnant women.

Bolus intravenous studies coNBUCIN in rats and rabbILS determined that Aredia pFoOUCES maternal 1oxcity and embryo/ietal effects when given

Breast Cancer Pavents Breast Cancer Patents cumgo'ganooemnmdo.sml.:mmnmmvmwmmnmmmuimmym
Retewng Chemotherapy RAecervng Hormonal Therzpy that Aredia can cross the placenta in rats and has produced marked maternal and honteraiogenic efnbrya/tetal sftects o rats ang rabdits, X shouid
Amv SRE Radiaton Fractures Any SRE Ragiation Fractures ot Be given o women dunag pregrancy.
AP A op AP AP A P AP Mursing Mothers . . .
N 185 19§ 185 195 185 198 182 189 182 189 12 189 i3 not known whether Aredia is extrated in human milk. Because nwcnmvnu:vm.nwmmmmhomm
Soeal Aredia is adminisisred t0 2 nursng woman.
{
Mortaity Rate Pediatric Use
#SRE*year) Salety and ettectiveness of Aredia in pediatric patients have nox been established.
Mean 25 37 08 13 16 22 24 38 06 1.2 16 22 ABVERSE REACTIONS
P-Vale <001 <0011 T 021 013t 0401 Clinieat ’“"""d
Prapertion of Transient mild efevation of temperature by at iast 1°C was nored 24 1o 48 hours after administration of Aradia in 34% of patients iy chnical
pauents having Triais. In the saline trial, m.mummmnmwwnmmmnwﬂzmummm
v,
n SAE 6% _65% wn sy %% 5% 6% 3% 0% 4% 5% Drug-rstated local soft-hissus symptoms {recness, swelling of induraion and pa of PAIKIDON) at he s of catheter isertion Wary Most com-
P-Vate <001 <00 gra 094 058 034t mon (18%) in patients traated with 90 Mg of Arsdia. When &l on-therapy events are contudersd, that rom rises 19 41%. Symptomatie traatmant
Megian Time 1o resutied in raped resolution in 2l patients.
SAE fmonths) 139 70 NR*" 142 258 133 108 74 NR** 23.4 206 128 Rare cases of uveitis. intis, sciertis, and episcientis have been reported, iNcluding ond casa of scleritis, And one C2se of Uveitls LPON Separaty
P-value <001 <0011 009" 18 06! " fechallenges.

TFractures and radiation to bone were two of seveial secongary endpants. The statistical signsticance of these analysas may be overestimated
Since numerous analyses were periormed.
“°"NR = Not Reached,

Bone Jesion responss was radiographicaily assessed at basesne and a1 3. 6. ang 12 months. The compiete « partial response rate was 33%
n Arecha panents and 18% in placebo patents Ireated with chemotherapy {P« 001). No difterence was seen between Azxia and placedo in
hormonaity-treaied panents.

Pasn ana anaigesic scores, ECOG pertormance status ang Spiger Quality of Jife index wers measured at baseine and periodicatly durning the
tnats. The caanges trom basenne (0 the 1ast measurement carned forward are shown m the foltowing table:

Mean Change {4) rom Basetine at Last Measurement

Four 01 128 panents (3%) who recerved Aretsia during the thres LS. controied hypescaktesta cinical Studies wers reporied to have hao sazures,
2 of whom hag preaxisting seizure disorders, Nons of the Sezures were considersd 10 be Grug-reiated by te investigators. Hawever, a possidle
feiationshio between the drug ang the occurrence of seures Cannot be ried OuL 1t Shouid da NOTIE That in the sane arm 1 pavent (4%) had
aseizure,

Al least 15% of patients ireaied wiih Aregia for of malignancy aiso O following adverse events duning a clivcal trial:
General: Fluid overioad, generalized pasn
Cardiovascuiar: Hypenension

paIn. anorexia. nausea, vomong

Gemfounnary: Uninary tract infection

Breast Cancer Panients Breast Cancer Patems Musculoskeietal; Bonw pain
Recetving Chemotherapy Receving Hormonal Theraoy L Y y: Anemia, y
. ﬂ’ﬁ": " ’hf‘lbb "\Vl P Aredia Phcebo PA:I, ’_ Many of these agverse exoenences may have been related Io the undertying disease state.
s 7 .'0 ::J : - “:; alut N_Mana '; Mean 3 v ';' The foliowing table lists tha soverse expenences considered to ba Treatment-related dunng comparative, controfted U.S. trtaks.
nin Seoe s 8. 50 % 7180 o 1 Auisted Atverss £ Repertad ia Tires U.5. Controlied Climical Trals

