This label may not be the latest approved by FDA.

For current labeling information, please visit https://www.fda.gov/drugsatfda

& Zemplar™
(paricalcital injection)
Ampul
Fligtop Vial

OESCRIPTION

Zemplar™  (pancaigitol injoction) s g synthevically

manufactured vitamin 0 anslog. tis avaitable 8s a stetilc, clear.
= colorleys, 9QueoUs sofutian far imravanous injection. Egch My
= tontaing pericalcital. 5 meg. propylene glycal 30% (viv) and
ame 3lcoN0), 2% (v/v).
Pancalcitol is o white powder chemicaliy designated as

ra0- D830 210ev, apr, 155

talys injection. Within two hours sher sdministenng dores
targing from 0.04 to 0.2 mcg/kg, concentrarions of panicaleitol
decraased u_mo&v; thereafter, concentratigns of aricelcitel
decl-noz: loq-l.n’oonz with ¢ moan haif-fife ot apoyr 1 Nours. No
accumulaon of paricalcitol was observad wath iph i
bl myltipie dosing,
In heghthy subjeees, piggma radicectivit i

) ) y aher 3 single
016 megikg imravenoys batus dose of SH-paricalono! (nad) w‘u
annbuted to parem gryg. Peticalcitol was ehminpted primarily
by hepotodiliary axcreuon. as 4% of the radiodelive do5c was
tecovered in feces ang only 16% was lound in urine.
Mersbolism
Several unknown metadolites were dotactad in both the urine
and feces, wan no detecrable pancaleitol in the urine. Thegp
matoboltes have not basn characte/ized ang have not been
\dancified. Yogether, thesy menabalites comribited 51% of e
uknary tadioactivity ang 59% of the face! tadioactivity. /n vire
::v.d‘m. OTOI8IN BiNding of parizelcite) was extengive (>99.9%)

AONSRtUradie ovar the concentration ran f

Wonomme ge of ) (o

19-n0r-1a,88.25 trinvdroxy-9.10-secourgosta-52) NENL22AE).
enn 3nd has the following struetyryl formule-

CHy

Matecular formula is Coiip0;.

Motecular waight i3 416 65,

CUNICAL PHARMACOLOGY

Mechenism of Action

Paricalcitol is 3 syathenc vitamin 0 3nulog Vitamin O and
ponicalcital have buen 2hown to reduce p3rathyraid hormone
(PTH) levels.

Pharmacokineties

Disvribytion

The pharmacokinetics of paricsicitol have been swdiod
i 9".‘."“, With chronic renpl (aiiure (CRF} requinag
hemadisiysis, Zemplarmé s administerad &3 on intravenoys

2

Paricaicital Pharmacokinetic Characteristics in
CAF Parients (0.24 mcg/kg dese)

Parameter n Vejves (Mean 5 SO)

Conss (8 min. ofterbolus) & 1850 z 684 {pg/m)
AUC) o S 21382 £ 8230 (pgetu/mb)
43 S 0.72 5 0.28 (UM

Vi 5 622I(l}

Laboratory Yosts

In placeds-controncd studics, paricalcitol reduced scrum 1otal
slkatne phosphatese levels
Special Popuintions ) ) )
Paricgicitol pharmacokinetics have ot besn investigatod in
3pocisl popylstions {geviouicl pediduric, hepatic insuticiency),
o for drug-drug interacuoens. Pharmacokmetics were aot
endersdependent,
linies! Studies
In three 12-weex, piacedo-controlled, phaze 1 ttudies in
chronic ranal [ailura patients an dialysts, the dose of Zemplas™
wis storod st 0.03 mcg/kg 3 umes per week. The dose was
ncreased by 0,04 meg/kg svery 2 weeks untit intact parathyreid
hormone [iPTH) levels were decressed st least X% from
beselne o o fifth escalaton brought (he dose to ¢ 28 meg/xg, or
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iPTH feil 1o tese than 100 py/ml, of (he Cs x P praduct was
Qrester than 78 within any 2 week period, or serum CalCivm
begame greater than 11.5 mg/dl st eny nme,

