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Simpla®
Zoledronic Acid 5 mg / 100 mi

Injectable solution

MADE IN ARGENTINA
Sale Under Prescription

Formula: Warnings:
% Each 100 mi vial contains: Zoledronic acid 5.00 mg (as Zoledronic acid The pmier?l should be properly hydraied before the administration of Simpla,
= monohydrate 5.33 m%G especially those who are under treatment with diurefics.
Excipients: Mannitol; Sodium cifrate q.s. for pH: 6.5; Water for injection g.s. Pre-existing hypocolcaemia must be freated with vitamin D and calcium
for 100 ml. before administering the infusion of Simpla. It should also be frealed any ofher
E Therapeutic Action: elgcrruglzﬁc disorder. The administrafion of Simpla should last no less than 15
; 4 priv : mini
J—— Adesoriye, Inhitifor of-hone K0 phon *Renal impairment: Nof recommended in patients with severe renal insufficiency
Indications: (creatinine clearance beiow 30 ml/min)

Treatment of osfeoporosis in postmenopausal women. Treaiment o increase * Osteonecrosis of the jaw (ONJ): It has been reporfed predominantly in cancer

bone mass in men with osleoporosis. Prevention and treatment of glucocorficoid- patients freated with infravenous bisphosphonates (including Zoledronic acid),

induced osteoporosis in patients fo be freated with glucocorficoids for of least ~ occurrence of osteonecrosis of jaw. Many of these pafients were also receiving

one year. Treatment of Paget's bone disease in men and women. chematherapy and corticosteroids. Most reported cases have besn associaled
X with dental procedures such os exiractions. Many had signs of local infection,

Pharmacological features/Properties: including osteomyelitis. Some cases occurred in patients with postmenopausal

Pharmacological Action osteoporosis freated with intravenous or oral bisphosphonates.

The Zoledronic acid is an inhibitor of bone resorption which belongs to the group Before inifiating freatment with bisphosphonates should be considered ihe

of nilrogenous bisphosphonates. It acts on the sites where bone resorption realization of a denfal exam, faking oppropriate prevenfive odonfological

occurs. In the osleociosi, the sile of aclion is the farnesyl-pyrophosphate- measures in patients with accompanying risk factors (eg cancer, chemotherapy,

synthase enzyme, even though ofher sites should not be excluded. corficosleroids, poor dental hygiene).

Zoledronic Acid has been shown fo be an inhibitor of bone resorplion without ‘While duration of treatment and whenever possible, these patients should avoid

affecting the mechanisms of bone formation and mineralization or the bloody denfal infervenfions. If patients develop osleonecrosis of jaw while

mechanical properfies. receiving bisphosphonate therapy, dental surgery may exacerbate if. No data

Pharmacokinefics iéduvuiiu'?‘lg !nksurgg;si whether Qisco:msmﬁcn{ﬁ? biﬂﬁpm heutman‘lE g

Absorption;The maximum plasma concentrations are reached immediately after ces G 1ok, oF DSIOnNeciss: I OIS feprmng. o ues, toc

the infusion. Once e fusion s inished, Tére 1 a 1t ol and four hours  Palients ireatmen pion shauid be based on he clinical judgment of e freafing

after the administration of the infravenous infusion, the plasmatic concentration doctor, ofter an individual assessment of ihe risks and benefils.

levels decrease af less than 10% of the maximum concenirafion. After 24 Precautions:

hours, the concentration decreases lo less than 1% of the maximum level. It is especially recommended that pafients receive an adequate dose of calcium

The increase of the infusion time from 5 to 15 minules decreases by 30% and Vitamin D, especially during the first 10 days afier the adminisirafion of

Zoledronic acid concentration af the end of the infusion, but there have been no Simpla.

changes in the area under the plasma concenfration-fime curve. It is advisable fo inform patients about the symptoms of hypocalcemia.

