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For ihe use of a Registered Medical Practilioner or 8 Hospital or a Laboratory only
) OR for Specialist Use only

7 aledronic Acid (Injection) Solution for Intravenous infusion

ROKFOS

COMPQOSITION

ROKFOS

=ach 100 mi contains: | _ k
Zoledronic Acid Monchydrate equivalent 1o "
- Zoledronic Acid (8nhydrous) .o 5 Mg

DOSAGE FORM
Solution for intravenous infusion
Clear and colourless solution

DESCRIPTION | . -
ROKFOS contains zoledronic acid which is a bisphosphonate that nhibits

osteoctast-mediated bone resorption.

PHARMACQOLOGTY

rFharmaccadynamics !

Zcledronic acid telongs to the bisphosphonale class and acts Drimanly on oone. !
s an inhibitor of osteoclast-mediated bone resorplion,

he se.ective action of bisphosphonates on bone is based on their high affinity for
mineraized bone. Intravenously administered zoledronic acig rapidily partitions to
o0one anag, as with other bisphosphonates, localizes preferentially at sites of Nigh
cone turnover. The main molecular target of zoledronic acid in the osteoclast is the
Snzyme farnesy pyrophosphate (FFP) synthase. The reiatively long duration of
action of zoledronic acia is attributable to jis strong Dinding affinity to bone mineral

n the csteopnrosis treatment rial, the effect of zoledronic acid treatment on
iﬂarRE{s Of bone resorption (serum beta-C-telopeptides [0-CTx]) and bone
rermaiion (bone specific a‘lkalme phosphatase (3SAP], serum N-terminal propeptide
Of. tyEe | c‘oHagen [P1NP]) was evaluated in patients (subsets ranging from 517 to
1,248 p_atlen‘{s) at periodic intervals. Treatment with s O Mg annual dose of
zoledronic acid reduces bone turnover markers to the premenopausal range, with

?:-4. ?plproxﬁimate S% reduction in 0-CT¥, 3 29% reduction in BSAP, and a 529
couchorn in PINP over 36 months There wds No progressive reduclion of bone

t

Inover markers with repeated annua) dosing

Fharmacokinetics

~harmacokinetic data in

natients with ost '
| - N 0Steoporosis anr 5
Not available ’ : Pagvt
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~~,  Distribution

Single or muitiple 53-minute or 15-minute infusions ot 2, 4, & ¢f 10 ‘{T:]r? Zoées,d-rii?&(:sion
acid were given to 64 patients with cancer and bone melastases, | ifp hri naelc
decline of zoledronic acid concentrations in piasma was consistent mfh‘ ?{ . ‘%nato
~rocess showing a rapid decrease from peax concenitrat!ors gt end-of-infus: oy
1% of the Cmax, 24 hours post-intusion, with population half-lives of ti2i10na) At 0.

nours and tyameay 8t 1.87 hours for the early disposition phases of the drug. The

tarmiral eliminatior phasa of zoiadronic acid was prolopged, with very low .
concentrations In plasma between days 2 and 28 post-infusion, and a termina

eiimination half-life tyz0ammay ©f 146 hours., The area under the pla*sma concentration
versus time curve (AUCo.24n) of Zoledronic acid was dose-proportional from 2=16
mg. The accumulation of zoledronic acid measured ovetthree cycles was low, with

mean AUCo24n ratios for cycles 2 and 3 versus 1 of 1,13+ 0.30 and 1.16 £ 0.36,
respectively,

!
[ |

1 vilro and ex vivo studies showed low affinity of zoiedronic acid for the cellular
components of human blood. /n vitro mean zoledronic acid protein binding in

[ uman plasma ranged from 28% at 200 ng/mi te 53% at 50 ng/mL.
f

Ty,

i

|
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mimtes (N=3) to 15 minutes (n=7) resulted in a 34% decrease in
acia concentration at the end of the infusion (mean £ S.0.1403 2

A

f

Yetaoolism

Zoledronic azid does not inhibit human cytochrome (CY) P450 enzymies n vitro.
<oledronic acid does not undergo biotransformation in vivo, In animal studies, <3%
of the administered intravenous cose was found in ‘ne faeces, with the balance
cither recovered in the urine or taken up by bone, indicating that the drug is
eliminated intact via the kidneys. Following an intravenous dose of 20 nCi *C-
zoledronic acid in a oatient with cancer and bone melastases, only a single
radicaclive species with chromatographic properties identical to those of the parent

crug was recovered in urine, which suggests that zoledronic acid is nct
metabolized.

