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« potent CYP3A inducers where significantly reduced lopinavir plasma concentrations may be

ritonavir in conjunction with other antiretroviral agents. In some cases, the hepatic dysfunction
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Table 5. Percentage of Adult Patients with Sel

These highlights do not include all the information needed to use lopinavir and ritonavir tablets associated with the potential for loss of virologic response and possible resist ious; initi conshio with lopinavi ; y £

safely and effectively. See full prescribing information for Inpinavir':md T ot resistance. (4) 9 p p e resistance and cross ﬁ/:esns:sr;gglsi,sﬁ:dwever, a definitive causal relationship with lopinavir and ritonavir therapy has not of Moderate or Severe Intensity Reported in = 2% of Adult Prulea;e Inhibitor-Experienced Table 7. Grade 3 Nucleoside Reverse Lopinavir and ritonavir  tablet: b
: . i able 7. - iti in s e navir  tablets ¢ i ial: inavi .
LOPINAVIR AND RITONAVIR TABLETS Film-Coated for Oral use. WARINGS AND PRECAUTIONS Appropriate laboratory testing should be conducted prior to initiating therapy with lopinavi patiens Experienneﬂa"iien‘t'sLahmmry Abnormalites Reported in = 2% of Adult Protease Inhibitor- Transcriptase administered - simultaneously - with didggosing ﬁ?;:rr]n %ﬁomctenal' b lopmavr ay jead to Joss of virologic response and
Initial U.S. Approval : 2000 The following havg been observed in patients receiving lopinavir and ritonavir: and ritonavir and patients should be monitored closely during treatment. Inl():{eased Angr}f\‘g Study 888 Study 9572 Study 802 i vithout food. ' E?Stzlbtlte]e rsls;:gar;e rtgtelaospem'?]wb'f . rltona;]vir
RECENT MAJOR CHANGES ° DFUQ.dWedFaCIIOﬂS: Higher plasma concentrations of concomitant medications may occur, monitoring should be considered in the patients with underlying chronic hepatitis or cirrhosis, (48 Weeks) and (48 \Ayeeks) Study 888 Study 9572 Study 802 didanosine coadministered ant’iJretrovirall aglleln(t)srs Xr gttu(?yr
Dosage and Administration, Adult Patients (21) P ?::;Iioﬁrs (rsllg1-)drug interaction potential to reduce risk of serious or life threatening adverse ﬁ’?j{;‘gﬂ‘i”{'é”g)}he first several months of lopinavir and ritonavir treatment [see Use in Specific Study 765° (48 Weeks) s :"d (48 Weeks) Nucleoside Reverse | 1 tenofovir Lopinavir and ritonavir increases tenofovir evaluated combination of rifampin 600 mg once

v A A , - - (5 .6)]. tudy 765° i i " ‘ i i inavi - ;
Contraindications, Table 3 (4) 112010 « Pancreatits: Fatalities have occurred: in i Lo 8410 144 ranseriptase concentrations.  The mechanism  of _ this daily, with lopinavir and ritonavir 800 mg/200
Contraindications, Table 3 (4) 4/2010 * Hepatotoxicity: Fatalities h e o t‘hera[‘)y » C“m?a”y pproprate (5'-2) 5.4  Diabetes Mellitus/Hyperglycemia Weeks) (WeekS) o interaction is _unknown. - Patients - receiving mg twice daily or lopinavir and ritonavir 400
Warnings and Precautions (5.1 pid es;?ecialtl)y Iicr:t{)-ati:n?sl \I;;h S:geﬁcicr:lrrﬁd. ll{lorgjlffor liver fllmgnon before and during therapy, New onset diabetes mellitus, exacerbation of preexisting diabetes mellitus and hyperglycemia have Lopinavi i Lopinavi L Loninavi Tenofovir lopinavir and ritonavir and tenofovir should be mg/100 mg + ritonavir 300 mg twice daily.
Warnings and Precattions (5-3) 0 o bansmioncs dlovationa )(/5g Seg;a ic disease, including hepatitis B and hepatitis C or been reported during post-marketing surveillance in HIV-1 infected patients receiving protease ';lnd selected and and o;;l::wr Variable Limit! Lopinavir | Invesligaor. | Lopinavir | Lopinavir | Lopinavir monitored for adverse reactions associated with Plarmacokinetic and safety resuls from his
) /2010 * PRinterval prolongation ma oc.cuf n . i C ) inhibitor the.rap)t Some patients required either initiation or dose adjustments of insulin or oral Ritonavir protease Ritonavir Ritonavir Ritonavir _and . selected and and and tenofovr. St-Udy do r)ot allow f:)r a dose vrecommendanon.
INDICATIONS AND USAGE block have been reported Hse 'thl 50{.“9 patients. Cases of second and third degree heart hypoglycemic agents for treatment of these events. In some cases, diabetic ketoacidosis has 400 mg/ | inhibitor(s) + | twice daily + | 800 mg/ 400 mg/ Ritonavir | protease | Ritonavir | Ritonavir | Ritonavir Nucleoside Reverse | | abacavir Lopinavir and ritonavir ind | idation: Nine subjects (28%) experienced a:= grade
Lopinavir and ritonavir tablets are an HIV-1 protease inhibitor indicated in combination with oth ; X 1 reported. Use with caution in patients with preexisting conduction system occurred. In those patients who discontinued protease inhibitor therapy, hyperglycemia persisted 100mg | NVP+NRTIs |  NNRTI 200 1 400 mg/ | inhibitor(s) | twice daily | 800mg/ | 400 mg/ Transcriptase ) ’ itonavir induces glucuronidation; 2 increase in ALT/AST, of which seven (21%)
antiretroviral agents for the treatment of HIV-1 infection. (1) ” ggsri?ﬁgté??nhgwiltchh(iﬁn ddlsease{hcirdIomyo?athy{h””Sgrlylng structural heart disease or when in some cases. Because these events have been reported voluntarily during clinical practice twice daily + | (n=140) + NRTIs Once Dla“i?y+ Twic?enD':i!:y 100 mg +NVP +NNRTI 200 mg 100 mg |nhib”0fp 4 zdowne Lr:)etreftque,t Ioplr&avn qu lrjnonawr e prematurely discontinued stuy per protocol
- er drugs that may prolong the PR interval. (5.1, 5.5, 12.3 estimates of frequency cannot be made and : h AL = + twi . o ential to reduce zidovudine and abacavir Based on the study design, it is i

: DOSAGE AND ADMINISTRATION « QT interval prolongation and isolted cases of Torsade de pointes have been regoned though therapy and thesg evenyls e o establish:d.causal relationship between protease inhibitor N\(::1N4I;T)Is (n=127) NRTIs NRTIs d:;:;i (; I:I:ilg) (; !"1‘;'75) Dg?l‘;e+ J:‘i:;‘: abacavir plasma concentrations. The clinical significance determine whetherythe f?eduler:cyn%tr ﬁ;még
Do nat use ance daily administration of lapinavir and ritanavir tablets in: causality could not be established. Avoid use in patients ith congenital long QT syndrome 55 PR Intorval o (n=300) (n=299) NVP + NRTIs NRTIs zidovudine of this potential interaction is unknown. of the ALT/AST elevations observed is higher

. 1 i - ' P those with hypokalemia and wi i ' i nterval Prolongation Gastrointesti - : o ith rifampi
HIV-1 I"fjcled patients with three or more of the following lopinavir resistance- . . ve 0 with otherdrugsthat prolong the QT|ntgrval. (51,56, 12.3) Lopinavir/ritonavir prolongs the PR interval in some patients. C i D_surzlnlestlnal AT (n=300) | (n=299) HIV-1 Protease T amprenavir Lopinavir and  ritonavir ~ should not  be fran what Jioulo e scen il riamoin abone
associated substitutions: L10F/I/R/, K20M/N/R, L241, L33F, M361, 147V, G48V. I54L/T/V, Patients may develop new onset or exacerbations of diabetes mellitus, hyperglycemia (5.4) i i 1 some patients. Cases of second or third degree isorders (n =148) Inhibitor: lopinavi administered once daily i ination wi [see Clinical Pharmacology (12.3) for magnitude
V82A/C/F/S/T and 184V (2.1) ' immune reconstitution syndrome (5.7), redistribution/accumulation of body fat, (5.8) - S;r;g\aetgtuci?hlar b(ljoclk .havetbeetn relpﬂrtegdl_.omnawr and ritonavir should he used with caution in Diarrhea 7% 9% 23% 14% 11% Chemistry High amprenavir* 4 lopinar amprenavir. [Se:e Doaslaygemarfg m“b iminisration of interaction].

« Combination with efavirenz, nevirapi X o . « Total cholesterol and triglveeri N ) ) o f S underlying structural heart disease, preexisting conduction system abnormalities, ° ° ° ° ’ on K .
phenobarbital or phenytoin (2.1 7§;nrap|ne, AmPrEnaUI TEHNA, - carbamazepine thereafter. (5.9) roeetces elovatons. Monlr:prio o fherspy and periodeal Idsec\?eﬁzplicn;igrti.d'seasz o; cardblomyoplathles, as these patients may be at increased risk for Nausea 7% 16% 5% 3% 7% Glucose > 250 mg/dL 1% 2% 5% 2% 2% bt Atnt|parasnt|c: b atovaquone Clinical _ significance s unknown; however,

. o o . Y , - rdiac conduction abnormalities. " — HIV-1 Pro i i . atovaquone increase in atova

o Ped|atr.|c pan_ents (2.2) Hse:noophllla. Spontaneous bleeding may occur and additional factor VIl may be required. The impact on the PR interval of coadministration of lopinavir and ritonavir with other drugs that Vomiting 4% 12% 29, 29, 3% Total Bilirubin > 3.48 mg/dL 1% 3% 1% 19% o nhibitor: tease | ?mpreqawr ﬁgenmcfl?::?ve(riate l')tfh adverze ‘reactions has vaquone doses may be needed.

Lopinayir and ionavi tablets ey be.taken with or wifiout foad, swallowed whole and mot (5.10) prolong the PR interval (including calcium channel blockers, beta-adrenergic blockers, digoxin | Abdominal Pain 2% 2% 4% 2% It SGOTAST*  |>180 UL 5% ) " ; ; fosamprenavir/ 4 lopinait h erved with = coadministration  of) | Benzodiazepines: | midazolam Midazolam s~ extensively metabolized by
chewed, broken or crushed. (2) ADVERSE REACTIONS and atazanayir) has not been evaluated. As a result, coadministration of lopinavir and. ritonavir : . o <1% o 1% 8% 3% 2% ritonavir these mgdmahqns. Appropriate doses of_ the parenterally CYP3A4. Increases in the concentration of
ADULT PATIENTS (2.1) The most common adverse reactions (> 5%) were diarrhea, nausea, abdominal pain, asthenia with these drugs should be undertaken with caution, particularly with those drugs metabolized by ﬁbdommal Pain WA /A N/A 1% 2% SGPT/ALT* >215 U/L 6% 13% 10% 2% 2% ?\g\%brl]r:)?tg]esnvgsl‘}th Drlgsﬁegl 10 satety and eficacy administered midazolam are expected to be significantly
+ 400 mg/100 mg (two 200 mg/50 mg tablets) twice daily or vomiting, headache and dyspepsia. (6.1, 6.2) ' ' ’ > CYPSA. Glinical monitoring is recommended [see Clinical Pharmacology (12.3)] poer 6GT >300 UL /A /A 29% /A /A — R midazolam higher with oral than parenteral administration.
» 800 mg/200 mg (four 200 mg/50 mg tablets) once daiy in patients with less than three 5.6 QT Interval Prolongation Dyspepsia 1% 1% 2% 1% <1% Total Cholesterol [>300mg/dL | 20% | 21% : ) " hbitor I indinavie Decrease indinavir dose to 600 mg_twice Therefore, lopinavir and ritonavir should not be
lopinavir resistance-associated substitutions. To report SUSPECTED ADVERSE REACTIONS, contact Mylan Pharmaceuticals Inc Post-marketing cases of QT interval prolongation and Torsade de pointes have been reported Flatulence 1% 2% 2% 1% 1% — - . 39% 6% 9% _nd_lbno_r.* daily, when coadministered with lopinavir and given with orally administered midazolam [see
PEDIATRIC PATIENTS (ages 6 months and older) (2.2) at 1-877-4-INFO-RX (1-877-446-3679) or FDA at 1-800-FDA-1088 or www. fda. a|./ medwatch although causality of lopinavir and ritonavir could not be established. Avoid use in patientg wiih Dysphasia 2% 9 5 . Triglycerides >750mg/dL | 25% 21% 36% 5% 6% Indinavir ritonavir 400 mg/100 mg twice daily /see Clinical Contraindications (4)]. If lopinavir and ritonavir
« Twice daily dose is based on body weight or body surface area. S congenital long QT syndrome, those with hypokalemia, and with other drugs that prolong the QT (i : 1% 0% 0% 0% Amylase >2xULN 4% 8% 8% 4% 4% Prarmacolooy (125 Lopinavir and rlonavir ISI coadml_ln_lstered o parenteral midaoam
Concomitant Therapy in Adults and Pediatric Patients (2.1, 2.2) DRUG INTERACTIONS interval [see Clinical Pharmacology (12.3)]. General Lipase 2 X ULN A - Svr;tche_dgyly ras not been studied in combination g;;reessi%;mgﬂd/ momtlonngd fOL t_resplrhatory
: dre 1,2 Disorders and >2X N/A N/A 4% 1% indinavir. or prolonged sedation should

« Dose adjustments of lopinavir and ritonavir tablets may be needed when coadministerin Coadministrati inavi i i i ituti inistrati | b i j

