I, La.imIJ d>) 9

Ca 8> A4

PG Fooe g S ol eo 15 iSg e
Glg—izwe g)ls 2l Vpao £y I iny



-

o
PSGeFo o gp S lotee 15 iSg o8




d .
A led daellae a8y @
ol adlhs 4 LS 13aze Cuwl (Sow Ag)ls 455 1) dzyi8s -

jogyls b Sdoja jl ap)ls diaoj oyl )3 (5yidinn Vlgw 31 -
Sy 39S

Gpan (awl 6340 g2 Lo (led JSio (gl 12 g)ls (2l -
pao T gl cawl Son bj 2SS duogs phSs @ | i
Qb aidls Lo (g)lows il edle )51 Lis bl

x &
].l




142,005 ()3 2 ydie o

394 (0 03wl 42 (5l 9 Cuwmnz caibigjl -)
&._..r._.ubg)b r.._':J),na,n j] Un_u 6)9)’5 lolagl /esleMb] =Y
394 (0 Bpan 498z ubgjly -V

Gzl 8l yo)lge -F

Lol (61355 balyis -0

pain OleMbl g (g4h) diun Oligiswo -7

T390 (50 o3liiwl 42 (gl 9wz byl |

\.D



Alwd by (VEGFR)

1394 (50 03lakwl (YwS)3 )3 pj 3)lge (5lp bojb

i) (5925 Joluw pginuny 8 Jgl b2 loys -

Vo a5 (o hlaw 5> adyig (9IS Jolw painaw)lS (loy -
A0l dials 1y uSeilw L hlo)d

0P b iy (sl e lw Elgil lays -

bgjl i..ﬂ)..va.a il O (590 Sloladl fesleMbl LY !/
.’\.1.15{5)].}.)99 L.A..I..Ing)Li t_g).;a.o 1

9 =l 503 BLuSyS 51 Sy o Ly wibgib ay, Sl
(7 O30 53 03 »33) & y)ld L _wlwe

F



o> )| Aiacd

L2 Jgiwmd o> alidl Vo (9> )Libd «5l8 (5)loy
OBl iylgS oy (3 Blyguw )l i hSl (bl
S59109)5 (L glg)Sa0 ) i Sl (5jyig> ) >
W] IS0 it Wicond e B Tl 0 o =
(L0 oSy Lo )il 4 Ml ) b () elge )50
«S—igreg)t O3lg2> )b gk @b @ 1> j9-b a4 ls)d
O3] dLos 1) QT aLols (o (;—3Vgb 4 Cu_wlus
A5 SaaS ] d o o (—idg Sl

c=h= il d=8 59 V) wbbgib L ple)s il (=)=
©0—2) 530 (§39—4 ©)9—0 )d b5 g 35 ghS (Ll

(A



AuiS gy | (yloo)d 1530

S S i 5 @ |y 55 Ui 095 LS il

ol pgo lelbl

Nl jta) Caad 3L olylew g Y (92> ) Laind 1930
Siyad

0bls>9 9 OB39S

) 9—idD> Jg_w (5—03 duogi JLaw 1A -2 JI)J} LS')—.’ t_.a._ubg)b

7



G e 295 )iz (i 09)S (-l )3 45 Caun Yot iio
23 3l mioal Lo (3155 Jds 4 gl j oM 0SS
Dgw odlaiwl Jlaw ¥l \ 565 Bog S

—5Lgil 9 g)ls b

L 30l 03)5 &) a0 bl AiS (0 B)an (6,503 (5913 )3
EVDl 395 jLung)ls Ly Sdipy 40 S O)ao Cawl (S
il (291> plaw 9 (0S5 (slog)ls Jolid ol .3
o0 Lovg)ls 5l (50 001 03,5 (g)lays as i (930 45
Jlainl Ly 25135 , 50 wawibigyh 3, Slac ago0 5 ol
Ao il |y 8l )lo oy

Log)ls jl =2y 3)Sdac )0 3193 o p—ized ibogjb

Y



Jold Lo gyls (pl .3yl 55 50
r—mlola) «(JoilogShinl «Jojlog593S «ya—mnlog)in)US -
0Ll uJghe hle)> (sh—) J9jL5952)9 —mmleg)ils