Excretion

'n 64 patients with cancer and bone metastases, on average (t S.D.), 39 + 16% of
\ne administered zoledronic acid dose was reccvered,in the urine within 24 hours,
with only trace amounts of drug found in urine post-day 2. The cumulative percent
of drug excreted in the urine over U-24 hours was independent of dose. The

Dalance of drug not recovered in urine over C=24 hours reprasenting drug

bresumably bound to bone, is slowly released back into tha systemic circulation,

3iving rise to the observed prolonged low plasma concentrations. The 0-24 hour
~fenai Clearance of zoledronic acid was 3.7 + 2.0 LUh

Zoledronic acid clearance was ngependent of dose but dependent upon the
patient’s creatinine clearance.

melastases,

In - a study in patients with cancer and bone
increasing the infusion time of a 4 mg dose of zoledronic acid from 5

the zoledronic
118 ng/mL versus
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204 £ 86 ng/mL) and a 10% increase in the total AUC (078 £ 116 nd x h/mL versus WA

420 £ 218 ng x h/mL). The difference between the AUC means was rot statistically
significant,

INDICATIONS .
« Forthetreatment of postmenopausal osteoporosis.

» Forthe treatment of osteoporosis in postmenopausal women and in men who |
are atincreased risk of fracture including those with recent low trauma hip /
/

fracture.

«  Prevention of climcaﬁ fractures after fracture in men and women. /
+ Paget's disease of the bone. /

important Limitations of Use ‘

The safety and effectiveness pa_i'_ameters_Qf‘z_g!_e_g_{pn@c acid for lhe treatment of
0steoporosis are basedom ¢lifical daia of 3 years duration: The optimal duration bf f

'1-"“'""-"'- o

‘use has not beer determined. All patients on disphosphonate therapy should Rave
the need for continued iherapy re-evaluated on 3 periodic basis. Patients at low-risk

e ——————— _—

o, “fer fracture should be considered for dryg disggngi[\gaﬁo.n_aﬁer._@:5 years of.use. -

atients who discontinue therapy should have their risk for fracture re-evaluated
periodically.

COSAGE AND ADMINISTRATION

~arenteral rug products should be Nspecte

| | * d visually for Particulate matter ang
discolouration prior to administra

ion, wherever solution and container permit.

Fatients must be appropriately hydrated prior to the administration of ROKFQOS.

The Intravencus infusion should be followed Ov a 10 mL normal saline flush of the
ntravenous line.

Administration of acelaminophen 'ollowing ROKFOS administrat

T on may reduce the
niciaence of acute-phase reaction symptoms.

A0 Mg dose of ROKFOS administered in

| ravenously is recommended for Dalients
WIth Creatinine clearance >35 mU/min.

| Cy , :. , . AA L - , .
Zoledronic acid s Contraindicated in patients \ith Crealinine clearance <35 mi/min

L ' ' o Fy - , T __,/_—
and in those with evidence of acute renal impairment. e

- . Thera i1s no cafety or efficacy data to Support the adjustment of the Zoledronic acid

J0se, based cn baseline renal function. Therefore, no dose adjustment is required
N patients with creatinine clearance >35 mUmin.

Prevention of Postmenopausal Osteoporosis

The recommended regimen is a single intravenous Infusion of 5 mg ROKFOS
administered once every 2 years over no less than 15 minutes. Patients must be
acequately supplemented with calcium and vitamin D if cletary intake is not

vl C e e aiuw#-iHIHuﬁiulqiuial.ruu.-l-muﬂ-hﬁ\-iumumm
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suflicient. Postmenopausal worhen ‘2quire an average of 1.200 Mg of calcium and

>00=1.000 1U of vitamin D daily|

Treatment of Postmenopausal Osteoporosis

The recommended regimen is alsingle intravencus infusion of 5 mg ROKFOS'
administered once 3 year given uver no less than 15 minutes. For osteoporosis

(reatment, and to reduce the risg of hypocalcaemia, patients must be adequately |
SUppiemented with calcium ard vitamin D if dietary intake is not sufficient,
~ostmenopausal women requirg an average of at least 1,200 mg of calc

300-1.000 IJ of vitamin D daily.