30

Seors s 074 18 4155 009 M .05 e <001 Percant of Paenty
: b g y Aregia Didronel Sakme
°5 178 .08 W o119 002 175 «095 182090 m 50 mg o 20mg ) —
gver d bt ovar 24 he o n oy
77478 185 20 103 173 186 181208 09 ne23 073 i nad$ ~2
«<tr225e$ W paIt. anaigesk scores ang ECCS PS. and increases i Spizer QOL indicale an #mprovement Irom baseling. Gonorat
“The stamstcal signficance o anatyses of ihese seconcary enpots ol pan, quasty of e, and pertormance stafus i al tres tals may be Edema 0 ; ,g g g
OveresIvnated since numercus nalvses wese pertormes. :lll::}. 2: I n N 0
2V
INBICATIONS AND USAGE Fluid ovenoad ] Q L] [ Q
Mypercaicemia of Matignancy infusion-site reaction [ 4 3 ] ¢
Afedia. n CONNINCHION with adequate hydration. s indicated for the treatment of moderats or sevme with il 0 [} [ )] [
with o without bhone metastases. Patients who have ether epidermond or nan-epidermox Wmors respond 10 treatment wih Areda. Vigorous Rigors 0 0 0 0 4
Sakne Nydrabon. 2 intagral part of hypercaicema therapy, shoulg b intiated promptly and an atiempt Showid be Maoe [d restors the wrine out- i '
DUl 10 abows 2 Uday thvoughout ireatment. Mild or asymotomatc Pypercaicemia may be meated wah COnServativs measuews (i, saling ydra- Gastrulntastnal 0 . 0 0 0
Bon. wath Of WML loop druretics). Panents should be hydraied adequatey Exroughout the treatmens, but overmydration, espscialy in thoss Abdomina) guin : h 1 ° 0
Dahents who have cardac (3ilurs. must be avowded. Dius et therzpy shoukd not be employsd prior to corvechon of hypovolemia, The safvty and Anorexia . ° s 3 v
efficacy of Aretw m the treatment of it yroudism or wih other tateo nas not Constipation H H H
bean esabhshed Durmu' M !

