ATAZANAVIR SULFATE - atszanavie capsule
Aurabindo Pharma Limited
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1INDICATIONS AND USAGE
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2 DOSAGE AND ADMINISTRATION

2.1 overview
« Atazanaie capsues must betaken wih food
2 Do ot open e caps

atazanavec
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2.3 Dosage of Atazanavir Capsules n Adu Patients
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Table 1: Recommended Atazanavir Capsules and RRonavir Dosage in Adults®
‘Atazanavic Capsules  Ritonavir Once
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Dosage
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2.4 Dosage of Atazanavir Capsules in Pediatrc Patients
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2.6 Dosage Adjustments in Prognant Patients

ealment e and realment experinced pregnon paLents. n hese patents
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Table 4:

regnant Pationtst

Atazanavic Capsules  Ritonavic
‘Once Day nce Daiy
Dosage

e Trestment-Experionced.

Recammenced Regimen 300 100mg
Second or Third
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2.7 Dosage in Patients with Renal Impairment
for

SNoui eceive tazanaur Capsules 300 mg wih rlonair 100 mo. Alazanawe Capsules
‘2t no cocommended i restmentexperenced patients wth M1 who have eodsiage
571

2.8 Dosage Adjustments in Patients with Hepatic Impairment




lazanve Capaules WEh rRonaui . paents i ny degree of hepale mparment &
ot recommended

Table 5: Rocommen

Dotegs of Atz Cpaules i Trstant i
“Rauks wieh Hepatic i

Mcaneer CrpiesOnce Dy
oo

e mpaer kg e s ) “00mg
Haceehes ment (CHIS Pugh ooma

or wthout
o Thonour & not recommended

3 DOSAGE FORMS AND STRENGTHS.
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4 CONTRAINDICATIONS
Atazanave capsules re contrandicates:
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5.4 Hepatotoxictty
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5.5 Chronic Kidney Discase
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5.6 Nephrolithiasis and Cholelthiasis
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510 Immune Reconstitution Syndrome

Piectons (such

berculosi), wich may necesskate further evaitin and testment
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5.13 Resistance/Cross-Resistance
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6 ADVERSE REACTIONS.

The folowing adverse reactions are dscussed ngreate deta  athe sectons of the
being

i [see Warnings and Precautins (52))
yoerbirubnma see Warmings and rocautions (56

ehvone keiny diease fsee Warnings and Precautions (5]
nephrltfast and cholithisi (se Warnings and Precoutions (5.1]
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'A1124.034, A1424-007, and A1423.008.

Study A1a24-030 Studies A1423-007,
64 weskat 64 wesks® 120 weaks'

o 3 1% s
1% 12% &% a
i ¢ 7 .
o ™ 3 %
pid p i 2%
% 2% 3% 6%
3% % an .
e k4 it .
Parghasinenchgc % P 3
prams
@
Rzn 10% % 3
N repored s resumantam,
2 nciudes events of possibe, probable, certan, o unknow reaonsh o trestment.
regimen
2564 on regimens contaning atzzanavr
< Megn e o1 ey
incudes ong-term folon-us.
eas

Adverse Reactons n Treatment Experienced Adut Paripants

Thesafey profie of stazanaur i rcatment-experienced adus wth HIV-1 5 based on
105 partponts wth HIV1 1 clkol r,

oaiment experenced par BN Feceming sazanaut wih (EONauE are présented 1
Tatie .

Table 9: Selacted Advarse Reactions? of Modarate or Severa Intensity
Reported n 235 of Adul Trestment.Experianced Partcipants with AIV-L>
‘Study AI423.045

8 weskst
Atazanavi vith ritonavie

8
(ne119)

oy as & Whole

v 3 .

jasndcalscralcterus e .

orhea E %
i 2
x a%
e .

None reported i s tretment arm.
0 o s, o, coran, o ko rtan o esment
i o e reginen containing aazanave

Ve tme on thera
S dose rosu

Laboratory Abrormaltes n Trestment Naie Paripants

The percentages of adut treatment nave partcants wih HIV-L treated weh
conbinton Derpy ncudng oz 3003 Wi tonavr 100 m o azsnov

5 (what rRanawi) whh Grade 3 o 4 Bbaratory sbmarmalts. re presented
om0 e rspacvey.