\

Um and
a

Treatment to Increase Bone Mass in Men with Osteoporosis
The recommended regimen is asingle intravenous infusion of 5 mg ROKFCS

administered once a year given over no less than 1
adequately supplemented with calcium and vitamn
suUfficient, An average of at least|1 200 Mg of caleiu

D daily is "'ecornmended,

sufficient, An dverage of at legst n
L) daily is recommended.

10 reduce the risk of hypocalcaen.
glementa! calcium dafly in

~owever e-treatment with Zoledrod

"elapsed, based On increases in ser

. _ ' UM alkalipe PhOSphat
whg failed to ach; q)f (heir serum alkal

Dy medical practice.

‘Cve normalization

—~ 4

O minutes. Fatients must be
O if dietary intake is not
m and 800-1,000 1U of vitamin °

Iucoccrticoid-lnduced Osteoporosis

tingle intravenous infusion of > Mg ROKFOS
ONce a year given c}ver NO less than *5 m

© Minutes. Patients must De
min D if dietary intake is not

200 mg of cafciurp and 800-1.000 1U of vitamin

)

. all patients shoyld receive 1. 500 Mg

daily, panticularly in the 2 weeks fol

ment data are not dvallable, Aft
2d remission
i

|

OSCs (750 mg two times 3

er a.single realment wilh Z0ledronic
Perod is observed ir responding

C acid may be Considered in patients who have

dse, or in those patients
IN€ phosphatase orin those
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Patients must be approprialely hydrated prior to admiﬂnistration ‘oi zole'droriic: acia.
This is especially importantifor the elderly and for patients receiving diuretic

therapy,

ROKFOS can be infusec without regard (0 meals.

The incidence of post-doseisymptoms occurring within the first 3 days after
agministration of zoledronic acid can be reduced with the administration of

paracetamol or ibuprofen shortly tollowing zeledronic acid administration
; 1Y

- Zoledronic acid solution forinfusion must not be allowed to come in contact with

any calcium-containing soldtions, and should be administered as a single
ntravenous solution through a separate vented infusion line.

CONTRAINDICATIONS

+  Hypocalcaeria,
« Zoledronic acid is Cantraindicated in patients with creatinine clearance <35

mli/min and in those \ith evigence of acule rena mpairment due (o an
increased risk of renq‘i fallure.

+ Hypersensitivity o the active substance or any of the excipients:
hypersensitivity reactions, including rare cases of urticaria, angio-oedema,
and anaphylactic reagtion/shock. have been reported.

+  PPregnancy and lactation

General

~ single cose of ROKFOS SNculc not exceed & MG anc the duration of infusion
SNOUIC be noiess than 15 minutes.

Hypocalcaemia and Minera| Metabolism

Zoledronic acid 'Nay cause hypocalzaemia. Pre-existing hypocaicaemig must be
lreated by adequate intake of calcium and vitamin D before initiating therapy with
zolegronic acid. “re-existing cisturbances of Calcium and mineral metabolism (e.Q
nypo-parathyroidism. thyroid surgery, parathvroid surgery, maiabsorption
Synaromes, excision of the srmalj intestine) must be effectively treated, and clinical
monitering of calcium and mineral levels i« nighly recemmended fer these patients.

-levated bone turnover is 3 Characteristic of ~agel's disease of the bone. Due 1o
(he rapid onset of effect  of zoledronic acid onh bone wurnover, lransient
nypocaicaemia, sometimes symptomatic, may develop and is usually maximal
within the first 10 days after infusion of zo'edronic acld. Hvpocalcaemia following
zoledronic acid administration is a significant risk in Paget's disease. Al patients
should be instructed on the importance of calcium and vitamin D supplementation in
maintaining serum calcjum Ie\iels, ard on the symptoms of hypocalcaemia.
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~ll osteoporosis patients should be instructed on {he 'importan:e of calcium and
vitamin D suppiementation in maintaining serum calcium levels.

Rena/lmpairment 1 t‘ {
A single dose of zoledronic acid should notexceed 5 mg and the duration of

infusion should be no less than 15 minules. Zoledronic acid i; contramd:cated ia
patients with crealinine clearance <35 rmlUmin and in those with evidence of acute

‘enai impairment, If history or physical signs suggest dehydration, zo‘ledrcnic acld
Nerapy should be withheld until normovolaemic status has been achieved.

