Zoledrol
Acid Injection
301200
uopaafu| proy
luoIpajoz

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use ZOLEDRONIC ACID INJECTION (concentrate) safely and effectively. See full
prescribing information for ZOLEDRONIC ACID INJECTION (concentrate).

ZOLEDRONIC acid injection, for intravenous infusion

WARNINGS AND

« Patients being treated with zoledronic acid injection should not be treated with Reclast® (5.1)

« Adequately rehydrate patients with hypercalcemia of malignancy prior to administration of zoledronic acid injection and monitor electrolytes
during treatment (5.2)

Concentrate for Intravenous Infusion
Initial U.S. Approval: 2001

« Renal toxicity may be greater in patients with renal impairment. Do not use doses greater than 4 mg. Treatment in patients vith severe renal
h dose (5.3)

impairment is not recommended.
« Osteonecrosis of the jaw has been reported.
dental procedures

MAJOR
Warnings and Precautions, Osteonecrosis of the Jaw (5.4)

6/2015

Jonitor serum creatinine before each dos (:

be performed injection. Avoid invasive

4
. Seveve incapacitating bone, joint, and/or muscle pain may occur Discontinue zoledronic acid injection if severe symptoms occur (5.5)

)
should be advised of the potential hazard to the fetus and to avoid

" becoming regnan (5.5,

AND
Zoledronic acid injection is a bisphosphonate indicated for the treatment of:
« Hypercalcemia of malignancy (1

« Patients with multiple myeloma and patients with documented bone metastases from solid tumors, in conjunction with standard antineoplastic:
therapy. Prostate canw ‘should have progressed after treatment with at least one hormonal therapy (1.2)

harm. Women of

1)
« Atypical subtrochanteric and diaphyseal femoral fractures have been reported in patients receiving bisphosphonate therapy. These fractures

may ocour after minimal or no trauma. Evaluate patients wmh thigh or groin pain to rule out a femoral fracture. Consider drug discontinuation in

o Hypoc:

for nontumor-

efficacy of injection has not
related hyperca\cemla i)

patients suspected to have an atypical femur fracture. (5.6)

calcemia: Correct before initating zoledronic acid injection. Adequately supplement patients with calcium and vitamin D. Monitor serum
caci ossly Rthconcomiant adniistaon o thr crugs ko 1 cas hypocalomia o vid sevesor e tetaning ypocaenia
(8.10)

Hypercalcemia of malignancy (2.1)

mg as a single-use intravenous infusion over 0 less than 15 minutes
 4mgas retreatment after a minimum of 7
Multiple myeloma and bone metastasis from solm tumors (2.

2)
 4mg as a single-use intravenous infusion over no less than 15 minutes every 3-4 weeks for patients with creatinine clearance of greater than 60

L/min
 Reduce the dose for patients with renal impairment
= Coadminister ora calcium supplements of 500 g and 2 multple vitamin containing 400 internat

The most common adverse events (greater than 25%) were nausea, fatigue, anemia, bone pain, constipation, fever, vomiting, and dyspnea (6.1)

or www.fda.gov/medwatch.

contact

i, Vigilance & Medical Affairs at 1-800-551-7176 or FDA at 1-800-FDA-1088

« Aminoglycosides: May have an additive effect to lower serum calcium for prolonged periods (7.1)

« Loop diuretics: Concomitant use with zoledronic acid injection may increase risk of hypocalcemia (7.2)

« Nephrotoxic drugs: Use with caution (7.3)

ional units ul\mamm D daily
div:

Administer through a separate vented infusion ine and do not allow to come in contact

alent (23)

FORMS AND
4mg/5 mL single-use vial of concentrate (3)

USE IN SPECIFIC POPULATIONS:

« Nursing Mothers: It is not known whether zoledronic acid is excreted in human milk. (8.3)
« Pediatric Use: Not indicated for use in pediatric patients (8.4)

« Geriatric Use: Special care to monitor renal function (8.5)

Hypersen:

ivity to any component of zoledronic acid injection (4)

See 17 for PATIENT COUNSELING INFORMATION

Revised: 5/2016

FULL PRESCRIBING INFORMATION: CONTENTS*
INDIGATIONS AND USAGE
Hypercalcemia of Malignancy
1 Muliple Myeloma and Bone Metastases of Solid Tumors
13 Important Limitation of Use
2 DOSAGE AND ADMINISTRATION
2.1 Hypercalcemia of Malignancy
22 Muliple Myeloma and Metastatic Bone Lesions of Solid Tumors
23 Preparation of Solution

