UMG)j

Sl 95495

0923988 Cer Jgkomo dat (510 Bk Jglxo

GlbEady 3l s (539 (132 H9l gz Lalid

) Loy az 1285 glg—ioxo g1 (sl B ymiiio & 9y 31 Gy
oS aadllae e



Losal, azr 8o glgtome @ gy S o £9,-5 5l i
0k S y0 Lasaly az 80 (ol uS adlas clds an |
Sl € g 5951 359 55 SVlgs o FRld Ely
az 180 ol jo led SYlg s soled Gl 45T S yse )0
395 jlag o b Sip b aslyy oo cnl ool Local,
2975 Lot (od (Lo sl 91 ol o 1S il
Ol arog L alin olge 1o ol B pae jl A sl on s
Losaly az 280l Gledbl asled 5 00> o K0 4y
GILM.))‘”af‘;;_.dlm.jlw.oc_!,);;bado_&q)l:)s
de Sledlbl 1y 5T 005,18 5 jo coul (- Sow g 00
ooty oy 3T 5 M (gl s il Lo (595 3,90 4o
S D ygin Sl ol S Ly oy (55,9 )90 15 sole
Sy a0l oo yiidon Lol (S (gl (yizmen
www.nanoalvand.com . sf a; aigllgil g 3lug o =5

Sleyd daxlye




ol 00 ol 3,55 B8 T

N
39400 3975 (60,190 42 30 ® g %\‘

Sloy® 53 153 sl ls olyan 4 ® g (5 Jodne
Ol Salin dp gon sy 51 (2 (95 el gl
o) Lashes Jetdsn (lojs )3 5 gl s (5 5l (56
gdise 2978 (Olgl jae by

o s lons plow Hlays 50 Cl (- Seoe (rizpon ® g
39,15 a5 Sl oaid o )Ll Ll &y L] o

N
FiS el yo 1y ® g3 Wl 01,81 4z ‘n\l

A . . ® .
095 Bras Wl 5 0)l5e 50 g 6l

Sl (Tl 5 4z g9l 9 G © ey /
amy
g yilgs o K255 pL 5 © ey L (5510 olazsl ol
b ol 0o (slag)ls 5l glaiws 4y ®‘_,.__,___-5)' el Sl
loz g o 9,15 ml 0)ls 3 “laclgand ) U
[ESNG L Us S R 5L SR DS W) ] ISRV L g
Tor 3l oM sl b g Ly izon 99,5 o0
Sl Gilse sl ygess 3l 55 45 laglsil 5 pedS
Pl o iz 91 S (e S el 355
D9-dee o 3l @ds Olie Gl g 95 i g S
wboo 39290 Sl e O 50 05 o ¥ 590 50 ®u~.:-.'5}
£ e A 3> ® gy iy Jpdme | e

el Sl SS9 y0055

5 Ol e ¢ Jsiile 5l 00,518 ol sl o1 il Slge



ol Cowls

lgaud s 00l 5l mlag)ls B pas Jls o 51
Syl L 5 Sy pnaly gy g yaidl il
‘A.-.:--.B

S5y o =lie olge ;K slag s 4y cowles anl ST
s 6, 0ol o Ly g

[RVER. PR R PRI SRVE XOpP g EPLE ) W WL S Y WP
O A ;ﬁ_..ﬂ e Wlgi oo gyl Gl Bman |
09l

g, 1) 5l aad b g auds oo 995 oljg 4y ST
s Wie (5357 5 59215 sloacs o 42 51

Sl iz (g pae) Lz sew Pl Las 51

i (e

gyl plo b g awul g )aly; 4o o vl 4l
gy eyl i bolighnd ey 00ls s )
Cadgyuilal b 5 cdgyanely

®u"'-:'5)' szl ple a4 gowles ails

B0 Olej 22 09> S SgeeS

B 5 S5k

N

1350 )l9m0 4z ® g 53310 bl y 31 St
Toudd gDl 095 Sl 4 vl Lo

Sl plw b g ol S alg) 4 Cowlus aisl 31
sulails ® ng; ol

s Sl Sg 055 00lgils e (slag,ls o oy 51
Cigyilal Ly Cbgyamsly wdg g, wiadg ol




s> slagls nlo Ly @55 g5l S5 551
los,S cudlye ) sl Sgg,uls;

eyas 4) S > 0 Pl folas (w5 0,8 (bl ST
il ()5 sS4l 08,0 9 (K a4l o

(el Gl Lol 95 penedS” (150 5]

el oS lao Lk ooy 51

slasas lag s 5l el (mgls ;o B yas JLs ys 5]
Laymalng L olS sl JoSe s 5o slag)ls

9 60N (31390 30 gy B yman (oho
Fluwl 4igfa (B yuids

Gy ® e 9,00 5l eolaiwl s o)L aS 90 0

et (B gl Lo 4 M S

scalond ails Lo 00, 5l gidu > b S
g3l 1y s il b 0ds i ené ol > ail 31
Sobear Ly st Yo (el 4 ol ol 41, 51
R SRS Sz O] B e JLss s 151, K00
(gl s

olas paas pla SCasslass olae ploul wad [ 5
bl oles sl L

3)0 5 o 2 el g plass je 8y wlus 5
Ofen b)) aylo 1, S8 jo w5 S8
S Sglis SLaladl a5 15 (ol g, 51 Jud el
(ol asls

O aylojg )08 2l e slag)ls Sras Jl yo S



[ ] [ J
S0l J5ui g oyl by ® sy LT '-ﬁ-l

el o)l g5 ;0 Sman Jlo )3 (55145 (Sy50
AL L el sloed j5l B s (g0 (glasens slag ls
Wlos S Byan g9l S > L g aiws Lagpalug g
L ® gy L 0 Dpsiin 055 gl Ly Sy by
o=l B ol glesen Byae g ails 515 Lagls 5l 55
Aolee i by g (5o il GiealS e ge wlgs oo Lavgls
D5b (ol

i Lot apleioe Bman ) 1) slag)ls 4 (5590 50
L Lagyls ool s edlbl 055 iy a4 olays jLel 5
i g o pl b oyl s coxi 8105 )ls J31as @ g
500l i |, Lo (8 e 55,0 e B30 Sl K
S oS e b 6l 6,500 (5l sleg o Ly
ol Lag s oyl

