& Zemplar™
"l (paricalcitol injection)

Ampul
Fliptop Vial

OESCRIPTION

Zemplar™ (panceigitol injoction) s ¢ synthetically

menufecrured vitamin O anslog. It is avairable as 4 stetilc, clear.
= coloriels, 9QuUCOUS solutian far imravenous injection. Egch M
= ontaing pericalcitel 5 meg. propyiene glycal 30% (viv) and
ame $1¢ONCI, 2D% (viv).
Panicalcitol is o white powder chemicsliy designated g3

rao- D830 2104, apr 1998

balus injection. Within two hours sher sdministenng dores
1anging fram 0.04 to 0.2¢ mcg/kg, concentrations of panicaleior
decreased rapily; therestter, concentrations of pariceltital
dechned log-sineadly with ¢ mpan hait.ife of abour 1§ hours. No
accumutation of parigalcito! was obsesvad with myltipie 60sing,
Elimination

Ih heghhy subseets, pigsma radicscvy sher 3 singly
0.16 meghg intravenoyy batus dose of IH-parncalono! (had) wis
annbuted to parem dryg. Peticaicitol was eimingted primasily
by hepatobiliary axcreudn. as 4% of the ra0iod¢live dosc wes
tecoversd in feges ang only 16% was found in urine.
Mersbolism

Several unknown motadolites were detuctad in both the urine
and feces, with no detecable parcaleltel in the urine. Thege
matoboltes Nave not basn charactesized ang have not Dewn
1dincified. Yogether, trese merabolites CONtributad 5A% of the
uknary rediosctivity and 59% of the Yyep! tadioactivity. /n vitre
plssme protein 0inding of parizelcde) was xtengive (>93.9%)
d nonssturadie ovar the concentration range of ) (g
100 ng/mL

Is-nor-1a.SG.ZS-!rmvumy'3,10-3.;59,99;13.gmr;tguzm,
wens 3nd has the following structuryi formyle:

CHy

Matecular formyly is Con0;

Meiecular waight ;s 416.65.

CUNICAL PNARMACOLOGY

Mschanism of Action

Pericaicitol is 3 symhenc viamin 0 dnalog Vitamin D ang
paricalcital have basn shown to redyce P3rathyreid hormone
{PTH) levels.

Pharmacokineties

Distribytian

The pharmacokinetics of paricsicitol have been siwdiod
ih pALEMS with chronic renp faiese (CRF} requining
hemadisiysis. Zemptarmé 5 adminisierad &3 on intravenoys
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Paricalcital Pharmacokinctie Characteristics in
CAF Patients (0.24 meq/kyq Sose)

Paramerpr n Vejoes (Mesn s 50}

Cemas {8 min, afterbolus) & 1850 ¢ 644 {pg/mu)
AUC) o S 27382 £ 8230 (pgetu/mb)
ct 5 0.72 5 0.2a 1UM)

Vi § 622I(l)

Laboratory Yests

In placeda-controNce studics, parleaicitol reduced scrum 100al
slkatne phosphatese levels
Special Popuintions ) i )
Paricicitol pharmacokinetics have not been investigatod in
3pocisl popyintions {gerisuie, pediduric, hepatic insuMtigigncy),
0 for drug-drug inreracuons. Pharmacokmetics were Aot
ender-depandent.
linical Studies )
In three 12-weex, piacedo-controlled, phasze 1 stugins in
chronic ranal [ailura patients oo dialysis, (he dose of Zemplas™
wis 3tored 8t 0.08 meg/kg 3 UMes per week. The dose was
inereased by 0,04 meg/kg svery 2 weeks yntit intact parathyreid
hormone ugm levels were decreased st leost X% from
beseune or o fifth escalation broughz the dose to 6 24 meg/xg, or
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iPTH el 1o tess than 100 pg/mL, of (he Cs x P praduct wis
Qreater than 7% within any 2 week period, or serum calCivm
bocame greater than 11.5 mg/dL st any nme.