¢ . of lo g stration of lopinavir and ritonavir can alter the plasma concentrations of other drugs 5.7 Immune Reconstitution Syndrome Administration Creatine >4 x ULN N/A HIV-1 Protease nelfinavi inavi tonavi e exercised and dosage adjustment should be
i o ) - " elf ;
with efavirenz, nevirapine, amprenavir or nelfinavir. and other drugs may alter the plasma concentrations of lopinavir. The potential for drug-drug Immune  reconstitution syndrome has been reported in patients treated with combination Site Conditions Phosphokinase WA WA e o Inhibitor: 1 Mglng\gbome Lgpl_na_wtr dand fitonavir should  not be considered.
- -- DOSAGE FORMS AND STRENGTHS --- interactions must be considered prior to and during therapy. (4, 5.1, 7, 12.3) antiretroviral therapy, including lopinavir and ritonavir. During the initial phase of combination Astheni o o . nelfinavif* of nelfinavil et [Se6 Do gy cor_nl_)matl_on i Calcium Ch | i idi ion i ini
« Film-coated tablets: 200 mg lopinavir and 50 mg ritonavir (3) USE IN SPECIFIC POPULATIONS antiretroviral treatment, patients whose immune system responds may develop an inflammatory stenta 8% E% 9% <% <1% Chemistry Low | |0pina2\i/irr gzlt;";;v'r [/sPe/f 00530(7 and ;!de/n/strat/un @ B?Of:lltjeTS e ! ?Ihydmﬁyrldl?e Caution Is warranted and clnical monitoring of
: ’ X LTS SY3 ( inflammat - inical Pharma 3)]. ) calcium ients i
« Film-coated tablets: 100 mg lopinavir and 25 mg ritonavir (3) « Pregnancy: Physicians are encouraged to register patients in the Antiretroviral Pregnancy Ef;ig%lzzltgvzl:gglegl[:ecilrn;::;fslﬁsl;pg)vt;r;;;|;|:é|3n|1|:)f§ic;|f)£és]suchtag Mycl’obggterr/]yn; avium infection, Pyrexia 2% 1% 2% 0% <1% galculated < 50 mL/min N/A N/A N/A 3% 3% HIV-1 Prot e cology (12.3)] dinydropyridine: blockersc anne patients is recommended.
i ing 1-800-258- » , or tuberculosis) which may necessitate i reatini -1 Protease opinavir A i iti i i i i
CONTRAINDICATIONS E:glzttrrycbli Ca”lTr:lg1 Sfo? 25:4263' (%1) further evaluation and treatment. y Chilis 2% 0% 0% 0% 0% Cle;;r::gg Inhibitor: rer cgﬁ]r;zgggen (\j/\?if:slogrnaﬁ? Igﬁgalritg?a%?: I:Nitlﬂ ﬁ.i?.afe!odlplpe, dipi
Hypersensitivity to lopinavir and ritonavir tablets (e.g., toxic epidermal necrolysis ) . iatric Use: The safety, efficacy and pharmacokinetic profiles of lopinavir and ritonavir in o Investigations - ritonavir* . edipine, nicardipine
Johnson Syndrome, erythema multiforme) or any of it(s ingredients pincluding ritona)\l/irI 64)Stevens pediatric patients below the age of 14 days have not been established. (8.3) 5.8 Fat Redistribution - Inorganic <15 mg/dL 1% 0% 2% 1% <1% ;Ziggﬁthmd safety and_effcacy ave ot been ive: i ;
Coadministration with: ’ : E{bedf;stlnbuhuon/a)ccumqlar'?onlof body fat including central obesity, dorsocervical fat enlargement Weight Decreased 0% 1% 3% <1% <1% Phosphorus shed. gt%ri];rya}c:spttrglg{ol* | ethinyl estradiol Becaubse lcontraceptive steroid  concentrations
. ) ) See 17 for PATIENT COUNSELING INFORMATION and Medication Gui uffalo hump), peripheral wasting, facial wasting, breast enlargement and “cushingoid Metabolism Hematol HIV-1 Protease 1 saquinavir The saquinavir dose is 1000 mg twice dai may be altered when lopinavir and ritonavir is
rrigggli iglgslr%,ogzgm‘jg?tlif?anth(iZ;Sﬁi for clea}ranie and for which elevated plasma levels may ion Guide appearance” have been observed in patients receiving antiretroviral therapy. The mechanism and and Nutrition ato l?gy Low Inhibitor: when qcoadministered with Igpinal\(/:ier d:!yd, coadministered with oral contraceptives or with
ening events. (4) pugust 2010 l;)er;grl-;esrtgbﬁggggquences of these events are currently unknown. A causal relationship has not Disorders Neutrophils <O75x10°L | 1% 2% 4% 3% 4% saquinavir* ritonavir 400 mg/100 mg twice daily. Lopinavir he ﬁomraoefﬁvetpamh’. alternative methods of
) i i and ritonavi i I nonhormonal contraception are recommended.
FULL PRESCRIBING INFORMATION: CONTENTS* 5.9 Lipid Elevati Anorexta 1% 3% 0% 0% 1% Hemoglobi <80 1% 1% 1% 1% 2% combinatiat;lngrvs;:ﬁesggﬂiyn:\?i? not been studed : " o )
: 8  USE IN SPECIFIC POPULATIONS Tentment Witﬁ"la"."“s. § itonavi . ) , , Musculoskeletal 1 ULN = upper limit of the normal range; VA = Not Applicable. — : g"”‘COS‘e“"“- { lopinavir Use with caution. Lopinavir and ritonavir may be
! INDICATIONS AND USAGE 81 Pregnancy cholesterol and ?p.'r:awr %ﬂ ritonavir has resulted in large increases in the concentration of total and Connective 2 Includes clinical laboratory data from patients receiving 400 mg/100 mg twice daily (n = 29) or 533 mg/ Hlv--1- Protease ¢ lopinavir AUC Lopinavir and ritonavir should not be examethasone less effective due to decreased lopinavir plasma
2 DOSAGE AND ADMINISTRATION 8.2 Nursing Mothers ol and triglycerides [see Adverse Reactions (6.1)]. Triglyceride and cholesterol testing Tissue Disorders 133 mg twice daily (n = 28) for 84 weeks. Patients received lopinavir and ritonavir in combination with NRTIs Inhibitor: and Cry administered with tipranavir (500 mg twice concentrations in patients taking these agents
21 Adult Patients 83  Pediatric Use should be performed prior to initiating lopinavir and ritonavir therapy and at periodic intervals - and efavirenz. tipranavir daily) coadministered with ritonavir (200 mg concomitantly.
29 Pediatric Patients 8.4 Geriatric Use during the(apy. Lipid dlgorderslshouh‘j be n')ana.ged aslclinically appropriate, taking into account Myalgia 1% 1% 2% 0% 0% 3 Includes clinical laboratory data from patients receiving 400 mg/100 mg twice daily (n = 36) or 400 mg/ twice daily). i
3 DOSAGE FORMS AND STRENGTHS 8.5 Hepatic Impairment i}sﬂgepgéir;ﬁzlnddlr‘ggt;drug(;r}tere:;;t[l)ons \Im}h Io;;[naw;ansg]ntonavir and HMG-CoA reductase inhibitors Nervous System 233 nn(;s-twlce daily (n = 34) for 144 weeks. Patients received lopinavir and ritonavir in combination with NRTIs HIV CCRS 1 - c Entdothehq receptor | 1 bosentan Coadministration of bosentan in patients on
ions (4) and Drug Interactions (7.3)]. b irapine. - maraviroc oncurrent administration of maraviroc with antagonists: lopinavir and ritonavir:
4 CONTRAINDICATIONS :10 g::::::,SAGE 510 Patients with Hemophi :'s‘;’d:’s - 4 Criterion for Study 802 was > 5 x ULN (AST/ALT). antagonist: Maraviroc lopinavir and ritonavir will increase plasma levels bosentan In patients who have been receiving lopinavir
TION . eadache 9 39 o ; o ; ! .
5 WARNINGS AND PRECAUTIONS Increased bleeding, including spontaneous skin hematomas and hemarthrosis have been reported - - u 2 <% il iatri i ini ; (3):1 ﬂ:graVIrch 1V\5”(;en coqdmm@tered, pat|.ents and ritonavir for at I_east 10 days, start bosentan

5.1 Drug Interactions-CYP3A Enzyme Inhibition 12 CLINICAL PHARMAGOLOGY in patients with hemophilia type A and B treated with protease inhibitors. In some patients Paresthesia 0% 1% 2 0% 0% 6.2- Pediatrc Patients - Clinical Tials Experience Fo?uf éﬁcelvg tail mg twie daly of mavaioc. at 62.5 mg once daily or every other day based

5.2 Pancreatitis }g; Ig/l:ohamsm of Action additional factor VIII was given. In more than half of the reported cases, treatment with protease Psychiatric Lopinavir and ritonavir oral solution dosed up to 300/75 mg/m? has been studied in 100 pediatric infom?ati;nrforesa(;ls Stee® Complelte presering upon indvidual toferabilly

53 Hepatotoxicity . b M_afm%COK'ﬂe“CS inhibitors was continued or reintroduced. A causal relationship between protease inhibitor therapy Disorders patients 6 months to 12 years of age. The adverse reaction profile seen during Study 940 was zeniry® (maravirac). Coadministration of lopinavir and ritonavir_in

gg Es?etes Mellitus/Hyperglycemia 4 Microbiology and these events has not been established. Depression ™ - similar to that for adult patients. Other Agents atients on bosentan:

) nterval Prolongation 13 NONCLINICAL TOXICOLOGY o b 3% <1% 0% Dysgeusia (22%), vomiting (21%) and diarrhea (12%) were the m i isconti
] . . 22%), I ost common adverse reactions - e . - - N - Discontinue use of bosentan at least 36 hours

56 QT Interval Prolongation 131 Carcnogenssis, Mutagencsis Impairment o Frt 5.11 Resistance/Cross-resistance Insomnia 0% % % o " of any severity reported in pediatric patients treated with combination therapy for up to 48 weeks Antiarrhythmics: | # antiarchythmics | Caution  is  warranted = and therapeutic prior to initiation of lopinavir and ritonavir,

5.7 Immune Reconstitution Syndrome ’ ’ y Because }he p.otennal for HIV cross-resistance among protease inhibitors has not been fully - ° <% in Study 940. A total of eight patients experienced adverse reactions of moderate to severe avm|od.arone, beprid, concentration - monitoring (if available) is Aft | i it

5.8 Fat Redistribution 14 CLINICAL STUDIES ) ) ) explored in lopinavir and ritonavir-treated patients, it is unknown what effect therapy with lopinavir Skin and intensity. The adverse reactions meeting these criteria and reported for the eight subjects incl dr- lidocaine (systemi) recommended  for antiarriytimics _ when ' it orau esume dosetan o 25

5.9 Lipid Elevations 14.1 Patients without Prior Antiretroviral Therapy and ritonavir will have on the activity of subsequently administered protease inhibitors [see Clini Subcutaneous hypersensitivity (characterized jaundi o il ction and quinidine coadministered with lopinavir and ritonavi opinavir and ritonavir, resume bosentan at 62.5

510 Patients with Hemophilia 142 Patients with Prior Antiretroviral Therapy Pharmacology (12.4)] p [ inical Tissue Disorders hzg f | y ( i by fever, Iralsh and jaundice), pyrexia, viral infection, constipation, p! avir. mg once daily or every other day based upon

: € 1 : ! | -4)1- atomegaly, pancreatitis, vomiting, alanine aminotransferase increased, dry skin, rash and Anticancer Agents: i i i indivi ili
5.11 Resistance/Cross-resistance 14.3 Other Studies Supporting Approval Rash P dysgeusia. Rash h ) ’ , Kin, \nticancer Agents: 1 anticancer agents | Concentrations of these drugs may be increased individual tolerability.
c h 1% 29, 0% 0% ysgeusia. Rash was the only event of those listed that occurred in two or more subjects (n = 3). isti ; . P : h
14.4 Pediatric Studies 6  ADVERSE REACTIONS ° o o L ] ) vincristine when coadminstered with lopinavir and rit
6  ADVERSE REACTIONS ! v Lopinavir and ritonavir oral solution and soft gelatin capsules dosed at higher vinblastine i it op ritonavir HMG-CoA Reductase | 1 atorvastatin Use lowest possi i

6.1 Adults - Clinical Trials Experience 16 HOW SUPPLIED/STORAGE AND HANDLING The following adverse reactions are discussed in greater detail in other sections of the labeling. D?:;,u(;::s doses including 400/100 mg/m* (without concomitpam NNRTI) and|g480}'11gg rfﬁgme?ﬁﬁﬁ nilotinibI L?,Zf]ﬂnﬂsﬂ]aﬁheassogimt'a:, fo_r”:ntcr:eased adverse Inhibitors: 1 rosuvastatin rosuvastatin Vegﬁsclglrzfu(mgni%riantgr\gsggggidg:

6.2 Pediatrc Patients - Giinical Trials Experience 161 Lopinavir and Ritonavir Tablets, 200 mg/50 mg « PR Interval Prolongation, QT Interval Prolongation [see Warnings and Precautions (5.5, 5.6)] , concomitant NNRTI) have been studied in 26 pediatric patients 7 to 18 years of age in Study dasatinib agents y associated with these anticancer atorvastatin other HMG-CoA reductase inhibitors such as

63 Post Marketing Experience 162 Lopinavir and Ritonavir Tablets. 100 mg/25 mg « Drug Iteractions see Warnings and Precautions (5.1)] Hypertension 0% 0% 2% 0% 0% 1038. Patients lso had saquinavir mesylate added to their regimen at Week 4. Rash (12%), - . rosuvastatin pravastatin or fluvastatin in combination with

7 DRUG INTERACTIONS 17 PATIENT COUNSELING INFORMATION + Pancreatitis [see Warnings and Precautions (5.2)] 1 Includes adverse reactions of possible or probabe relationshi blood cholesterol abnormal (12%) and blood triglycerides abnormal (12%) were the only adverse For vincristine and vinblastine, consideration lopinavir and ritonavir.