S g o]y Sas 5l5 oyl 355 e 4y Lot
O 53 551 e 95 (i )3 (3 el o
L g 5o Brae (5o 95-Bg0 apogs )l 8 550,10
Sty Sz (obie By, 3l 9l @bl 5l ey (S0
JRVEL - [P K

&_.L);\),s W loyls as 4 asul o8 Je a il
S o1 55

. P [P P . P A F 2
Oeed g gl ol B as b I e ws oo b asl s
Se i el dpog (RS o] Byae lan

Gl 5 Sl 5 0y B Gl 0j5 5
093 S b Lot leyo 4l 5l ey (B0 b pac g
Al Ogin



Sogu o0 3970 g5z @ g (s Jolmo %

Slasl bawgs 05y (Hloyd 55150 Ly s logs )0 ® et
Do oo 7955 Lo sl ylsys yol8

VO Jilaz) pasitn ol b g 99 g0 4 9l 0
3355 o0 G99l adsl Jodome (55LwgS) 5l ey (a2
Ol bl a0 ® g Ly 0loyd 099 2 5l o3 Sy
IS o o God Sl 6 S el sl (S T

ok sl Lz s 3190 2 30 ® gy B e 5l 5
gl holas 395 39

UialesT clgs 8 390 ;8 3,5 5 Jod S ol (- Soe
g Cyialas S 4 g ls Sl joaml poe 1L o (55
Aled cobl o (gl i 6,550 slagyls ® g

[EXGRAa

R IEE

e S, -

wlogai -

@S oS e sl -

el el syl d Oledl s slag)ls -
O=Sonb 5 (S5 (gl

5 ® 35S aile dul Sl (53l ;Koo slagls -
gyl i ol (gl eoly il sLas s Ly
Cadgyilal Ly g S el cidsya s,

® 9y 5910 M olos Jalid oas = lae LS5

S bog> (Bras slag)ls slad og—as o 0] oS
JRVELJCTPNIR-DA ] WOV R P 3 P98



20,5 ossoil g lo b sl lazr &y50 il ® G
elS sl F sledsle Sl sileid, cner
wols olasY S Ka) ale bk g slagesls plo U

23,5 solaiul

L gloyo 0590 Job g jm925 J—olgd (590
S| joix ®U"—»‘:'5}

Ll 5 o)len 55 4 i (loyd 090 Jobo 5 55l 590
Ol bl e Sty el gliie Lads (gl

28 aalsS g el sl |y 5l 955 590 )l
O93eil )L 5 50 0y S L ¥ e 4 ® g Vo one
Dg=dse 97

Comdg daialej] ol & a1 G pae Jolsd 5,00 550

556553 Iy © g o 0326 Ly bl o aziliz
Sleys o8 slasl plw by g lawg s Sy L ls 0l
AS O ygdee

Sl ® w95 Jo—txe (53w o0lol 09—
0329) F il &y 4z a9 B2F
(ol=oyo yol8

5 Bl D)0 02y pae Sz 3l Ealigo @ g Jlne

D55 B ey )50 S5y S
st 3 e <35 o5 Jylne 4ot 5lie 4
<R syl IS i e Ve e Uy Sl sy, e
323 Jodome amled (55la3ed; 9o )0 0 jo S Ly ao s
10 Jolas b (g5langad, 5l s alolddl ol sods ool

55 3aishl s



I3 bl 0 )lgmo 4z © gy B yme (b
ol aiiols bl 4 o,lg—od ub

)98 b sLisl g lo ®u~—:'5} L ooy e 51

USRI BN PRONE-E W 3%
ol Il Sy gl |y 055 54 5 Lagylais L o
Az Dygo pd S (o) Lot (593 5 05
1) 095 SCoplas o Sy alolddl ol sy ol o

Jmone e il L Sl 0,9 1l o 5]
5 Sy an g d oo S og s atl by plads aml o

s oLl sy s SCbpilas
ol g (Sbilas adsloe 468 2 ploul 5 |3
s gl Sy Ly S a5ilis ay ool Jles!

A s Sl S cloys an Lot il e 9 (soges

gls Sl s wame (b uz (il 2l Sem Dyge
Sl U 5 03 diBgia |y gyl OBy as Sy el oy Siao

a1y ol 50 L ol

Wb 4z ® unigy 9> 3l G By ©j9m0 30 Nl
90,5

lomd gl Sy s o @ g g3 0 45 (aleil
590 wlidlan aS o)l o5y oS Jlainl g oo jugd
D9 315 Losd o gl 5l (g e

395 b b Sig alolddl (IS i 4355 50 90 O jeo )0
A ol 2



A&

DS (g g IS g5l slaasgliylas B yas )

5 e sl i i el Wl g0 ® g
5,5es (55, el (Ken Grizad 350 5 el
ool Cgr et Ay il NS 56 Laa S el
So9r2 Buy o5l S I L o3 glaghales] ol
Ll

g plosl o (gl @ sy 32,5 S 115 45 5,
B oedst T Olod ¥ B (3,35 51 b sl oz )
S gyl0s 3 5,5 b plia gas oleS

e saeban Glld Slale ® gy L play b
Sgame Slabe B ae (gl 1) Lo adle Sty aS0)
S alale ol a8 o il ails asg il 0o, S
55 00,5 oraals (o aiile) HloptlS i slo Soig
DS s A8 g 09 (sl am i B s

slacl ol prizmon as oMbl ) Ly ls Byan
39 1y 093 sy ls g i atox 5l ys 0l
s B gls ol Byae b >