Zoledronic acid adminisirated infravenously is cleared by o friphasic process; The doctor should monitor patients at risk of developing hypocalcemia.

the rapid biphasic disappearance of the general circulation with 0.24 (11/2) Pregnancy: It should not be administered during pregnancy. Zoledronic acid

and 1.87 (11/2 8) hour hali-lives followed by a long phase with o terminal may cause fetal damage if adminisfered fo pregnant women.

elimination holi-life of 146 hours (11/2y). Aner dusing every 28 days, Nol recommended for use in pregnant women, since there are no adequate

accumulafion of the acfive is not observed in plas: and well controlled studies in women freated with Zaledronic acic. If the patient
Metabolism and excretion: Zoledronic acid is not rnembollzed and it is excreted becomes pregnant while faking this medicafion, she should be alerfed about
unchanged in the urine. the pofential harm to the fetus. Women of childbearing age should be informed

About 36% of the administered dose is recovered in urine during the first 24 to ovoid becoming pregnant during freatment with Simpla.
:-murs The rest remains retained in the osseous fissue and it is slowly released Breasi-feeding:

o the general circulation fo be excreted in the urine. 7 indicati i

Zoiedrgnic acid is not mefabolized by the body and it does not function os a ::Sdﬁ gomg;ungﬂﬂsgwm;?w&

metabolic infibitor of cylochrome P450 enzymes. gt Rerl S ‘
Zoledronic acid fixation to plasmatic profeins is 56%; thus, pharmacological Drug Interaction: Because Zoledronic Acid is eliminated via renal, precautions
interactions with drugs of high percentage of protein binding are much unlikely. are necessary when administered in association with drui d%z that significantly

Regardiess of ihe individual charocteristics (oge, sex, body weight), fotal body affect renal funcion such as diurelics and aminoglycosil Zoledronic Acid
clearance is 5.04 + 2.5 Ih. does not affect cylochrome P450 enzymes in vifro.
Special Populations: Side Effecls

Kidney Disease: For patients with mild or moderate kidney disease it is not After the administration of Simpla, like ofher infravenously administered
necessary fo adjust ihe dose since no accumulation of Zoledronic acid is bisphosphonates, the fOilDWlﬂi] symptoms are likely to develop:: flu-like

bserved after the administration of mulfiple do dlass of the 1 svndmme fever, headaoche, na bone pain, myalgia, arthralgia. These
fnckon. RGN oF Rl ot e o ) O T B r e o
There have not been enough studies performed with patients with severe renal USUU"V mild and fransient, and most disappear on fhe fourth day. Swelling,
impairment, thus it is not advisable for these patients. redness and pain have been recorded in the injection siles after the

Posology and administration: T

Trealment of osteoporosis in postmenopausal women. Treatment 1oy, ppgse i randomized double blind placebo-controlied HORIZON-PFT, clinical
incredse bone mass in men with osfeoporosis. Prevention and treatment of o) \which enrolled 7736 women (65- 89 years old), there were na significant
glucocorticoid-induced osteoporosis: 5 mg (1 vial of Simpla) administered by differences in the general incidence of acule adverse evenls in confrost fo
Intravenous infusion during ot least 15 minutes, once a year. placebo and most adverse evenls were mild and moderate. Zoledronic acid
Prevention of asteoporosis in posimenopausal women: 5 mg (1 vial dSwmplo) has been associated with the following post-administrafion symptoms: fever
adminislered by infravenous infusion during at least 16 minutes, every 2 years. (18.1%), myalgia (9.4%), pseudo influenza sympfoms (7.8%), arhralgia
[reoiment of ogél's bone diseass in men and women.  mg administered b (6.8%) and headache (6.6%), most of hem developed during the first 3
infravenous infusion during at least 15 minules. Patients Pagel's disease post-administration days. Mast Symploms were of a mild and moderate nature
should receive 1500 mg of elemental calcium and 800 IU of “‘“m‘" D daily,  gng disappeared during the first 3 days affer fheir development. The incidence
especially during fhe 2 wesks following the administration of Simpla. of such symploms decreased markedly with subsequent doses of Zoledronic
Simpla should be administered via infravenous infusion separafely from oy geig paracetamol or ibuprafen administration reduces the incidence of post-
ofher medicafion. Avoid confact with solutions containing colcium or other dose sympfoms developing within 3 days offer Zoledronic ocid cdminisiration.