Zoledrenic acid should be used with caution in patients with chronic renal

mpairment, Acute renal impairment, including renal failure has been observed

following the administration of zoledronic acid, especially in pqtient_s with pre-
existing renal compromise, advanced age, concomitant nephrotexic medications,

~concomitant diuretic therapy, or severe dehydration occurring before or after

zoiedronic acid administration. Acute renal failure has been observed in patients
alter a single administration. Rare reports of hospitalization and/or dialysis or fatal
cuicome occurred in patients with underlying moderate-to-severe renal impairment
or with any of the risk factors described N this section, Renal impairment may iead
Oncreased exposure of concamitant medications and/or their metabolites that are
orimarily renally excreted. Creatinine clearance should be calculated based or
actual body weight, using the Cockcroft-Gault formula before each zolecronic acid
cose. Transient increase in SErum creatinine may be greater in patien's with

'mpaired renaz] functicn; interim monitering of creatinine clearance should be
cerormec in at-risk patients. Elderly patients and (hose receiving diuretic therapy

are atincreased risk of acute rena! failure. Trese patients should have their fluid
slalus assessed and be appropriately hydraied prior to adminisiration of zoledronic
acid. Zoiedronic acid should be used with caution with other nepnrotoxic drugs.
Consider monitoring creatinine clearance i patients at-risk for acule renal fajlure .
wWho are taking concomitant medications that are primarily excreted by the Kidneys.

Ustecnecrosis of the Jaw
Osteonecresis of the jaw (ONJ) has been reported in patients treated with

Oisphosphonates. including zoledronic acid. Dental SKrgery may exacerbate the

condition. Most cases have been in cancer patients undergoing dental procedures
sSuch as tooth extraction. Some cases have occurrad in patients with

postmenopausal osteoporosis treated with either oral or intravenous
bisphos‘phonates. A routine oral examinaticn should be performed by the prescriber
Priorto Initiation of bisphosphonate treatment. A degtai examination with

appropriate preventive dentistry should be considered prior to treatment with
Disphosphonates in patients with a history of concomitant risk factors (e.g. cancer,
chemotherapy, radiotherapy, coricosteroids, poor ora! nygiene, pre-existing denta
disease or infection anaemia, coagulopathy).

VVhile on treatment these patients should avoid invasive cdental procedures if

POssible. For patients who develop ONJ while on bisphosphonate therapy, dental
SUrgery may exacerbate the condition. For patients requiring dental procedures.
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(nere are no data available to suggest whether discontinuation of
Ireatment reduses the risk of ONY. The ciinica

snould guide the management plan of each D3
assessment, '

Disphosphonate
judgement of the treating physisian
tient based on individual benefit/risk

Atypical Sub (rochanteric and Dia
Atypical, Iow-energy Or [Ow-tray

reported in bisphosphonate-treated patients. These

N the femoral shaft from Just below the lesser trochant

supracondylar flare and are transver
evidence of Comminution. Causality h

2is0  occur in Osteoporotic patients  who nhave not oeen reated with
bfsp..osphonates. Atypical femur fractures

=S MOost commonly oceyr With rninimal or no
rauma {0 the affected_area, They may be bilateral ang many patients report
progremal pain in the affected area .«

_ . Usually Presenting as dull aching thigh pain,
WeeKs 10 months before 3 “Omplete fractyre OCCUrs. A number of repons note that

NG treatment with glucocorticoids (e.g. preaniscne) at the
time of fracture. '

v£S$sed for symptoms ang Signs of fracture

| - Interruption of Disphosphonate therapy should he
COnsidered. pending a risk/benefit dSSessmernt, on an individual hasis

Muscufosk‘e/era/ RPain

Svere ang. Occasionally. incapacitating done, joint
| ' -rireported in patiants aking bisphosphonates, inc!udmg
ZOledronic acid. |

| ‘OIS varied from °Ne day to severs; months afler starting
© drug. Consider withhordmg fu | |

Ure zolecdronic acid treatment if SEVEere symploms

| relie! of symptoms after Stooping 4 subset had
1-§:L.'?rremce Of symptoms vhen ‘€-Challenged with (Ne same 3rug or another

Laborg (0rv Test /nreract/oms

stphosphbnates are known to Interfere with the

' | . use of bone-z’maging agents.
Specific Studies with Zoledronic ac;

-
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nane |
gée*fEDROyNIC ACID SHOULD NOT BE USED DURING PREGNANCY . Zoledrqmc
acid may cause foetal harm when administered tc a pregnant womar. |fllhe catient
secomes pregnant while taking this drug, the patient should be apprised of the
cotential harm (o the foetus.