9 &)k=Bss 1 9l (ml GBS S pae jlas ey L
Sasly lans S5 Jols bl sg 5 ol @ jad
Ayl 55 el g cBo Ay g A Sl Ly L5
o5l 4l i8S 5 6l Sl e e
JRUEL I O o P R B W P S T U WS
Sleadle 5 plas el cilags cule, gl Bras b
odeg , o jlam jelate (ol gl el (59,0 Lo lais
&5 S 859y 9 9 Sy Slo> 5| B 5 (e
S esliiul lass

125 e o 4S5 g b ye 35 T 0,65 L1y 055 las

Wi goplas Sas el b was slag ol s by



Y\

RSV PR LS ST g WES PSP Y6 O IR

4 ol A5 le 08 0 jg,m ad Coigae L gl lass

5 ® s e (Ysbo B ae JLuis 4 S5 st

D9 o0 00 Fden o e o

Ols 5 las cdlagy cwliol Condg jlas ool 31 @
RO NP

)l earan o b g culiesl a5 gol Bl @

o (@ gy Brae L glojen a5 (ol 3l @
Loglos gaeas ol SCosalis odslas
S Ol e s 4 Glasl

@ dpd Lz @ gy Sdl 0 e 4 ol O
(Wb oo Laglais g las sl

Sloygo @ gy Byan b lajen 45 ol 3l

ol o dy puedS oo Lo (sl mdlae Sty b
JoSo cnl ity b S 90 0 925 |, (o0l
Aoled Bpao )

a8 s Lz sl S @ gy B pan JLido
Sl ogiion dogi asle ol 08 Cgr 4S5 wed
e 0 900, S (5le0e 5 395 SLSL Cmsy s
Ao Ll eyl A agloa, S 5l Ly a4 S
sl conl o Son (5,503 sl o wile © g
= GealS 095 0,0 Jo Ly g oane jo (il )l olem]
Sl 5l eoliil g Lasaey sloss iyl38l die slmoacy
S8 asjle ol Laals an 0B aan sla sl L
5,5 alys

] e wlgice L Sy 4 @)
el e Liasjle ol og i & g0 S8l



Yy

4> 52 9,0 59y Dy 50 35 00 dpog 0SS g
gl o e Sy Loz oy

-t glesys les © rrin) Brae (ot o il -
Al S35 b o s lazmeale Ly (Lade Syl
Sl Sl S Ll S ol 00 3% gl o)
S gl Lo (gl 50 1y @ g Sy

B oS osliswl 6,00,L 5l (6 508y oilin sl g, 51 -
b Ghelae )ls (ol Bras (b 6)3)L 59 pos

lagls 5l pel 08 oo Ban a5 1) glag)ls plos Cond -
O 5Log)ls 5 Lol ( alS (sLaes sl 8 i glasns
Sbi |y cd ool g a4 il ol pen 4 a5 s

Dby 353

t\.\;;s‘sod.‘_élﬂ)dpb‘é__{'l};%\)‘)l_i
lag)ls @ gy Brae U lojen a5 g0l 3l @
[Ny PPN SRV S S LWt J7L Y
b (S95pS i (St oS Las as ool 8 @
A (g0l YL
L @ gy B 95 5| Jod 09 g0 o 10
1) 055 olass g plas comdy «Sijilais 4y asxl
S=byalass O a3l O jge o L asS )
plaml Lty oY Slaldl ls Byae gg,0 5 L3
Sl e g los cowlie cilags cole ) iz e 0 S

2,5 aplgs SoS dsle ol 5o, realS an Lalass 5

o3lyslien slagylo nluw by 5 ® g 45 (Shiles
il o (Jlw Y-0 51 (i) (SVsb e 6l 1, ® g
L ol ol 0 ola Siasis Col o Sow aiiS oo

Yy



a3l i slacdy iUy wlale Jolas pae sl

u‘r‘ s ol e85 poe ol el 9, Djgeo o

Yo

D98 olas 39 GBI L ol 5o g5 99 o8l &do
bz auly oo @mde Gl tams oLl sg 5 Sy 4y
ol gsalS A

25 olod 393 S5 Lo 0 @Ble j90 g 53 izeen

Lazale b Jolio olgsenl ayas 5,0

Oy dlasS b oS ands e 050 45 2

oligS s

by 58 oo b 09D O9msio (g ol
EESURPIL-JCSRY

i D (e bipdar 950 walnr )0 esS

Ml Sy 4 1y9md sl 1y omaShe 42 39
Cawp

Sy S 25 Jold Fmsles @D g Djge 0 -
O Cwgrlongy b 35 epy95 (5508 LS S
S5 sl i B e 5 e b ol e cengy
SRV TP LS S E SV EWE PN () I SRR WL SR
Do ol pye 5 L o L5_>Lc)...r. Cigi o IS Ly
s Ll sg 3 Sy 4 l)ed o 5 Ly g e d
Loy “fcf (il Sl el e jgp Oj9e 0 -
s b4z o (Jlop e b8 o ( Dlas s
[RVRV- CEWCp EWES Y TEA I SHN W EWE PRVRW.J
Ol ez Jlop e pis by ads poe (aleisl o
Elainl b odsne (o))l ot S5 (s SL&
ailg oo pdMe (l tams bl g S gy |)g b

Yf



=ollaol @l 51 az ol (S ® unig) A

Somil ails

ez se algign 75 ® gy 1 Ss Lyl (ales aiile
s ol 45 el 53 1B 555 Sl l5 T e 55
Sl S by 59,5 aales 59, 00 S pas ol 18l s o
S 59 hlew 3 (oS Bab L