24 Method of Administration
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
5 WARIIINGS AND PRECAUTIONS

Drugs with Same Active Ingredient or in the Same Drug Class
Hydration and Electrolyte Monitoring
Renal Impairment
Oseoneross of the
Musculoskeletal
Niypicl Subtrochanteric and DiaphysealFemoralFactres
Patients with Asthma
58 Hepatic Impairment
59 Use in Pregnancy
5.10 Hypocalcemia
6 ADVERSE REACTIONS
6.1 Clinical Studies Experience
62 Postmarketing Experience

52
53

55
56
57

7 DRUGWTERACTIONS
Aminoglycosides and Calcitonin
7 Loop Diuretics
7.3 Nephrotoxic Drugs
74 Thalidomide
8 USEIN SPECIFIE POPULATIONS
8.1 Pregnas
83 NUYSmg Mmhers
8.4 Pediatric Use
8.5 Geriatric Use

10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

12.2 Pharmacodynamics

12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY

13.1 Garcinogenesis, Mutagenesis, Impairment of Fertity
1 CLINCAL STUDIES

Hypercalcemia of Malignancy

102 Gl o Multiple Myeloma and Bone Metastases of Solid Tumors
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

* Sections or subsections omitted from the ful prescribing information are not lsted

FULL PRESCAIBING INFORMATION rtons, may b gt n et W e rl o, Sy g s e s o s ® 1 )
1 INDICATIONS AND USAG i S 5l gt S e 15K f frl eeiatin 1 cess (560 Adyese Retcions (511, Pty sl e and Lymphaic System
3 Moperlcomis ot alaney ity s0d Ml ycisof sl cton a1 gl bephospharle af ok s f Subsnut el o 0 P " o
inecn Unotoer o
{cCa) of greater than or equal to 12 mg/dL (3.0 mmol/L] using the formula: ophrokndc 0rugs, shoulkd be Weniied and marnaged,  pusaibhe. Moniliasis 0 (12 4 @
R a3 s ) Zocroric 330 mecton et n gatents it byperecei of malgncy Wi severe fers RSNt SHOUA b2 Lspoaiy Abnomalls
" 1 o
2 Maltle yeloma and Bone Metastasesof Sold Tu pallent wihserum cratininegratr than 400 umolL. o geater than 4.5 L. wereexcludad. st M o 2 )
Zolon 20 o it Tt e esmentof Gt it mulsle mydlom and patents vt docurentd bone o e R it " @ 1 (o
i 5 Woscuosksaal
i st on hormonal e
Wesment w3 st on hrmona ey iectaic 500 mecton 4 my by o Scaisen 0 o 0 w0
1.3 mgortant Liiaton of se i ol
(123) Insomnia 13 (15) 10 (10)
v sortmor- st conctons have o e b 54 Oteonecrosis ol e o o 5 o B o
2 DOSAGE AND ADMINISTRATION Osteonecrosis. predominantly in 3 bisphosphonates Confusion 1 13) 13 13)
admiistaion, wheneer Aotaton " 3 i ®
ol nd comaner pormit. Respratony
sl o Malgnn Pt oo 5 D et et ey o et O i i e oG Drrs I @ 0 (9
2.1 Hyprsacamia ofMaliganey o i () I (2
T T it e A OB SSTEICHT ) b s 0 W o s i e o o SRS openial
Vet 1 less than 15 minutes. Patents who rceie Z0edtori Scd inection Shoul nave serum crestnine assessed prio o Cance patens should mantan good oral hyglene and shou hae a dental cxamination wih preventve dentisy pror to_Urinary Trac nfecton 2 iz} 15 lm
can rament Wesment wih bsphosphontes o
st

s o
with mild-to-moderale renal impaitment prior to infialion of therapy (serum cratnine less than 400 LML o lss than
45 my),

Patens should be adequatey ehydrated prir o adminsration of zleoric acd infecton see Warings and Precautions
(521

these. possible. For
isphosphorale thrapy, dental surery may exacerbte te conditon. For paients requiing dental procedures, there are no

o el o5 bt s 10 Aders et e s eares, of prosmed causalty o sty g asmem chest

{see Adverse
Reactions (62).