Patients troated with 2emplar™ wchisved 3 mean PTH
reduction of 30% witun & weeks. ia these studies, (here was no
signsheam difference i the incidonce of hyparcalcemis or
Myperphasphatemis between Zemplar™ and placebo-treatsd
patients YA resylts from thase studies are s followy’

Moan [SE) Change
.}

Grovp Buyeline Moan From Baseli

N of it ) {Range) Finel Evdlydtion
P ipa/ml) Zemplar™ |n=40) I8 (29 - 297€) R IR

placeds (n=30) NS13=100)  -69.8:M0I .
e Tempar= =31 TG o GB]_ $18 110.6)
Prosgnasst (WU “piacavo (=30 B8 (@ -81] +2.6 (10,1
Calcism {mg/dl Zeenpler™ (=4 93173 -108) o047 [0.1)

placebo (=38} 91 (24-107) 802100

Fhiosphotus (my/él Zamplar™ (n=40) S0137-102) BANR
piscabo(n-38)  C0{20-09) 033 10.3)
Caleumx Temphreinate) 54132 - B +190221

Prasphorus Product “pigzebotn=38) AR 17) 33123

§

Ear

Wo'l’knus, hwadache, somnolonce, nBuses. vomiting, dry

mouth, constipation, muscle pam, bone pain, and metdilic

aste.

Late

Anorexie, weight loss.  comunctivius  {caleific),

pancrestitis,  photophobia,  "hingrrhes,  prutitvs,

Nyperthermiz,  decrassed libido, wlevetes BUN,

hyparcholasteralemis, elevated AST and ALT, etloic

calcitication, Mypemension, cardiac  arfhyinmiag,

somnolence, death, any, rarely, aven psyehosis.

Tregtmant of patients  wih  chmcally  Eignificant
hypercalcemis ¢conkets of immediara fose reducton or
interrupnion of Zemplar™ therapy snd includes a low soiciym
gist, withdrawsl of calium supplements, patient mobilustion,
steention to fuid and alsctrolyte imbalances, sgsessment of
slectrocerdiographic  abnormslities (enticel in Pationts
receiving digitalls), snd hemodislyms or peritongal Gidlysis
3gainse 8 caltium-ree dialyzate. a8 warranted. Servm calcium
lsvels should be monitared frequently yrmi normocelcemis
ensues
Phosghate or vitamin D-relsted compounds sheuld not be

token concomitandy with Zempler™
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NDICATIONS AND USAGE

Zamplar™ 1 indicoted for the preventon ang teatmen of
scondary hyperparsthyroidism ascocisted with chronic reng|
failure. Studies in patients with chronic renat aiture show that
Zemptar™ suppressas PTH tevels with no significant diterence
W the incidence of hyperealcamia or hyperphotphatemis when
tompared to placedbo. However. the seium phospharys,
Salcium and the calcium » phosphorys product (Ca x P} may
werease when 2amplar™ i administereg.
SONTRAINDICATIONS

Zampla/™ should Aot be given 10 pudenus witn evidence of
waamia O toxiclty, hypercalcemis, or hyparsensitiviy 1o sny
8gredient in this product {see PRECAUTIONS Geatrgl).
WARNINGS

‘tulp overdose of Jemplar™ may cause hypercalcemip, snd
redvire emergency attention. During dose adjustmgnt serum
alcium ang phesphorus lovels should be monitored closaly
18.g. twice weekly). If clitically significant hypercalcemis
bv‘lqb‘. the dase shovid d¢ reduced or interrupted. Chrome
wministration of 2emplsr™ may place parems at ngk of
ngpercaicemis, oloveted Ca x P proguct, and metastatic
omcificanon. Signs aad symptoms of viamin D 1noxestih
amocistod with hypercsicamis shclude:

6

PRECAUTIONS

Genaral: Dighalis roxicity 18 poreansted by hypescalcemis of
sny cause, 46 caution thould be spplicd when digitais
compounds are prescrided cONCOmMiantly with Zemplar™,
Agynamic BORS leions may develop it PTH levels are
suppressed (o abaormal lavels

information Jar the Petient: The patient should be instructed
that to ansurg eHecuveness of Zemplar™ therapy, #t is
impoment to aghere to s dietary reqimen of ¢3ICm
supplementation and phosphorus rexiriction Approgriste types
of phosphate-binding compovnds may be nesded to conral
S9rym phoaphorug levels in getients with chroat¢ rangt faiyre
(CRP), but excagsivo use of aluminum corzeining compoyngs
ohould be avoidps. Patients should also be carefully iafgrmed
sbowr the symploms of elevated calcium

Exsantisl Laborstery Tasts: Quring the inmal phase of
megication, serum calcium end phosphorus should be
detarmined lrequently {6 9. twice woekly) Once dosege hes
been entadlished, serum celcium and phosphorus should be
messwred ot leadt monthly. Messwrements of serum or plasmy
PTH i's recommended avery 3 months. An imact PTH (1PTH)
agsay i recommanded for reliable detection of biotogically
octive PTM i pationtz with CRE. During dove sdjugtment of



Zempiar™, 1abotatory 15t may be required more freguertty.
Drug tatgencuions; Specific interacton stydics were not
parturmed Digitelie roneaty is potentiated by hypercsicemis of
Iy CIuse. 50 cavtion ghould be sppited when digitalis
eompounds are orascribed eoncomitamly with 2emplar™.
Carcinogenesls. Mutegenesis, Impairment of Fedility. Longe
term studies In BmMais 10 sugluste INe CarCINOGIMIC POTERUD!
of parieJicnal have not been completed Paricelcitgl dig not
oxhibit genstic toxicity  vitro with or withgut metabolic
actvation in the microdidl erutagenesis ¥ssay (Amas Assayl,
movuse lymphoms mutsgenedss assdy (LS178Y) or 0 humen
lymphocyte cell chromosamel sberetion assey. Therg wat 9isg
no ovidence of genatic tosicty n a0 i vive mouse
micronuclaus assay. Zempiar™ had no effect on fertlity Imats
or female} in rats at intravenoup 603es up 10 20 Mcg/hg/dose
{equivelent to 13 umas the higheet recommended humpn dose
{0.28 mcg/ky) based an surfece area, mg/mé}

Pregesocy: Aragnancy Carsgary C. Padicaicito) has besn shown
0 tsuse Minimal decreasas m fers) vishility (5%} whea
admnistered daily to 1adbits ot & dose 0.5 limes the
0.24 meg/kg human dose (Daged on surfece ares, mg/ma) ang
when sdministered 10 (aee 3t 8 J028 2- times the .28 mcy/kg
human dose (bezed on plasms isveis ol exposura) Ot the

muldeentsr mudies, discontaustion of theragy due to any

adverse svent oceurred in 6.5% of 62 patiems vegied with
Zemplar™ (dosuge titrated a8 tolerated, zee GLINICAL
PRARMACOLOGY. Clinical Swdies} and 20% of 51 pprents
trested with placebo for ane to three months. Advarse svents
gseurring with grester fraquency in the Zemplar™ group at §
froquency of 2% or gradter. regardless of causality. are
presanted in the foliowing 1able’

highest dose tested (20 megly 3 times per weak in rats,
13 umes the 0.24 Meg/kg human dose based on sudace sres).
there was 8 signilicant increase of he mamaity of nawborn
rats at Josas that weie meternelly towic {hypercaicems). No
other gffects on offspring devsiopment wete observed.
Patigaicitol was not teratogenic at the doses testeo

There are no poequate &nd well-controlicd studies in
pregnant women. Zemplar™ should be used duiing pregnancy
anly «f the potantial benefit justifies ve porennsl nsk to the fetus.
Nursing Mothers: Rt is not known whether pancalcito)
excreled in human milk. Because many drugs dre encreted .
humsn Mitk, cavtion shoutd be cxercised when Zemplor™ i
adminictered 10 § AYreing womsn,
Pediatic Use: Safety and efficacy of Zemptar™ in pedistric
PaNCAIS APvE NOT boen established.
Geriawie Use: Qf the 40 patients receiving 2omplar™ in the
threw phass 3 placabo-conrralied CRF crudiey, 10 patients were
€5 yoors or over. In thase studiss, no overall differences in
efticacy of safety wesc observed DoTwodn patients 65 vears or
older and younger patiems
ADVERSE REACTIONS
Zemplar™ hag boen eveivated for safety in cilnical studies in
270 CRF patients. in four, placedo-comrolled. double-dhng,
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Adverse Event In¢idunce Autes for All Treateq Pafioncs
1n AN Ptacebu-Contrglied Studies
Zempiar™ (n=§37) Placedo (ned)}