Table 1 3 to 4 Laboratory Abnormalties Reported in =2% of Adult
rastmant ave Park s i AL Seody ARZE138
weeks!
tazanavie 9
300 mg with  lopinaviriitonavie
400 mg/100 mg<
100 mg (ance  (twice dally) and
Limke dain) fovic
Variable oo OFjemtrickabine
DFjemtrikabine 37)
a1
ry
SGomAsT 5% su 1
e =51k u e Eq
Tota Bikubin Sexun s <
S e EA
SSaku d 7%
Toral Cholsteral 260 majaL. % 2%
v
Neutrophis <750 ceemn? s 3
a8 o e regimen contaming i
 odon e n sy
< Aime a e dose product
aa 300 g tenotovi OF,

< UlN=Gpper i of normal

e 1 t0 4 Laboratory Abnormalties Reported in =2% of Adult
Tresmant- e P pants i VL% Sl A1826-034, A14Z3-007, and
008
sy s st Az 007, 005
2% e
64 weeks® atazanavie 730 M9 TID
etavienz 400 mg

64 weks 1250 mg
v BT
K, witn
stavadine
0 stamdne
femivudine - tamivudine
o o orwin
[ —— e S
aitanotine o
didanosine
029 (s
Crematry  wan
Somst  Showm o m ™ s
SeraT  Ziom oS % it
Tombiun  SIGXUN  m%  am  am 3%
Amyise S Y B o ww
tose Srumoan o £ E
Crosineesze  SE1C00N o i Rl %
TRt wew W om
Trovceds TS mye <% " ™
Hemtaey  Lau
Hemogwbn  BSam m an =
Newvophis =150 ™ o » ™

calm?
* None reported nth
< Baned o regemenc) comamn Aazanave
 Higan time on mer
ks ot o

et i o norma,

for
HDL chalesterol. total choksterol, and trighcendes are shown n Tabes 12 and 13,
repectly.

‘Table 12: Lkt Values, Mean Change from Baseline, Study A1426-138

.
o *WW* hanged

o)Az e ;;sm,. 3350 ne2920)(-291%)

% @ s 1o e
s a2 w an% o 36 4 eI a2
10 a1 160 4 10 1 a2k 86 425k

9

heeres' 126
R amavs 300 g wih o 100 g ance. by wih e fcedose roduct: 300 enlok DF00 19
ssoneonce g

g (anes aftr ntation of serum Ipi-reducing agents were not ichdd in these anayses. At basene
Serom preducing sget wer s i o b e ooy TSt g 1% 1 he taznaue
Tionav srm Throusr agents were used 1 resiment

i ans 2% I th atazanave wii RGOV . ThEGUOh Week 96, Seru 9 6dcD B0ems e useo 1 10%

 thelapinaurrtonave tratment arm and 3% I (h atazanaue WEh rionaui rf.

< Lopinavrtonave (400 m3/100 ) twice daly wih the fxed-dose product 300 mg tenclovk DF200 mg
mirchabine once caby.

e change from baseline & the mes i participant changes from baselne for partcpants wih both
baseine a0 chk o hesk 36 v and b k3 Sl ST o 1. basln and ek 3 o Wk 30
mean vaes,

HE artkpants WHh LDLcholesterol messured.

‘Table 13: Lipd Vakues, Mean Change from

e, Study A1424-034

LoL Crojsterof
oL chostet
Toul o
Tooycerde
Bt 400 mg oncecaly weh th e dose pocucs 150 mg S, 009
Feowung e do

e \ted n 3% in the efavrens iresiment arm and 1%+ he

Efarvens 600 mg once daly wih the fxe-dose product; 150 mg brminudne’300 mg

sriovuine twice dai.

e chnge'rm Bsaine & e mean o winprtcane chonges o bascne for

particparts

Baseing ond Wk

e of paricgans win oL ihoserol messured.
tng

rested win

Wb ronave
abnormaites, are presented n Tabe 4.