Consderation should be iven to th sevety of tumorinduced considering

and an attempt should be made 1o restore the urine output to about 2 Liday throughout treatment. M or asymptomatic
ine hyarat batiens should

.
taking bisphosphorates, including zoledrnic acid necion. The tie 10 onset of symptams vared fom one day 10 several

Geyaraton, artagi

Acue Phase Reaction
Wi s dos s zcronc s o adrinsaon, s e restonfas b o s, wi
a These symptoms

e hydrate butovarhydrt e d Elecrolye Abnormai
T T AV —————
tter nal reatment | 07 1o n Aypica subtachatec and daphysea emara acues. have ben reore i gt rcehing bisphOSPhONGIE ETDY, 0y 3y ey i " " o
intial dose. all S, magnesium
n e Tovesnds
e
22, Wil Mysoma an Wttt Bone Lsions f Sl Tumrs
e oamnardeddse o sllrn. <o et s Wh ol s e o s o sl ' I o the cotra i Magnesium n Two Ciical Tilsin Patints with HW
¢t sons et s uh e ot o s
i T tn vy o s e Nt trts s ko g ent i gcocrticnis Lot Zoledtoni e ctin [—
o i tion s o o oms
rate renal nt) are listed in T ‘the curve (AUC) L (%) %)
S s i i s of 75 UM, G0, ok s T i e an . Deconatin of ol o e o o
it cved i ptes i o o e o s iy ot e, o 5 o O £ i @
o Hponesnenis wm Zrat o
Baseline Creatinine Ciearance (mUjmin] ion Wit not observed in clnicaltials with 20edronc acd njecton, there have bee reports i aspin.  pomignesemia ot -
e an o o "
%00 s5mg Y P — Wagnasan T Gia il s P wih AW
o 33m malgnancy in patens with Grded
) e . .
7 S G =TS i Loty Paramter i i icton e
Purng emor. s aatine shoud e e tfore et e w o w
S
S G s = i
ot et i vl it s, s o 05 M. o 1wk o Yt ot T b 8 o 08 T (0, hll a0t STl 3 oo S e - e
or et i oo o e, s o1 0. e e i a s Nphesphorats i s o ot g
In e e st e ony e ot 0% e o - i
esine
e oas bl et s o Tttt 1o st s v ool 100 e s Gt e
units of Vitamin D daiy. it or| J h T o)
2.3. Preparation of Solution o
Rrrs soton, o ot

L Single-Use Vial
Vs of zoldronic acid netion concentrate for infusion conai overil alowing fo th withdraval of 5 L. of concntrate
100 L

USP. follwing proper Do not st
undited concentate n a yringe, to avoid inaertent njecton.

orted n

e (S, ey, and mbnes) e s ipate sconday o cse of s pocma. n some e

ypocalcemia may Couton s atse 4 fton s aninred

e a3 st ke o Sl s Dy i (7 S clcum e s atos
T Taacene i b coro et in 5o 4 o, Ao TN s wih i

and viamin

i feqired and the symploms subside afer 24-48 hous.

el nfammatn sich a wlisan s cn ocur i isphosshorate e, cuin o i rcton: o
i
e s s 621