. Dyspepsia 4 1 0 [] [
Paget’s Dlsanse ) Gastromisstinal hemormhags 0 [} 6 [ 0
Arecha (s indicated tor the treatmant of patients with moderale fo severs Paget's diseasa of bone. The of Aredta was Nausss 4 0 13 6 0
PNMarly 1 panents with serum aikaline phosphatass 23 tmes the UPPSr VTt of normal. Aredia therapy in patients with Paget's disease has Stomantis 0 1 [ K] ?
Seen elective 11 reducing serum alkaling and unnary iovels by 250% in as tsast 50% of patwnts. and by 230% in at Vomiting ] 0 [} 0 0
least 80% of palmnts. Aregia inerapy has atso been etfective in feoucing these diochermcal Markers in patients with PIgar's disease who faied
[0 respond. of no langer responded 1o other treaiments. Respiratory 0 0 0 3 0
Osteciytic Bone Melasiaset of Breast Cancer 3ad Osieatytic Lesions of Muftipie Mysisma Raks ] 0 ] 0 0
Aredia 1g inpicaten, in conunchon with Standard antineoplasnic haraoy, for te treatment of osteolytic bome Mmetastases of breast cancer and Rhinsis 0 0 6 0 1]
0O3tehyh Iesions of multiple myeloma. The Aredia Ireatment effect appsared 1o be smatier i the Shudy of breast cancer gatients recaming hor- Uoper respératory intechon 0 3 0 0 0
monas theraoy than i the study of those recerving chemotherany, however, overall evidencs of cimal benafit has besn demonsirated (see
CLIMCAL PHARMACOLOGY, Osteolytc Bans Metastases of Breast Cancer 3nd Osteohtc Lesions of Mutiois Myioma, Clinical THus Secoon). m o 0 0 0 0 .
CONTRAINDICATIONS Conviisions 0 [ ] ] (4
Avecia ts contraingicated n patients wrih clinically significant hypersensitivity to Aredia of othet bisphosphonates. Insommia 0 1 ] 0 0
WARNINGS Nervoushess 0 0 [ [ 4
In both rats ana oogs, has been with {bokus and infusion} administration of Aregia, Psychosis ] 0 ] 0 0
Two 7-day intravenous intusion STUDIES were CORGuCIed in the dog wihersin Aredia was given for 1,4, or 24 hours at doses of 1-20 mg/kg for Somnolence : ; : g :
up 10 7 days. I the hrs study, the compound was wel tolerated at 3 mg/kp (1.7 x highasi racommended human dose [HRHD) for a single inera.~ 151€ DenvITSIon
VENOUS IISI0N) when admuvistered for 4 of 24 hours, but rendl Rndings Such as elevated BUN and craatinine lvels 3nd renal ubular necrosis Cartievascuior
oc:uma\-hm:lmwkuwumnmm!hwvwatunsnotzmmm<Inmmm.slmrmmmmm&summm Atrial fibrillaion 0 [ ] ] 4
lmmlllqummlusdlnr‘hou's.WMMMI!MBUNMMWMHMW“WNMVW Atnal Pultes 0 1 [} 0 0
tion and/of MHaMMation at 21 mg/kg aNier £ach susion ime. ; Cardiac faiure [ 1 [ 0 0
Arecia was Qven [0 rats at doses of 2. 6. and 20 mQ/kg ang 10 Bogs 3t Boses of 2. 4, 6, 3ng 20 ik as 2 1-hour inusion, onca 3 waek, for Hypenension g g : : ;
3 months foflowe by 3 1-month recovery penod. In rals, nphrotoxiclly was 2 26 moig and inchuded Incraased BUN and crsstinine  SYPEOP N o H ° H
s and RUuLar Gegeneration and necinsis. These Endmgs wers s34 Drisant 3t 20 myk) 2t the and of the recovery pariod, In dogs, morbundiny. 1a€hYCartia
eath and rena! loxicity occurred al 20 mg/kg as did kidney fingings of sevated BUN and craatining tevels at 26 mp/kg and renal kibuiar [ Engucrine
mnonuﬂwiq.rhumymgeswemmmmulmmInmm‘mmwmwwmdmmrm Hypothyroidism ¢ ¢ 6 Ll °
efteCts was consicared to be 2 mgvkg (1.1 x HRHO for 2 sngle mtravencus tusion). Homic and Lymphatic
Patients who receve an intravenous infusion of Aredia shoukd have periodic of standarg y 00 cinicat of renal Anemia 0 a s 4 0
tuncrion, Leukopenia 4 0 b 0 0
Sinag LONGUCIED in young rats have reported the desrupton of dental Gentina formation todowng single- and muili-dose of bls- b 0 : : g :

~ates. The clinical signdicanca of thess findings 15 unknawn, Thrombocytopema ¢
ws Mesculoskaletal
Myaign [ 1 0 0 0
elated . SUCh s sarum levels of calcium, and . $hould be care-

fully monitored losowmg whiation of therapy with Aredia. Cases of {(12%), (T%).
sem:a (11%). ana hypocalcemsa (S%-12%}. were reported in Areca-treated panents. Rare casas of symplomanc hypocaicemia (ncluding




Aredla® pamid disadium for injecti \ Kd
Related Advene E Regorted ia Threa U.3. Controlied Clinical Trais
Percant ot Patients
Arsdia Didronet Salime
60 mg 0 mg %0 mg 75 mykg
gver d hr over 24 ht over 24 hr im
nedd naid mi] faldS ~2)
Urogenitst
Urema 4 0 0 [} L}
Laboratory Abnormaiilies
Hypocalt emia 0 ] ” 1] 0
Hypokaiema 4 4 i ] 0
Hypomagnesemia 4 10 12 3 ]
hosonatemia 0 9 18 3 0
al Yver function 0 0 0 3 0
Disoase

«nt mild elevation of 1emoerature >1°C above peetreatmant baseline was noted within 48 hours after completian of treatment in 21% of ihe
panents treated with 90 mg Of Aredia in clinvical Inaks.

