obbvie
2019 nanxT

,N/T201 n/NON
,N/T201 n/npN
Kaletra 200 mg/50mg Tablets
Kaletra 100 mg/25 mqg Tablets

Kaletra oral solution

ni'720 2"n 50/2"n 200 v

a"n 25/2"n 100 aav'7p

n0'nN NLe

Lopinavir 200mg/ ritonavir 50 mg

Lopinavir 100mg/ ritonavir 25mg

Lopinavir 80mg/ ritonavir 20mg

10TV 'wONN 7w DX kKON 017vn D yrTIn? nwpan AbbVie Biopharmaceuticals Ltd. nnan
N50IN) 7INd> Yax¥2 01NION DI'NY NINNN DINAN 'Y IR NI '1'YW NYY] DN 0'9'Y0 D''IXN IT NYTIna
.("vxnX 172 nprNn ' MNN 17
AT NYUTINA 09901 DI'R D" NINN DI'RY IR NNNNN 01NN DR TYX 0'9011 DIDTY
'WONYT NYIKND AN
KALETRA is indicated in combination with other antiretroviral agents for the treatment of HIV-1

infection

:0'N2N D'9'WO0A DTV PIXY7 [1'7vn

:OX NN wnnwa' I'x 2.1

N9N 11T NP710 D2ITRT™M ,N9N T [N X7 (midazolam) D7ITRTNA :n1'w /Nvaan? nonn e
("Dy NNt 12 79100 Y30 DX NVYE 107 'R 2.1 9'wo nX1 - (midazolam )
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nX1)- (alfuzosin) 'oITI9YX - NINWYN 7w N1'OW n'7Tan7 DNIYEZN D1'MONA 022 719'07 NN
("oy Nt 1a 79100 1230 DX Nwhp 710" 'R 2.1 9o

a0 DX NMLY7E 7107 'R :2.1 qwo X)) - (ranolazine) |'T7121 - NN 27 NFINA 719'0'7 N9INN
("Dy nnt 12 '7910n

Qo nX1)- (dronedarone) |NTINT - |'PN 27 A¥7 NAWN INX? DNITTND 119192 719107 N9INN
("oy NNt 12 79100 10 DX NV7R 710 RE 2.1

,(vincristine) |'vo 11, (vinblastine) |'v0%721'1 ,(abemaciclib) 2*7'¥nax) V102 719'07 NIBINN
2'2'01 L (ibrutunib) 21'uinarx ,(venetoclax) op7i71v11 ,(dasatinib) 21'voT ,(nilotinib) 2t1'vI71

(neratinib)

.(rosuvastatin) 'ovoairn ,(atorvastatin) |'uxvO2IVX 7NVO7ID NTINY NIDINN

q'wo nXO) - (lomitapide) T'oxu'nI7 ,(lovastatin) 'oxvoxal? ,(simvastatin) 'ovoan'o 3 N>
("oy nnr 2 79100 30 DX NOYR 7107 PR 2.1

12 m> .(vardenafil) 7roxami Ix (tadalafil) 7'ox7xTRO ,(avanafil) 7'o1ux :nIx 'xa 719'07 NIDINN
. L (sildenafil) 7'oxa17'0

1'201112'9/2'219772 :C 10N N9 TAD NPYTA 719107 NIYRY' TVIX NIDINN

,(simeprevir) 11non'o ,(boceprevir) 2inooia ,(glecaprevir/pibrentasvir)
ombitasvir/paritaprevir/ritonavir and ) 1'1IAROXTI 112110M/ANNORVIRD/AMIORV ANIN
(sofosbuvir/velpatasvir/voxilaprevir ) 1'a197'0pi/A120971/2'a1n01910 ,(dasabuvir

:2.1 9wo nX1) - (Hypericum perforatum, St. John’s wort) D1v11919 DIF'™9'N NI7'DNN NN
("Dy n'Int 12 79100 Jan OX N0YE 107 K¢

[(ergotamine tartrate) UXIVIXL "MIRVIAX :(ergot) LIAIXR NIT'DNN WK AN 719'07 NIDINN

- (methylergonovine) "annx?nn ,(dihydroergotamine mesylate) ux7'on "aXVIARINT AT
("oy Nt 12 79100 Jan OX N07R 7107 'K 2.1 9'wo nX))

DX NIV7R 7107 'X* ;2.1 9o X)) - (cisapride) TMOXO'Y :NA'PA NINYION NIYVA 2V n7pn7 NoINn
("oy nant 12 79100 71N

.(rifabutin) roiaxon ,(metronidazole) ‘zitkTanwn ,(clarithromycin) '¥'iNn"%p : NijprorarLIx
710 DX N0 107 'R 2.1 9rvo nKD) - (rifampin) '9nx9 [ (rifampicin) 'x'onxo1 1D Md
("oy nnr 2 79100