of Solld Tumors

siaes
Tabe3) 6.1 il St Experience a0 Bone Metsiass o
% s v ot vora e i Rt o vt 1
- s ncuding o ra ana 19
L foeing. Hperealcemia of allnaney phase.Ony 347
o : IS ko 3 et s g 1 15t s of ey () o e i)
: e son scid e § g rosiatecance,
38 g s o
Twomt T e anois
e ety st o i s . o ool Wty s s s on .
Seltot ' eporte n
ZCECQTAET) Thotoul 2 Ginica rils by Body Sysem
24 Metnot o it fromed Taedronic Acd jecton_ Pamidronae Fiace
Gue L' 1l ofccl Snfant detraton i el furcon, whh may progies o e, g doses o 15kt et creanine, The ncidnc o ran m 0mg
e o oo 0% v )
o 105 h 15 miuts (50 Warings  Paint S
o, LTS s, ncuing oS resed Wi e TPV Gos of 4 e oer 13 . There s G &0 Precutons (5.9 and D and Adinstatn (5. Totl o of Paerts W am se oo 4 ()
o g Tabe ) Tota o fPatents i any AE s @ s ) w5 ()
Tabed 0% or mors o o
5 DOSAGE FORMNS AND STRENGT
Jposaroms M smEoTs " o woowmwmom o owm o ow
Ty Hewopna 24 ( B ®
4 CONTRAINDICATIONS g gt Trombagtopena 0 10 I ks
Gasroitstnal
e cises of rectonshock Taedron i iecion Pamironate a7 @ ow @y mgy
v besn feore e Advere esctons (521 i o vomitng s @ ow ey 2 @)
" "
o 28 28 0 o8
51 Drge with Sam Active Inreen o inte Same Drug Class: mmn s s w (o0 0 (100 I i) [ i
) o ) s 3 105 {0 noom oW o
lndyiuwnull [ ® s (1 ®
52 sion s st ot ® @ u @ & ® oy @
o malgnancy 1o st ofslcronc i ton. Frogsson of e 1 16) 2 @)
munmwencsshoumnolbeusedunmlnnanem\saﬂemnm\yrehyﬂvmdanﬂsnnumD:useﬂwmhcmnonmwmmmlmn Carlovascia 1 @ W @ w @
i zlcroric a6 mictio g 0 vl 1y ¢ econ shoud Hypotension 5 " 2 ) 2 @ o @ w @)
eprtoc g Diesie - 252 @ w9 @
nospte, and wollzs % @ » @ dema Lover i 215 @ o @ m (19
rum e, shot b arefly morhor oloang o of hrsy wih ZDsGonc scid mecton i ypocacema,  Contaton P @) i (1) 2 m ® o » ®
Darmes s () I i
53 Romal Inpament Hodorina pan h (1) I {19 Urnary Tt necton 128 e 2@ w ©
vicuar v aese Voming I (19) 7 {m Upper Resiratory Tract fecton 101 0 2 o ® o

SAP Code: 30100010165
3012xxx Zoledronic Acid Lit -AE_V3.pdf

(i For Foa Produston =

[isued For e Approva

[ B WAY-16 153053

Issued For Approval

TEMPLE Packaging P. Lid. Tel:- 28476601, Email- Info@templepackaging co.n
Customer usv SAP Code [30100010165
Location Daman File No. [ 43061
Product Name | Zoledronic Acid Lit -AE Artwork SNo._+| 159/05/16
Product Code 3012x00¢ Gustomer AW No. | NA
Version No. 03 [01d Fite No. [a9743
Date 25 MAY-16 01d Product Code | 3012121
[Artwork Status Barcode [na
Open size Pharmacode | YES
Folding Size Pertoration |NA
40 GSM BIBLE PAPER Gluing | NA
NA Font Name +| Helvetica condensed
NA FontSize |6a8pt
No.of Pages / PAD | NA
Remark

[Pning Gotours

Note - This approval will be considered for fina pintin
Pleaserecheck for corrctions indicated earier,in ths proof also.

Prepared by Checked by : | Q.A Checked | ‘Approved by : |
25mAv-16
george | | I 1
CUSTOMER APPROVAL
Checked By Approved By
Packaging Production Regulatory Affairs | Quality Assurance