5o,k @ gy B)lse 5l s

S by s S e sl -

il odne (2L o oS8 353 oSl g -

Jo e Giige -

Oy ps -

153Ysa] acls Me -

Yy

sy JSie

S5 slaplail p )55

ool ol jo a5 8529 aiile (5)],0l Coisie Dl
698 &85 a5l el sl gds pln 3,3 Ly (A9
O p5s Gl 00 ce ol

o S gt b 6395 95 10,5 554 5,0 s
ol Sl b s

SRS ol

Sl

A4



Ya

9055 S waly haslps az 331, ® gy EE

Cadloe cg g ol 5 Bl a2 ¥ VO sl jo T, 5
Saled )NS5 A (90 Spman Loy b 5o

Ol et o ailyo)d 5l gyle o Sy o eBlas asbies sl 8
Swled sl TG ae 5l &g 0

5l aie 005118 (g, SKee (S5 QL?_:.:l Jlesl ale 4y
599 09le Bl Jsdone 5 090 80 158 0l (5L,
D9 AlSy

@0 0l 9y = a8 Ll g )b oo Sl am anls ® g
g8 Bran il 00l

S S VR DERI PR
bl g cawws ;390 wlus! -

Sl e -

sledle -

039 MR8 -

W -

sl -

9o hRy -

Szt 5 lse aam col 0 03 ol Lyl 5 45 5 lse
2 s M S e iy g ol 5, ® s
e ey oS SaS 095 jlusg o b Sl 5l A ol
0351 (el y3 0 7 A3 53 (il B )lge JolS

el 00

YA



\

S o SaS i lame e bli 4y SLaladl o)

sbag)ls 5l el (gomiz 69yl ;o Span g9, 8 5l S
5 BLS L el (slaod sl b s s gan cglas s
S O ygie 393 g lo Ly Sy L o yaliyg
ol 2 A5 Al 23 0 g ® g 050 0 ailiz
Sloglo (St b el oois ols (Sl o) 4 az b
S oolad leys o5 glasl plw s

ol s 0L a0 ylg—od

OB e o gy je OMiin 5 0 Dle 45 (590 )0
S T 095 S Lt S b padliog e
Bpan 3l g Weid g O 00 L) 095 (slag)ls
WSS (g begs Ko ol 3l slagls

0dd 2928 Ol 52 4 Sl b 53 ® g S pas
DS (g o by g

53005550 an [, ® gy alex jl 095 slag s ples
s 8 B alles 30 9 50eS o yiws

280 (S sl L sl 5o,k 5l ) (mg)ls

TePeo 0ga 0590 )0 39> g ylo Ly Si gy oSS
S g 0sS o ooliiu] ;s aST lagls ads



29.01.00. 08

165593 o131 b
VB 55,3 L pln VoYY ol

sy louhl syt
NAN®ALVAND

Sigll 2951 oo y5Ldgil &8 b el
RELRU

lausly asi, 55,0 VFPY ol Jd ;515 LU (ol ool
Ol Sy ple oStils (sl slaeayslf (sl
VEYR20099) s as

*YV-AA-Y-0VA soals

SYV-AASY DAY SE

info@nanoalvand.com : S5 xSl cewy
www.nanoalvand.com il o

Yy



/0bis

Zoledronic acid

Concentrate for Solution for Infusion

For IV Infusion Only After Dilution

Read all of this leaflet carefully for complete instruction



1. INDICATIONS AND USAGE

1.1. Hypercalcemia of Malignancy

ZOLEDRONIC ACID is indicated for the
treatment of hypercalcemia of malignancy
defined as an albumin-corrected calcium
(cCa) of greater than or equal to 12 mg/dL
[3.0 mmol/L] using the formula: cCa in mg/
dL=Ca in mg/dL +0.8 (4.0 g/dL - patient
albumin [g/dL]).

1.2. Multiple Myeloma and Bone Metastases
of Solid Tumors

ZOLEDRONIC ACID is indicated for the
treatment of patients with multiple myeloma
and patients with documented bone



metastases from solid tumors, in conjunction
with standard antineoplastic therapy. Prostate
cancer should have progressed after treatment
with at least one hormonal therapy.

2. DOSAGE AND ADMINISTRATION

Parenteral drug products should be inspected
visually for particulate matter and discoloration
prior to administration, whenever solution and
container permit.

2.1. Hypercalcemia of Malignancy

The maximum recommended dose of
ZOLEDRONIC ACID in hypercalcemia of
malignancy  (albumin-corrected ~ serum
calcium greater than or equal to 12 mg/dL

[3.0 mmol/L]) is 4 mg. The 4-mg dose must be
given as a single-dose intravenous infusion
over no less than 15 minutes. Patients who
receive ZOLEDRONIC ACID, should have serum
creatinine assessed prior to each treatment.

Dose adjustments of ZOLEDRONIC ACID
are not necessary in treating patients for
hypercalcemia of malignancy presenting with
mild-to-moderate renal impairment prior to
initiation of therapy (serum creatinine less
than 400 pmol/L or less than 4.5 mg/dL).

Patients should be adequately rehydrated
prior to administration of ZOLEDRONIC ACID.

Consideration should be given to the severity
of, as well as the symptoms of, tumor-induced



hypercalcemia  when  considering use
of ZOLEDRONIC ACID. Vigorous saline
hydration, an integral part of hypercalcemia
therapy, should be initiated promptly and an
attempt should be made to restore the urine
outputto about 2 L/day throughout treatment.
Mild or asymptomatic hypercalcemia may be
treated with conservative measures (i.e., saline
hydration, with or without loop diuretics).
Patients should be hydrated adequately
throughout the treatment, but overhydration,
especially in those patients who have cardiac
failure, must be avoided. Diuretic therapy
should not be employed prior to correction
of hypovolemia.

Retreatment with ZOLEDRONIC ACID, may

be considered if serum calcium does not
return to normal or remain normal after initial
treatment. It is recommended that a minimum
of 7 days elapse before retreatment, to allow
for full response to the initial dose. Renal
function must be carefully monitored in all
patients receiving ZOLEDRONIC ACID and
serum creatinine must be assessed prior to
retreatment with ZOLEDRONIC ACID.