divalent cafions.
Instructions for use: The following are very frequent (>1/10), frequent (>1.’100 <1/10), rare
Simpla solution is fo be used exclusively as infravenous infusion. (>1/1.000, <1/100) and very rare (>1/1.000, <1/10.000) adverse reaclions

Simpla salufion for intravenous infusion should not be administered or mixed that the Invesligator considers ossocialed fo Zoledronic acid 5 mg/100 mi
with any other parenteral-administered clru% in the assessment. The unwanted effecis within each frequency group are
SIMPLA, 100 mL IV infusion solution (5 mg Zoledronic acid) should be presented regarding decreasing acuteness. Suspected adverse drug reactions
administered through o vented infusion line ot constont rafe. It should be (at least H?SO n postmenopausal osteoporosis in HORIZON-PFT clinical trial:

adminisfered during no less than 15 minutes. Nervous system disorders: Common: headache, dizziness. Infrequent:
Discard the remaining drug which was not used during the infusion prior fo lethargy**, paresthesio, somnolence, fremor, syncope, dysgeusia..

administrafion Eye disorders: Infrequent: conjunchivitis, ocular pain, uveltis. Rare: episcleritis,

Every parenteral administration product should be observed visually to control infis. Ear and labyrinth disorders. Uncommon: verfigo.

there are no parficles and that it remains colorless Respiratory, thoracic, ond mediostinal disorders: Frequent: dyspnea *.

Do not use any parenteral product in which there are porticles or if color hos Gastroinfestinal disorders: Common: nausea, vomiting, diarrhea. Infrequent:
changed. dyspepsia**, obdominal pain, dry mouth, esophagitis.

Contraindication: §!‘"" C:lmd subculaneous ii;ssue drl':o(?glrs mmmm:b‘r)%ih. hl!usculpsi»;ete'}%
SIMPLA is contraindicated in patients with known hypersensitivity o Zoledronic isorders: Common: myalgio, artralgia, pain, pain, pain in

Acid or any of its excipients. Pregnancy. Brensﬂmd?ng Hypnn\gycemm exiremities. Infrequent: joint swelling. N 0

Renal and Urinary Disorders: Infrequent: increase of blood creatinine.

Qualified Pefson
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General Disorders and Administration Site: Very common: fever. Common:

Hypocalcemia *, flu-like symploms***, chills, fatigue, osthenia, pain,

iscomiort, stiffness *, Uncommon. anorexia, peripheml edema, thirst
usality assessment

placebo. In comparison with HORIZON-PFT clinical trial for
wmﬂmnuincbﬂuimmudvusamﬁincﬁﬂm“ﬂdsm
disease of ore summarized as follows: * Frequent only inPogerstisecse
of bone. -'Fraq.mmpogersdmmm *** Very frequent in Pagef's
disease of

uusaﬁads renal knpdrmant Treatment wilh infravenous bisphosphonates —

as Zoledronic acid — been associated with the onset of renal impairment
shuwnbyanlmpolrrnetﬂofmmammn(la an increase of plasma
creatining) and, in rare cases, by an acute renal impairment. Renal impairment
has been observed following administration of Zoledronic acid, rnoinly
in patients with o pre-existing renal function lnvdvamern or with additional
risk foctors (for example, cnncsr patients r nmg oomurrerrl
nephrofoxic medications, acute ), of whk:h mg
dose every 3-4 weeks, but is has also been seen in palients following a single