Development




Metasalsm aand perpartent o gestalon. et obsenved 1 the igh-ose group (vt sytemic exposureof 1.2 imes the human
" 251 @ s s 105 @ Ty et i sloue 1 . Tl MOy oy s b S 10 Gy O DT of Sl Syleme bt o a1 it doe.of 4 g a1 AU G ) Mo AT f o an
Wolght Dcreased ] (19 ] e
pydation 145 (19 @ ) s Jic In pregnant ats gven  subcaneous dose of ok cd of 0.1, 02, o 0.4 MgXytay duig gesation,aderse fota
Aopete Deceased 130 it} @ @ 5 (w0, u el the
o systemic cxposur follwing an infavenous dose of 4 m, based on an AUG compaison). These adverse efects ncluded waon soes
Sone Pn 5 ) ETC ) @ el seltl,vicoal
unosite o incomp ncine,cuned o Hyperclcemia o Malgr
g E @ @ i e S et o Too i s o om\zuﬂ double-in, double-dumny Studies of zoldroric acid fecton 4 g g 3 a
e o u, reduction iver obe, reducton o u vesel iaton, roa 85 paients i
Back Pain 156 @15 (9 4 © hoiadig urverd o e o 1y i o et of magancy (HOM). NOTE: Ansatonof eonc 30 mectan 4 m ghen 5 3 S-muts misenoss
o “ e o0y s o o allowingan mvnous dos of 4, bt o an AL comparn. St in hichcan
Neaplos (oo rdebobiy v ety rogess o e . e e 1 oty 50 el e 1 e shovn o s wh st s
e —— 5 @) ERNUR @ e o ecion g’ g 5 e Inesras s, Zoons i Mecion o s by nisvenos
us inusion ver no s tan 15 minutes s Werningsand Precautons (5 1 52) nd Administaton (24). The
o ™ w e = m e 3t e sbcsaneus doses o e i {001 005,001 mphgiayduioggesaon (05 e e ! “ o e G e
dvore el i n 5% vor o ator B
St ) B et e g o o 2005 e e s G 475 o G T L e 010
Parsthesia 149 (19 s 05 @ ® ugindu 0 Inthese st qual 120 gL (300
Hypaestesa 127 It} F (0, b, g et yposlceni mmol)
syciatic 6.3 Nursing Mothers . 08 ol
ressi 1 19 i
pson ot o 2 B 3 o of thepotetil for serious aderse reactons i nursing nfans rom zoedroni acd mecion,a decsion shoud o madefo 1 o e bt
e o il 2 ® Z I discontinue ursing r o disconinue the dru, taking o ccount the importance f he ug o he mather. Zoleronic cid S o e prmany e o
ey binds 1 bone ongtr and may be rlase ver woeks o years 0
Oypres i @ ooy 07 ) 0.4 Pedatic Use e sk of ren
Gougn 24 @ ™ @ 6 ) Zoleonicaci nection i nt indicatd foruse i chiren leoni acd njecton 4 g
skin The safty and effectiveness of zoledronic aci was studied in 2 one-year,actve-conralld il of 152 peditc subjects Figre 1
Hopecia 12 (12 w0y % ©® (74 receiing zoledronic 26, The enoled Dunu\ilmﬂ s sublcts wih ever osteogeness Inprfecta, aged 117 ya
Demats I it} n_ Gy ® ® 5% mal 4, Cacsn, wih 2 e ambar pin bone mirral dersity (WD) of 0451 g, i s 27 aird oo
. i 2leroni acid trestment oup. However, changes n BUD i ot Responders Pao002
absered n Tales 83049 g oy
Magnesium i Three Glncal Trias n Patiens with Bon Hetastases percc Howuer, avers reclon 0%
Grade s o (1), g (26 (22%). Thes react eamost .
e frs fuson and Becaus of
LakeratoryParamter Zolearoni Acd ction Pamidronate Placeto "
am somg e
o ) w ) (%)
Seum Creating” T2 %) [ ] 8 yearsand 6 n e a0e group 3omin M G and praey 20%
Hypacalcemia 6973 (%) s @ e — el e o
ipoposghaenia (2% a5 @ At )
Hypomagneseni 1971 ) 253 1% @als (% B5Ceracuse
ot (% 53 §ais (etsy  Cinica slces o zoftroic acd nfcton n ypercalcamia of malignancy ncuded 34 pallens who vere 65 yers ofage or n=86) (0=99)
e esponsarate o ahersa al
. e e inocton s compared 10 youngr patets. Goirlle cliicalstudes of okeroni acd njeeion nthe treatment of mulile e praportio of paten 50 by Day 7 e o relp
oy o oer i n relpse of HOW
Hitod ptiens. o he st GSG vlu s than 11,6 ml. (s than 290 mmolL) Patets o did ot have 2
e 4o functon comlet espor wr g e o s 0 dys.Draion o compel espons s e 1 e duration (1
1an 07 o) 10 0VERDOSAGE {270 ol Thefesuts o tesesecondary
a
Magnesium n Thee Glinca Trils Table 11: SecondaryEfcac Varabls in Paoled HOM Susies
Ginicaly roevant Teves of calcam,
Ahospfors, and magnesum should be coreced by niravenous adminstration o cacum guconat, potassum or sodum
LaberatoyParam Zoledroic Acd Ijecion Placebo phosphae, and magnesum sufie, espectiel. ] Response Rale [l Responss Rate
w ™ " o o o In an open-abel sty of zlerori ac 4 mg n breast cancer patets, a femle patent received a singe 46-mg dose of By Day 4 @ 5% £l E
o n or T s e oo, he e oporte e oot of prema G°) whh By Doy T 3 a2%" S G5
8 (W e - [ Matian Duraion (Day) [
R i R S i B/ O v o Time to Reapse & o o =
s (W) sy - s (e s G sty 18 UL, o ooty Daston ot ot Respons_ 30 » ] 1
Hypomagnesenia* oot — 535 - 415 (%) Theautcome f i ase s na known. s a0 o
bl €% U %) o6 = o
oper e shoun to incease te ik e o th same dose aaminterd in 1e2cicl
B Contoled cnical ity Tab 1 dsros a1 ot o iy gt 1 v ot o i mielon s s i
7mgil compar i breast cancer
T moial) added b o
Grade 1 previous bone
et (o o) 11 DESCRTION erapy. The obver u
Zoktontca et o ook, Dot i s Do o st b oo fuding NSCLE,renal cell Joectal ancer,bccer cancr
Amon th lss raquenly occuring averse evets (ess han 15% o paets). ors, hypakleni, fenza-he Tness, d oth
and typocalemia showed a red for more events with bisphosphonae adminsaton (zolecronic acid njeton 4 g and  stnctural formula s Intesoldt