(99— (50

(sh—2) y9UagS Lw gligi) o—aglinals gglipaial 4—gUljUT -
(D9 (50 63laiuwl HIV yLsy>

(39 (50 03wl (5ol lo> (gh) (999915 -

o2y (sh—) Lo ¢psliwl plw Y aisl g ¢piliwlgouw -
(29— (5o 0dlasiwl Jg)inlS (Vo pohw

Aile) A (50 iU |j 0320 Jwl 45 lg)ls -
—01 Lo Hy (sl CanigSLol (yg—gy ooy 83 _iiS)lgo

A



50 cwibigil By a0 65 =0 53wl (S (I wl
15

AiS Wyg i 395 Hliwy L SCap L oygliive (glyo Lak)
jlwgls Lo Sijp 40 3)lg0 (2l jl Sy By a0 &0 )3
Aod FALbl 35

32y 9 13€ b abbgjly

9> LIz 0950 )0 ) S Bpae e L 1) wibgjly
DA (0 )3

g b Jeuo carloas Sy Ly @ 5l ace el gy J-Slas
(A5 demzlyo ¥ iB ) i 8)a0

S @l ariwe sbojl Lo glas)d s S (b

q



G52 Ud)lo-—< joy= Jleinl el (- Swo 1)) Jadgis g
A yialiel

G )b

L 30l cibgjb dawgio L anad (635 (2lw)l 3)lg0 )
&0 33—ib (635 (RLlw)b 3)lg— )3 9 394 )a0 bl
31> W)y as

o Yoo 40 3L j9d chwgin (Rlao)l 3)lg—0 )3 1j95 plald
A2k pieols i) 05

$925 (RLo)b

y=2 =il o Vo il yinS (pmaiadyS pudlyalS 4S5 (5-5)90 )
Dg 8y e bl uisl Ly 3 b v 6bgih « wl 48,85

\e



$INL 9 @) «(5)I3b

)= 39— (503 4093 «(5)19) L )93 )> aligjly b)—an
il iz a0 3195 (0 gl =2l )Tl el pulwl
b ol

392 Sibjy 4 3> ()l 3ad Ly s 13yl )51 -
Ao SV bl

ol jl pum 4iae ¥ LS5 J8lhe 9 cibgjly Bymao g )3
jl (pS—iingy ko b9y S 1 (5)13)=2 1 =S92 gl
DS edlaiwl (gl

Sy 4 e 323t )13yl amibigily Lo gloo)d Jo-b )3 )51 -
Ao FM bl g 5

1



wleyd ok jl 3= 4500 ¥ LS 9 byl Byao > )
Slusys Ll 4 cmd pasiie .38l (5)339-5 (93 ||
g0 =21 ) 2> L 39 (e )5 )dLe puid )d abligjly
a_S (A 631> ploul (;0giSjlg 45 (HlwS alas jl) 3)0 4l)Low
)13 Sl () Sao Lo 3l (50 )l5Lo Lo a5 35yl (S0,
S (sl gy plw jl S (SlwS dalaz jl) g
9 cabbgjl Byae (a2 )3 3L (35 e o3l ()15
| iz ety i gt bl gy Ao ¥ ) Sl
L oloyd ymiB e cucnl (=S 169yl - 3iiS 63lasiuw] 0galS
AiS Casuo 395 Sl L 3jg-0 (9l )3 .5, 5 )], 8 e iibgib

\Y



OV paile 1 e3laiwl g (Sail

OV paidlo 51 e3latiuel Ly (-Saily 53 Laid (—Ulgd y o el
I, 5t

cpaiibo 3l e3laiwl Ly (S35l 51 sl Ok b (65,5l pl w
iy el

G—b ley9d ©y9—00 gl jl pu 9 F 9 ¥ (lmolo )3 uww

g



b5 4620 ;5 e ;) was oy (o] A BT S -
S )i glys Job )3 9 oloyd jl 8 (il (alan)
(S)9g p &yl -