Women of childbearing potential shoulc Oe advised (o aveid becoming pregrant
while on zoledronic acid therapy.

Drug Interactions

The time to onset of symptoms varied from * day to several months after stariing
the drug. Consider withholding future zoledronic acid treatment if severe symptoms
develop. Most patients had relief of symploms afigr stopping. A subset had

recdrrence of symptorns when re-chalienged with the same drug or another
bisphosphonate.

alha¥

Caution is advised when bisphosphonates are administered with aminoglycosides,
since these agents may have an additive erfect to lower serum calcium. level for

~ prolonged periods. This has not been reported in zoledronic acid clinical trials.
N Caution should also be exercised when zoledronic acid is used in combination with
~ 'oop diuretics due to an Increased risk of nypocalcaemia. Caution is indicated when

zoledroric acid is used with other polentially nephrotoxic drugs such as anti-
nflammatory drugs.

~enal impairment has been Coservec following the administration of zoiedronic acid

i pafiients with pre-existing renal compromise or other risk. In patients with rena!
mpairment, the exposure to concamitant medications that are primarily renally
cxcreted (e.g. digoxin) may increase. Consider monitoring serum creatinine in

patients at risk for renal impairment who are laKing concomitant medications that
are primarily excreted by {e xidneys.

Zoledronic acic is not systemically metabolized and does not affect human CYP450
enzvmes in vitro. Zoledroniz acid is not highly bound to plasma proteins

et (approximately 43=559% bound) and interactions resulting from displacement of
nighly protein-bound drugs are. therefore, unlikery.

[ Renal Impairment

Zoledronic acid is contraindicated in patients with creatinine Clearance <35 mU/min
and in those with evidence of acute renal impairment.

There is no safety or efficacy data to support the adjustment of the zoledronic acid

dose based on baseline renal function Therefore, no dosage adjustment is required
N patierts with a creatinine clearance of »35 mUmin.
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conirolled trial of 152 paediatric subjects (74 receiving
enrolled population was subjects with severe ostecgenaesis
years, 93% male, 849 (Caucasian, with a mean lumbar sp!
(BMD) of 0.431 gm/em2 which s 2,/ standard d

matched controls (BMD Z-score of =2.7)
observed in the zoledronic acid treatrnen

individual patients with severe 0steog
correlate with the risk for fracture or

Risk of acute renal fajlure may Increase with underlying renal disease ang

dehydration secondary to fever Sepsis, gastrointestinal losses, diuretic therapy.
advanced age, etc.

Hepatic Impalrment o .
Zoledronic acid is not metabolized in ‘he iver. No clinical cata are available for the
Use of zoledronic acid in patients with hepatic impairment.

Fregnancy
Pregrancy Category D '
ZOLEDRONIC ACID SHOULD NOT BE USED DURING PREGNANCY. If the

~patient becomaes pregnant while laking this drug, the patient should be apprised of

the potential harm to the foetus. ‘Nomen of ;m dbearing potential should be advised
(0 avoid becoming pregnant while receiving zbledronic acig.

3isphosphonates are INncorporated into the bone matrix, from where they are

gradually released over periods of weeks (o years. The extent of DiIsphosphonate
ncorporation into adylt bone and, hence, the amoun! avallable for release back into
the systemic circulation, is directly related to the total dose and duration of

Disphosphonate use. Although there are no data on foetal risk in humans,

disphosphonates do Cause foetal harm in animals, and animal data suggest that
Upiake of bisphosphonates into foetal bone is greater than into maternal bone.
Therefore, there is a theoretical risk of foatal harm (e.g. skeleta! and Other
abnormalities) if g woman becomes pregnant after completing a course of
Disphiosphonate therapy. The impac! of variabies such as time between cessation
of bisphosphonate therapy to conception space, the particular bisphosphorate

used, and the route of adrinistration (intravenous versus oral} on this risk has not
0een establizhed. :

i

it is not known whetier zoledrenic acid is excreted in numan milk. Because marny
drugs are excreted in numan milk, anrd because zoledronic acid Dinds to bone long-
term, zoledronic acid Should not be administered 10 a lactating woman.