Q10"7 I'R“ :2.1 9'wo nX1) - (lurasidone) prox1i L (pimozide) T'TIn'® :n119ITD02 719107 N9INN
("Dy Nt 12 79100 )10 DX NVIR

(triazolam) DRZITRMV :NTIN Y2INYT IN/I D' NIYI9NA 719104

aXNI? NYSIN 7y Nt

"MOINN 719'0 ApY N7 NIWOIN 72V NIFT" AWRPD 7Y NX'N7 NIYYAR NIRNAN TwNY? K7 DWsIn 2y ninT? |na
JRI? NIYDIN 2V NIFT? Juznn 09107 n19nn (www.health.gov.il) nixman Tiwn 1N 7w n'an 912 XYny

JAWP? N0 MY IR
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https://sideeffects.health.gov.il

G AbbVie-Lid: imamdl (' ny e
.nna L pwanT? , Knollstrasse 67061,AbbVie Deutschland GmbH & Co. KG

:0'N2N D'9'Y0o1A PTIV X917 [1'7vn

4 CONTRAINDICATIONS

e KALETRA is contraindicated with drugs that are highly dependent on CYP3A for clearance

and for which elevated plasma concentrations are associated with serious and/or life-

threatening reactions

[see Drug Interactions (7.3) and Clinical Pharmacology (11.3)]..

o

o

o

o

Alpha 1- Adrenoreceptor Antagonist : alfuzosin

Antianginal: ranolazine

Antiarrhythmic: dronedarone

Anti-gout: colchicine

Antipsychotics: lurasidone, pimozide

Ergot Derivatives: dihydroergotamine, ergotamine, methylergonovine

Gl Motility Agent: cisapride

Hepatitis C direct acting antiviral: elbasvir/grazoprevir

HMG-CoA Reductase Inhibitors: lovastatin, simvastatin

Microsomal triglyceride transfer protein (MTTP) Inhibitor: lomitapide

PDES5 Inhibitor: sildenafil when used for the treatment of pulmonary arterial hypertension

Sedative/Hypnotics: triazolam, orally administered midazolam

e KALETRA is contraindicated with drugs that are potent CYP3A inducers where significantly

reduced lopinavir plasma concentrations may be associated with the potential for loss of

virologic response and possible resistance and cross-resistance [see Drug Interactions (7.3)

and Clinical Pharmacology (11.3)].

o Antimycobacterial: rifampin

o

Herbal Products: St. John's Wort (hypericum perforatum)

Table 8_F That Are.C i | With KALETR/
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Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It

allows continued monitoring of the benefit/risk balance of the medicinal product.
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Any suspected adverse events should be reported to the Ministry of Health according to the

National Regulation by using an online form

https://sideeffects.health.gov.il

7.3 Established and Other Potentially Significant Drug Interactions

Table 1312. Established and Other Potentially Significant Drug Interactions

Concomitant Drug Class:

Effect on Concentration of

Clinical Comments

Drug Name Lopinavir or Concomitant
Drug
Other Agents
Alpha 1- Adrenoreceptor 1 alfuzosin Contraindicated due to potential
Antagonist: hypotension [see Contraindications (4)].
alfuzosin
Antianginal: 1 ranolazine Contraindicated due to potential for
ranolazine serious and/or life-threatening reactions
[see Contraindications (4)].
Antiarrhythmics: 1 dronedarone Contraindicated due to potential for

dronedarone

cardiac arrhythmias [see

Contraindications (4)].

Antiarrhythmics e.g .
amiodarone,
bepridil,

lidocaine (systemic),

1 antiarrhythmics

e — . P——
~optraindicati ;

Caution is warranted and therapeutic

quinidine concentration monitoring (if available) is
recommended for antiarrhythmics when
co-administered with KALETRA.

Anticancer Agents: 1 anticancer agents ~ |......

Abemaciclib

neratinib Avoid concomitant use of neratinib with

KALETRA. Avoid concomitant use of
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abemaciclib with strong or moderate

CYP3A4 inhibitors (such as KALETRA).

Anti-gout: 1 colchicine Concorioabadininistatiendih
colchicine Solonloih oot intisn s
Contraindicated due to potential for
serious and/or life-threatening reactions
in patients with renal and/or hepatic
impairment [see Contraindications (4)].
Antimycobacterial: lopinavir Contraindicated due to potential loss of
rifampin virologic response and possible
resistance to KALETRA or to the class of
protease inhibitors or other co-
administered antiretroviral agents [see
Contraindications (4)].
Antimycobacterial: 1 bedaquiline morechinindisniod ot eebasiorsles
bedaquiline [see-Contraindications{4)]-
Bedaquiline should only be used with
KALETRA if the benefit of co-
administration outweighs the risk.
Antipsychotics:
lurasidone 1 lurasidone Contraindicated due to potential for
serious and/or life-threatening reactions
[see Contraindications (4)].
Contraindicated due to potential for
pimozide 1 pimozide serious and/or life-threatening reactions

such as cardiac arrhythmias [see

Contraindications (4)].
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Ergot Derivatives:

1 ergot derivatives

dihydroergotamine, ergotamine,

methylergonovine

Contraindicated due to potential for acute

ergot toxicity characterized by peripheral

vasospasm and ischemia of the

extremities and other tissues [see

Contraindications (4)].