Tabl t0 4 Laboratory Abnormalities Reported in =2% of Adult
rasiman-Exporioncod Paritiomnts wah W1 Shody Aozt
.m...w m. u.m.wnmm
3007100 m once (i daiyhyand
Variabie Limke oty and tenafoue tenofovk b and
nd NI
ey i
Chemetry ey
SeomasT =s1%uN 3% 3
SerTaT S33%0N o
Tota ikt SZonun av A%
Lpase 2215uN "
2 Sakun 5
Total Cholsterol =240 mgit. 2% o
T =751 mt. % 2%
Gucore 231 mgil. ks %
Hematoogy
et <spu0 e 2% 34
Neroghis £ i
R sm o veame/v{srwmammq s
© s ey

pper kol o
pres bt

o Sty 1424045 chonges o baseine DL hogstera DLt oo
Poesar) s rgceres e shown ' Tal 15, e oo oo

Crtem wes K2k i arad wih iShaV i OBOEONY

e e ot patt o Soc g v o e Gemoneh et

Table 15 Baseine,

‘Atazanavic with rkonavir®  Lopinavirritonavie
line. Woek 8Waok 43 Baseine Week 38 Week 48




maidL Changs maraL  Changed
(-urn %56 et edos (neren w75

oL Chojesterof 0% 08 03

HOL Choksterol w3 W

Toncromime W b0 o

TaNcerdes” a5 e Ges o dww

2 tazanavi 300 mg once daly wth rFonavk and tenolove DF, and

these anales ene
BT esimert o ond &5 1 0 azont i tonoe S TG
e Sertm it reducng s 10% n the lopinaur/rionave

oy m
estmant s and 5 1 ez ahowt whh Ronavk o
mal. 3

oF ana )

b m o o bosine s the e, f i orkant e (fom sl

Baceine and
ombar ot Parsanes WA LDLéhoksterl mesured

oants wih -
bel mukienter cinicaltral PACTG 10204,

The safey prfie of stazanavr i peditric partcpants wEN HIV- (6t kss than 18
o

e o et ot The o oo G o 4 sovese erts

(5%, regardiess of causalty) reported I pedar: partcpans were cough (21

o 150 undecearcar usm 145, somie (120, dorves w
oher

o wneazng 6

Grad 3 to 4 Bborstory abnormalis occurring  ped
ol oo et ek of o AP (233 o, S0, e apia
5% (3%,

WA a frequency of ss than 3%.

< Pt

and epatts. patts € Vius
In Study A1424-138, 60 partcipants adminstered o 100
I once oy, a5 DT e s ik BTG ASOW Aunmﬂ

he are
Seroposiive fo hepatts  and/or C af sty enry. ALT levls »5 tmes ULN developed
(/60) of the partcpant adminstercd atazanavi wi rkonaue and 65 (4501 of

-

ot th
he particpants iréses WEn g rkonaur

In Study A1424.045, 20 partcipants adminstred atazanair 300 mg whh onavi 100

mQ Gce daly, and 16 partpants realed wEh lapnaurEonave 400 mG/I00 mg cuice
Al (a5 fxed-dose product,were seropostie for 5 andjor C ot sty riry.
5 imes, ULN developed n 25% (5201 of th portcipants admister

Stazanave wi ritonave and G4 (115) of the parter Topiaurreonavk
eated. AST levets > covconed 0% (520 o e pregins
onav and 5% (118

opnaviirkona.

74 par a00mg
nce daly. 58 who receved eavirens and 12 who recaied nafinave were seroposive
Tor hepatks B anclor C ot tuy entry. ALT ke =5 tmes ULN deveoped n 155 of the
pari oy «

evel
of the ps
17

6.2 Postmarketing Experience

0 drug exposure.

Body as 2 Whole: edema

biock, . et bundle
branch bisck, QT praangaton [sce Warnings and Precautons (5 1)

Gastrontestialsystam: pancreatits

Hepatic system: hepat functon abnormalkes

Crostase

Warnings and precautions (5.9
Muscutskeleta ystem: arthrakga

Benalystem:

rone
brecautons (5.5

Worrings and Precautions (5.2, purtus, angioedema
7 DRUG INTERACTIONS.
7.1 Potential for Atazanavir to Affect Other Drugs
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12 CLINICAL PHARMACOLOGY
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Compared to 13 1) msec folowng dosng wih placebo (n=67). The PR nteral

proongatons 1 (s sty were asymptomat. There s It lormaton on the
Botenta fr » pharmacoaynamic nkeroction . humans between sazanaur and other

Drecautiont (5.1,

sway K mw particants. Ora doses of 400 mg (maximum recommended
dosage) an

e, 1< prclonyaion yas b sk o AL A a0 CongAr
irested hesiny T incal
n

12.3 Pharmacokinetics
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