— t-uuiu (Lele_wil pg)diw Lo 4L g @ S5Ve -
‘(.J"'Jb (5= sé.L...w.J s‘}.!'l.....) Ug.....’.'? )L...MAB s.l‘n).}).___..uj L_I'DL-"‘"U) ( al~
)90 )d = 1S )8 |y (mac 9 ol oViLS] (oS
AiS & ko d_dued ch ) ooy pIVe jo)

\F



T35 n dyan 58z waslil ¥ [

4365 Ladd 4 Sy 45 jg-hilas Lad |y g)ls (ol dsiven
jlawg)ld Lo Swj L A cy—odao 1 S| .S By ae (awl
AiS O)yg o 39>

L_é)m 8920

=2 1) 93 30l 5 j9) )3 ) S )5 ke Aee Jg-n0 9
e Yoo g0y 8 F Ly (50)5 (hao Foo o) 8 Y w90 4 lgS
793 512 jg) )3 )L S )5 (ue Moo j93 .3, 5 8y an (o)
L ml (S (il yo)lge j9)0 Wyg 0 ) wl dljg,
Lo 4y S 45 (5lej Wi ) waibigily 0l joo (i olS 4y

A



AiS W8y a0 «awl 03y 5 d_uogs

Span ()l

i celw ¢ J8las 0SS By ao e Ly 1) cibigjl
WJUis loic 4y S Byiamn 132 ) i caeln S L Jis
J=8 cuclw SO Ly abilows 5l acey cuclw 93 |y ] 3-5lg5 (-0
5 56 olaj 5 Ly casibgily 45 a0 Lol
90 42 (6)503 jl pu 2]y Lo o)B 3 B)iaa o
= 1= 30 ad L S ) Lo jop8 L aely ol L JoS
1902 Jlasol cwl (pSon g 3185 (0,50 g)l> L3> 09
103 Gl ) sl pylse

\7



23S Bpas Y 3> jl G 1) caibjly S|

Sy L 0)9ldie (gh «go)9 3> jl Yl Sja0 O)90 )
42y L duee liol g0 )3 .30):5 el jlug)ls Ly
Ao oo Lo ] a1 gyl

235 Uhgely ) caibigily Bpas )3

793 89 350 Sy an 93 93 03id (gl)d j9d > (gl
SAS Syan Jgeme ()lej )3 1) 39> (g3

Flizl Bl yo)lee F = :
333 ) (g3l i b (3L gl (il (g0 (b3,
1Y




iLILQ_J.Ol iu..'l_} [J_JT lﬁ_s r.dxﬂ)_.u.'l U)_‘ n-‘t.z_.l_w LMA.Q_‘; .}).} E(JJLb)_LO
ilo_.lSj l:l)"l 9 |t:l..1L £ =OL_IDJ (_’S_A.ub ;bjbgﬁ Lrilg_.b ;@.S)...AU
—ho ou—lzel ;Ja_.ug)_u {_gjlj @ ‘; ‘s M9J|_9.ULQ> ='§.J|_l ()9—>
L,._._.U9SJ=L..A._._::U_J:1J )_S\l.o.:d‘sl._._.ol LJ__JIS;.QLJ_.J 9.0.:

\A



323 () 46329 (H90l9109)5 (§9yc ELuwd] (gt mguog)s
8 OV _i5] (SaSib 3y (S ()j9 iU £yt wl
el Rlw)b g w2z by alnd ) wS Gl o
L @S g Cwd @S (g9l (59 (ool waLd
Cabale jd Gl @l wawgy (gLodilaSs) sl o Siwg Olyg
£l 932« S8)5)T g5 wl)y 5 SolS g Lo u o))
(G—Wae pwbmol (gFIbo wamgy (S (p)l> (5j—0)0
09> O—=l)S Gl (bl oLl

&b e

S—0)9] )3t oAz OIS ((gj—20 G9)—e (RLw)U
)5y 0 ug—iS)lail ;- S3cld JSuw (b () «Sgidgen

14



oSy i SLSOL Sy (dle 3)5 )59 o (seS_ul
QTaLold ()3ib (Vb (i b 99— 4 Cowlws
(g a2 (0 jl B0 ()20 @lo i) 0)9 )
(caiging) @liwo Olgill (il «S_Sgreg)5 (5Lg25519)S a0
30 )k L )50