2.2. Multiple Myeloma and Metastatic
Bone Lesions of Solid Tumors

The recommended dose of ZOLEDRONIC
ACID in patients with multiple myeloma and
metastatic bone lesions from solid tumors
for patients with creatinine clearance (CrCl)



greater than 60 mL/min is 4 mg infused over
no less than 15 minutes every 3 to 4 weeks.
The optimal duration of therapy is not known.

Upon treatment initiation, the recommended
ZOLEDRONIC ACID doses for patients with
reduced renal function (mild and moderate
renal impairment) are listed in Table 1. These
doses are calculated to achieve the same area
under the curve (AUC) as that achieved in
patients with creatinine clearance of 75 mL/
min. CrCl is calculated using the Cockcroft-
Gault formula.

Table 1: Reduced Doses for Patients with

Baseline CrCl Less than or Equal to 60 mL/

min

Baseline Creatinine
Clearance (mL/min)

ZOLEDRONIC ACID
Recommended Dose*

greater than 60 mg 4 mg
50-60 3.5mg
40-49 3.3mg
30-39 3mg

*Doses calculated assuming target AUC of 0.66
(mgehr/L) (CrCl=75 mL/min)

During treatment, serum creatinine should be
measured before each ZOLEDRONIC ACID
dose and treatment should be withheld for
renal deterioration. In the clinical studies,
renal deterioration was defined as follows:



e For patients with normal baseline creatinine,
increase of 0.5 mg/dL

e For patients with abnormal baseline
creatinine, increase of 1.0 mg/dL

In the clinical studies, ZOLEDRONIC ACID
treatment was resumed only when the
creatinine returned to within 10% of the
baseline value. ZOLEDRONIC ACID should
be reinitiated at the same dose as that prior to
treatment interruption.

Patients should also be administered an oral
calcium supplement of 500 mg and a multiple
vitamin containing 400 international units of
vitamin D daily.

10

2.3. Preparation of Solution

ZOLEDRONIC ACID must not be mixed with
calcium or other divalent cation-containing
infusion solutions, such as Lactated Ringer's
solution, and should be administered as a
single intravenous solution in a line separate
from all other drugs.

ZOLEDRONIC ACID 4mg / 5mL vial for
dilution prior to intravenous infusion contains
overfill allowing for the withdrawal of 5 mL of
concentrate (equivalent to 4 mg Zoledronic
acid). This concentrate should immediately
be diluted in 100 mL of sterile 0.9% Sodium
Chloride or 5% Dextrose Injection following
proper aseptic technique, and administered to

11



the patient by infusion. Do not store undiluted
concentrate in a syringe, to avoid inadvertent
injection.

To prepare reduced doses for patients with
baseline CrCl less than or equal to 60 mL/
min, withdraw the specified volume of the
ZOLEDRONIC ACID, concentrate from the vial
for the dose required (see Table 2).

Table 2: Preparation of Reduced Doses

Remove and Use ZOLEDRONIC Dose (mg)
ACID Volume (mL)
44 3.5
4.1 3.3
3.8 3.0

The withdrawn concentrate must be diluted in
12

100 mL of sterile 0.9% Sodium Chloride or 5%
Dextrose Injection.

If not used immediately after dilution with
infusion media, from microbiological point of
view, the solution should be discarded.

2.4. Method of Administration

Due to the risk of clinically significant
deterioration in renal function, which may
progress to renal failure, single doses of
ZOLEDRONIC ACID, should not exceed 4
mg and the duration of infusion should be no
less than 15 minutes. In the trials and in post
marketing experience, renal deterioration,
progression to renal failure and dialysis, have
occurred in patients, including those treated
13



with the approved dose of 4 mg infused over
15 minutes. There have been instances of this
occurring after the initial ZOLEDRONIC ACID
dose.

3. DOSAGE FORMS AND STRENGTHS

ZOBIS® is available as a preservative-free,
sterile, clear, and colorless concentrate for
solution for infusion free of particulate matter.
Each 5 mL concentrate vial contains 4 mg
zoledronic acid.

4. CONTRAINDICATIONS

¢ Hypersensitivity to zoledronic acid, other
bisphosphonates or any of the excipients in

14

the formulation of ZOBIS®;

e Uncorrected hypocalcemia at the time of
infusion;

® Pregnancy and breast-feeding

5. WARNINGS AND PRECAUTIONS

5.1. Drugs with Same Active Ingredient or
in the Same Drug Class

ZOBIS® (Zoledronic acid 4mg / 5mL) contains
the same active ingredient as found in
CLASTOZ® (Zoledronic acid 5mg / 100mL).
Patients being treated with ZOBIS® should
not be treated with CLASTOZ® or other
bisphosphonates.

15



5.2. Hydration and Electrolyte Monitoring

Patients with hypercalcemia of malignancy
must be adequately rehydrated prior to
administration of ZOLEDRONIC  ACID.
Loop diuretics should not be used until
the patient is adequately rehydrated and
should be used with caution in combination
with ZOLEDRONIC ACID in order to avoid
hypocalcemia. ZOLEDRONIC ACID should
be used with caution with other nephrotoxic
drugs.

Standard hypercalcemia-related metabolic
parameters, such as serum levels of calcium,
phosphate, and magnesium, as well as
serum creatinine, should be carefully
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monitored following initiation of therapy
with ZOLEDRONIC ACID. If hypocalcemia,
hypophosphatemia, or hypomagnesemia
occur, short-term supplemental therapy may
be necessary.