7.1 Potential for Lopinavir and Ritonavir to Affect Other Drugs « Hepatotoxicity [see Warnings and Precautions (5.3)] 2 Includes ad 1 of Possile o probable relaionship o sudy ang. - reactions reported in greater than 10% of subjects. Adverse drug reactions of moderate to severe should be given to temporarily withholding the

7.2 Potential for Other Drugs to Affect Lopinavir *Sections or subsections omitted from the full I ) _ Beca linical trial oS (9.9)] N 133um ;st v:iczegs;‘ riﬁcljogg)d?;? é;um plzll\egls_ receiving 400 mg/100 mg twice daily (n = 29) or 533 mg/ intensity occurring in two or more subjects included rash (n = 3), blood triglycerides abnormal ritonavir-containing  antiretroviral - regimen in Immunosuppressants: | 1 immunosuppressants | Therapeutic ~ concentration ~ monitoring  is

7.3 Established and Other Potentially Significant Drug Interactions romhe fullprescribing information are notfsted obse:]\?:d?r:ntﬁs clirr:?czl ?;ﬁalgoonfd:gtrz(é ganr?sgtml;ley Vﬁfymg condétlpns, adverse reactions rates and efavirenz e ek Pt feceie lpmayi ang fianar i comonatn vifh N (rt]idz't3)’ ?nd B e st e O orgeton g D omtestml S afects when. ooty o recommended for immunosuppressant agents

; . _ irectly ¢ i inical tri ) i isposi iti iti i cati intesti i inavi i i ini ; o
7.4 Drugs with No Observed or Predicted Interactions with Lopinavir and Ritonavir another drug and may not reflect the rates observed in p);ac?irggare o retes I thecineat il o 8 l"d”dgs adverse reaction data from patients receiving 400 mg/100 mg twice daily (n = 36) or 400 mg/200 mg Srer:;?sqizgpéz(rjtlisiggzlgr?oﬁfnna?ilttifsns sl as lectobe abnormaltes, concomiant medietions or %ng‘s/ti:m?;esggﬁ:if?ilgteerzge%z"\znmf:ﬁglnav'ltrfi o e Wtheﬂ i coadmnitersd i opnar end
' twice daily (n = 34) for 144 weeks. Patients received lopinavir and ritonavir in combination with NRTIs and : ) Y : N wi fitonavir.
FULL PRESCRIBING INFORMATION 3 DOSAGEFO 61 Adults - Clinical Trials Experi nevirapine. Laboratory Abnormalities: The percentages of pediatric patients treated with combination the vincristine or vinblastine. If the antiretroviral
RMS AND STRENGTHS al Trials Experience Definitions: . . including iopinavir and ritonavir wi o rapy i i Inhaled Steroid: i i i i
E FO \D STR X riais ence o _ s: NVP = Nevirapine; NRTI = Nucleoside Reverse Transcriptase Inhibitors: NNRTI = Non- ) including lopinavir and ritonavir with Grade 3-4 laboratory abnormalities are presented in Table 8. regimen must be withheld for a prolonged roid: 1 fluticasone Concomitant use of fluticasone propionate and
lopin;y:lcz.rl.?"s ANItJ ll]"ls:\GE indicated  Lopinavir and Ritonavir Tablets, 200 mg/50 mg ggﬁeﬁef,{ é)“rl?lfélael torfiallc;pmawr and ritonavir in adults is primarily based on 1,964 HIV-1 infected Reverse Transcriptase Inhibitors ’ hhors on-nucleosioe P 8 period, consideration should be given to fluticasone lopinavir and ritonavir may increa?se plasma
and ritonavir tablets are indicated in combination with other antiretroviral agents for the Light yellow to yellow colored, film-coated ovaloid tablets, debossed with “M124” ' Table 8. Grade 3-4 Lab iti in = 2% Pediatric Patients i initiating a revised regimen that d tincl concentrat f i i
e : ) , , on ) . ) ) . oratory Abnormalities Reported in = 2% Pediat g at does not include rations  of fluticasone  propionate,
treatlfnent of HIV-1 infection. one side and plain on other side, providing 200 mg of lopinavir and 50 mg of ritonavir. lssemysﬁnczmg‘yonhagvizze_ re_adctlon w?sd_dla[]rhea,fwmch was generally of mild to moderate Less Common Adverse Reactions: Treatment-emergent ad ti p — AR 2 CroakorPap bt o aione Syt contsoutrgld shocs
The following points shoul i initiati ; o : . . inavi " " ’ - \ incidence of diarrhea of any severity during 48 d -emer adverse reactions occurring in less than Variahl imi P " : ) i i i i
el g points should be considered when initiating therapy with lopinavir and ritonavir Lppmawr and Ritonavir Tablets, 190 mg/25 mg . was 60% in patients receiving lopinavir and ritonavir tgblets onyce dailg com";g?gg fof ;@if% 2% of adult patients receiving lopinavir and ritonavir in the clinical trials supponinggapproval and ariable Hmit ‘wli.:gll;la.\lllra;(.ianuna;nr A decregse on the dosagc_e or an adjustment of ict:)cr;ﬁg?;;atuérllss.hiiys‘;en:cngoor::]coster?d edffects
« The use of other active agents with lopinavi o _ _ _ Light Yellow to yellow colored, film-coated, round biconvex, tablets, debossed with patients receiving lopinavir and ritonavir tablets twice daily. More patients receiving lopinavir of at least moderate intensity are listed below by system organ class. - - aily + RTls (n = 100) the dosing interval of nilotinib and dasatinib suppression ha egb gl ed and_adrenzl
of ive agents with lopinavir and ritonavir tablets is associated with a M172” on one side and plain on other side, providing 100 mg of lopinavir and 25 mg of and ritonavir tablets once daily (14, 4.2%) had ongoing diarrhea at the time of discontinuati Blood i ? i ; Chemistry High may be necessary for patients - requiring e ave heon reported during post.
grate lkelihood of treament esponse see Cinical Pharmacology (12.4) and Cnial ritonavir 25 compared to patients receiving Iopinavir and ftonair tablts wice daily (6, 1.8%). I study o0d and Lymphatc System Disorders: Anerni, leukopenia, bmphadenopathy and spleromegaly Sodium 149 mEg/L coadministration with strong CYPSA inhibitors e e ane
, 1.07%). . . . . . e 0, . N N K i i ini :

.G . /tes .(14)]' h ) ) ) i 4 CONTRAINDICAT 730, discontinuations due to any adverse reaction were 4.8% in patients receiving Iopinaviyr Cardiac Disorders: Angina pectoris, atrial fibrillation, atrioventricular block, myocardial infarction, — > 149 mEq 3% such as lopinavir and ritonavir. Please refer :]rgal;zdn;;'“tgagla?;'vlzv athv'”'Ster?d fluticasone
'0(:’?'?a¥’§)rlca'?‘; ?itg2gr/)i/rpI?ag?estt;ng[szgdg;ng:ft;n/?r;t hISt?ry Sh;’g”'; guide the use of . Lopinayi dON§ , o ) . _ and ritonavir tablets once daily as compared to 3% in patients receiving lopinavir and ritonavir palpitation and tricuspid valve incompetence. Total Bilirubin >3xULN 3% ‘tof thet_ ”"?"”'b and  dasatinib  prescribing progionate' and Iopiln:/i:a;ﬁg ri(ionalf\lllijr“cizsonﬁ
baseline lopinavir resistance.associated SUbstitmi&ﬂgagg&%}; tﬁe 'viﬁé'lo;?: rg:;glr);re g dgﬂgz\g[rratzz cliré'(iggﬁ;”si;?fliect:nt a;f;pecrontra_ltqd_ltcat(ed mt p_a'uentsd with  previously Eglrzt:ytvv\c;: gng/y iInn :t#dytSOZ, the '”CI'de."CE.Of d|darrhea of any severity during 48 weeks of Ear and Labyrinth Disorders: Hyperacusis, tinnitus and vertigo. SGOT/AST >180 U/L 8% information for dosing instructions. recommended unless the potential benefi

POTH d A e sensitivity (e.0., toxic epidermal necrolysis, ) S o in patients receiving lopinavir and ritonavir tablets once daily compared to i X - - Anticoagulant: i i ; i i ; ;

. lgpma;lr-ﬁnd ritonavir tablets [see Cinical Pharmacology (12.4)]. S}EVens-Johnson Syndrome, erythema multiforme) to any of its ingredients, including ~ 39% in patients receiving lopinavir and ritonavir tablets twice daily. Moderate or severe drug- Endocrine Disorders: Cushing's syndrome and hypothyroidism. SGPTALT >215 Ui 7% Wartarn ?&Zﬁ??ﬁLanté"e%stﬁ;“YK.ﬁ'&é?ﬁit.%iZf 'ﬁﬁﬁﬁn”'.-" g E%élzsggizgts&itﬁﬂs fhe ek ol systemie
; :gizlriil gae:iderﬂsmstratlon of lopinavir and ritonavir tablets is not recommended for any gozr;av{’-_ sation of oo § geslactg% :;’c:gjhfg 1010‘;uirrr]egaltne r:é% of_p_atlelnts_ rec_elvmg lopinavir and ritonavir tablets once daily Eye Disorders: Eye disorder and visual disturbance. Total Cholesterol > 300 mg/dL 3% ratio) be monitored allze .

) : ministration of lopinavir and ritonavir is contraindicated with drugs that are highl e o ients receiving lopinavir and ritonavir tablets twice daily. At the time of intestinal Di . PR L ) : Long-acting beta- inistrati
dependent on CYP3A for clearance and for which eleva 9 © Mighy discontinuation, 19 (6.3%) patients receiving lopinavir and ritonavir tablets once dail i Gastrointestinal Disorders: Abdominal discomfort, abdominal distension, abdomen pain lower, Amylase >25xULN 7%?2 Anticonvulsants: lopinavir inavi itonavi : ot | 1 eameterel Concurrent administration of salmeterol and
2 DOSAGE AND ADMINISTRATION assciated with seri Sor o throaten ted plasma concentrations are diarrhea, as compared to 11 (3.7%) patient ving lopinavir and rit y had ongoing constipation, duodenitis, dry mouth, enteritis, enterocolitis, enterocolitis hemorrhagic, eructation h b e Lopinavir and ronavir may be less effectve due adrenoceptor agonist lopinavir and ritonavir is not recommended

L serious and/or life i ) Ao S receiving lopinavi i i i i S N ' ’ ’ ) s ) i carbamazepine, f inavi : f oo A o
Lopinauir and rifonavi tablets may be {aken with or without food. The tablets should be swallowed , Sssooiated i serious and threatening reactions. _ . Discontinuations due to any adverse reaction occurredgin 2 39, :)fanatignzgar‘géetisﬁjetf tv.”'ce.da”{j' esophagitis, fecal incontinence, gastric disorder, gastric ulcer, gastritis, gastroesophageal reflux Chemistry Low phenobarbi['ilalre | phenytoin to decreased lopinavir plasma concentrations in salmeterol The combination may result in increased risk

hole and not ch nistration o opmawan_d rlt_onawr is contraindicated with potent CYP3A inducers ! h , n o € -3% of patients | g lopinavir an disease. hemorrhoids ; " ; e Sodium " A ) patients taking these agents concomitantly and of cardiovascular adverse events associated
whole and not chewed, broken or crushed. where significantly reduced lopinavir plasma concentrations may be associated with the ritonavir tablets once daily compared to 7% in patients receiving lopinavir and ritonavir tablets discomfort and » mouth ulceration, pancreatitis, periodontitis, rectal hemorrhage, stomach <130 mEqL 8% phenytoin should be used with caution with salmeterol, including QT prolongati y
2.1 Adult Patients potential for loss of virologi ' ; ; twice daily. In study 863, discontinuations of randomized therapy due to ad i iscomfort and stomatitis. Hematol o ) ) rol, Inciuding prolongation,

atier gic response and possible resistance and cross-resistance. i lopinavi b ndomized therapy dus to adverse reactions were ) ematology Low Lopinavir and  ritonavi alpitations and si i

« Lopinavir and ritonavir tablets 400 mg/100 mg (given as two 200 mg/50 mg tablts) These drugs are listed in Table 3. 3.4% in lopinavir and monavw—treated and 3.7% in nelfinavir-treated patients. General Disorders and Administration Site Conditions: Chest pain, cyst, drug interaction, edema, Platelet Count 9 adfﬂinistered Oncen (?Qiiawrin zg‘r)#tl)?n t.”Ot ?ﬁ palpitati nd sinus tachycardia.
twice daily. Ifeilfzentiﬁmerg%m Ctlllnica:]adverse reactions of moderate or severe intensity in = 2% of patients edema peripheral, face edema, fatigue, hypertrophy and malaise. ’ ' o <SOx 10 ail carhamazepine phenobayrbital or phen?,tlgiT] " Narcotic Analgesic: | | methadone Dosage of methadone may need to be increased

« Lopinavi ] ] , Table 3. Drugs Tha - . - . . reated with combination therapy for up to 48 weeks (Studies 863 and 730) and f il i . i . ) - ) Neutrophils 0.40 x 109 " R . methadone* . : A

np ir and ritonavir tablets 800 mg/200 mg (given as four 200 mg/50 mg tablets) gs That Are Contraindicated With Lopinavir and Ritonavir weeks (Study 720) are presented in Table 4 treatmen(t-na'[ve ity and) and for up to 360 Hepatobiliary Disorders: Cholangitis, cholecystitis, cytolytic hepatitis, hepatic steatosis, hepatitis, i <040 x10°L Z%h In addition, coadministration of phenytoin and fent 1 fentanyl when coadministered  with  lopinavir  and
once daily in patients with less than three lopinavir resistance-associated substitutions - i patients); and for up 10 48 weeks hepatomegaly, jaundice and liver tenderness 1 ULN = upper limit of lopinavir and ritonavi entanyt ritonavir.
Once daily administration of lopinavir and ritonavir tablets i ' Drug Class Drugs Within Clinical comments: (Studies 838 and 802), 84 weeks (Study 957) and 144 weeks (Study 765) in Table 5 (protease ‘ : = upper it of the ormal fange. lopinavir and fitonavir may cause decréases ¢ i

; / ¢ onavir tablets is not recommended for adult Class That are inhibitor-experienced patients). Immune System Disorders: Drug hypersensitivity, hype itivity and i - 2 Subjects with Grade 3-4 amylase confirmed by elevations in pancreatic amylase. in steady-state phenytoin  concentrations. Concentrations of fentanyl are expected to
patients with three or more of the following lopinavir resistance-associated substitutions: L10F/ Contraindicat synd . Mypersensitivity and immune reconstitution Phenytoin levels should be monitored when increase. Careful monitoring of = therapeutic
VRN, K20M/N/R, L241, L33F, M36I, 147V, G4V, I54L/T/V, VB2A/GIF/SIT and 184V [see Clinical vanltraihdcated ynrome: . . coadministering with lopinavir and ritonavi and adverse effects (including potentially fatal
Pharmacology (12.4)]. wi Rliill:]'::‘)’ilrf and Table 4. Percentage of Adult Patients with Selected Treatment-Emergent’ Ad Reacti Inf and | jons: Bacterial infection, bronchopneumonia, cellulitis, folliculitis, furuncle 6.3 PostMarketing Experionce : . : - respiratory depression) in recommended when
Lopinavir and ritonavir tablets should not be administered once daily in combination with Alph - —— : of Moderate or Severe Intensity Reported in = 2% of Adult Antiretroviral-Naive Patients gastroenterits, influenza, ofitis media, perineal abscess, pharyngitis, rhinitis, sialoadenitis The following adverse reactions have been reported during post-marketing use of lopinavir and Antidepressan: 4 bupropion Concurrent administration of bupropion with fentanyl is concomitantly administered with
carbamazepine, phenobarbital or phenoytoin [see Drug Interactions (7.0)]. ’ pAd?’enoreCeptor Alfuzosin Pme"“a'l'ty. mhcreased alfuzosin_concentrations Sty 563 T ST sinusitis and viral infection. ’ rm:navnr._Elecauselthese reactions are reported voluntarily from a population of unknown size, it is bupropion | active metabolite, | lopinavir and ritonavir may decrease plasma lopinavir and ritonavir.