(PRES) al5 iy cudSy (Shgllamil o) dine

LoSiaal

Ol (Sl a5

aligily (5)1450 balis 0 *
Ca9b) 993 j1 )95 9 3)S Bl 42> Vo jl 5 iaS (glwd )

Yo



.}-9_4:.0 Lg)L\_QiJ

S5 (6)13655 5395 e 9 323 I )9

)3 422 9 b9 (59) 45 (EXP) Luasil &)l jl pw ) )1
ol 19) o—21 4o Luadsl &) 0SS e3laiwl ol 63
.-.))l.:i ﬁ)l_‘l:dl oo

30529 )95 0L (sl aJbj L VBl )5 1) (9)1> oo
b_owjl e blas 4 Ol olasl ol 3oy 593 A S (o)
3y A olgs SaS )

Y



g

B

Tz (ggizo bl

iy Gledbl g (i diwy Olbgise .F
anl (3h59) 330 ©)90 41) cabbgjly Jled esle -

Voo (69Lm «(50)5 (5o Yoo asligily )b iSg) oy )0
ol (325,300 )90 40) byl @)S (Lo

Foo (g9lo (5—0)5 (s—Lao Foo caibigiby )15 Sy yo)d )0
awl (32hISg) 30 ©)90 a) awbgil @) S (Lo

(—2)S e Foo g Yoo (sl )0, 8 )5 35 290 GLLSY jlw -
V5 SIS 5ol 23w gl aw oy, SSao 51 2l
OBl pjaie (y93dgyn J—g b

Yy



(§34 g Olygiow

=29 )3 (5=0)S (5=Lwo Yoo Laiibigib )Id Sy, (sl yo)-8
..1_19_4.0 L VYo LSLQ’

=290 )3 «(5—0)S (s—xe Foo cibigib I (i Sg) (slo yo)3
Jug_m (50 d_.;é).!: (533-¢ Yo {51—5‘3

Yy



YE



(A

00-47-0000-157d

Ol S)
(s jsgSai

olpl - e,y (59l plomw <5y
Y -AYAYQ - - - = s
Qv Ay frpy P SOH
*YY-AYAYA :olylem 5l Cole> 35 50

E-mail:SPC@sobhanoncology.com



<SS> 50bha" Read the contents of this Booklet

Oncology carefully before taking this medicine.




opanib

L ]

200 mg and 400 mg film-coated tablet
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"Read this entire booklet carefully before |
you start taking this medicine.

- Keep this booklet. You may need to read it
again.

- If you have further questions, ask your doc-
tor or your pharmacist.

- This medicine has been prescribed for you.
Do not pass it on to others. It may harm them,
even if their symptoms are the same as yours.

s J
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What is in this booklet:

1. What Pazopanib is and what it is used for

2. What you need to know before you are given Pazopanib
3. How Pazopanib is used

4. Possible side effects

5. How to store Pazopanib

6. Contents of the pack and other information

‘i el% 1. What Pazopanib is and what it is used for
Pazopanib is an inhibitor of multiple tyrosine kinases includ-
ing those associated with the vascular epidermal growth
factor receptor (VEGFR).

Pazopanib is used in adults for:



- First-line treatment of advanced renal cell carcinoma

- Treatment of advanced renal cell carcinoma in patients
who have had previous treatment with cytokine therapy
- Treatment of selective subtypes of advanced soft-tissue
sarcoma

=7
Vi 2. What you need to know before you are given Pazopanib

L2

Do not take Pazopanib:

- if you are allergic to pazopanib or any of the other ingre-
dients of this medicine (listed in section 6)

Cautions

Cardiac disease, hypertension, increased risk of gastrointes-
tinal fistulas, increased risk of gastrointestinal perforation,

4



increased risk of hemorrhage, increased risk of thrombotic
microangiopathy— permanently discontinue if symptoms
develop, ischemic stroke, myocardial infarction, risk factors
foraneurysm or artery dissection, risk of thrombotic events,
susceptibility to QT-interval prolongation (including electro-
lyte disturbances), transient ischemic attack

Elective surgery: Discontinue treatment 7 days before elec-
tive surgery and restart only if adequate wound healing.
Monitoring of blood pressure: Monitor blood pressure reqularly.
Important safety information

Risk of aneurysm and artery dissection: Systemically ad-
ministered VEGF pathway inhibitors may lead to aneurysm
and artery dissection in patients with or without hyperten-
sion. Patients should be monitored and treated for hyper-

5



tension as required.

