English

WHO Public Assessment Report
(WHOPAR) — Part 6

Lopinavir/Ritonavir 200 mg/50 mg
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1. Introduction

Lopinavir and Ritonavir 200 mg/50 mg
Tablets is indicated in combination with
other antiretroviral agents for the
treatment of human immunodeficiency
virus (HIV-1) infection in adults and
children weighing 14 kg or more.

Lopinavir and Ritonavir 200 mg/50 mg
Tablets should be initiated by a health
care provider experienced in the
management of HIV infection.

2. Assessment of Quality

The assessment was done in accordance
with the requirements of WHO'’s
Guidelines on submission of
documentation for a multisource (generic)
finished pharmaceutical product for the
WHO Prequalification of Medicines
Programme: quality part.

Active pharmaceutical Ingredients (APISs)

Lopinavir

Lopinavir has four chiral centres and is
known to exhibit polymorphism. The
manufacture of lopinavir entails several
steps and is stereo-selectively producing
the desired stereoisomer and the ‘type-I
highly hydrated crystal form’. The API
produced is soluble in organic solvents
like methanol, ethanol, dichloromethane
and DMF, but practically insoluble in water
and in aqueous buffers across the
physiological pH range. It is slightly
hygroscopic.

The API specifications include tests for
description, solubility, identification (IR,
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Lopinavira/ritonavira 200 mg/50 mg
tabletes (Macleods Pharmaceuticals
Ltd), HA574

1. levads

Lopinavira un ritonavira 200 mg/50 mg
tabletes ir paredzétas lietoSanai kopa ar
citiem pretretrovirusu lidzekliem, lai arstétu
cilvéka imundeficita virusa (HIV-1) infekciju
pieaugusajiem un bérniem ar kermena
masu vismaz 14 kg.

Lopinavira un ritonavira 200 mg/50 mg
tableSu lietoSana ir jauzsak veselibas
apruapes sniedz€jam, kam ir pieredze HIV
infekcijas arstésana.

2. Kvalitates izvertéjums

Sis izvértejums ir veikts saskana ar
prasibam, kas noteiktas PVO vadlinijas par
vairakavotu (patentbriva) galiga
farmaceitiska produkta dokumentacijas
iesniegSanu PVO Zalu pirmskvalifikacijas
programmai: kvalitates daja.

Aktivas vielas

Lopinavirs

Lopinaviram ir Cetri hiralie centri, un ir
zinams, ka tam piemit polimorfisms.
Lopinavira razo$anas procesu veido vairaki
posmi, un tas ir stereoselektivs — tiek iegats
vélamais stereoizomérs un “1. tipa Tpasi
hidrateta kristaliska forma”. legita aktiva
metanols, etanols, dihlormetans un
dimetilformamids, bet ir praktiski neSkistosa
ddent un tdens buferskidumos
fiziologiskajai videi raksturigo pH vértibu
diapazona. Viela ir vaji higroskopiska.

Aktivas vielas specifikacijas ietver
parbaudes, kas izvérté aprakstu, skidibu,
identificeSanu (IR, HPLC), mitruma



HPLC), water content, residue on ignition,
heavy metals, organic impurities (HPLC),
assay (HPLC), crystal form (XRPD),
specific optical rotation and residual
solvents.

Stability testing was conducted according
to the requirements of WHO. The
proposed re-test period is justified based
on the stability results when the APl is
stored in the original packaging.

Ritonavir

Ritonavir is described in the Ph.Int,
Ph.Eur. and USP. The API has four chiral
centres, is practically insoluble in water
and is known to exhibit polymorphism,
with various crystal forms. The
manufacture of ritonavir entails several
steps and stereo-selectively produces the
desired stereoisomer. Polymorphic form I,
characterised by the XRPD pattern, is
consistently produced.

The API specifications are
pharmacopoeial based and include tests
for description, solubility, identification (IR,
HPLC), heavy metals, water, residue on
ignition, organic impurities (HPLC), assay
(HPLC), crystal form (XRPD), specific
optical rotation and residual solvents.

Stability testing was conducted according
to the requirements of WHO. The
proposed re-test period is justified based
on the stability results when the APl is
stored in the original packaging.

Other ingredients

Other ingredients used in the core tablet
formulation include copovidone, sorbitan
monolaurate, colloidal silicon dioxide,
anhydrous dibasic calcium phosphate and
sodium stearyl fumarate. The
commercially sourced proprietary film-

daudzumu, atliekvielu daudzumu péc
sadedzinasanas, smago metalu, organisko
vielu piejaukumu (HPLC) klatbdtni, precizo
analizi (HPLC), kristalisko formu (XRPD),

atliekvielu klatbatni.

Stabilitates parbaudes tika veiktas saskana
ar PVO prasibam. leteiktais atkartoto
parbauzu periods ir pamatots ar stabilitates
rezultatiem, kas iegati, aktivo vielu glabajot
originalaja iepakojuma.

Ritonavirs

Ritonavirs ir aprakstits Starptautiskaja
farmakopeja (Ph.Int), Eiropas farmakopeja
(Ph.Eur.) un ASV farmakopeja (USP).
Aktivajai vielai ir Cetri hiralie centri, ta ir
praktiski neskistosa tdent, un ir zinams, ka
tai piemtt polimorfisms ar vairakam
kristaliskam formam. Ritonavira razoSanas
process ietver vairakus posmus, un tas ir
stereoselektivs — tiek iegits vélamais
stereoizomérs. Razosana tiek konsekventi
iegta polimorfa 1. forma, ko raksturo ar
XRPD analizes attélu.

Aktivas vielas specifikacijas ir noteiktas
farmakopeja un ietver parbaudes, kas
izvérté aprakstu, Skidibu, identificéSanu (IR,
HPLC), smago metalu klatbatni, mitrumu,
atliekvielu daudzumu péc sadedzinasanas,
organisko vielu piejaukumu (HPLC), precizo
anahzi (HPLC), kristalisko formu (XRPD),

M gt g

atliekvielas.

Stabilitates parbaudes tika veiktas saskana
ar PVO prasibam. leteiktais atkartoto
parbauzu periods ir pamatots ar stabilitates
rezultatiem, kas iegati, aktivo vielu glabajot
originalaja iepakojuma.

Citas sastavdalas

Citas sastavdalas, kas izmantotas tabletes
kodola veido$ana, ir kopovidons, sorbitana
monolaurats, koloidais silicija dioksids,
bezildens kalcija hidrogénfosfats un natrija
stearilfumarats. Tirgd iegadatais patentétais
apvalka maisijums satur daléji hidrolizétu
polivinilspirtu, titana dioksidu,



coating mixture contains polyvinyl alcohol-  polietilenglikolu, talku un dzelteno dzelzs

part hydrolysed, titanium dioxide, oksidu. Par paligvielam ir iesniegts
polyethylene glycol, talc and iron oxide sertifikats, kas apliecina, ka vielas ir brivas
yellow. TSE / BSE free certificates have no transmisivas suklveida

been provided for the excipients. encefalopatijas/govju suklveida

encefalopatijas (TSE/GSE) izraisitajiem.