i  Efavi . . o . 3 ( can result in hypotension. udy udy 7. o ) _ not possible to reliably estimate their frequency or establish a causal relationship to lopinavi i levels of both bupropion and its active metaboli
?g?)":I;g’[')trt{gel;?ggcfifjr\ge(;zé)ﬂ;eV/rap/ne, Amprenavir or Nelfinavir: [See Clinical Pharmacology antagonist (48 Weeks) (360 Weeks) (48 Weeks) Investigations: Drug level increased, glucose tolerance decreased and weight increased. ritonavir exposure. p o lopiavirand nydroxoupropion (hydroxybupmpi’z))n)’.] Patients receiving IOpinoall\llti? PDES inhibitors: 1 sildenafil Particular caution should be used when
Lopinavir and ritonavir tablets should not be administered as a once daily regimen in combination Antimycobacterial | Rifampin May lead to loss of virologic response and Lopinavir | Nelfinavir | Lopinavir | Lopinavir | Lopinavir hMetab-OIlsm and Nutrition Disorders: Decreased appetite, dehydration, diabetes mellitus, Body as a Whole: Redistribution/accumulation of body fat has been reported [see Warnings and and ritonavir and bupropion concurrently should sildenaf, 1 tadalafil prescribing - sildenafil,  tadalafil or vardenafil
with efavirenz, nevirapine, amprenavir or nelfinavi. possible resistance to lopinavir and ritonavir and 750 mg and and and ypovitaminosis, increased appetite, lactic acidosis, lipomatosis and obesity. Precautions (5.8)]. be monitored for an adequat clinical response tadglafll,fll 1 vardenafi o patients receiing. lopinavi and. ritonay
5 : : or to the class of protease inhibitors or other Ritonavir | three times | Ritonavir Ritonavir | Ritonavi Musculosk ive Ti i . i ' Cardiovascular: Bradyarrhythmias. First- i to bupropion. vardenal Coadministration of lopinavi itonavi
. Ad . I I ne _ : : itonavir usculoskeletal and Connective Tissue Disorders: Arthralgia, arthropat! r: Bradyarrhythmias. First-degree AV block, second-degree AV block, third-d 0 on of lopinavir and ritonavir
ose increase is recommended for all patients who use lopinavir and ritonavir tablets. coadministered antiretroviral agents [see Drug 400 mg/ daily + twice daily? | 800 mg/ 400 mg/ weakness, osteoarthritis, ost i ini - ropathy, back pain, muscular AV block, QTc interval prolongation, Torsades (torsade) de point . Warni egree - - - - with these drugs is expected to substantiall
The recommended dose of lopinavir and ritonavir tablets is 500 mg/125 mg (such as Interactions (7)] 100 mg 44T +3TC | +d4T +3TC 200 mg 100 mgg Y it osteonecrosis and pain In extremity. (5:5,5.6)] poines [oee Warnings and Precautions noone 1 tezodone Concomitant use of trazodona and  leplnavir increase their concentrations and may result n
two 200 mg/50 mg tablets and one 100 mg/25 mg tablet) twi il i inati — - " - - i p . . . Neoplasms Beni i ified (i - Reni : T trazodone and ritonavi i i ; . g sultin
Vit efavirenz, nevirapine, amprenavir or nelf?navir g tablet) twice daily in combination Ergot Derivatives Elhydro&}rgotamme, Eotennal for acute ergot toxicity characterized “"d':: fg'T"(’:" (n=327) | (n=100) 0{'[‘;: daF“Tyc+ twice daily + “porﬁr’]az’gg neeg;;?:é n’]‘”"‘/’g"a”f and Unspecified (incl Cysts and Polyps): Benign neoplasm of skin, Skin and Appendages: Toxic epidermal necrolysis (TEN), Stevens-Johnson Syndrome and of trarzlodnoar‘lltler &iyersénc::gzgoncsonocfe n:]r:Lt::enas ) Ir;crease "|1 EDEs inhibitor associated adverse
e ' : rgonovine, y peripheral vasospasm and ischemia of the + TDF + FTC ) erythema multiforme. izzi y i X reactions including hypotension, syncope, visual
2.2 Pediatric Patients : Py N - . . dizziness, hypotension and s h - ’
re Fatien B ergotamine, extremities and other tissues. (n = 326) (n=333) (n=331) Nervous System Disorders: Ageusia, amnesia, ataxia, balance disorder, cerebral infarction i | yncope - have changes and prolonged erection.
Lopinavir and ritonavir tablets should not be administered once daily in pediatric patients < 18 methylergonovine Endocrine convulsion, dizziness, dysgeusia, dyskinesia, encephalopathy, extrapyramidal disorder, fac , e e o Use of PDES inhibitors for pul i
years of age. ot m—— . " on, dizzine 2phalopathy, extrapy isorder, facial palsy, 7 DRUG INTERACTIONS trazodone and ritonavir. If trazodone is used - pulmonary arterial
Healthcare. professionals should pay special attention t e calcul GI motility agent Cisapride Potential for cardiac arrhythmias. Disorders hypertonia, migraine, neuropathy, neuropathy peripheral, somnolence and tremor. See also Contraindications (4), Warnings and Precautions (5.1), CI with a CYP3A4 inhibitor such as ritonavir. the hypertension (PAH): Sildenafil (Revatio®) is
ion to accurate i : - : it ) - g / recautions (5. ini o 4 indi
lopinavir and ritonavir tablets, transcription of the medication (;Irrder g:lsic)lejr?st:ﬁrg] iﬁffotrrllsatci‘gnsear?(j Herbal Products St Johns wort May lead to loss of virologic response and Hypogonadism 0% 0% 2% 0% 0% Psychiatric Disorders: Abnormal dreams, affect lability, agitation, anxiety, apathy, confusional 7.1 Potential for Lopinavi i . i o (1) Sl Pamacalogy (123 combination should be used with caution and a Colntralndlcat:d 'Wlhr?n ety oo f
dosing instructions to minimize the risk for medication errors, overdose, [see Overdosage (10)] :)fé{?;rgﬁm) FoofrflblT ressftancte to qu;]ngwr and ritonavir or Gastrointastinal state, disorientation, mood swings, nervousness and thinking abnormal. L(.)pinav' :r:](lja .tor opinavie ahqg_r“u?zv\;;;‘\"w Other Drugs lower dose of trazodone should be considered. E:ff:n::;rg,fficficg dgseegsgig?é(z?:g}:tzﬁw?g
andu . § X e class of protease inhibitors. @ ) ) ) ] N o ‘ ) ir and ritonavir is an inhibitor o and may increase plasma concentration i-infective: : : . h i ; e
Prescrr]iltj)eerrgozz Id_calculate_th i " L HMG-CoA Reductase | Lovastatin, Potential for myopathy including Disorders aHtf:c?:mzﬁtd aﬁgnafy Désordsrs. Hematuria, nephritis,  nephrolithiasis, renal disorder, urine that are primarily metabolized by CYP3A. Agents that are extensi[\)/ely meabolzed l;y ngffeanrfs Antiinfective: 1 clarithromycin For patients with renal impairment, the following when used with lopinavir and ritonavir [see
T childogjasegaofmubzz it e_a&nrgonatebdose of lopinavir and ritonavir tablets for each Inhibitors simvastatin rhabdomyolysis. Diarrhea 16% 17% 28% 17% 15% y and urine odor abnormal. have high first-pass metabolism appear to be the most susceptible to large increases in  AUC clarithromycin dosage adjustments shold be considered: Contraindications (4)).
recommended adult dose - or hody surface area (BSA) and should nof exceed the PDE5 enzyme Sildenafil’ (Revatio®) | A safe and effective dose has not b Nausea 7% % 5 " Reproductive System and Breast Disorders: Breast enlargement, ejaculation disorder, erectile (> 3-fold) when coadministered with lopinavir and ritonavir. Thus, coadministration of lopinavir + For patients with CLes 30 to 60 mL/min the The following dose  adjustments are
man be calculated as foll inhibitor when used for established when used with |0pina?/ir §§3 . 5% 16% % 5% dysfunction, gynecomastia and menorrhagia. and ritonavir with drugs highly dependent on CYP3A for clearance and for which elevated plasma dose of clarithromycin should be reduced by recommended for use of tadalafil (Adcirca™)
ulated as follows: i iti . . o con i i i i i i ; i %. ith lopinavi itonavir:
thel treatment of ritonavir. There is an increased potential for Vomiting 2% 2% 6% 3% 4% Respiratory, Thoracic and Mediastinal Disorders: Asthma, cough, dyspnea and pulmonary edema Coa?ﬁ?r?itr:?;?;t?o: r?/vi?rfsgtcr:aetre%%gl\ Sseurllnosﬁrsatgrs]dir(]);yllfr%qtﬂ;eeat:néggsee;znitrf ctontrawgg%gtedi M ggr/upaiients with CLcg < 30 mL/min the dose glthdlopmawrand flonavi
. ulmonary arteri i il- i i i i i ; ) A ’ L h justment or additiona ] CR oadministration of A i i
BSA (m?) =[ Ht (cm) x Wt (Kg) Eyperten?ilon e i:lsduzrllaglbﬁzsromceﬁtt?ss a?'\;%rgénz\i,gﬂts |rno(igjnd|gg Abdominal Pain 4% 3% 1% 1% 1% Skin arzdl Subcqtaljeous T/ss.ug Disorders: Acne, alopecia, dermatitis acneiform, dermatitis allergic, monitoring as shown in Table 9. of clarithromycin should be decreased by M@ DCIRCA in_patients on
3600 erection, and syncope [see Drug /n’;eracﬁ(gms Dyspepsia 2% <1% 6% 0% 0% d:SfrF]ﬂanns e|>§fo|‘|jat|vehdry sklm, eczema, hyperhidrosis, idiopathic capillaritis, nail disorder, pruritis, Additionally, lopinavir and ritonavir induces glucuronidation. N 75%. In patients receiving lopinavir and ritonavir for
o ) ' rash generalized, rash maculo- in di i i 0 stri . i i i
The lopinavir and ritonavir tablet dose can be calculated based on weight or BSA: (7)1 Flatulence 29 1% 4% 1% % skin Elcer o Swgmng f:cc: 0-papular, seborrhea, skin discoloration, skin hypertrophy, skin striae, 7.2 Potential for Other Drugs to Affect Lopinavir re?]alli?ssct?g:]uisstrr?:géslg:ypauents vith normal at least one week, start ADCIRCA at 20 mg once
Based on Weight: Patient Weight (kg) x Prescribed lopinavir dose (mg/kg) = Administ - — General . ’ ) ) ) Lopinavir and ritonavir is a CYP3A substrate; therefore, drugs that induce CYP3A may decrease N - daily. Increase to 40 mg once daily based upon
lopinavir dose (mg) (mg/kg) ered Neuroleptc Pimozide Potental for cardias arthythas. General \ll/;ic:fdrvg/ssc%rlﬁ«iesrs: Deep vein thrombosis, orthostatic hypotension, thrombophlebitis, varicose Iopinet)vir plasma concentrations and reduce lopinavir and ritonavir's therapeutic effeet Although ﬁ:t“f“"ga'si . 1 ketoconazole High doses of ketoconazole (> 200 mg/ individual tolerability.
Based on BSA: Patient BSA (m?) x Prescribed lopinavir dose (ma/m?) = Admini - Sedative/Hypnotics | Triazolam; orally Prolonged or increased sedation or respirator Administration . not observed in the lopinavir and ritonavir/ketoconazole drug interaction study, coadministration Ketoconazole”, 1 itraconazole day) or itraconazole (> 200 mg/day) are not Coadministration of lopinavir and ritonavir in
dose (mg) (m?) P (mg/m?) = Administered lopinavir administered depression. piratory Site Conditions Laboratory Abnormalities: The percentages of adult patients treated with combination therapy with of lopinavir and ritonavir and other drugs that inhibit GYPSA may increase lopinavir plasma itraconazole, | voriconazole recommended. atients on ADGIRCA:
Before prescribing lopinavir and ritonavir 100 mg/25 mg tablets, children should be assessed for - midazolam’ Asthenia 4% 3% 9% 9 S Grade 3-4 laboratory abnormalities are presented in Table 6 (treatment-naive patients) and Table 7 concentrations. voriconazole Coadministration of voriconazole with lopinavir Avoid use of ADCIRCA during the initiation of
the ability to swallow intact tablets. If a child is unable to reliably swallow a lopinavir and ritonavir *See Drug nteractions (7 o coadminsratonof sdeafl npatient ith retle dysfncion. - ° o <1% <1% (treatment-experienced patients). 7.3 Established and Other Potentially Significant Drug Interactions and ritonavir has not been studied. However, lopinavir and ritonavir. Stop ADCIRCA at least
tablet, the lopinavir and rif0navir oral solution formulation should be prescribed. See Drug Interactions (7), Table 9 for p y ed midazolam. :::Z:::;?:nzsmd Table 9 provides a listing of established or potentially clinically significant drug interactions. 2f Yorsons lbeen_ 100 e o e e
6 Months to 18 Years: Without Concomitant Efavirenz, Nevirapine, Amprenavir or Neffinavir: Table Table 6. Grade 3-4 Lahoratory Abnormalities Reported in = 2% of Adult Antiretroviral-Naive Altgration in dose or regimen may be recommended based on drug interaction studies or predicted 12 v%monazfje s vocomzole. sadt, o o s ot roaume ADCIRGA
1 provides the dosing recommendations for pediatric patients 6 months to 18 years of age based 5  WARNINGS AND PRECAUTIONS Bronchitis 0% 0% 2% 0% <1% Patients interaction [see Clinical Pharmacology (12.3) for magnitude of interaction]. ours decreased voriconazole steady- of lopinavir and ritonavir, resume ADCIRCA at
on body weight or body surface area for lopinavir and ritonavir tablets. 5.1 Drug Interactions-CYP3A Enzyme Inhibitio Investigations Statg ALIC by an average of 39%; therefore, 20 g once dally. Increase to 40 mg once dally
ttor . : i _ n ) coadministration of lopinavir and ritonavir based upon individual tolerabilit

Table 1. Pediatric Dosing Recommendations for Patients 6 Months to 18 Years of A inavi i ir i inhib itiati i navi Study 863 Study 720 Study 7 Table 9. Established and Other Potenti ignifi i ) } -