Patients treated with 2empler™ wchisved 2 mean PTH
reduction of 30% within 8 weeks. in these stugies, there wez no
sgndicam difference i the incidonce of hypsrcalcemis or
Myperphasphatemia between Zemplar™ and placebo-treated
gatients YAQ results from theee studies are as follows:

Moan [SE) Change
Group Rexeline Moan From Beseline o
[ {Ronge) Finel Evblution
P ip/ml Zemplsr™ (n=40) 283 (29 - 297€) K JO 3]
placebo {n=38) NS 1320 =1801) 69.6144 01
Aaling Zerplar® tn=3t] 130 (40 = §08} 419 (10.6)
Prosphatast (WU “piscavo (n=34) 68 (8- BY1] *2810.1)

Catcism {mg/d Zeempler'™ (n=40)  9.3(7.3-108) <047 0.1)
acebo (8] GV (A-107) R 0]
FRonohoros (mye Zampir™ n=W) SARI-0F BTN
piscado(n=38)  €0{20-09) 03103}
Calewm x lompln= Ins¥0) 98132 108) 219422

Prasphoius Product “piszate n-38) M 8- 0] EATE ]

$

Ear

Wo?knus, hwadache, somnoionce, nouses. vomiting, dry

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

wste.

Late

Anorexio, weight Joss,  comunctivins  {caleific),

psncreatitis, photaphobia,  rhingrenes,  prufitvs,

hypertharmiz, decrassed fibido, elevstes BUN,

hyparcholastaralemis. elevated AST ang ALT, ctlopic

calciticalon, Nyperension, cardiac  arrhythmipg,

somnolence, death, any, rarely, aven psyshosis.

Tregtmant of patiemts  with  chnically  ignificant
hypercalcomis ¢omsitts of immediara tose reduction of
interruprion of Zempiar™ therapy and includes 3 low saicivm
gist, withdrawsl of calcium sUpplements, patient mobilagtion,
stiention to ftuid snd alectrolyte smbalances, sssessment of
slectrocerdiographic  abnarmalities (criticel in  pationts
receiving digitalls), snd hemodislyms ar peritoncal Giplysis
3gainse 8 calcium-free dialyxate. as warranted. Serum calcium
isvels should be monitared freguently yr normocelcemis
nsyes
Phosghate or vitamin D-relsted compounds shauld not be

tken concomitanty with Zemplor™.

7

NDICATIONS AND USAGE

Zamplar™ 13 indicored for the prevenuon ang Ucatment of
szcondary hyperparsihyroidism gssocivted with chronic rengl
failure. Studies in patients with chronic renat taiture show that
Zemplar™ supprecsos PTH tevels with no siqnificant diftersnce
W the incidence of hyperealcemia or hyperphosphatemis when
tompared to placedo. However. the se/um phosphorys,
Salcium and the calcium = phospherys product (Cu x P} may
werease when 2emplar™ s admininered.
SDNTRAINDICATIONS

Zampla™ should not be given 10 pabenus with evidence of
wemia O toxicity, hypercalcemis, or hyporsensitivity o any
ipgrediont in this product {sea PRECAUTIONS, Geaeral).
WARNINGS

‘tulp ovardoze of Templar™ may cause hypercalcemiy, snd
rsquire emargency attention. During dose adjusimgnt yerum
amlcium ang phosphorus lovels should be monitored closaly
8.9. twice weekly). If clinically significant hypercalcemis
tvolqb:, the doae ¢hould D¢ reduced or interrupted. Chraric
wministration of 2empler™ may place pavems at nsk of
ngpercalsemis, olavated Ca x P proguct, ang metattatic
amchicsnon. Signs aad symptoms of veamin D moxieatioh
amocisted with hypercsicems ihclude:

6

| veiimie mu

PRECAUTIONS
Genorsl: Digialis 1oxicity ¢ poreansted by hypescalcemis of
sny cause, 40 caution should be spplicd when digitatis
compounds are prescrided concomitantly with Zemplar™,
Agyndmic boRe lesions may develop it PTH levels are
sugpressed (o abaoimal levels
inferovetion far the Patient: The patient should be instructad
that to ansurg eiecuveness of Zemplar™ therapy, it is
imporent ta sshore to & dietsry reqimen of ¢IICHm
supplementation and phosphorus remriction Approgriste types
of phosphate-binding compounds may de nesded to comral
s9rym phosphorug levels in getients with chronr¢ rang! faiyre
{GRF), but excatsive use of aluminum corzeining CoMpoYNgs
ohould be avoides. Patients should also be carefully infgrmed
sbowt the symptoms of elevated calcium

sl Laboretury Tasts: Quring the mual phase of
medication, serum calcium end phosphorys should be
decarmined (requently {e 9. twice weskly) Once dosege hos
been entadlished, serum celcium and phosphorus should be
messurad 8t leadt monthly. Merswrements of serum or plasmy
PTH are recommeonded avary 3 months. An imact PTR (1PTH)
881y is recommanded for reliodle detection of biotogicelly
active PTH i patientz with CAE. During Jose sdjugtment of
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Lemplat™, 19boratory test may be requirad more fraguently.
Drug tateenchions; Specific interaction stydics werc not
parturmey Digitelie toweity is potentiated by hypercsicemis of
Iy C3use. 0 cavtion should be sppited when digitalis
eoMpPounds ars prascribed eoncomitantly with 2emplar™.
Carcinogenests, Mutegencsis, Impainment of Fedility: Longe
ferm studies In BmMais 10 euglugte he carcinogemc poterust
of parie3icnal have not been complsted Paricelctgl di¢ not
oxhibit genetic toxicity @ vitre with ar without metabolic
actvation in the microbidl mutagenesis ¥ssay (Ames Assayl,
movse lymphoms mutpgenedss 8sssy (LSI78YL ar a humea
lymphocyte cell ehyomoa_omnl sberreton essgy. Therg wat oisg
no Bvidence of genstic toxieity sn 30 1n vivo mouse
mictonuclaus 2ssay. 2empiar™ had no effect on fervlity (mata
or femste} in ryts at intravenoug 903es up 10 20 Meg/kg/doae
{equivelent to 13 tmec the higheat recommended humpn gose
(028 mcg/kg) based an surtece area, mg/ma}

Pregeapcy: Aragnancy Carsgary C. Pacicakitol has besn shown
W tsuse Minimal decressas in feral vishility (5%} when
agmnistered daily to radbits at 8 dose 0.5 times the
0.24 mcg/kg human dose (Deged on surfece ares, mg/m2) ang
when sdmiistered 10 (ate 3t 8 3039 2- times the 0.2 meg/kg
human dose (bezed on plasms isveis of exposura) Ot the

muldeents: mudies, disconnaustion of theragy due to day

2dverse svent oceurred in 6.5% of 62 patients vegred with
Zemplar™ (dosege titreted 8¢ tolerated, zee CLINICAL
PRARMACOLOGY. Clinical Swdiest and 20% of S parients
trested with placotio for ane to three months. Advarse events
oscurring with grester fraquency in the Zemplar™ group at o
froquency of 2% or gradter. regargless of causality, are
presanted in the foliowing 1able"

highest desn tested (20 meg/kg 3 times per wesk in rats,
13 umes the 0.3¢ Meg/ko human dose based on sudace sres),
thare wes & signilicant increase of the momaity of ngwborn
rats at Joses that were meternelly toxic {hypercaicems). No
other gffects on offspring development wete observed.
Parigaicitol was not teratogsnic at the doses tested

There sre no poequate 8nd weli-controficd ytudies in
pregnant women. Zemplar™ shouid be used during pregnancy
anly i the potantial benefit justifies the porennal nak to the fotys.
Nuriing Mothers: R is o1 known whether pancelcital
excreled in human milk. Because many drugs 3re excreted .n
humen mikk, cavrion shouid be ¢xer¢iscd when Zemplus™ ig
edministered 10 & Nursing women.
Pediatiic Uss: Sefety and efficacy of Zemptar™ in pedistric
pancArs heve ot boen established.
Geriswrie Uee: Of the 40 patients receving 2omplar™ i the
threw phase 3 placebo-conrralied CRF grudiey, 10 palients were
€5 yodrs or over. In thase studies, no overali ditterences in
efticacy o7 safety werc observed Detwodn patiemes 65 vears or
otder and younger pstienms
ADVERSE REACTIONS
Zemplar™ has Doon eveivated for safety in cllnical studiss in
770 CRF patients. in four, plagebo-comrolled. double-bhnd,
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Adverss Eventincideace Rutes for All Treateqd Pasisncs
In ANl Ptacebu-Contiglied Studies
Zemplar™ (n=43) Placedg (ned))