Drug-retated musciloshelota! pain ang Dervous system Symptoms (dizness, headachs, pasesTHISIA, NIXTeased Swealing) wers Mote COMMON i
panents with Paget's diseass trealed with S0 mg of Aredia than in papents with hyperaiemia of Malignancy treated wiih thy sama dose.

Adverss sipenences consiered 10 be (slaled 10 Irial drug, which occurred in 21 Jeast 5% of panents with Pager's disaase treated with 90 mg af
Aredia i two L1.S. chnical trals, ware fover, nausaa, back pain, and bone pam.

At least 10% of o Aredia-ire3ted Pationts with Pagers diseass aiso experienced the following adverss expeniences during clinical tnals:
Cargiovascular: Hypertension

Myusculoskwiatal: AThIOSIS, bone pain

Nervous systm: Headache

Most of these adverse expenences may have been felalsd ta the undertyng dissase state.

Ottoctytic Sons Metastases of Breasi Concer sné Osteciytic Lesions of Muitipie Mysioms
The most commonly reported (>15%) adversa expsnonces occurred with simiar fraquencies in the Aredia and placeto meatment Qroups, and
MOSL Of TEse 30vArss SXDSTINCES May Rave-besn 1aiated To the undertying disexss stata of cancer thecapy.

Commonty Reperind Afvarse Experiencas ia Three U.S. Cantrolled Clinicai Tnals

Aredia Aregia
0 mg 90 mg A Angla
over 4 hours Placebo over 2 hours Placebe 30 mg Ptatebo
Ne205 Nei187 Nad6? NalB6 N=572 Na573
% % % % % »
Generai
Asthensa 16.1 171 26 192 2.2 185
Fatique nr 283 493 288 2 230
Fever 388 380 N3 2 WS M0
Metastases 10 0 n3 44 0.5 175
Pamn 132 13 5.0 1 3 161
Digestive System
Anorexia 171 17 it 249 260 23
Caastipation 283 N7 38.0 86 n2 5.4
Diarmea 262 268 294 306 25 27
Dyspepsu 176 134 183 150 6 175
Nausea 8.6 N4 8.5 594 35 518
Pain Abdominal 19.5 180 U3 181 28 17.5
Vomibng 6.6 198 463 3% 387 s
Nemkc and Lymphaiic
Anemia as a7 395 363 Q5 B4
Granuiocytopsnia 208 155 193 205 19.8 18.8
Thrombocytopena 16.6 179 125 o "o 15.0
Myscuiosksistal System
Annnigias 107 10 153 127 136 02
Myalgia 254 150 %4 25 X0 201
Skeletal Pain 610 "7 70.0 154 66.8 740
73 91 180 16.8 143 1423
244 1958 a2 286 26.2 223
173 172 253 194 22 190
eaudiofy Sysiem
Coughing 263 25 %3 19.7 87 206
Oyspnez 20 14 351 24 304 24
Pleural Eftusion 29 43 150 LA] 107 15
Sinusing 1 165 181 104 156 120
Upper Respiratory Tract
Infection 2 83 196 202 A 29
Urogenitat Systam
Unnary Tract Intection 156 9.1 202 178 185 156
Ot the toxicities with y. he frequency of vomiting, anorexia. and anemia were slightly more common in the

Aredia patients whereas stomatitis and 3opecss 0CCUMN at 3 Irsguency swmitar to that in pLTaDO palients. In the Dreast cancer triais. mild sieva-
tons of serum cregpmine occurred in 18.5% of Aredia paDents and 12.3% of placsto patients. Mineral and slectrolyts dishwbances. including
hynowcmmnwmﬂnnwmhﬁmm-mdumummmmmmmmmmm The reported
for A7esia-treatsd patients were 3.%, W.i% 1.7%, and
44%, mo'mmy and for placebo-1rsated patients were 1.2%, 12'517'/- and 45%, In previous
triais. panents treated with Aredia (80 or 90 mQ over 24 hours) ities more
Hypercaicamia of Makonancy).