; ge Based Lopinavir and ritonavir is a CYP3A inhibitor. Init itonavir i i y udy 730 shed and Other Potentially Significant Drug Interactions and voriconazole . ; .
on Body Weight or Body Surface Area for Lopinavir and Ritonavir Tablets without Concomitant patients receiving medications metabolized rby E)%Ig/g ere?:]rirt]izrt]itn;”xemmﬁ)vr:; ar?lgt;ggpavér t;n Welgt Dacreased 1% <1% 2% 0% <1% (48 Weeks) (360 (48 Weeks) voriconazole concer?;r?tiorzzsilrt]d |rt1hedecorgans:.ﬂe; Us.e of PDES innibiors for erectle dysfunction:
Efavirenz, Nevirapine, Amprenavir or Nefinavir CYP3A in patients already maintained on lopinavir and ritonavir may result in increased I;fasmg Metabolism Weeks) Concomitant Drug Effect on Clinical Comment for decreased voriconazole effectiven§ss and g Is recommended not to exceed the following

. : : i ! L : iti - Class: ; ' oses:

Body Weight (kg) Body Surface Area Recommended number of ﬁ?:(;;izg:irg::gncsanmregmc?;nIitr?grtearsn:(?I%itl?lcgl.on'-lglgge{h plasm?t{ COncel;mamnsffOf concom|.tant g?:‘]’:;‘::lstmn Variable Hmit Lopinavir | Nelfinavir | Lop Lopinavir | Lop oo tane 5;][';:?'::};:2’ f::léld lﬁ/ avlsltdegﬁ unlf_ss b _afé_‘»SESSmem o * Sildenafil: 25 mg every 48 h

(m?)* 100 mg/25 mg Tablets Twice Dail | i ( erapeutic or adverse effects, potentially and 750 m and and ¢ benefit/risk to the patient justifies the use of - ours
151025 =06t0<0.9 - 2 - 'ffﬁs'.”dgeﬁgdsivneéf e U i Anorexia 1% <1% 2% <1% 1% Ritonair | throe. | itonavi | Ritonavir | Ritanvir Concomftant Drog voriconazole. Otherwise, alternative anfifungal * Tadalafil: 10 mg every 72 hours
== : uring therapy with lopinavir and ritonavir. Review o icati i i : L therapies i i
>251035 ~09t0<14 3 taken by patients and monitoring of patients for adverse effects i recg'mmenfd(éﬁhzru?ne; 'fhf'rg?); M‘:isg“'“ket'e'“' 1%% ',',].%/ t.;':,?: m‘ﬁ; g:f,; ‘dw'.':e HIV-1 Antiviral Agents patier?ts should be.consdered nhese + Vardenafil: 2.5 mg every 72 hours
: (A " . i aily . ab )
>35 =14 4 (or two 200 ma/50 ma tablet with lopinavir and ritonavir. and tonnective twice i ; - e ., - ) . = — — Use with increased monitoring for a
Y B AN TS Bsi e mg mhui : s) - See Tables 3 and 9 for lsting of drugs that are contraindicated for use with lopinavir and ritonavir Tissue Disorders daily + :gg ::g :LI:(I; :;g: gg\rllep:ecleosme | lopinavir Ir.opmawr dar[}dl ritonavir dose increase is Anti-gout colchicine | 1 colchicine Patients W|_th renal or _hgpatic i_mpairment should events. Y dverse
to reliably swallow a tablet. : who are unable due to potentially life threatening adverse events, significant drug interactions or loss of virologic Myalgia 1% 1% 2% 0% 0% d4T +3TC | (n=327) | (n=100) | (n=333) | (n=331) Transcriptase :;;%I/Tslterljatﬁ)n I(nZ 3|)| ;l?(tflecn/tifiiti[:leihg(;ifag;/?;gd n'(tn oy Qe coleiene it fopinavrand See Clinical P
activity [see Contraindications (4) and Drug Interacti = - - ibitors: : y ritonavir. * See Clinical Phar (12.3) for of

Concomitant Therapy: Efavirenz, Nevirapine, Amprenavir or Nelfinavir: A dose increase of ! @ o nteractons (7 Nervous System (=320 Ierf]:\l/?rlézrzs (1291 Treatment of gout flares-coadministration_of

lopinavir and ritonavir to 300/75 mg/m? is needed when coadministered with efavirenz, nevirapine, 5.2 Pancreatitis Disorders Chemistry High nevirapine” Increasing the dose of lopinavir and ritonavir colchicine in patients on lopinavir and ritonavir; 7.4 Drugs with No Observed or Predicied Interactions with Lopinavir and Ritonavir
amprenavir or nelfinavir in children (both treatment-naive and treatment-experienced) 6 months to Pancreatitis has been observed in patients receiving lopinavir and ritonavir therapy, including Headache 2% 2% 6% 2% 2% Glucose >250 mg/dL | 2% 9 9 B tablets to 500 mo/125 mg (given as two 200 0.6 mg (1 tablet) x 1 dose, followed by 0.3 Drug interaction studies reveal no clinically significant i i inavi itonavi
18 years of age, not to exceed the recommended adult dose. If weight-based dosing is preferred, those who developed marked triglyceride elevations. In some cases, fatalties have been P; i 9 - ) - 2 o o <V mg/s0 mg tablets and one 100 mg/25mg (haf tablet) 1 hour later. Dose to b , fdmg and desipramine (CYP2D6 prob e
the recommended dosage for patients < 15 kg is 13/3.25 mg/kg given twice daily and the dosage observed. Although a causal relationship to lopinavir and ritonavir has not been established aresthesia 1% 1% 2% 0% 0% Uric Acid > 12 mg/dL 2% 2% 5% <1% 1% tablet) twice daily coadministered with efavirenz earlier than 3 days. 0 be repeated no ‘ ( probe), pravastatin, stavudine, lamivudine, omeprazole or ranitidine.
for patients = 15 kg to 45 kg is 11/2.75 mg/kg given twice daily. marked triglyceride elevations are a risk factor for development of pancreatitis /see Warnings an[j Psychiatric SGOT/ AST? > 180 UL 2% 4% 9 9 9 NS 5|m|lgr ‘Iopinavir concentrations Prophylaxi " inistrati oo kn‘own. metabol!c pro_flles, clinicaly slgnificant drug Interactions are nat expectod
Table 2 provides the dosing recommendations for pediatric patients 6 months o 18 years of Precautions (5.9)]. Patients vith advanced HIV-1 disease may be at increased risk of elevated Disorders o o 10% 1% 2% compared to lopinavir and ritonavir tablets r? ! laxis_of gout flares-coadministration_of between lopinavir and ritonavir and fluvastatin, dapsone, - trimethoprim/sulfamethoxazole,
age based on body weight or body surface area for lopinavir and ritonavir tablets when given in triglycerides and pancreatitis, and patients with a history of pancreatitis may be at increased risk I - - - SGPT/ALT? > 215 U/L 4% 4% 11% 1% 1% 400 mg/1(_)0 mg (QI\_/en as two 200 mg/50 mg colc ICII'I? in patients on lopinavir and ritonavir: azithromycin, erythromycin or fluconazole.

combination with efavirenz, nevirapine, amprenavir or nelfinavir. for recurrence during lopinavir and ritonavir therapy. fisomnia 2% 1% 5% 1% 0% GGT > 300 U/L N/A N/A 10% tablets) wice daily without efavirenz. f .the original colchicine regimen was 06 m

Pancreatitis should be considered if clinical symptoms (nausea, vomiting, abdominal pain) or Depression 1% 2% 0% 0% 0% TR v R 6 /A /A Increzsing the doss of lopinavir and ritonavi e day, ‘hg regimen should be adjusted to 8  USEIN SPECIFIC POPULATIONS
e i . et ’ ! — olesterol 9 o i .3 mg once 2 .

Table 2. Pediatric Dosing Recommendations for Patients 6 Months to 18 Years of Age Based abnormalities in laboratory values (such as increased serum lipase or amylase values) suggestive Libido Decreased <1% <1% 2% 0% <1% > 300 m Sl % 2% ik 3% rﬁ /?38 n (tmblmtg”so'mg o condmiistred “igial cochic i b Tremen:

on Body Weight or Body Surface Area for Lopinavir and Ritonavir Tablets with Concomitant ;# panqreat’zs t')twun Pat/eijr}ts who exhibit these signs or sympioms should be evaluated and Skin and 2 Triglycerides > 750 mg/dL 9% 1% 29% 3% 6% wigtjh ef::T/?re:z ?ess)ulff‘ggcﬁndzlily gpadwm?e[]ed once. ogglnatl:] men ol o adjusid 1 Pregnancy Category C.

ot Nevican f -on! opinavir and ritonavir and/or other antiretroviral therapy should inii o gniticantly higher once a day, the regimen should be adjusted to . i P R

Efavirenz!, Nevirapine, Amprenavirt or Nelfinavirt appropriate, py should be suspended as clinically Subcutaneous Amylase 52 x ULN 3% 2% % VA WA lopinavir plasma_ concentrations compared to 0.3 mg once every other day, | ‘I;Ivgst:);rtnn:ig{erzlgtfg malforr?atut)ns Wer;b(;bstérvid when lopinavir in combination with ritonavir
- : : - lopinavi i i 2 ) T pregnant rats or rabbits. Embryonic and fetal iciti
Bﬂd!hg;ﬂuhl B::igas(l:‘:fzz;fe 100 Rm;gglmen.lfitiﬂ nur.:_mer of 5.3 Hepatotoxicity ':ss:e Disorders Lipase >2 X ULN N/A N/A N/A 3% 5% IW‘?ICT;;'; T,ﬂﬂzgg? 2‘{;"2?]'?8 400 mg/100 mg I(r;zgmgnq;tof tf.ammafl Me|d|rt]grranean fever (FMF)- resorption, decreased fetal viability, decreased fetalybody weight lﬂi:ﬁ;ﬁz&n ?:;Tr;;r?:écglfe;((;z;z
mg/25 mg Tablets Twice Dail ) ) ) . as 1% 29% o 9 i o ) . coadministration of colchicine in patients on iati inati . ' )
15 to 20 =0.6t0<0.8 2 ! E.Iaglyel:)t; \;tht?ngp::rl{jmg I;e?amés B I0r G or marked elevations in transaminase prior to treatment Vascular : - o <1% 1% Chemistry Low ;ggllinn%?\slg dand ntgnlélmrl shoutl)d tnot be lopinavir and ritonavir: \éiriﬂgn;ea::urseﬁlee;i; iziféiitéogxsg?g:e)s (i)r?crl;:;egt It?wﬁ?xi?d%:;gts;:?e”iptgmc'doialged gafs elg
sed risk for developing or worsening of transaminase elevations or hepati ‘ Calculated <50 mL/mi red once daily in combination with i i ! L ' 3 A roximately 0.7-fo
> 201030 ~0800<12 3 decompensation with use of lopinavir and rtonavir epatic Disorders Coetinie in N/A N/A N/A 2% 2% efavirenz or nevirapine, gllgx:nrgutr‘:l\”g?;yddaoie of 0.6 mg (may be given as for lopinavir and 1.8-fold forl ritonavir for males and females that of the exposures in humans at
> 3010 45 =1210<17 4 (or two 200 mg/50 mg tablets) There have been post-marketing reports of hepatic dysfunction, including some fatalities. These Vasodilation 0% 0% 3% 0% 0% Clearance [See Dosage and Administration (2.1) and - : : v the recommended therapeutic dose (400 mg/100 mg twice daily). In a peri- and postnatal study
S 45 17 5 /S8 = have generally occurred in patients with advanced HIV-1 di ] 4 " - ‘ o Clinical Pharmacology (12.3)]. Antimycobacterial: 1 rifabutin and Dosage reduction of rifabutin by at le o in rats, a developmental toxicity (a decrease in survival in pups between birth and postnatal Da
[See Dosage and Administration,  ge p 1 disease taking multiple concomitant 1 Includes adverse reactions of possibl ionshi Hematology  |Low 9y (12.3)] tabutin® i y at least 75% of 2 y
Adult Patients (2.1).] medications in the setting of underlying chronic hepatitis or cirrhosis. A causal relationship with 2 Includes adverse reacti SZ tpu?SI edmpmbahle oo d'mg' i Non-nucleosid inavi i rfabutin rifabutin metabolite | the usual dose of 300 mg/day is recommended ! occurred:
Lapvat ad fona ral o 5 avalalfor GG il 3 BSA s ha 05 1 rthase who r aral lopinavir and ritonavir therapy has not been established. incudes sdverse acton da garo:JumeI (3%% gmrg%g (nzlgo‘ v;?gendg?lym[g LW:;E? g:3y4[[]g - 1/62]03n;1] 4?& crggd/ulm mg Neutrophils <0.75x10L| 1% 3% 5% 2% 1% Rgve?:ec eoside 1 lopinavir Appropriate doses of the combination with (ie., a maximum dose of 150 mg every other No embryonic and fetal developmental toxicities were observed in rabbits at a maternally toxic
to reliably swallow a tablet. Elevated transaminases with or without elevated bilirubin levels have been reported in HIV-1 33]). Within dosing groups, moderate to severe nausea of probable/possible re\aﬁonshipgm |0pingavirand ﬁ;gn[;v; 1 UN= fimi ] Transcriptase reipglc_thtod safety and efficacy have not been day or three times per week). Increased dosage. Based on AUC measurements, the drug exposures in rabbits at the toxic doses were
1 Please refer to the individual product labels for appropriate dosing in children. mono-infected and uninfected patients as early as 7 days after the initiation of lopinavir and occurred at a higher rate in the 400 mg/200 mg dose arm compared to the 400 mg/100 mg dose arm in group Il. = uoper I of e normal ange; 1A = Not Applcable Inhibitor: eotanished. monitoring for adverse reactions is warranted approximately 0.6-fold for lopinavir and 1-fold for ritonavir that of the exposures in humans at the
D 0T = ; 3TC = Lamivudine; TDF = Tenofovir Disoproxil Fumarate; FTC = Emtricitabine 2 Criteron for Stucy 730 was > 5 x ULN (ASTIALT) delavirdine In patlents recelving the combination. Further recommandatl therapeuic dose (400 mgr100 mg twica dally). Thare are, howavar, io adequata
dosage reduction of rifabutin may be necessary. and well contro_lled studies in pregnant women. Lopinavir and ritonavir should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.
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Antiretroviral Pregnancy Registry: To monitor maternal-fetal outcomes of pregnant women
exposed to lopinavir and ritonavir, an Antiretroviral Pregnancy Registry has been established.

affinity for AAG. At steady-state, lopinavir protein binding remains constant over the range of
observed concentrations after 400 mg/100 mg lopinavir and ritonavir twice daily, and is similar