Less common adverse events reported more oten wih 20edroric acd nection 4 ma than pamidronate included docreased
weight,

cid

ried
10

el Toscity

I the bone metastases ik, renal deeroraion was defned as an icrease of 05 mg/L for patens with normal bsaline

creatinne (ss then 1.4 mojel) o an icrease o 1.0 mgiL for patents withan abnormal basslin creatinine oreater than or

‘wero evaluatod fr oficacy Showing the zoledronic acid ijecton eflect during the it 15 months was mantained without

decrement it for another ofthse ciial trials does not permit assssment of wheher
r adminsiraton of zlecroic acid necton is benefical. The optimal duratio of zoledroic aid nection

atminstation s not known.

Th stuies were amended twice becausa of rera txicty. The z0ldroni acd nection nfusion duraton was icreased from

5 minues 0 15 minutes. After all patients had been accrued, but whiledosing and follow-up continued, patiens n the & mg

equal 1 1.4 mgil).
4mg over 15 minues i thse s (oo Tale 10)

Zokedronic acid Is 3 whit crystaline powder, s molecuiar formua s G, 40,P, + 0 and fts moar mass is 290.1g/mol
and 0. ']

Table 12: verview of Eficacy Popuatin fr Phase Il Sudies

Zoleroni acid ijction fs avallble i 5 mLvals as 2 st fauid T ed Baraon
ot vl cnas 254 of s s oo, arespanng Pl syt S — I A T T Ty
bisis, 220 mg vt for et

e Hyel v T e myelona or nd s o

aliple Wysloma and Bras! Cnce TR 1) 1 . 5 ki sen s o ction s i, s bfrng | WNDE VOGO ORAC 155 4908 0 PnGomess o

agen
N ) -/n ) At mg 105 marihs

Normal pe (%) 2 %) 12 CLINICAL PHARMACOLOGY Meastatc posttecancer 643 et Placeto il

Abnormal 226 %) 222 %) 12.1 Mechanism of Acton ool wrmor cior an nd 8" m

ot wem  (w o (o o— e ooy TN pac P o

‘Solid Tumors: ‘Zoledronic Acid not completely In e io g

peciondmg, h e s sy s
Normal i ‘o tiniatoy facios releasad by ances. ach study evalate skeletaleated everts (SRES) dfined as any of the folowing: atholagc ractre, adatio therapy o

Aovormal (%) 12.2 Pharmacadynanics b, sy bor. o o comysesn, Chang n s eyt o red v S o

Totl a1%) gros REdurng

Prostae Cancer ronic Aeid Fir—— :

pciendmp ™ “ of malgnany 1OH, morindoced mpeTecama) ahd meastac bane dseae Lassow s of UM M the o T
oo 2 bone i rescred resulsin plyra and gastroisinl distrbances, with progressie defydraion and decreasi

Normal w15 568 (12%) p e o L , " Tl Anatyis o

Aaormal Mo 40%) 10 (20%) hypercalc heref il o the Am&  Proportion  Difierence’  P-value | Median (Days) Hazard Ratio®  P-valus