Paediatric Use

Zoledronic acid S not indicated for use in children

died in a 1-year actjve

zoledronic acid).. The
imperfecta, aged 1to 17
ne bone mineral censity

eviations below the mean for age-

Al % year, increases in the BMD were
t group. However, changes in the BMD in

=0genesis imperfecta did not necessarily
the incidence or severity of chroniz bope pain.

13
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Symptoms usually occur within the f]
administration. One or more of these events which were ¢

the drug were reported in 25% of patients in the zoledroni

compared to 8% in the risedronate-treated group. The ma;
"esolved within 4 days of onset ;

The adverse events observed with zoledronic acidsuse’in children did not :a;jse a?ys/
new safely findings beyond tihose previously seen in adulls trealed for Page!

disease of the bone and treatment of osteoporosis, including ONJ ang ’::en':ahl‘
mpairment. However, adverse reactions seen more commonly I pﬂaedlatn;
pafients included pyrexia (61%), arhralgia (26%), 'hypocalcaemm (22 /), art‘nl
neadache (22%). These reactions, excluding anthraigia, occurreq most frequep Y
within 3 days after the first infusion and became Iess: commor wilth repeat dosing.
NO cases of ONJ or renal impairment were observed in this study. Secagse of -long-
term retention in the bone, zouledronic acid should only be used in children if the
potential benefit outweighs the potential risk.

| o i ' j ' from 10 patients with
Plasma zoiedronic acid concéntration data was obtained it
severe osteogenesis imperfecta (4 in the age group of 3 to 8 years and 6 in the age
group of 8 to 17 years) infused with 0.05 mg/kg dose over 30 minutes. Mean Cnax
and AUCq.asy were 1687 ng/mL and 220 ng.h/mL, respectively. The plasma

concentration time profile of zoledronic acid in paediatric patients represents a

mulli-exponential decline, as othserved in adult cancer patients al an approximately
equivalent mg/kg dosae.

Gerlatric Usg

The combined osieoporosis tngials Included 4,863 zoledronic acid-treated patients
who viere at least 85 yaars old, while 2,101 patients were al lzast 78 vears olg. No

overall differences in efficacy or safety were observed between patients under 75

years of age with those at l@ast 75 years of age, except thal the acute phase
"eactions ozcurred less frequently in the older patients.

Of the patients receiving zeledronic acid in the cst

glucocorticoid-indyuced osteopaorosis and Paget's disease studies, 83, 116 and 132
patients, respectively, were 65 years of age or

over, while 24, 29 ang 68 patients,
respectively, were at least 75 ygars of age.

JNDESIRABLE EFFECTS
Acute-Phasge Reactions

Zoledronic acid has been associated with tk
"eaction, influenza-like liness, pyrexia, mya

€ signs and symptoms of acute-phase
gia, arthralgia, and bone pain.

rst 3 days follo,x/ing Zoledronic acid

Luspected to be rejated to
C acid-treated group,

jority of these symptoms

Injection Site Reactions

[ 1L
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Local reactions at the infusion site such as tching, redness swelling and/or pain
nave been obsenved infrequently fof owing ;Ybe administration of zoledronic acid.

Ocular Adverse Evants |

Cases ofiritis/uveitis/episcleritis Nave been reported in patients treated with N
Oisphosphonates. although no cases were reported in the Paget's diseas§ chn‘lcal
Swudles. Conjunctivitis has been reported in patients treated with zoledronic acid.

ONJ
ONJ has been 'eponied with zoledronie acid.

Gastrointestlnal Disorders

Nausea, diarrhoea, constipation dyspepsia, abdominal discomfort. abagomina]
distension, abdominal pPain and vomiting have been reporied.