Table 11. Drug Interactions: Pharmacokinetic Parameters for Coadministered Drug in the
Presence of Lopinavir and Ritonavir for R ded A ions in Dose or Regi

13 NONCLINICAL TOXICOLOGY

Table 18. Outcomes of Randomized Treatment Through Week 48 (Study 802)

including Hepatitis B or C can worsen with use of lopinavir and ritonavir. This can be
seen as worsening of transaminase elevations or hepatic decompensation. Patients

items that can have blood or body fluids on them, like toothbrushes and razor blades. Always

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertilit — - - — - - ! sam v 1 t practice safer sex by using a latex or polyurethane condom to lower the chance of sexual contact
Physicians are encouraged to register patients by calling 1-800-258-4263. between healthy volunteers and HIV-1 positive patients. Loninavi dg tonavi gb, i P wated f v ) ic notential b | Outcome Lopinavir and Ritonavir | Lopinavir and Ritonavir should be advised that their liver function tests will need to be monitored closely with semen, vaginal secretions or blood.
. Metabolism: In vitro experiments with human henatic microsames indicate that loninavir primaril Coadministered Dose of Dose of Ratio (in combination with opinavir and ritonavir combination was evaluated ior carcinogenic potential by oral gavage Once Daily + NRTIs Twice Daily + NRTIs especially during the first several months of lopinavir and ritonavir treatment and that
8.2 Nursing Mothers (;a olism: e oe Deb |_e S o uman hepatic |c 080 besl_ ‘ %a eh ah opinavir p! ' arily Drug Coadministered |  Lopinavir Lopinavir and Ritonavir /alone) Coadministered adm|n|§trat|0n to mice and rats for up to 104} weeks. Besults showed an increase in the incidence (n=2300) (n=299) they should notify their healthcare provider if they develop the signs and symptoms of What are the possible side effects of lopinavir and ritonavir tablets?
The Genters for Disease Gontrol and Prevention recommend that HIV-1 infected mothers not undergoes oxidative metabolism. Lopinavir s extensively metabolized by the hepatic cytochrome Drug (mg) | and Ritonavir |  Drug Pharmacokinetic Parameters (90% CI); of benign hepatocellular adenomas and an increase in the combined incidence of hepatocellular Virologic Success 57% 54% worsening liver disease ingluding loss of appetite, abdominal pain, jaundice and itchy At are 0 4 irand 1
breast-feed their infants to avoid risking postnatal transmission of HIV-1. Studies in rats have P40 system, almost exclusively by the CYP3A isozyme. Ritonavir is a potent CYP3A inhibitor (mg) No Effect =1 adenomas plus carcinoma in both males and females in mice and males in rats at doses that (HIV-1 RNA < 50 copies/mL) skin. Lopinavir and ritonavir tablets can cause serious side effects.
inavir i in milk. It i inavir i i hich inhibits the metabolism of lopinavir, and therefore increases plasma levels of lopinavir. A roduced approximately 1.6 to 2.2 times (mice) and 0.5 times (rats) the human exposure (based ; ; T ; ; « See “What is the most important information | should know about lopinavir and ritonavir
demonstrated that lopinavir is secreted in milk. It is not known whether lopinavir is secreted in w T _ Plastiid ! ] p ppi y 1. - - in exp . ; - — «  New onset of diabetes or exacerbation of preexisting diabetes mellitus and hyperglycemia I p p
human milk. Because of both the potential for HIV-1 transmission and the potential for serious *C-lopinavir study in humans showed that 89% of the plasma radioactivity after a single 400 u o AuC e 0n AUG.q4, measurement) at the recommended dose of 400 mg/100 mg lopinavir and ritonavir Virologic faiure’ 2% 24% have been reported during lopinavir and ritonavir use. Patients should be advised to la.blels? ) ) , ) o
adverse reactions in nursing infants, mothers should be instructed not to breast-feed if they are mg/100 mg lopinavir and ritonavir dose was due to parent drug. At least 13 lopinavir oxidative Amprenavir' 750 twice daily, | 4001100 | 11 112 1.72 457 twice daily. Administration of lopinavir and ritonavir did not cause a statistically significant No virologic data in Week 48 window notify their healthcare provider if they develop the signs and symptoms of diabetes * Liver problems. Liver problems, including death, can happen in people who take lopinavir
receiving lopinavir and ritonavir. metabolites have been identified in man. Ritonavir has been shown to induce metabolic enzymes, 10d combo vs. | capsule twice 091,139) | (141,200) | (351,5.95) increase in the incidence of any other benign or malignant neoplasm in mice or rats. —— . . mellitus including frequent urination, excessive thirst, extreme hunger or unusual weight and ritonavir tablets. Blood tests in people who take lopinavir and ritonavir tablets may show
. resulting in the induction of its own metabolism. Pre-dose lopinavir concentrations decline with 1200 twice daily, |~ daily, 21 d Carcinogenicity studies in mice and rats have been carried out on ritonavir. In male mice, there D(;scontmuedtstuzljjy dtLrlE to 5% 7 loss and/or an increased blood sugar while on lopinavir and ritonavir as they may require possible liver problems. People with liver disease such as Hepatitis B and Hepatitis G who
8.3 Pediatric Use time during multiple dosing, stabilizing after approximately 10 to 16 days. 14 d alone was a dose dependent increase in the incidence of both adenomas and combined adenomas adverse event or dea achange in their diabetes treatment or new treatment. take lopinavir and ritonavir tablets may have worsening liver disease. Tell your healthcare
The safety, efficacy and pharmacokinetic prof|lgs of Iopmlawr.and ritonavir in ped|atrl|c patients Elimination: Following a 400 mg/100 mg “C-lopinavir and ritonavir dose, approximately 10.4% Desipramine? 100 single dose | 400/100 15 0.91 1.05 N/A and carcinomas in the liver. Based on AUC measurements, the exposure at the high dose was Discontinued ftudy for 13% 12% « Lopinavir and ritonavir might produce changes in the electrocardiogram (e.g., PR and/or provider right a\A{ay if you have any of these signs and symptoms of liver problems:
below the age of 14 days have not been established. Lopinavir and ritonavir once daily has not 5 59, anq'82 6% + 2.5% of an administered dose of *C-lopinavir can be accounted for in urine capsule tice (0.84,097) | (096, 1.16) approximately 4-fold for males that of the exposure in humans with the recommended therapeutic other reasons QT prolongation). Patients should consult their physician if they experience symptoms + loss of appetite
been evaluated in pediatric patients. and feces, respectively, after 8 days. Unchanged lopinavir accounted for approximately 2.2% and daily, 10d dose (400 mg/100 mg lopinavir and ritonavir twice daily). There were no carcinogenic effects seen Missing data during window 3% 3% such as dizziness, lightheadedness, abnormal heart rhythm or loss of consciousness. «yellow skin and whites of eyes (jaundice)
An open-label, multi-center, dose-finding trial was performed to evaluate the pharmacokinetic 19.8% of the administered dose in urine and feces, respectively. After multiple dosing, less than Efavirenz 600 at bedtime, | 400100 | 11, 0.91 0.84 0.84 in females at the dosages tested. The exposure at the high dose was approximately 9-fold for the but on study « They should seek medical assistance immediately if they develop a sustained penile « dark-colored urine
profile, tolerability, safety and efficacy of lopinavir and ritonavir oral solution containing lopinavir 3% of the lopinavir dose is excreted unchanged in the urine. The apparent oral clearance (CL/F) of 9d capsule tuice | 12* | (0.72,1.15) | (0.62,1.15) | (0.58,12) females that of the exposure in humans. There were no carcinogenic effects in rats. In this study, 1 Includes patients who discontinued brior o Week 48 for lack o loss of efficacy and patients with erection lasting more than 4 hours while taking lopinavir and ritonavir and a PDE 5 «pale colored stools, itchy skin
80 mg/mL and ritonavir 20 mg/mL at a dose of with 300/75 mg/m? twice daily plus two NRTIs in lopinavir is 5.98 + 5.75 L/hr (mean = SD, n = 19). daily, 9d T R R the exposure at the high dose was approximately 0.7-fold that of the exposure in humans with HIV-1 RN:) 50 copies/mL at Week 48 P Y i’ Inhibitor such as Viagra, Cialis or Levitra. « stomach area (abdominal) pain
HIV-infected infants =14 days and < 6 months of age. Results revealed that infants younger than - - the 400 mg/100 mg lopinavir and ritonavir twice daily regimen. Based on the exposures achieved " " g " ; . istributi i i i i i i R ' - L ) )
6 months of age generally had lower lopinavir AUC,, than older children (6 months to 12 Once Daily Dosing: The pharmacokinetics of once daily lopinavir and ritonavir has been evaluated Ethiny| Estradiol | - 35 mag once 4001100 | 12 0.59 058 042 in the animal studies, the significance of the observed effects is not known. However, neither : {E.Cs'“ri‘éi‘{’:‘}‘fn"fovi'}%ﬁ'(f.i‘)d";{;“fnd{fﬁ;ﬁ;g;ﬂfv‘;&v%s or death atany time from Day T hrough Week 43 ;(eelilasg;lb:r:g)qhzrt é}[(;](;urCT;l:JISa;IO:ngflgggytz%mﬁzall)t?‘cl;f;r;tpsatgfentthse;eecilg:]ndgn%n:;reg:gv:]rgtl * Inflammation of the pancreas (pancreatitis). Some people who take lopinavir and ritonavir
years of age), however, despite the lower lopinavir drug exposure observed, antiviral activity was in HIV-1 infected subjects naive to antiretroviral treatment. Lopinavir and ritonavir 800 mg/ Orgr?”ylilm d . cadps_lule1txvgce (052,0.66) | (0.54,0.62) | (0.36,0.49) lopinavir nor ritonavir was found to be mutagenic or clastogenic in a battery of in vitro and in 3 Includes withdrawial of consent, loss to follow-up, non-compliance, protocol violation and other reasons. Known at this time. taﬁ!eths gethmﬂamrfnantri_n of the par;_?_rea_fs Wh'ﬁh ma;]y (??t sberfmus ?nl[li causs diath_.fYou Rave
demonstrated as reflected in the proportion of subjects who achieved HIV-RNA <400 copies/mL at 200 mg was administered in combination with emtricitabine 200 mg and tenofovir DF 300 mg (Ortho Novum®) | _ daily, vivo assays including the Ames bacterial reverse mutation assay using S. typhimurium and E. coli, « Patients should be informed that there may be a greater chance of developing diarrhea ﬁaL:ge;eror?]ri]tciz Oo?Zblggrﬁiig?re:iéIsvhiliogkiiveIoain;vifa?]rg'riting\?il:rtaglcetzr 'Thyeosl; ;Xe
Week 24 [see Adverse Reactions (6.2), Clinical Pharmacology (12.3), Clinical Studies (14.4)]. as part of a once daily regimen. Multiple dosing of 800 mg/200 mg lopinavir and ritonavir once Fosamprenavir® | 700 twice daily | ~ 400/100 | 18 042 0.37 0.35 the mouse lymphoma assay, the mouse micronucleus test and chromosomal aberration assays in Through 48 weeks of treatment, the mean change from baseline for CD4 + cell count was with the once daily regimen as compared with the twice daily regimen. be signs of pancgreatitis P o ) /
Safety and efficacy in pediatric patients > 6 months of age was demonstrated in a clinical trial in ~ daily for 4 weeks with food (n = 24) produced a mean = SD lopinavir peak plasma concentration Plus ritonavir | capsule twice (0.3,058) | (0.28,049) | (0.27,0.46) human lymphocytes. 135 cells/mm? for the once daily group and 122 cells/mm? for the twice daily group. « Increases in certain fat (iriglycerides and cholesterol) levels in your blood. Large
100 patients. The clinical trial was an open-label, multicenter trial evaluating the pharmacokinetic (Cra 0f 118 = 3.7 meg/mL, ocourring approximately 6 hours after administration. The mean 100 twice daiy, | - daily, 14 d Lopinavir in combination with ritonavir at a 2:1 ratio produced no effects on fertility in male and 14.3 Other Studies Supporting Anproval - lveeri - :
) o ) I , ) ) P P teady-state | trough trat to th d 3.2 + 2.1 meg/mL and 144 - er Studies supporting Approva increases of triglycerides and cholesterol can be seen in blood test results of some people
rofile, tolerability, safety and efficacy of lopinavir and ritonavir oral solution containing lopinavir Steady-staie lopinavir rough concentration prior to the morning dose was .2 + 2.1 mcg/mL an female rats at levels of 10/5, 30/15 or 100/50 mg/kg/day. Based on AUC measurements, the o L X e
P ’ Y. sale Y pinz . " . ning fopir ini i ithi ing i + inavi . - - ; Y 10/kg/Gay. L ' Study 720: Lopinavir and ritonavir twice daily + stavudine + lamivudine who take lopinavir and ritonavir tablets. The long-term chance of getting complications
minimum concentration within a dosing interval was 1.7 + 1.6 mcg/mL. Lopinavir AUC over a 24 y p y
80 mg/mL and ritonavir 20 mg/mL in 100 antiretroviral naive and experienced pediatric patients CoY Indinavir' 600 twice daily, 400/100 13 0.71 091 347 exposures in rats at the high doses were approximately 0.7-fold for lopinavir and 1.8-fold for o . o ) - such as heart attacks or stroke due to increases in triglycerides and cholesterol caused b
ages 6 months to 12 years. Dose selection for patients 6 months to 12 years of age was based hour dosing interval averaged 154.1 + 61.4 megeh/mL. 10dcombo | capsule twice (0.63,081) | (0.75,1.1) | (256,4.64) ritonavir of the exposures in humans at the recommended therapeutic dose (400 mg/100 mg Study 765: Lopinavir and ritonavir twice daily + nevirapine + NRTIs MEDICATION GUIDE hibore i i Y v
- - ) - ) ) ; : > 109, U. .19, 1. -0, 4. : : : : : : : : protease inhibitors is not known at this time.
on the following results. The 230/57.5 mg/m? oral solution twice daily regimen without nevirapine The pharmacokinetics of once daily lopinavir and ritonavir has also been evaluated in treatment nonfasting vs. | daily, 15 twice daily). Study 720 (patients without prior antiretroviral therapy) and study 765 (patients with prior LOPINAVIR AND RITONAVIR TABLETS . Di high bl hvperalycemial. S e who tak
and the 300/75 mg/m oral solution twice daily regimen with nevirapine provided lopinavir plasma experienced HIV-1 infected subjects. Lopinavir exposure (G, AUCs i 24, Cuougn) With once daily 800 three times protease inhibitor therapy) were randomized, blinded, multi-center trials evaluating treatment with [ ':_g?t‘es 'anldd' '!ll blood Sugaft ( Vl_let’!lblllctem'?[)- ome people Z_ 1;1 te PFO‘?SE
concentrations similar to those obtained in adult patients receiving the 400 mg/100 mg twice daily lopinavir and ritonavir administration in treatment experienced subjects is comparable to the once daily, 5 d alone lopinavir and ritonavir at up to three dose Ieve|§ (ZOQ mg/100 mg twice da||y‘ [720 onjly], 400 200 mg/50 mg and 100 mg/25 mg inhibitors including lopinavir and ritonavir tablets get new or more serious diabetes, or hig
regimen (without nevirapine) [see Adverse Reactions (6.2), Clinical Pharmacology (12.3), Clinical ~ daily lopinavir exposure in treatment naive subjects. fasting 14 CLINICAL STUDIES mg/100 mg twice daily, and 400 mg/200 mg twice daily). In Study 720, all patients switched to :ﬂg%‘;jﬁ%ﬁ;{ﬁ'{!gﬂ:&%ﬁ;‘;; if you notice an increase in thirst or urinate often while taking
" o - N i i i i i 4 1 twi ily bet Weeks 48 to 72. Patients in study 720 h f -
Studies (14.4)]. Effects of Electrocardiogram: QTcF interval was evaluated in a randomized, placebo and active Ketoconazole | 200 single dose | 400/100 | 12 113 3.04 A 14.1 Patients wllhgul Prlur-Antlrt.alrowral Thera.py ) ) . Sgoy::;?s/, g%“?%vetgcgaﬂigi;? \aNneders]J(S%?e\N:resm:le, whililaIgzt;r:?ssinug¥udy07ﬁgdh:drge?nne:rﬁgoe Read the Medication Guide that comes with lopinavir and ritonavir tablets before you start taking « Changes in body fat. Changes in body fat in some people who take antiretroviral therapy.
A prospective multicenter, open-label trial evaluated the pharmacokinetic profile, tolerability, (moxifloxacin 400 mg once daily) controlled crossover study in 39 healthy adults, with ten Cap§U|e twice (0.91,1.4) | (2.44,3.79) Study 863: Lopinavir and ritonavir capsules twice daily + stavudine + lamivudine compared to of 40 years, 73% were Caucasian and 90% were male. Mean (range) baseline CD4" cell counts it and each time you get a refill. There may be new information. This information does not take the These changes may include increased amount of fat in the upper back and neck (“buffalo
safety and efficacy of high dose lopinavir and ritonavir with or without concurrent NNRTI therapy measurements over 12 hours on Day 3. The maximum mean time-matched (95% upper confidence daily, 16 d nelfinavir three times daily + stavudine + lamivudine for patients in study 720 and study 765 were 338 (3 to 918) and 372 (72 to 807) cells/mm?, place of talking with your doctor about your medical condition or treatment. You and your doctor hump”), breast and around the trunk. Loss of fat from the legs, arms and face may also
(Group 1: 400/100 mg/m? twice daily + = 2 NRTIs; Group 2: 480/120 mg/m’ twice daily + = 1 bound) differences in QTCF interval from placebo after baseline-correction were 5.3 (8.1) and 15.2 Methadone 5 single dose 400100 | 11 055 047 N/A Study 863 was a randomized, double-blind, multicenter trial comparing treatment with lopinavir respectively. Mean (range) baseline plasma HIV-1 RNA levels for patients in study 720 and study should talk about your treatment with lopinavir and ritonavir tablets before you start taking it and happen. The cause and long-term health effects of these conditions are not known at this
NRTI + 1 NNRTI) in children and adolescents = 2 years to < 18 years of age who had failed prior (18) mseconds (msec) for 400 mg/100 mg twice daily and supratherapeutic 800 mg / 200 mg capsule twice (0.48,0.64) | (0.42,053) and ritonavir capsules (400 mg/100 mg twice daily) plus stavudine and lamivudine versus 765 were 4.9 (3.3 to 6.3) and 4 (2.9 to 5.8) log;, copies/mL, respectively. at regular check-ups. You should stay under your doctor’s care when taking lopinavir and ritonavir time.
therapy. Patients also had saquinavir mesylate added to their regimen. This strategy was intended twice daily lopinavir and ritonavir, respectively. Lopinavir and ritonavir 800 mg/ 200 mg twice daily daily, 10d nelfinavir (750 mg three times daily) plus stavudine and lamivuding in 653 antiretroviral treatment Through 360 weeks of treatment in study 720, the proportion of patients with HIV-1 RNA < 400 tablets. « Increased bleeding for hemophiliacs. Some people with hemophilia have increased
o assess whether higher than approved doses of lopinavir and ritonavir could overcome protease  resulted in a Day 3 mean Gy approximately 2-fold higher than the mean C,.., observed with the Nelfinavir! 1000 twice daily,| 400100 | 13 | 093 107 186 naive patients. Patients had a mean age of 38 years (range: 19 to 84), 57% were Caucasian and (< 50) copies/mL was 61% (59%) [n = 100]. Among patients completing 360 weeks of treatment bleeding with protease inhibitors including lopinavir and ritonavir tablets.
inhibitor cross-resistance. High doses of lopinavir and ritonavir exhibited a safety profile similar approved once daily and twice daily lopinavir and ritonavir doses at steady-state. 10d combo vs. | capsule twice (082,1.05) | (095,119) | (157,222) 80% were male. Mean baseline CD4- cell count was 259 cells/mm* (range: 2 to 949 cells/mm?) with CD4* cell count measurements [n = 60], the mean (median) increase in CD4" cell count was What is the most important information | should know about lopinavir and ritonavir tablets? « Increased risk of certain problems when you take medicines used for the treatment of