Arthrakgias and fmyalgias were raported sightly mars frequently in tha Aredia group than in the glacsbo group (13.6% and 26% vs 10.8% and
20.1%. respectively).

In muyttiple Mysioma paients. thers wers five Arecia-#iaied 3arious 310 UNEXDACTRY A0Verse sxperiences. Four of these wers reported during the
12-month extension of the mustipls mysioma mial. These of the raports were of i renat lunction Q In patents with

muktiple Mysioma or Mutiple Myeloma-2ssocated amyloidosis. The [ourth raoort was the adult dmcs

pabant % trom in and acute ’ Ommmmmmmmamnmmmmm
bysnumwuuq'yu.nmmn and scratchy Troat within 24 hours aftsr the sixth infusion.

In the breast cancer tridis. there wers four Aredid-reated 2dverse sxpsnences, all MOJerate in severity, that caused 3 patient 10 dtscontinue par-
ticianon in the tnad. One was due 10 MMErSHtal preumonilts, another 1 Malaisa and dyspnea. One Aredia patisnt discontinued the trial due 10 3
SYMPOMatic Aypocaicemia. Another Arecia patient discontinued therapy ut 10 severs bane pain after sach infusion, which the investipator felt
was [na)-dug-related.

Pest-Marasting Expertence

Rare nstances of alerpic Maesnons have besn repored. INCUGng lypotansion, Gyspnea, Of INGICNSNTA. and. very rarsly, Znaphylactic Shock.
Ara0ia 15 COMTANGICAtad in patents with Cinically signiticant hypersensaivity [ Aredia or other bisphosphonates (ses CONTRAINDICATIONS).
DYERDSSARE

(soe AMHS{ REACTIONS,

In 2ddihon, one obese woman (35 kg) who was Irsaled with 285 mg of Arsdia/day for 3 days axpennced high tever (39 5°C). Mrootension

{Itom 170,30 mmHg to 56D mmbg), and ranssent faste perversion, notad about § hours ater the first imusion. The 1rver 34 bypoasnsion

wars rapidly comecied with steroids.

] oceurs. sy k2 couid 3is0 MESUR SUCh patients showid be [1ealed with short-tei IIVeNnOUS Caiciom

DOSAGE AND ADMINISTRATION

Hygercaicemiz of Mallgrancy

Consigsration snouid be given 1o the saverity of as wel a3 the SYmOtoms of ryparcaicemia. Vigorous saline rydration 210A® MY be sutficiey jo
roercacamis

treating miig. Should be voided in patents who have potential for cardiac faikure.
with -1 the usui id harapy may be heiph.
Moderzie Hypercaicemis

The recommended dose of Aresia In moseraie hypercaicamia {rorrucied seram caichom® of apsrazimaiaty 12-13.5 MINLI 12 00 1g gy g
The 80-my dose Is given as 2n Initial, SINGLE-DOSE. Inwsvencus intusion sver 2t leas] 4 houra. The 90-my deas muat be Bhvee by
Initlal, SINGLE-DOSE, Intravenows infesion over 24 hoers.

Savere Hypercaicomis

The recommended dose of Arsdia In 1evers Wypercaicomia (comactes serem caktiven® >13.5 my/eL) is 99 my. The 98-my $03e muzt by
given by an initfal, SINGLE-DOSE, Intravenoes infusion over 24 hours.

* Albumin-corrected serum calcium (CC3mgraL) = setum caicium, avy/dL » 0.8 (4 0-serum aibumin, g/at).

Relrostmont )

A limited number of patients have recerved mors than one treatment with Aredia for hypercaicemia. Retreament with Aredia, it DaSients who
show complete of partial 1esponse inrially, may be c3rned out if serum calcum Goes NOL returm 1o AGATA of remain RaqTRAl N it 1eat.
ment. 1t 1s recommended that 3 minimem of 7 days slapse detors retreatmest, 1o alicw for futl rexponss 1o the injtial dese. The 0ose ang
mannar ot retreatment 1S (dentical to that of the wetial therapy.

Paget's Dissase

The recommended Gose of Arsdia in Satisnts with mederaie 1s savare Pagal's disesss of bone is 38 mg daily, ¥ministered 23 & &-hegr
Intusion on 1 consscutive days for 2 1ots) #ose of 99 My,

Retreatment

A kmted number ot patients with Pagets diszase have received more Min one reatment of Aregia m climcal trigls. When chncally indicated,
panents should be retreated at the doss of initial therapy.