Renal Dysfunction

Treatment with intravenous Disphosphonates hag been associated with renal

Creatining) and. in fare cases, acute reng! failure, Renal dysfunction has been
observed following the administration of Z¢ledronic acid, especially in patients with

pre-existing renal Compromise or additional risk factors (e.qg. oncology patients with
chemaotherapy, concomitant nephrotoxic medications, severe dehydration, etc.), the
majority of wirom received a 4 Mg Cose every 3— weeks, but it has Leen observed

S

N patients afier 3 slngle-administration. in clinica!l trials in Paget's disease there
N evidence of rena] deterioration following & single 5 mg, 15-minute infusion.

| 5, INere have been previous repors of
bronchoconstnctlon N aspirin-sensitive patients receiving Cisphosphonates

defined using the fouowing convention: very common i(1/10): common (21/100 to
<110); uncommon (21/1,000 to <1/100): rare (21/10,000 to <1/1,000); very rare

(<1/10,000); and, not known (cannot be estimated from the available data). Within

ach frequency Grouping, adverse "eaclions are presented in order of decreasing
seriousness.

Infections ang Infestations aUncommon Nl
Blocd and lymphatic svstem |

Uncommon Anaemia

e

;dfso.dersh__ | #T | ] L |
mmune systern disorders Nt Hypersensitivity reactions.
f L Known e including  rare cases ol
-' | r bronchoconstriction, urticaria
| and angio-oedema, and very
— —_— - —— T ¥ 7rPcdema, an

{v‘w
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U ; rare y cases  Of anaphylacu;

reaction/shock

Metabolism and nutrition {Common  |Hypocalcaemia |

disorders : |
;_———sﬂ._-u_-————-—-—l———-_-—_l--ﬁ—

. - {Uncommon |Anorexia, decreased appetite
——--*mmw*wwm

Psychiatric disorders ~ {Uncommon jinsomnia
o e e et | e .
Nervous system disorders ~ |Common |Headache, dizziness,

; hypoaesthesia
—— - s ..-——..—___f._____'I .___.___—f-.——-_—_—_—————-n———h—-—-—_-—-—_—————-.

- {Uncommonr jLethargy, paraesihesia,
somnelence, {remor, syncope, |

. dysgeusia
Eye disorders - {Common | Qcular hyperaemia

- {Uncommon | Conjdmctivilis, eye pain

Uvellis, episcleritis, iritis

—-"_-h m

e | - | Not Scleritis and orbital inflammation
~ |known?™*
Cemee - "—-—'__i"'—"—_‘-_" .
Mo sa_r andlabyrinth disorders memon Vertigo
Cardiac disorders - {Common  |Alrial fibrillation

- {Uncommon | Palpitations

...... i

_ S —
#Vascu/ar disorders ~ {Uncommon |Hyperension, flushing
| Not Hypolension (some of the
{Known™* patients  hac underlying risk
f l factors)
— “—_———-“'_——F'—T_“ — N

Respiratory,  thoracic  and|Uncommon Cough, dyspnoea
mediastinal disorders -

Gastrointestinal disorders - |Common  INausea, vomiting, diarrhoea

| - WWM

B - |Uncommon |Dyspepsia, upper abdominal

bt pain, abdominal pain, gastro-

oesophageal reflux disease.

| constipation, dry mouth,

o - oesophagitis, toothache,
. L o gastritis”

Skin and subcutaneous tissule | Uncommon Rash, hyperhydrosis, pruritus.
cisorders - erythema

r — —_— ]

NMusculoskeletal andijCommon |Myalgia, anrthralgia, bone pain

= e -“—w%

|
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_jconnecz‘f've tissue disorders back Daiﬂ, Daif) 'in extrenj:tyt
osteoarthritis,  joint  swelling,
flank pain, pain in jaw

| JUncommon Neck pain, musculoskeletal
stifiness, joint swelling, muscle
Spasms, shoulder pain,
-musculoskeletal chest pain

f musculoskeletal  pain,  joint

;_ stifiness,  arthritis. muscular:

| weakness

- R DV e

Rars Atypical subtrochanteric and

o, diaphyseal femoral fractures’

| (bisphosphonate-class adverse
reaction)

———— —_— ]

Net ONJ
;known"'
Renal and urinary disorders Uncommon | Blood  creatinine Increased,
- | - o S
- . " ' pollakiuria, proteinuria
Not Renal impairment, Rare cases
Known"® of renal failure requiring dialysis
R and rare cases with a fatal
outcome have been reported in,
patients with pre-existing renal
dysfunction or other rick factors
such  as  advanced age, :
concomitant nephrotoxic
medicinal products, concomitant
%iuretic therapy, or dehydration |

- N the post-infusion periog

' ’ _——_“__-—-_-|

- General disorders and| Very Fever

’adrmmstrarfon Site conditions | common

“—"*——‘—‘“——-1——-,‘*"-—\___*—-——&
Common Flu-like syrmptoms, chills,
. fatigue, asthenia pain, malaise.