to Fhose observed in previous tr|a!s; changes in HIV-1 RNA were Iess_ than anticipated; thrge PR interval prolongation was also noted in subjects receiving lopinavir and ritonavir in the same 1250 twice daily, | daily, 21 d and mean baseline plasma HIV-1 RNA was 4.9 log,, copies/mL (range: 2.6 to 6.8 log,, copies/mL). 591 (4_57) qells/mmﬁ. Thirty-nine pa}tients (39%) discontinued the study, including 13 (13%) Lopinavir and ritonavir tablets may cause serious side effects, including: erectile problems such as sildenafil (Viagra®), tadalafil (Cialis®), or vardenafil (Levitra®)
patients had HIV-1 RNA < 400 copies/mL at Week 48. CDA4+ cell count increases were noted in g4 on Day 3. The maximum mean (95% upper confidence bound) difference from placebo 14 alone Treatment response and outcomes of randomized treatment are presented in Table 14. discontinuations due to adverse reactions and one (1%) death. . Int with other medicines. It is important to know the medicines that should with lopinavir and ritonavir tablets:
tﬁ; eight p/a“e”‘?ZWghO remained on treatment for 48 weeks, [see Adverse Reactions (6.2). Clinical iy "tne PR interval after baseline-correction were 24.9 (21.5, 28.3) and 31.9 (28.5, 35.3) msec W8 metabolie 236 346 749 Through 144 weeks of treatment in study 765, the proportion of patients with HIV-1 RNA < 400 not be taken with lopinavir and ritonavir tablets. Read the section “What should | tell my « low blood pressure. If you get dizzy or faint, you need to lie down. Tell your doctor if
armacology (12.5)] for 400 mg/100 mg twice daily and supratherapeutic 800 mg/200 mg twice daily lopinavir and (191,291) | (2.78,431) | (5.85,958) Table 14. 0 of Randomized Tr Through Week 48 (Study 863) (< 50) copies/mL was 54% (50%) (n = 70), and the corresponding mean increase in CD4" cell doctor before taking lopinavir and ritonavir tablets?” ou feel dizzy or have fainting spells.
8.4 Geriatric Use ritonavir respectively [see Warnings and Precautions (5.5, 5.6)]. — - — — count was 212 cells/mm?. Twenty-seven patients (39%) discontinued the study, including five «  Changes in your heart rhythm and the electrical activity of your heart. These changes may « vision changes. Tell your doctor right away if you have vision changes.
Clinical studies of lopinavir and ritonavir did not include sufficient numbers of subjects aged Neviraping 200 onc daily, 4001100 5 1.05 1.08 115 Lopinavir and Nelfinavir (7%) discontinuations secondary to adverse reactions and two (3%) deaths. be seen on an EKG (electrocardiogram) and can lead to serious heart problems. Your risk « penis erection lasting more than 4 hours. If you are a male and have an erection that
65 and over to determine whether they respond differently from younger subjects. In general,  Spegial Populations 1333;‘“6!'86 Cadpasn“y'?g’ge 6" | (072,152) | (0.72,164) | (0.71,1.86) Outcome “i“‘"a(":’*a"z‘:iT)*"Tc * (‘:"” ;2377)9 14.4 Padiatrle Shudles for these problems may be higher if you: lasts longer than 4 hours. get medical help right away to avoid permanent damage to
appropriate caution should be exercised in the administration and monitoring of lopinavir and ) o . . . — - ) | : N : P~ " i « already have a history of abnormal heart rhythm or other types of heart disease your penis. Your doctor can explain these symptoms to you.
ritonavir in elderly patients reflecting the greater frequency of decreased hepatic, renal or cardiac Gender, Race and Age: No gender related pharmacokinetic differences have been observed in Norethindrone 1 once daily, 400/100 12 0.84 0.83 0.68 Responder’ 75% 62% Study 940 was an open-label, multicenter trial evaluating the pharmacokinetic profil, tolerability « take other medicines that can affect your heart rhythm whil take lopinavir and o Allergi i Ski h f th i le who tak
function. and of ot i ther drua i ’ adult patients. No clinically important pharmacokinetic differences due to race have been identified. 214 (Ortho | capsule twice 075090 | 073 090 | (054 085 safety and efficacy of lopinavir and ritonavir oral solution containing lopinavir 80 mg/mL and ake other medicines that can affect your heart rhy e you take lopinavir a 2 eriie reaclions. Skin rashes, some of them severe, can occur n people wno lake
unction, and of concomitant disease or other drug therapy. Lopinavir pharmacokinetics have not been studied in elderly patients. Nowm®) Gy, 144 (0.75,0.94) | (0.73,0.94) | (0.54,0.85) Virologic failure? 9% 25% fitonavir 20 mg/mL in 100 antiretroviral naive (44%) and experienced (56%) pediatric patients. ritonavir tablets. lopinavir and ntonayw tablets. Tell your healthcgre prowdver if you .had a rash when you
8.5 Hepatic Impairment o o o ) o . Rebound o 15% All patients were non-nucleoside reverse transcriptase inhibitor naive. Patients were randomized Tell your doctor right away if you have any of these symptoms while taking lopinavir and ritonavir took another medicine for your HIV infection or if you notice any skin rash when you take
Lopinavir and ritonavir is principally metabolized by the liver; therefore, caution should be Pedatric Patients: Lopinavir and ritonavir once daily has not been evaluated in pediatric patients. Pravastatin 20 once daily, | 4007100 | 12 1.26 1.33 WA eooun > 5% to either 230 mg lopinavir/57.5 mg ritonavir per m? or 300 mg lopinavir/75 mg ritonavir per m2. tablets: lopinavir and ritonavir tablets.
exercised when administering this drug to patients with hepatic’ impairmeﬁt because lopinavir Renal Impairment: Lopinavir pharmacokinetics have not been studied in patients with renal 4d capsule twice (0.87,1.83) | (0.91,1.94) Never suppressed through Week 48 2% 9% Naive patients also received lamivudine and stavudine. Experienced patients received nevirapine o dizziness Common side effects of lopinavir and ritonavir tablets include:
concentrations may be increased [see Warnings and Precautions (5.3) and Clinical Pharmacology impairment; however, since the renal clearance of lopinavir is negligible, a decrease in total body daily, 14 d Death 29, 1% plus up to two nucleoside reverse transcriptase inhibitors. « lightheadedness o diarrhea
(12.3)]. clearance is not expected in patients with renal impairment. Rifabutin 150 once daily, | 400/100 12 212 3.03 49 I Safety, efficacy and pharmacokinetic profiles of the two dose regimens were assessed after « faintin o nausea
Hepatic Impairment: Lopinavir is principally metabolized and eliminated by the liver. Multiple 104; combo vs. | capsule twice (1.89,2.38) | (279,33) | (3.18,5.76) Discontinued due fo adverse events i e 3 weeks of therapy in each patient. After analysis of these data, all patients were continued on the . sensat?on of abnormal heartbeats « stomach area (abdominal) pain
10 OVERDOSAGE dosing of lopinavir and ritonavir 400 mg/100 mg twice daily to HIV-1 and HGV co-infected patients 300 once daily, | - daily, 10 Discontinued for other reasons® 10% 8% 300 mg lopinayir/75 mg ritonayir per m? dose. Pafients had a mean age of 5 years (range ; p ible si inavir and ritonavi 2 « feeling weak
X i o ) o i mil hepatic imai 1 fed i e in lopinavir A 10 d; alone - - — - - 6 months to 12 years) with 14% less than 2 years. Mean baseline CD4* cell count was See the section below “What are the possible side effects of lopinavir and ritonavir tablets? 9
Human experience of acute overdosage with lopinavir and ritonavir is limited. Treatment of with mild to moderate hepatic impairment (n = 12) resulted in a 30% increase in lopinavir AUC 1 Patients achieved and maintained confirmed HIV-1 RNA < 400 copies/mL through Week 48. 838 cells/mm? and mean baseline plasma HIV-1 RNA was 4.7 log;, copies/mL. for more information about serious side effects. * vomiting
overdose with lopinavir and ritonavir should consist of general supportive measures including and 20% increase in Gy, compared to HIV-1 infected subjects with normal hepatic function (n 25-0-desacetyl 236 475 949 2 Includes confirmed viral rebound and failure to achieve confirmed < 400 copies/mL through Week 48. Throuah 48 wesks of therany. the proportian of patients who achieved and sustained an HIV-1 « headache
monitoring of vital signs and observation of the clinical status of the patient. There is no specific = 12). Additionally, the plasma protein binding of lopinavir was statistically significantly lower rifabutin (13.7,25.3) | (29.3,51.8) (74,122) 3 Includes lost to follow-up, patient’s withdrawal, non-compliance, protocol violation and other reasons. Overall 9 N Py, o proporti p > N o ! N — . . ”
; . oout ; ’ oo e P : h I o o it ; ; isnont i g o RNA < 400 copies/mL was 80% for antiretroviral naive patients and 71% for antiretroviral What are lopinavir and ritonavir tablets? * upset stomach
antidote for overdose with lopinavir and ritonavir. If indicated, elimination of unabsorbed drug in both mild and moderate hepatic impairment compared to controls (99.09% vs. 99.31%, Rifabuti 346 573 953 discontinuation through Week 48, including patients who discontinued subsequent to virologic failure, was 17% X + K L " . - ‘ . - . . . o . ) o . )
should be achieved by emesis or aastric lavage A('jministrationyof activated charcoal may also be respectively). Caution should be exercised when administering lopinavir and ritonavir to subjects ifabutin + - - : in the lopinavir and ritonavir arm and 24% in the nelfinavir arm. expenen_ced pgtlents.__The mean increase from basellne_ln CDfl cell cot_Jnt was 4_04 cells/mm Lopinavir and ritonavir tablets are a prescription anti-HIV medicine that contains two medicines: These are not all of the possible side effects of lopinavir and ritonavir tablets. For more
> ac Y g ge. nistr ! ated Cl y . AR e ’ ; P . ; 25-0-desacetyl (3.07,3.91) | (5.08,6.46) | (7.56,12.01) for antiretroviral naive and 284 cells/mm? for antiretroviral experienced patients treated lopinavir and ritonavir. Lopinavir and ritonavir tablets are called a protease inhibitor that is used information, ask your doctor or pharmacist. Tell your doctor about any side effect that bothers you
used to aid in removal of unabsorbed drug. Since lopinavir and ritonavir is highly protein bound, ~ With hepatic impairment. Lopinavir and ritonavir has not been studied in patients with severe rifabutin* T , - through 48 weeks. At 48 weeks, two patients (2%) had prematurely discontinued the study. One  with other anti-HIV-1 medicines to treat people with human immunodeficiency virus (HIV-1) or that does not go awa
dialysis is unlikely to be beneficial in significant removal of the drug hepatic impairment [see Warnings and Precautions (5.3) and Use in Specific Populations (8.6)]. - Through 48 weeks of therapy, there was a statistically significantly higher proportion tiretroviral nai : tient Yt y discontinued dary t d i h'I. ! ; K ) people v o 4 9 Y-
' Rosuvastatin® 20mgoonce | 400/100 tablet | 15 4.66 208 1.04 of patients in the lopinavir and ritonavir arm compared to the neffinavir arm with HIV-1 RNA antiretrovira) nalve patient prematurely ciscontinued secondary 10 an adverse reaction, while one infection. HIV-11s the virus that causes AIDS (Acquired Immune Deficiency Syndrome).
Drug Interactions daily, 7d | twice daily, 7 d (3.4,64) | (1.66,28) | (09,12 < 400 copies/mL (75% vs. 62%, respectively) and HIV-1 RNA < 50 copies/mL (67% vs. 52%, antiretroviral experienced patient prematurely discontinued secondary to an HIV-1 related event. It is not known if lopinavir and ritonavir tablets are safe and effective in children under 14 days Call your doctor for medical advice about side effects. You may report side effects to FDA at
11 DESCRIPTION Lopinavir and ritonavir is an inhibitor of the P450 isoform CYP3A in vitro. Coadministration of Tenofovir® 300 mg once 200100 | 24 et 132 151 respectively). Treatment response by baseline HIV-1 RNA level subgroups is presented in Dose selection in pediatric patients was based on the following: old. 1-800-FDA-1088.
Lopinavir and ritonavir is a co-formulation of lopinavir and ritonavir. Lopinavir is an inhibitor of the lopinavir and ritonavir and drugs primarily metabolized by CYP3A may result in increased plasma daily, 14 ¢ capsule twice i 261 % | ¢ 32'1 66) Table 15. . Ampng.patients 14 days to 6 months of age receiving 300/75 mg/m? twice daily yvithout
HIV-1 protease. As co-formulated in lopinavir and ritonavir, ritonavir inhibits the CYP3A-mediated concentrations of the other drug, which could increase or prolong its therapeutic and adverse ' daily, 14 d o e nevirapine, plasma concentrations were lower than those observed in adults or in older Who should not take lopinavir and ritonavir tablets? How should | store lopinavir and ritonavir tablets?
metabolism of lopinavi, thereby providing increased plasma levels of lopinavir. effects [see Contraindications (4) and Drug Interactions (7). Table 15. Proportion of Responders Through Week 48 by Baseline Viral Load (Study 863) children. This dose resulted in HIV-1 RNA < 400 copies/mL in 65% of patients (70% in « Do not take lopinavir and ritonavir tablets if you are taking certain medicines. For more L opinavir and ritonavir tablets:
v ; ; ST1R* (R - 4R T] N4 _Di - B B . All interaction studies conducted in healthy, HIV-1 negative subjects unless otherwise indicated. those initiating treatment at <6 weeks of age). h : oy . L ; ) Opinavir and ritonavir tablets:
Lopinavir is chemically designated as [15-[1R* (R*), 3R*, 4R*]]-N-[4-[[(2,6-Dimethylphenoxy) Lopinavir and ritonavir does not inhibit CYP2D6, CYP2C9, CYP2C19, CYP2E1, CYP2B6 or CYP1A2 1 Rato of ors § ir indinavir and nelfinai ) lzed for —— — - - —— ) , ) ) information about medicines you should not take with lopinavir and ritonavir tablets, please « Lopinavir and ritonavir tablets should be stored at 25°C (77°F); excursions permitted
acetyl]amino]-3-hydroxy-5-phenyl-1-(phenylmethyl)pentyl]tetrahydroalpha-(1-methylethyl)-2- at clinically relevant concentrations. atio of parameters for amprenavir, indinavir and neftinavir, are not normalized for dose. Baseline Viral Load | Lopinavir and Ritonavir + Nelfinavir * Among patients 6 months to 12 years of age, the 230/57.5 mg/m? oral solution twice see “Can | take other medicines with lopinavir and ritonavir tablets?” and consult with to 15°-30°C (59° to 86°F ’
0x0-1(2H)-pyrimidineacetamide. Its molecular formula is C_H,N.0,, and its molecular weight o ) X o . . . . 2 Desipramine is a probe substrate for assessing effects on CYP2D6-mediated metabolism. (HIV-1 RNA copies/mL) d4T + 3TC +04T + 3TC daily regimen without nevirapine and the 300/75 mg/m? oral solution twice daily regimen our doctor about all other medicines you take 0 ( 0 ).
; pyrimidine: e S . 37 145 45 © 9 Lopinavir and ritonavir has been shown in vivo to induce its own metabolism and to increase i irani i inavi i imi ined i v y ) . inavi i i ineri i
is 628.80. Lopinavir is a white to light tan powder. It is freely soluble in methanol and ethanol : : h 3 Data extracted from the fosamprenavir package insert. <400 <50 < 400 <50 with nevirapine provided lopinavir plasma concentrations similar to those obtained in « Do not take lopinavir and ritonavir tablets if h I to loninavir and ritonavi Do not keep lopinavir and ritonavir tablets out of the container it comes in for longer than 2
solublé in. isopropanol and practically insoluble in-water Lopinavir has the following structurai the b'm'fans_format'on of some drugs metabolized by cytochrome P450 enzymes and by 4 Effect on the dose-normalized sum of rifabutin parent and 25- 0 -desacetyl rifabutin active metabolite. copies/mL’ | copies/mL2 N o ies/mL' | copies/mL2 n adult patients receiving the 400 mg/100 mg twice daily regimen (without nevirapine). N n(; .ta.e Op(jlna\’tlran ritonavir tablets 1t you have an aflergy 1o lopinavir and ritonavir or weeks, especially in areas where there is a lot of humidity. Keep the container closed tightly.
formula: ' glucuronidation. 5 Data extracted from the rosuvastatin package insert and results presented at the 2007 Conference on 4 P P L4 These doses resulted in treatment benefit (proportion of patients with HIV-1 RNA < 400 any orits ingredients. Throw away any medicine that is out of date or that you no longer need
: Lopinavir and ritonavir is metabolized by CYP3A. Drugs that induce CYP3A activity would be Retroviruses and Opportunistic Infection (Hoody, et al, abstract L-107, poster # 564). < 30,000 74% 1% 82 79% 72% 87 copies/mL) similar to that seen in the adult clinical trials. L ) i L ' i
expected to increase the clearance of lopinavir, resulting in lowered plasma concentrations of 6 Data extracted from the tenofovir package insert. - 30,000 10 < 100,000 1% 73% 79 7% 54% 79 « Among patients 12 to 18 years of age receiving 400/100 mg/m? or 480/120 mg/m? (with What should | tell my doctor before taking lopinavir and ritonavir tablets? Keep lopinavir and ritonavir tablets and all medicines out of the reach of children.
lopinavir. Although not noted with concurrent ketoconazole, coadministration of lopinavir and * Parallel group design; n for lopinavir and ritonavir + d drug, n for drug alone. - - - 00 - " efavirenz) twice daily, plasma concentrations were 60% to 100% higher than among 6 Lopinavir and ritonavir tablets may not be right for you. Tell your doctor about all your medical General information about lopinavir and ritonavir tablets
ritonavir and other drugs that inhibit CYP3A may increase lopinavir plasma concentrations. r\‘/A= Not available. = 100,000 to < 250,000 5% 64% 83 60% A7% 2 to 12 year old patients receiving 230/57.5 mg/m?. Mean apparent clearance was similar conditions, including if you: Lopinavir and ritonavir tablets do not cure HIV-1 or AIDS. The long-term effects of lopinavir and
Drug interaction studies were performed with lopinavir and ritonavir and other drugs likely to be NG = No change. = 250,000 72% 60% 82 44% 33% 89 to that observed in adult patients receiving standard dose and in patients 6 to 12 years « have any heart problems, including if you have a condition called Congenital Long QT ritonavir tablets are not known at this time. People taking lopinavir and ritonavir tablets may still
C 3 coadministered and some drugs commonly used as probes for pharmacokinetic interactions. The | Pationts achieved and maintained confirmed HIV-1 RNA < 400 copies/mL through Week 48 of age. Although changes in HIV-1 RNA in patients with prior treatment failure were less Syndrome. et opportunistic infections or other conditions that happen with HIV-1 infection. Some of these
CH, effects of coadministration of lopinavir and ritonavir on the AUC, G, and C,, are summarized in 12.4 Microbiology ) P;:Z:t: :zh::::d :Tv_:”m:miuc:onp:;g; o "Neek 4; copies/mL through Week 4. than anticipated, the pharmacokinetic data supports use of similar dosing as in patients < have liver problems, including Hepatitis B or Hepatitis C. conditions are pneumonia. herpes virus infections and Mycobacterium avium complex (MAC
Table 10 (effect of other drugs on lopinavir) and Table 11 (effect of lopinavir and ritonavir on other < i 6 to 12 years of age, not to exceed the recommended adult dose. « have diabetes. infections.
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drugs). The effects of other drugs on ritonavir are not shown since they generally correlate with
those observed with lopinavir (if lopinavir concentrations are decreased, ritonavir concentrations
are decreased) unless otherwise indicated in the table footnotes. For information regarding clinical
recommendations, see Table 9 in Drug Interactions (7).