5.3. Renal Impairment

ZOLEDRONIC ACID is excreted intact
primarily via the kidney, and the risk of adverse
reactions, in particular renal adverse reactions,
may be greater in patients with impaired
renal function. Safety and pharmacokinetic
data are limited in patients with severe renal
impairment and the risk of renal deterioration
is increased. Preexisting renal insufficiency
and multiple cycles of ZOLEDRONIC ACID
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and other bisphosphonates are risk factors
for subsequent renal deterioration with
ZOLEDRONIC ACID. Factors predisposing to
renal deterioration, such as dehydration or
the use of other nephrotoxic drugs, should be
identified and managed, if possible.

ZOLEDRONIC ACID treatment in patients with
hypercalcemia of malignancy with severe renal
impairment should be considered only after
evaluating the risks and benefits of treatment. In
the clinical studies, patients with serum creatinine
greater than 400 pmol/L or greater than 4.5
mg/dL were excluded. ZOLEDRONIC ACID
treatment is not recommended in patients with
bone metastases with severe renal impairment.
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5.4. Osteonecrosis of the Jaw

Osteonecrosis of the jaw (ONJ) has been
reported predominantly in cancer patients
treated with intravenous bisphosphonates,
including ZOLEDRONIC ACID. Many of these
patients were also receiving chemotherapy
and corticosteroids which may be risk factors
for ONJ. The risk of ONJ may increase with
duration of exposure to bisphosphonates.

Postmarketing experience and the literature
suggest a greater frequency of reports of ONJ
based on tumor type (advanced breast cancer,
multiple myeloma), and dental status (dental
extraction, periodontal disease, local trauma
including poorly fitting dentures). Many
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reports of ONJ involved patients with signs of
local infection including osteomyelitis.

Cancer patients should maintain good
oral hygiene and should have a dental
examination with preventive dentistry prior to
treatment with bisphosphonates.

While on treatment, these patients should
avoid invasive dental procedures if possible.
For patients who develop ONJ while on
bisphosphonate therapy, dental surgery
may exacerbate the condition. For patients
requiring dental procedures, there are no data
available to suggest whether discontinuation
of bisphosphonate treatment reduces the
risk of ONJ. Clinical judgment of the treating
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physician should guide the management plan
of each patient based on individual benefit/
risk assessment.

5.5. Musculoskeletal Pain

In postmarketing experience, severe and
occasionally incapacitating bone, joint,
and/or muscle pain has been reported in
patients taking bisphosphonates, including
ZOLEDRONIC ACID. The time to onset of
symptoms varied from one day to several
months after starting the drug. Discontinue use
if severe symptoms develop. Most patients had
relief of symptoms after stopping. A subset had
recurrence of symptoms when rechallenged
with the same drug or another bisphosphonate.
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5.6. Atypical Subtrochanteric and Diaphyseal
Femoral Fractures

Atypical subtrochanteric and diaphyseal
femoral fractures have been reported in
patients receiving bisphosphonate therapy,
including ZOLEDRONIC ACID. These fractures
can occur anywhere in the femoral shaft from
just below the lesser trochanter to just above
the supracondylar flare and are transverse
or short oblique in orientation without
evidence of comminution. These fractures
occur after minimal or no trauma. Patients
may experience thigh or groin pain weeks to
months before presenting with a completed
femoral fracture. Fractures are often bilateral;
therefore the contralateral femur should be
22

examined in bisphosphonate-treated patients
who have sustained a femoral shaft fracture.
Poor healing of these fractures has also been
reported. A number of case reports noted
that patients were also receiving treatment
with glucocorticoids (such as prednisone
or dexamethasone) at the time of fracture.
Causality with bisphosphonate therapy has
not been established.

Any patient with a history of bisphosphonate
exposure who presents with thigh or groin pain
in the absence of trauma should be suspected
of having an atypical fracture and should be
evaluated. Discontinuation of ZOLEDRONIC
ACID therapy in patients suspected to have an
atypical femur fracture should be considered
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pending evaluation of the patient, based on
an individual benefit risk assessment. It is
unknown whether the risk of atypical femur
fracture continues after stopping therapy.

5.7. Patients with Asthma

While not observed in clinical trials with
ZOLEDRONIC ACID, there have been reports
of bronchoconstriction in aspirin- sensitive
patients receiving bisphosphonates.

5.8. Hepatic Impairment

Only limited clinical data are available for use
of ZOLEDRONIC ACID to treat hypercalcemia
of malignancy in patients with hepatic
insufficiency, and these data are not adequate
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to provide guidance on dosage selection or
how to safely use ZOLEDRONIC ACID in these
patients.

5.9. Embryo-Fetal Toxicity

Based on findings from animal studies and
its mechanism of action, ZOLEDRONIC ACID
can cause fetal harm when administered to
a pregnant woman. In animal reproduction
studies, administration of ZOLEDRONIC
ACID to pregnant rats during organogenesis
resulted in fetal malformations and embryo-
fetal lethality at maternal exposures that
were greater than or equal to 2.4 times the
human clinical exposure based on area under
the curve (AUC). Bisphosphonates, such

25



as ZOLEDRONIC ACID, are incorporated
into the bone matrix, from where they are
gradually released over periods of weeks to
years. There may be a risk of fetal harm (e.g.,
skeletal and other abnormalities) if a woman
becomes pregnant after completing a course
of bisphosphonate therapy. Advise pregnant
women and females of reproductive potential
of the potential risk to a fetus. Advise females
of reproductive potential to use effective
contraception during and after ZOLEDRONIC
ACID treatment.

5.10. Hypocalcemia

Hypocalcemia has been reported in patients
treated with ZOLEDRONIC ACID, cardiac
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arrhythmias and neurologic adverse events
(seizures, tetany, and numbness) have been
reported secondary to cases of severe
hypocalcemia. In some instances, hypocalcemia
may be life-threatening. Caution is advised
when ZOLEDRONIC ACID is administered with
drugs known to cause hypocalcemia, as severe
hypocalcemia may develop, Serum calcium
should be measured and hypocalcemia must
be corrected before initiating ZOLEDRONIC
ACID. Adequately supplement patients with
calcium and vitamin D.