wm hmiplosmu
mmmmnmlommmmma%mhm
mzmmoclabnwluommnwdmmmm
Mnrlﬁbnllnhm In the three year study in whif usal women with
bgnoslsmenrdled(HORlZON the general incidence of
afrial fibrillation was low: they reporied os serious adverse evenls in 2 5%
patients (%Md3862} In1he5 mg{eoo mL Zoledronic acid group versus
1.9% patients (75 out ul 3352) in pluoebo gé%up They were reporied
as adverse events in 1.3 2) in the 5mg/100mL
Zoledronic acid k&emevarsm 4% puheris (!? nt.ﬁof3852) in the placebo
gruup Thls e been observed in ofher clinical trals with

Labomhtymlhsuls mHORIZON-FFThCI muz%mmo significant
calcium concentration

(lower than 1.87mmolf) afer the
administrafion of 5mg/100mL Zoledronic acid. No of ic
Pagef’s disease of bone frials, ic

hypocalcemi

Local Reactions: following the adminisirafion of Zoledronic acid, local reaction
on the infusion site (0.7%) such as redness, swelling or pain were reported
in 0.5% patients receiving placebo. Osteonecrosis of the Jaw: cases of
osteonecrosis (mlnlvofnwjow?nwehaenmnlnlyrapoded cancer patients
treated with ncluding Zoledronic acid (in

of these pafients had signs of local infection, even osleomyelifis, and most
reports refer 1o cancer patients who had had dentol extractions or ofher type

Prevemmoimwlloetmuﬂerunnkndum 1nHORIZONRFHnd most
adverse events were mild or moderate and it not necessary to disconfinue
the treatment. Thimldvudmmmism%%mwmﬂmL
Zoledronic acid group and 41% in the placebo group. The odverse reactions
presumably associated fo Zoledronic acid in men and women with hip fracture
in study Horizon-PFT are described bellow (inhmvasligdur judgment):
e RS YOy T W o T o

rare (>'II'IOO(I) <1/1.000).

Psychiatric disorders. rlraqt.mt insomnia.
CNS disorders: Infrequent. headache h

Gashroinfestnal _disorders: Frequent: Nauseq; Infrequent. Vomif, diarrheq,

xerosfomia, dental pain.

Skn;' and subcutoneous fissue disorders: Infrequent: Hyperhidrosis, ilching,

ras

Musculoskeletol ond connective tissue disorders: frequent: myal ia, bompmn

mm I'sfraq.m bnckpuin joint swelling, and muscul Il pain
disorders ond administration sile conditions: Fraquent: fever, chills,

osthenia. Infrequent: fatigue, pain, general discomiort, pseudo influenza

symploms, peripheral edema

Overdose:

Clinical

wilh Zoledronic ocid solution acute overdose is limiled.
Pafients who received doses higher than the recommended ones should bs
mmmmmumsgmmmlmm

and hypomagnese

:'ﬂm)ned hypophosphatemia mia. Reductions of
Ilyrelwarlculdum pmsphorusmdnugnesimssnmlwelsmoud
sod by the ir ion of calcium gluconate, potassium
ur iurn phosp r?recﬂ
s 05 O%FY'E?N?‘E'ER';DOSE 190 0 THE NEAREST HOSPITAL OR CALL THE Medcinal product aufhorized by he Minisy ofHealh
Storage Conditions: LPLH[&;b&uhrloPE‘;ag l;r;ag;uxs.ﬁ Av. Gral. Lemos N° 2809,
between 15° C and 307 C in iis original . 0 it should be 0s nes, Argentina.
mm Irmnedig‘oly. s ek Technical Director: Alfredo J. Boccardo, Phormacist
Prasantution Manufoctured by GEMEPE S.A. Lomodrid 1383/85, Bs. As., Argenting.
Package containing one 100 mi vial which confains 5 mg Zoledronic acid.
KEEP THIS AND OTHER MEDICINES OUT OF CHILDREN REACH. 000000-00 1-sm-m
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