Children and adolescents

Pazopanib is not recommended for people aged under 18. It
Is not yet known how well it works in this age group. More-
over, it should not be used in children younger than 2 years
of age because of safety concerns.

Other medicines and Pazopanib

Tell your doctor or pharmacist if you are taking, have recent-
ly taken, or might take any other medicines. This includes
herbal medicines and other medicines you've bought without
a prescription. Some medicines may affect how Pazopanib
works or make it more likely that you'll have side effects.
Pazopanib can also affect how some other medicines work.
These include:

6



- clarithromycin, ketoconazole, itraconazole, rifamicin, teli-
thromycin, voriconazole (used to treat infection).

- atazanavir, indinavir, nelfinavir, ritonavir, saquinavir (used
to treat HIV).

- nefazodone (used to treat depression).

- simvastatin and possibly other statins (used to treat high
cholesterol levels).

- medicines that reduce stomach acid (e.g. proton pump
inhibitor, H, antagonists or antacids) may affect how pa-
zopanib is taken.

Please consult your doctor or nurse for advice. Tell your
doctor or pharmacist if you take any of these.
Pazopanib with food and drink

Don't take Pazopanib with food, as it affects the way the

7



medicine is absorbed.

Take it at least two hours after a meal or one hour before
a meal (see section 3).

Do not drink grapefruit juice while you are being treated with
Pazopanib as this may increase the chance of side effects.
Hepatic impairment

Use with caution in mild to moderate impairment; avoid use
In severe impairment.

Dose adjustments: Dose reduction to 200 mg daily in mod-
erate impairment.

Renal impairment

Use with caution if creatinine clearance less than 30 mL/
minute.

8



Pregnancy, breast-feeding and fertility

Pazopanib is not recommended if you are pregnant. Based
on the mechanism of action of this medicine, it can be harmful
to the fetus.

- Tell your doctor if you are pregnant or planning to get
pregnant.

- Use a reliable method of contraception while you're tak-
ing Pazopanib, and at least for 2 weeks after, to prevent
pregnancy.

- |If you do become pregnant during treatment with Pazopanib,
tell your doctor.

Don't breast-feed while taking Pazopanib and at least for 2
weeks after the end of treatment. It is not known whether
the ingredients in Pazopanib pass into breast milk. Talk to

9



your doctor about this.

Male patients (including those who have had vasectomies)
who have partners who are either pregnant or who could
become pregnant (including those who use other methods
of contraception), should use condoms during sexual in-
tercourse while taking pazopanib and for at least 2 weeks
after the last dose. Fertility may be affected by treatment
with Pazopanib. Talk to your doctor about this.

Driving and using machines

Pazopanib can have side effects that may affect your ability
to drive or use machines.

Avoid driving or using machines if you feel dizzy, tired or
weak, or if your energy levels are low.

10



Monitoring requirement

- Monitor liver function before treatment and at weeks 3, 5,
7,and 9, then at months  and 4, and periodically thereafter
as clinically indicated.

- Monitor for signs or symptoms of congestive heart failure—
monitor left ventricular ejection fraction in patients at risk
of heart failure before and during treatment.

- Monitor for proteinuria.

- Monitor thyroid function.

- Monitor for signs and symptoms of posterior reversible
encephalopathy syndrome (including headache, hyperten-
sion, seizure, lethargy, confusion, visual and neurological
disturbances)—permanently discontinue treatment if symp-
toms occur.

11
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5 ‘3. How Pazopanib is used

Always take this medicine exactly as your doctor has told you.
Check with your doctor or pharmacist if you are not sure.
How much to take

The usual dose is 800 mg taken once a day. The dose can
be taken as 2 tablets of 400 mq or as 4 tablets of 200 mg.
The dose of 800 mg once a day is the maximum dose per
day. Your doctor may need to reduce your dose if you get
side effects. Take Pazopanib for as long as your doctor
recommends.