Osteoiytic Bone Lesions of Muitipie Mysiems

The recommended dose of Aredia in patientz with osteciytic Bone fesiont of meltipis mysiomas iy 90 my administered 23 1 4-hewr intazien
givan on 3 monthly dasis.

Patienis with marked Bence-Jons proreinuna and dehydration Showig receive adecuats hydration prod 1o AVedia inkison.

Limaed wformation is avadabée on e use of Aredia in multiple Myetoma pabents with 3 serum creasrene 23.0 mo/dl.

The opfimal duration of therapy Is A0t Y2t known. however, in 3 Study of Oatients with mysioma. final anaryus atter 21 months demonstrated
overall benefits (589 CLINICAL TRIALS section).

Osteoiytic Bone Melastases of Breasi Carcer

The recommansed doss of Aredia in patisnts with bone ism over 3 2-bovwr iRISiOR Siven svery
34 wesks.
Aredia has been used with

nd numwmwmmmmwmm

and ammoolummmm The optimai duraion of therapy is NGt known, howaver, in two breast cancer stucies, final analyses pertonmed afte

24 months of therapy demonstrated overall banefits (see CLINICAL TRIALS section).

Preparalion ot Solution

Arconstitvtion

Aredia is reconstituied by adding 10 mL of Slenke Water for inection, USP. 10 each vial, resulting i 3 solubon of 30 mg/10 mt o 90 mo/1d mi.
The pH of the reconstituted saiution is 6.0-7.4. The drug shouki be compstely dissoived belore the soamon is withdraw,

Hypercaicemia of Malignancy

The darly dose must be 2omanistereg 25 an intravenous infusion over 3t last ¢ hours for the §0-mg dose, and aver 24 hours for the 90-mg
gose. The recommended apse shoul¢ be diuled in 1000 mL of sterile 0.45% or 0.9% Sodwm Chionde, JUSP. or 5% Dwarase Injection, USP.
This infusion solution is stadle tor up 10 24 hours at room temperature.

Pagal’'s Dissase

The recommended daily dose of 30 mg shoutd be diluled n 500 mL of sterile 0.45% or 0.9% Sedium Chxionde, USP. or 5% Dextross Injection,
USP. and administered over a 4-hour penod for 3 consecutive days.

Osteolytic Bone Metastases of Breast Cancer

The recommended dose of 90 mg shoukd be dilited in 250 mL of stanie 0.45% or 0.9% Sodium Chionde. USP. or 5% Oextrose Injaction, USP,
and adminsstered over 3 2-hour penod every 3-4 weeks.

Osteotntic Bone Lasions of Muitipie Mysioms

The recommended dose of 90 Mg shouid be diiuted in SO0 mL of sterile 0.45% or 0.9% Sodum Chionde. USP, or 5% Dextrosa injection. USP,
and agministered over 3 4-hour penad on a monthly basis.

Arsgia must nol be mizad with caltivm-containing intusion solwtions, such as Ringer's solution, and shosld be given in & singie intra-
venous soiviion snd lina separate irom 3H other éregs.

Nots: Parsotarat 0rug prodects shasid de i d vizwally for
solution and coniaine permit.

Aredia reconstituted with Sterite Water for Injection may be stored under reirigeranon 31 36°F457F (272-8°C) for up 10 24 howrs,
HOW SUPPUED

Viais - 30 mg - each comtains 30 my of stenle. fyophilized parmdronate disodivm and 470 mg of mannetol. USP.

maties ané

whanaver

Carton ol 4 viais NDC 0063-2601-04
Viats - 90 mg - each contains 9C mg of stenie. lyophilized pamidronate disodium and 375 my of manamtol, USP.

Carton ot 1 vial NDC 0063-2609-01
Do not store above 86°F (30°C).
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> NOVARTIS

Thers have besn severai casas of drug of Anoh in patients with total doses of 225 mg to 200 mg
piven over 2 172 to 4 days. AR of Ihess pabents survived, but they Ihat required ang/or or Novartis
tion of calcium, |

East Hanaver, New Jersay 07935