Gl Motility Agent:
cisapride

1 cisapride

Contraindicated due to potential for

cardiac arrhythmias [see

Contraindications (4)].

Hepatitis C direct acting antiviral:

1 elbasvir/grazoprevir

elbasvir/grazoprevir

Contraindicated due to increased risk of

alanine transaminase (ALT) elevations

[see Contraindications (4)].

Hepatitis C direct acting

antivirals:

boceprevir*

glecaprevir/pibrentasvir

simeprevir

sofosbuvir/velpatasvir/voxilaprevir

llopinavir
|boceprevir

| ritonavir

lecaprevir

1 pibrentasvir
1 simeprevir

1 sofosbuvir

ombitasvir/paritaprevir/ritonavir

and dasabuvir®

1 velpatasvir
voxilaprevir

1 ombitasvir
1 paritaprevir
1 ritonavir

«— dasabuvir

= = T
. wirals_fsee Contraindicati
()]

It is not recommended to co-administer
KALETRA and boceprevir.,

glecaprevir/pibrentasvir,

simeprevir,

sofosbuvir/velpatasvir/voxilaprevir,

or ombitasvir/paritaprevir/ritonavir and

dasabuvir.

Herbal Products:

St. John's Wort (hypericum
perforatum)

lopinavir

Contraindicated due to potential for loss

of virologic response and possible

resistance to KALETRA or to the class of

protease inhibitors [see Contraindications

(4)].
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Lipid-modifying agents

HMG-CoA Reductase Inhibitors:

lovastatin

simvastatin

atorvastatin

rosuvastatin

Microsomal triglyceride
transfer protein (MTTP)

Inhibitor:

1 lovastatin
1 simvastatin

1 atorvastatin

1 rosuvastatin

Contraindicated due to potential for

myopathy including rhabdomyolysis [see

Contraindications (4)].

Use atorvastatin with caution and at the
lowest necessary dose. Titrate
rosuvastatin dose carefully and use the
lowest necessary dose; do not exceed
rosuvastatin 10 mg/day.

Lomitapide is a sensitive substrate for

CYP3A4 metabolism. CYP3A4 inhibitors

increase the exposure of lomitapide, with

strong inhibitors increasing exposure

approximately 27-fold. Concomitant use

of moderate or strong CYP3A4 inhibitors

lomitapide 1 lomitapide with lomitapide is contraindicated due to
potential for hepatotoxicity [see
Contraindications (4)].

PDES inhibitors: =orconiroindisotod BPOEE inhibliors feon

avanafil, 1 avanafil Contraindications(4)]-

sildenafil, 1 sildenafil

tadalafil, 1 tadalafil Sildenafil when used for the treatment of

vardenafil 1 vardenafil pulmonary arterial hypertension is
contraindicated due to the potential for
sildenafil-associated adverse events,
including visual abnormalities,
hypotension, prolonged erection, and
syncope [see Contraindications (4)].

Sedative/Hypnotics: 1 triazolam Contraindicated due to potential for

triazolam, 1 midazolam prolonged or increased sedation or

orally administered midazolam
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respiratory depression [see

Contraindications (4)].

Table 16. Drug Interactions: Pharmacokinetic Parameters for Lopinavir in the Presence of the

Co-administered Drug for Recommended Alterations in Dose or Regimen

Co-administered |Dose of Co- Dose of n |Ratio (in combination with
Drug administered Drug [KALETRA Co-administered drug/alone)
(mg) (mg) of Lopinavir Pharmacokinetic

Parameters (90% CI);
No Effect =1.00

Rifabutin 150 once daily-404  [400/100 capsule |14 (1.08 1.17 1.20
twice daily;20-d (0.97, (1.04, (0.96,
1.19) 1.31) 1.65)

4715. MANUFACTURER : AbbVie Ltd UK
AbbVie Deutschland GmbH & Co. KG., Knollstrasse, 67061 Ludwigshafen, Germany

N9 T 7V 0'09TIN 07277 NI L,NIRNAN TIWN MNRAY NIDINNN 1ARNYT IN7W] [D1X71 X9N7 01DTIVRN DRI7VN

.09 — 7909600 9701 Ix Nwn 1IN ,4 wann 2N ,AbbVie Biopharmaceuticals Ltd ,niwmn 72va%7

,NJN1]

OX'UX 1I1'7X Man
pallaYalalatrdl
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