Advarsg Eveyy Lumbarof events, & numder of gvy
Ovprail N > 0" = 2
Body 83 a Whals
Chilis $ 0
Faeiing unweit 3 [
Fever $ 2
L0 L1 4
ScFm 5 H
ardiovascular System
Paipitauon 3 [
Oigenive Tysiem
Y mouth 3 2
Gasrrointesting! blwsding 5 H
Nsuses n 3
Vomiting 8 ]
eladslic and Nutritional Dizorésrs )
i 0
Narveus Sygiem
Light-hesdedness H 3
Ranplratory Sysiam
Preumonis $ o}




A pahent who 1epofted the same medics! term morg thaf
once was countad ohly once {0 that medical term.
OVERDOSAGE
Overdosege of Zemplar™ may teqd to hypcrcaicemn (sou
WARNINGS).

DOSAGE AND ADMINISTRATION

The currently agcapted target range for IPTH tovels «» CRF
PALCNLS is NG More than 1.5 10 3 umes the non-uremc upper
limn of normal.

The recommendsd intiel dose of Zemplar™ is 0.04 mcglkg to
0¥ meg/kg (2.8 -7 0 meg) administercd a5 8 holus duse no more
fraquenty Tan evary othes day st eny hime dunng diglysis.
Doses a3 high vz 024 Meg/kp (188 megl have deen salaly
gdmiristarad.

If » satislacory (¢sgense is not observed, the dose may be
incressad Yy 30 ¢ mcg 3t 2 10 4 week intervals. Duting sny
dose sdjuttmant pencd, serym calcium aad phosphorus isvals
should be monitored more frequently, and if an elevered
ceicium level of @ Co x P product grester then 75 is nated, the
4ryg 403346 should bs immedistely reduced or intetrupted until
these paramsters are normalized. TG, 28mpier'™ should be
re:nitiatad at 8 fower dose. Ooses may need 1o be ducreased o8
the PI levels cecreass v regponse to therapy. Thes,
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NOW SUPPUED o _ .
Templar™ [paricaleitel injoction) 5 mepiml is suppiisd as 3
gingle dessge strength in 1, 2. snd § mL «ngle-60se ampuls of

Fhptop Viats.

List No. fume/Contmiger Goneentration  Total Caaten
1658 1 ml/Fligtop Vial § meg/ml §meg
1658 2 mUFliptop Vig! 9 meg/ml W0 med
1958 S mU/Rimop Vsl §meg/mi 25 mcg
3048 1 mJampul S meg/mL 5meg
3043 2 mUampyl S meg/ml 10 meg
nQ § mi/amput S meg/mi 25 meg

Store 8t 28°C (77°F). Emgursions parmived 10 15°-30'C
§97= §5°F).

only
U.S. parents: 5,245.975; 5.587.497

Incramantal dosing Must ba indivisuahzed.
The following table s 8 suggested approuch in dose tiration:

Suggcsied Doxing Guidtlines

PTH Lovel Zemplar™ Oase
the $8ME Or increasing increase
decreasing by <30% NeIQuse
deciedding by »30%, <60% mamtein
dogreasing by >60% decreose

one 8ngd ong-haif to three

times vpper hmit of aormal maintain

Parenteral drug products should be in ;
. ! ¢ spected vigually for
pemicuiste mattar end discoiordtion prior 19 sdministrgtion
whonever solution and conteinor parmir,

Oizcard unused porion.

@Aabdon 1918 Pnntad in USA .
ABBOYY LABORATORIES, NORTH CHICAGT. 1L $0064, USA