5.11. Hypersensitivity Reactions

Rare cases of urticaria and angioedema and
very rare cases of anaphylactic reactions/
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shock have been reported.

5.12. Influenza-like lllness/Acute Phase
Reaction

A transient acute phase reaction (eg, fever,
chills, pain/myalgia, other influenza-like
symptoms) may occur, typically within 3
days following the initial infusion; resolution
is usually observed ~3 days after symptom
onset but can take up to 14 days. Prophylactic
use of acetaminophen may reduce symptoms.
The incidence of symptoms may decrease
with subsequent infusions.

5.13. Ocular Effects
Conjunctivitis, uveitis, episcleritis, iritis, scleritis,
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and orbital inflammation have been reported
with ZOLEDRONIC ACID; patients presenting
with signs of ocular inflammation may require
further ophthalmologic evaluation. Ocular
symptoms resolved with topical steroids in
some cases.

6. ADVERSE REACTIONS
>10%:

Cardiovascular: Lower extremity edema (5%
to 21%), hypotension (11%)

Central nervous system: Fatigue (39%),
headache (5% to 19%), dizziness (18%),
insomnia (15% to 16%), anxiety (11% to 14%),
depression (14%), agitation (13%), confusion

29



(7% to 13%), hypoesthesia (12%) ,rigors (11%)
Dermatologic: Alopecia (12%), dermatitis (11%)
Endocrine & metabolic: Dehydration (5% to
14%), hypophosphatemia (13%), hypokalemia
(12%), hypomagnesemia (11%)
Gastrointestinal: Nausea (29% to 46%),
vomiting (14% to 32%), constipation (27% to
31%), diarrhea (17% to 24%), anorexia (9% to
22%), abdominal pain (14% to 16%), weight
loss (16%), decreased appetite (13%)

Genitourinary: Urinary tract infection (12% to
14%)

Hematologic & oncologic: Anemia (22% to
33%), progression of cancer (16% to 20%),
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neutropenia (12%)
Infection: Candidiasis (12%)

Neuromuscular & skeletal: Ostealgia (55%),
weakness (5% to 24%), myalgia (23%),
arthralgia (5% to 21%), back pain (15%),
paresthesia (15%), limb pain (14%), skeletal
pain (12%),

Renal: Renal insufficiency (8% to 17%; up
to 40% in patients with abnormal baseline
creatinine)

Respiratory: Dyspnea (22% to 27%), cough
(12% to 22%)

Miscellaneous: Fever (32% to 44%; most
common symptom of acute phase reaction)
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1% to 10%:
Cardiovascular: Chest pain (5% to 10%)

Central nervous system: Somnolence (5% to
10%)

Endocrine & metabolic: Hypocalcemia (5%
to 10%; grades 3/4: <1%), hypermagnesemia
(grade 3:2%)

Gastrointestinal: Dyspepsia (10%), dysphagia
(5% to 10%), mucositis (5% to 10%), stomatitis
(8%), sore throat (8%)

Hematologic & oncologic: Granulocytopenia
(5% to 10%), pancytopenia (5% to 10%),
thrombocytopenia (5% to 10%)

Infection: Infection (nonspecific; 5% to 10%)
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Renal: Increased serum creatinine (grades
3/4: <2%)

Respiratory: upper respiratory tract infection
(10%)

<1%, postmarketing, and/or case repots:

Acute phase reaction-like symptoms (including
pyrexia, fatigue, bone pain, arthralgia, myalgia,
chills, influenza-like illness; usually resolves within
3 to 4 days of onset, although may take up to 14
days to resolve), acute renal failure (requiring
hospitalization/dialysis), acute renal tubular
necrosis (toxic), anaphylactic shock, anaphylaxis,
angioedema, arthralgia (sometimes severe and/
or incapacitating), blurred vision, bradycardia,
bronchoconstriction, bronchospasm, cardiac
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arrhythmia, cerebrovascular accident,
conjunctivitis,  diaphoresis,  drowsiness,
dysgeusia, episcleritis, exacerbation of asthma,
Fanconi syndrome (acquired), femur fracture
(diaphyseal or subtrochanteric), hematuria,
hyperesthesia, hyperkalemia, hypernatremia,
hyperparathyroidism, hypersensitivity reaction,
hypertension, injection site reaction (eg, itching,
pain, redness), interstitial pulmonary disease,
iridocyclitis, iritis, muscle cramps, myalgia
(sometimes severe and/or incapacitating),
numbness, osteonecrosis (including external
auditory canal, femur, and hip), osteonecrosis of
the jaw, periorbital edema, periorbital swelling,
prolonged QT interval on ECG, proteinuria,
pruritus, renal insufficiency, scleritis, seizure, skin
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rash, Stevens-Johnson syndrome, tetany, toxic
epidermal necrolysis, tremor, urticaria, uveitis,
weight gain, xerostomia

7.DRUG INTERACTIONS

Risk C (Monitor therapy):

Aminoglycosides,  Angiogenesis  Inhibitors
(Systemic), Calcitonin, Deferasirox, Nonsteroidal
Anti-Inflammatory ~ Agents, Proton  Pump
Inhibitors, Thalidomide.

8. USE IN SPECIFIC POPULATIONS

8.1. Pregnancy

Based on findings from animal studies and
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its mechanism of action, ZOLEDRONIC ACID
can cause fetal harm when administered to
a pregnant woman. There are no available
data in pregnant women to inform the drug-
associated risk. Bisphosphonates, such
as ZOLEDRONIC ACID, are incorporated
into the bone matrix, from where they are
gradually released over periods of weeks to
years. There may be a risk of fetal harm (e.g.,
skeletal and other abnormalities) if a woman
becomes pregnant after completing a course
of bisphosphonate therapy. Advise pregnant
women and females of reproductive potential
of the potential risk to a fetus.