When to take

Don't take Pazopanib with food. Take it at least two hours

12



after a meal, or one hour before a meal. For example, you
could take it two hours after breakfast or one hour before
lunch. Take Pazopanib at about the same time each day.
Swallow the tablets whole with water, one after the other.
Do not break or crush the tablets as this affects the way
the medicine is absorbed and may increase the chance of
side effects.

If you take more Pazopanib than you should

If you take too many tablets, contact a doctor or pharmacist
for advice. If possible show them the pack, or this booklet.
If you forget to take Pazopanib

Do not take a double dose to make up for a forgotten dose.
Just take your next dose at the usual time.

13
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‘ |E b,_: 4. Possible side effects

Common or very common

Alopecia, appetite decreased, arthralgia, asthenia, brady-
cardia, cancer pain, chest pain, chills, cough, dehydration,
diarrhea, dizziness, drowsiness, dry mouth, dysphonia, dys-
pnea, electrolyte imbalance, gastrointestinal discomfort,
gastrointestinal disorders, hemorrhage, hair color changes,
headache, hepatic disorders, hiccups, hyperbilirubinemia,
hyperhidrosis, hypertension, hypoalbuminemia, hypothy-
roidism, increased risk of infection, insomnia, left ventricu-
lar dysfunction, leucopenia, mucosal abnormalities, muscle
complaints, musculoskeletal pain, nail disorder, nausea,

14




neutropenia, edema, oral disorders, peripheral neuropathy,
proteinuria, respiratory disorders, sensation abnormal, skin
reactions, taste altered, thrombocytopenia, vasodilation,
venous thromboembolism, vision blurred, vomiting, weight
decreased, fatigue, abdominal pain, cardiac dysfunction
such as a reduction in left ventricular ejection fraction and
congestive heart failure, pulmonary embolism, palmar-plan-
tar erythrodysesthesia, rash, skin depigmentation, changes
in electrolyte and glucose concentrations, paresthesia, hot
flushes, epistaxis, erythema, pruritus, dry skin, myalgia,
muscle spasms, mucosal inflammation, increased blood
creatinine

Uncommon

Cerebrovascular insufficiency, eye disorders, hemolytic

£



uremic syndrome, menstrual cycle irreqularities, myocar-
dial infarction, myocardial ischemia, oropharyngeal pain,
pancreatitis, photosensitivity reaction, polycythaemia, QT
interval prolongation, rhinorrhea, skin ulcer, thrombotic
microangiopathy, angina, peritonitis

Rare or very rare

Posterior reversible encephalopathy syndrome (PRES)
Frequency not known

Aneurysm, artery dissection

)

Store below 30°C. Protect from light and moisture.
Keep in the original package and closed it tightly.

16

5. How to store Pazopanib




Keep out of the sight and reach of children.

Do not use this medicine after the expiry date (EXP) which
is stated on the bottle and the box. The expiry date refers
to the last day of that month.

Do not throw away any medicines via wastewater or house-
hold waste. Ask your pharmacist how to throw away medi-
cines you no longer use. These measures will help protect
the environment.

—_—

‘ @ 6. Contents of the pack and other information

What Pazopanib contains
- The active substance is pazopanib (as hydrochloride).
Each Pazopanib 200 mg film-coated tablet contains 200 mg

17



pazopanib (as hydrochloride).

Each Pazopanib 400 mg film-coated tablet contains 400 mg
pazopanib (as hydrochloride).

- The other ingredients are: microcrystalline cellulose,
sodium starch glycolate, polyvinyl pyrrolidone, magnesium
stearate

Contents of the pack

Pazopanib 200 mg film-coated tablets are supplied in bottles
of 50 tablets.

Pazopanib 400 mg film-coated tablets are supplied in bottles
of 30 tablets.

18
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Sobhan

Oncology

Sobhan Oncology, Rasht-Iran

Tel: +98 21 83879000

Patient Support Center: +98 21 83878
E-mail: SPC@sobhanoncology.com

00-471-0000-195Zd
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