Lo ; Infusion site reaction
o TM*M1~\.
: “ncommon | Periphera) oedema, thirst, acute |
| phase reaction, non-cardiac

- | * chest pain

“—_—-—_—_——‘—-—————__—_“MW-_'—————"—"—-—————“‘_—“— - J
~ No! Dehydration secondary 10 post-

1 Knewn'" dose symptoms such as fever,
vYomiting and diarrhoea

- ""_"—'——-—-—-—___.._-——----—_..._-—._..—_. v I e s
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Investigations

.

Common  {C-reaclive protein increased

- yUncommon |Blood caicium decreaseci L
e e e e e e e —

* Observed in patients takinjg conconmitant glucocorticosteroids.
" Common in Paget's disease only.

" Based on postmarketing reports. Frequency cannot be estimated from
available data.

" Identified in postmarketing experience.

m—-_-—-__-'——_-_—_ﬂ'-—___—'——_———

Fostmarketing Experience

Secause these reactions are reponted voluntarily from a population of uncertain

size, it 1s nct always possible to reliadbly estimate their frequency or establish a
causal relationship to drug exposure.

The following adverse reactions have been identgﬁﬁed during post-approval use of
zoledronizc acid infusion: ‘ 4

AcUte Phase Reactions
~ever headache, flu-like S

/Mptoms, nausea, vemiting, alarrhoes,
myalgia. Symptoms may be

arthralgia. and
significant and lead to dehydration.

Acute Rengl Failure

A.cute renal failure "equiring hospitalization and/or éﬁialysis Or with
Nave been rarely reported. Increaseg Serum ¢
1) underlying renal disease,
Jastrointestinal losses, or

dge, or concomitant
Serum creat

a fatal outcome
‘eatinine was reported in patients with
<) dehydration secondary to fever Sepsis,
diuretic therapy, or 3) other risk factors such as advanced

nephrotoxic drugs in the post-infusion period. Transient rise in
NN can be correctable with intravenous fluids.

Allergic Reactions

Allergic  reactions  witr
eaction/shock. urticaria.
reportied.

ntravenous  zoledronid' acid, including anaphylactic
angioc-oedema and bronchoconstrictfon, have been

Asthmea Exacerbations
Asthma exacerbations have Deen reperted.

Hypocalcaemia
iypocalcaemia has been reported.

ONJ

18

aibat

ONJ has been reponrted.

Ocular Adverse Events

Cases of the following events have been r'eported:. conjunctivitis iri

lis, iridocyelitis,
Lveltis, episcleritis, scleritis and orbital inflammation/oedema |




MW,

Other
Hypotension in patients with underlying risk factors has been repored.

OVERDOSAGE

There is imited experience of acule overdose with zoledronic acid injection.
Patients who have received doses higher than those recommended should be
carefully monitored. Overdosage may cause cinically significant renal impairment,
nypocalcaemia, hypophosphataemia and hypomagnesaemia. Clinically relevant
reductions in serum levels of calcium, phosphorus and magnesium should be

~corrected by intravenous administration of calcium gluconate, potassium of sodiuim
phosphate, and magnesium sulphate, respectively.

Singie doses of ROKFOS should not exceed § mg and the duration of the
intravenous infusion should be no less than 15 minules.

INCOMPATIBILITY

Zoledronic acid must not be allowed to come into contac

U with any calcium-
containing solutions, -

-

Zoledronic acid mus: nct be mixed or given int

i ravenously with any other mediciral
- products. '

- STORAGE AND HANDLING INSTRUCTIONS

¢

Store at 25°C. Excursions permitted to 15-30°C.
* Keep out of the reach of children.

S o Do not mix with any calcium-containing solutions.
PACKAGING INFORMATION
ROKFOS is available in 3 pottle of 100 m!
Last Updated: October 20173
Last Reviewed: October 2013
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