Totl R (17%) 1078 (13%) - Study __Pation Nomber 950l assno

ho have hypercalcemia of malgnancy can generaly be ivided ino o 0oups acording o the palhOpSOOTE prggage  Z9UONIAGH 1%
15 minues mechanism inolvd: humral yperccema and Pporcaicamia dup o umor Ivasion of bone. s umoral hyperccemls, s eciondmg 9% (2w ogp | MotReated 087 oot
an bone resortion i simulated by facors such as garathyoid hormone-tltedprten,which are 214) (048,081
inecton (4 mg ver 15 minues),placebo, o pamionae. kS Paceho @
Inth s nd i gnmariaing e, ol Gt prorsin o v r an g v e i 9 et s pukr i gt w ovaian may be (0-208)
tenog,  absentor minmal n tese 7
et o of o b mor s it s 1 s s o o s s ore Sl S0eis e | on o
6.2 Postmareting Exprience i pe - Tumors ©55.09)
. Tom s i il i gt o v i of iy may ottt e sovrty o oo Pacho 1w

v estabish a causal rlationship 10 drug exposu dealy

orestabls  causal rlionship 0 g expsure ations. Therelore,adustment  SRE=SHeeaReed Evenl

soonecrosis o e Jaw of ho seum i vl o ffeces 1 abumin v G Srom cacum, G50 s o s pc f wih

T, 2 Hagar o for Eof
inecton. My of {hse patens wer 350 G chemoterapy and coricotrads W may b 2 sk factor o 12.3 Pharmacokinetics
ecton. Man ofthse patets e a ' Temotegy adcocastords whchmay b 1 acr 1 O o e oo
28 patent
Olincert Disebution
Such s advance biest cance and muliple myeoma. The majoty of he repoted case are i cancer patents folowing gl or Seminue or 12,4,8 r 16 g 0dionicacid inecton vere ghen to o4 9P falere it SE by 15 1 (85 . 5% 18.9%) Resuts o thecomparson o rediment i zoleroic acid
s consstent

beprolonge [see Warmigs nd Precauions (54 1901 C., 24 hours Table
pOSon i poplltan e of o, D21 hous 187 Tt o ey dostion s i o e Bone Melasasesfrom Breas Canc

Win e doys afer aetronio oid necton adinisaton,an acue pase eston fas ben rportd, wih symoloms terminal fimination phase of zo 1 s projonged. Wi ery Jow concentlions 1 plsna beeen Daye 25t T 11 Analysis of

incuing myage, hil o o T e of o SugyAm  Prporion Diference'&  Paalue | Medan  HamardRalie  Paalue

i 4ty Hovmer, (AU, of 20chonc 2o was dose praportonal o 2-16 mo. The accumlton of zoedronic scid measure over tree a ”
ot swel Ty MOt s o, Wi e UG a8 o cyles 2610 3 vesus 1 of 113.2 030 5nd 1.1 + .35, espctvely Patient Ll (0ays) asstect
s Number
Musculoskelts Pain . p 195000 L. i TICAI 2
jon anings— fo 0" o 77% 412000 noinL o oo ac necion mg 79%,37%) s 0% o0x

and Precautons (53] Muliple (12561 0 108

Metabolsn g
i Myeloma
bt human PAS0 zymes i i underg bctansiormatn i vvo.In

Ao i s s i 34 st

acidncto see Wamings and Prcauions (56, fainalsdes, s Cance Panitonts g

Qoo Adverse Evets ook a0 o i il arcer 3nd boe mlsaes, oy g e 396 i chOTE0gEAC =) § *

Gases of uveits,sclrts, episclers, conuncits,

i TSRE-SKGiG AR Evert
Eonion

Hupersensitty Reactiors 1054 ety i o g b s, n v+ 0) 9167 o st o 0 G vt
racoveed n te urine it 24 hours, with

neroyss have 2o ben eported o, guing d Sinle-Use Vial

Aditonal atverse eacions eported inposimarkefing us ncue: 2000 Exch S ml :

CNS:tase cisturbance, hyperesthes, rmor Special Senses: bured vson: wes Gastraitstinal cry mouth; Sk ity i patients 220 mgof mannitol, vate o njecton, and 24 g ofsodu ciate

Icrsas sveing, Musclsaia. misce iy, Cadlvscla e, e, hpolrson (ol Wil ndbos s, g e s s of o 1y s ofldronc s o s by 101 ProductNo.  NOC Mo Steng Vi ize

with sy inersital g

log disss (LD with posie e chalerge: gt et protinurs: Gonre Disons sad Admistaton ROV 5 880 0% s b AGG 70 16,08 XML v 450+ 510 0] T 960188 GI323-06196 4 moperS Lilina

lgh nceas, ez e nes (e, asthena, flgue or maiasa) persiing for oestar La s s e AL A s Tt Sy Sy, (08mgperml) 5 mi singl dose vl
les: s hypratma. pocichmia cardac anhymas and nwoRge Aners nS ML) Sopial ol Stora 21256 (7 Temperatre].