Advarsg Evepy rof events, % Der of gvy.
rall M!'ﬁ . = evo;’ "“ X
Body 83 4 Whsls
Chilis $ 0
Faeling ywelt 3 0
sver S 2
Py [1 4
SeFm 5 ?
ardiovasculas Sysiem
Paipitauion 0
Oige¥tive Sysiem
Y mOuth 3 2
Gusuointesting! blesding 3 2
Nsuses 19 3
Vemiting 8 '}
Melteiic snd Natrional Dizorgars
) 0
Narvous System
Lght-hesdedness $ 2
Rasplratory Sysiem
Pneumonis $ o
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A pahent who 7eponed the samg medics! term morg thon
once was Countad only once {or that medicsl term.
OVERDOSAGE
Overdosage of 2emplar™ mgy leqd to hyporcalcemin (soq
WARNINGS).

DOSAGE AND ADMINISTRATION

The currently agcagted target range for IPTH tevels o CRF
PALCNLS is NO More than 1.5 16 3 times the non-uremic upper
limnt of normal.

The recommendsd iniuie) dose of Zemplar™ is 0.04 mcg/kg to
0.1 meg/kg (2.8 -7 0 meg) administercd a5 3 Rolus duse no more
fraquenty Man evary othes dsy a2 any time dunng diglysis.
Doses ss high wx 024 meg/kp (168 megl have deen salaly
gdministarad.

If » satisloctory r¢spunse is not observed, the dose may be
ncregsed 9y 10 & mcg ot 2 10 4 week intervals. Duting sny
dose sdjusimant penod, serym calcium sad PAOSPAOrus isvals
should be monitored more fregquently, and it an elevered
calcium level or @ Co » P product grester then 75 is nated, the
4ryg §039g0 should bs immedistely reduced or interrupted until
these peramsters ar¢ ngrmalized. Thon, Zempler'® should be
rewnitiatad ot 8 fower dose. Doses may Need to be ducrassed o8
the PIN levels decraase 1 response to therapy. Thes,

3

NOW SUPPUED o _ )
2emplar™ [paricaleitol injoction) 5 megiml is suppling a3 3
tingle dosage mrengthin 1, 2, snd 5 mL einglo-d0se ampuls of
Fhiptop Vis's.

u:’l Nl;. felume/Contaiaer Goncentration  Total Centent

1858 1 mi/Fligtop Vial § meg/ml §meg
1658 2 mUFliptop Via! 9 meg/ml 10 meg
1958 § mURimop Visl $ meg/mL 25 meg
3048 1 mUJampul S meg/mL 5meg
3043 2 mUVampyl S meg/mL omeg
na $ mi/ampul S meg/mlL 25 meg

Store 8t 28°C (77°€1. Exgursiens parmined 1o 19°-30°C
$97e 38°F).

only
US. parents: 5,245,975 5.587.497

1%

incremantal dosing Must ba individuahzed.

The following table (s 8 sugQested approwch in dose tiratign:

’ru Suggesicd Ooxing Guidelines

Lovel Zemplar™ Dose
e 8ame or increasing increaye
dtcrus!no by <30% NCIGuse
decredsing By >30%, <60% mamtein
deereosing by >60% decreose

0ne 8ad ong-hif to three

times woper imit of Aormal maintain

Parenteral drug products should de mspected visorlly Tor
puticCuUlste mattar wnd discoloration pror to sdministration

whonever Solution 3nd contenos permir.

Oizcard unused poron.

©abdor 1918

ABBOYY LABORATORIES, NORTH CHICAGQ. 1L 0004, USA

Pnntad in USA