The background risk of major birth defects
and miscarriage for the indicated population
36

is unknown; however, in the US. general
population, the estimated background
risk of major birth defects is 2%-4% and
of miscarriage is 15%-20% of clinically
recognized pregnancies.

8.2. Lactation

After administration of ZOLEDRONIC ACID,
it is not known whether zoledronic acid is
present in human milk, or whether it affects
milk production or the breastfed child.
ZOLEDRONIC ACID binds to bone long term
and may be released over periods of weeks
to years. Because of the potential for serious
adverse reactions in a breastfed child, advise
a lactating woman not to breastfeed during
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and after ZOLEDRONIC ACID treatment.

8.3. Females and Males of Reproductive
Potential

Pregnancy Testing

Verify pregnancy status of females of
reproductive potential prior to initiation of
ZOLEDRONIC ACID.

Contraception

Females

ZOLEDRONIC ACID can cause fetal harm
when administered to a pregnant woman.
ZOLEDRONIC ACID binds to bone long term

and may be released over periods of weeks
to years. Advise females of reproductive

38

potential to use effective contraception during
and after ZOLEDRONIC ACID treatment.

Infertility

Females

Based on animal studies, ZOLEDRONIC ACID
may impair fertility in females of reproductive
potential.

8.4. Pediatric Use

ZOLEDRONIC ACID is not indicated for use in
children.

8.5. Geriatric Use

No significant differences in response rate
or adverse reactions were seen in geriatric
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patients receiving ZOLEDRONIC ACID as
compared to younger patients. Controlled
clinical studies of ZOLEDRONIC ACID in the
treatment of multiple myeloma and bone
metastases of solid tumors in patients over
age 65 revealed similar efficacy and safety
in older and younger patients. Because
decreased renal function occurs more
commonly in the elderly, special care should
be taken to monitor renal function.

9. OVERDOSAGE

Clinical experience with acute overdosage of

ZOLEDRONIC ACID, is limited. Overdosage

may cause clinically significant hypocalcemia,

hypophosphatemia, and hypomagnesemia.
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Clinically relevantreductionsin serum levels of
calcium, phosphorus, and magnesium should
be corrected by intravenous administration
of calcium gluconate, potassium or sodium
phosphate, and  magnesium  sulfate,
respectively.

10. DESCRIPTION

ZOBIS® contains  zoledronic  acid, a
bisphosphonic acid which is an inhibitor of
osteoclastic bone resorption.

ZOBIS® is available in 5 mL vials as a sterile
liquid concentrate for solution for infusion.
Each 5 mL concentrate vial contains 4.264 mg
zoledronic acid monohydrate, corresponding
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to 4 mg zoledronic acid on an anhydrous basis,
mannitol, water for injection, and sodium citrate.

11. CLINICAL PHARMACOLOGY

11.1. Mechanism of Action

The principal pharmacologic action of
ZOLEDRONIC ACID is inhibition of bone
resorption. Although the antiresorptive
mechanism is not completely understood,
several factors are thought to contribute
to this action. In vitro, ZOLEDRONIC ACID
inhibits osteoclastic activity and induces
osteoclast apoptosis. ZOLEDRONIC ACID
also blocks the osteoclastic resorption of
mineralized bone and cartilage through
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its binding to bone. ZOLEDRONIC ACID
inhibits the increased osteoclastic activity and
skeletal calcium release induced by various
stimulatory factors released by tumors.

11.2. Pharmacokinetics

Distribution: Binds to bone

Protein binding: 23% to 53%

Metabolism: Primarily eliminated intact via
the kidney; metabolism not likely

Half-life elimination: Triphasic; Terminal: 146
hours

Excretion: Urine (39% = 16% as unchanged
drug) within 24 hours; feces (<3%)
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11.3. Pharmacokinetics in
Populations

Special

Renal function impairment: Mild renal
impairment (CrCl 50 to 80 mL/minute)
increased AUC by an average of 15%.
Moderate renal impairment (CrCl 30 to 50
mL/minute) increased AUC by an average of
43%. The risk of renal deterioration appears
to increase with AUC, which doubled at a
CrCl of 10 mL/minute.

12. HOW SUPPLIED/ STORAGE AND
HANDLING

12.1. How Supplied

ZOBIS® 4mg / 5mL concentrate for solution

for infusion, is supplied in single-dose vials
as a sterile, clear, and colorless aqueous
solution. Each vial packaged in a carton.

12.2. Storage Conditions

Store between 15-30°C. Keep vial in outer
carton in order to protect from light.

12.3. Handling and Disposal

Care should be exercised in the handling
of ZOLEDRONIC ACID. Do not throw any
medicines via wastewater or household
waste. Ask your pharmacist how to throw
any medicines you no longer use. These
measures will help to protect the environment.
Any unused product should be disposed of in

45



accordance with local requirements. Several
guidelines on the subject have been published.
References for some of these guidelines are as
below:

NIOSH Alert:  Preventing  occupational
exposures to antineoplastic and other
hazardous drugs in healthcare settings.
2004. U.S. Department of Health and Human
Services, Public Health Service, Centers for
Disease Control and Prevention, National
Institute for Occupational Safety and Health,
DHHS (NIOSH) Publication No. 2004-165.

OSHATechnical Manual, TED 1-0.15A, Section
VI: Chapter 2. Controlling Occupational
Exposure to Hazardous Drugs. OSHA, 1999.
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American Society of Health-System
Pharmacists. (2006) ASHP Guidelines on
Handling Hazardous Drugs. Am J Health-Syst
Pharm. 2006; 63:1172-1193.

Disclaimer: This leaflet was last approved
in April 2021. This content should not be
considered complete and may not include all
the information needed to use ZOLEDRONIC
ACID safely and effectively.

To access the latest revision of this prescribing
information, please visit our website:

www.nanoalvand.com
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