7 DRUG INTERACTIONS

b

peditrcs

g

7.1 Aminoglycsides and Calctonin

ledronc acd
00 o 38 years 004 e,

in patents with ranged n

15
Th contine losure s ot made withratural rubber ate.
T PATIENT COUNSELING INFORNATION

- alns s e ot of eI of g e i st (o) G e f
Znledronic acid ijecton th

have a dental exrinaton pr awoit

T i poceres Gy st

+ Pt s bt o Inmadely otk cocto sty ol sytams sich s osenng o oo i,
weling,

. 1o ropor any tigh, hp or gron pain. It s unknown whethe the ik of atypical femur racture

his efect h inecton
cnical s

Hepatic Insufcency
7.2 Loop Diretcs i 4

increased
tiskof hypocalcemia Renal Insuiiency
7.3 Nephrotoni Drugs impaied feal functon. Gompare 10 patents with normal renal function (N=37). atens wilh mild renal impairment N=15)
1
7.4 Thalidomide \C o 43 inecton in
acd njection 4 mg thaldonide. In

sl of s i o .l con g g 1 it o v s 10
ihr alone or ith thaiidomide (100 mg once daly on days 1-14 and once daly on days 15-28). Coadministation  Cockoroft Gaut formu:

i aldoido wih zedron s mecian g ot SNt changs % paracoknelcs of Trons 56 of Gresne
dlearance.

8 USE IN SPECIFIC POPULATIONS

161 = 14000 (vears) et ka) x 0.8 for femae patiens)
{72 serum creatiine (mg/dL))

o of ledronic

+ Patlnts st b avarsof he st comnan e s g i, rase. v, costgtn, e,
e e, wedoes, o
o

b 3 oo OL (/-GSO The e £ e s it e oronc e st AL et

YopRancy re CL e/AUC, .. The average AUC,., in patients with normal renal function was 0.42 mgeh/L and the calculated

Pregancy Gategory  (sce Warnings and Precautons (5.9) e o Manfactured for:

rosonius

Bisphosphonates el oweer, . e WAIGS L age Zurich, I 60047

b, e, e amout alale o s ack o e Sy it s iy it s o s 18WONCLINGALTONCOLOGY e 08 i

A

inas Tocine.  Senda n s oo st o 4513580

inr i e, skltl Vo acomespreqant e compieng 01,05, 20 MoKy

Vet o ooty gt i s 1 0 e ot o oot ey lo s oo o0 T

concepon s ora) o s 1k s ot 0 o

e siabst taing i a,

el snaum b apprise of he pfenta azard 0 h s " " [

Infemae rats ghen subcutaneous doss of iledronic acd of 001, 003, o 0.1 mghgiay begining 15 aysbeore mating  Chine hamstr i

S cTing o s, o e vt v s ad sl o s s G
AUC

micronucleus assay.

basad onan
2007 times the human

comparison). witha

SAP Code: 30100010165
3012xxx Zoledronic Acid Lit -AE_V3.pdf

003,010

[fsued For Fina roduston =

[fsued For e Approvar |

iesued For Approval | BSWAY-16 153055

TEMPLE Packaging Pit. Lid. Tol- 26476601, Email- info@templepackaging con
Gustomer Usv SAP Gode aot00010165
Locaton Daman Fie o, Jas061

Product Name | Zoledronic Acd Lt AE ArtworkSr-No._ =] 159/08/16
ProductGode | 30120x Gustomer AW NG| NA

VersionNo. |03 [0 Fite No. | ao743

Date 25-MAY-16 Old Product Code :-| 3012121

Artwork Status FINAL Barcode = NA

Open size 530X340 MM Pharmacode __+| VES

Fotding Size 67%a3 WM Perforation | NA

| Substrate 40 GSM BIBLE PAPER Gluing | NA

GoverPogs 301 - 1a FontName | Hovetos condensed
CoverPasbsise <[ NA Fomisize Joase

Wo.of Pages  PAD | NA I

Remark

[Pintng Golours.

Note - This approval will be considered forfinal printing
Pleaserecheck for corrctions indicated earier,in ths proof also.

Preparedby : | Checkedby: | Q.A. Checked: | Approvedby:
25Av-16
| | | [
CUSTOMER APPROVAL
Checked By Approved By
Packaging Production Regulatory Afairs | Quality Assurance

Development

01200