Table 10. Drug Interactions: Pharmacokinetic Parameters for Lopinavir in the Presence of the

Mechanism of Action: Lopinavir, an inhibitor of the HIV-1 protease, prevents cleavage of the Gag-
Pol polyprotein, resulting in the production of immature, noninfectious viral particles.

Antiviral Activity: The antiviral activity of lopinavir against laboratory HIV strains and clinical
HIV-1 isolates was evaluated in acutely infected lymphoblastic cell lines and peripheral blood
lymphocytes, respectively. In the absence of human serum, the mean 50% effective concentration
(ECs,) values of lopinavir against five different HIV-1 subtype B laboratory strains ranged from 10
to 27 nM (0.006 to 0.017 mcg/mL, 1 mcg/mL = 1.6 uM) and ranged from 4 to 11 nM (0.003 to

Through 48 weeks of therapy, the mean increase from baseline in CD4* cell count was
207 cells/mm? for the lopinavir and ritonavir arm and 195 cells/mm? for the nelfinavir arm.

Study 730: Lopinavir and ritonavir tablets once daily + tenofovir DF + emtricitabine compared to
lopinavir and ritonavir tablets twice daily + tenofovir DF + emtricitabine

Study 730 was a randomized, open-label, multicenter trial comparing treatment with lopinavir

« For all age groups, the body surface area dosing was converted to body weight dosing
using the patients prescribed lopinavir dose.

16  HOW SUPPLIED/STORAGE AND HANDLING
Lopinavir and ritonavir tablets are available in the following strengths and package sizes:

* have hemophilia. People who take lopinavir and ritonavir tablets may have increased
bleeding.

* have low potassium in your blood.

« are pregnant or plan to become pregnant. It is not known if lopinavir and ritonavir tablets
will harm your unborn baby. Birth control pills or patches may not work as well while you
take lopinavir and ritonavir tablets. To prevent pregnancy while taking lopinavir and ritonavir

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide.
Do not use lopinavir and ritonavir tablets for a condition for which it was not prescribed. Do not
give lopinavir and ritonavir tablets to other people, even if they have the same condition you have.
It may harm them.

This Medication Guide summarizes the most important information about lopinavir and ritonavir
tablets. If you would like more information, talk with your doctor. You can ask your pharmacist or

Coadministered Drug for R d in Dose or R ) -0 HW and ritonavir 800 mg/200 mg once daily plus tenofovir DF and emtricitabine versus lopinavir N : . doctor for information about lopinavir and ritonavir tablets that is written for health professionals.
0.007 meg/mL) against several HIV-1 subtype B clinical isolates (n = ). In the presence of 50%  anq ritonayir 400 mg/100 mg twice daily plus tenofovir DF and emiricitabine in 664 antiretroviral 161 Lopinavir and Ritonavir Tablets, 200 mg lopinavir / 50 mg ritonavir fablets, women who take birf contrl pils or use estragen pateh for bifth contiol Should o more information about lopinavir and-rtonavi tablets call Mylan Pharmaceuticals Inc.
Ritonavir, USP is chemically designated as 10-hydroxy-2-methyl-5-1-methylethyl)-1-[2-(1- Coadministered Dose of Dose of Ratio (in combination with coadministered human serum, the mean EC, values of lopinavir against these five HIV-1 laboratory strains ranged treatment-naive patients. Patients were randomized in a 1:1 ratio to receive either lopinavir and Lopinavir and ritonavir tablets 200 mg/50 mg are light yellow to yellow colored, film-coated zhcf;rszﬁt hlov?/rf;pré/\?:ntoprelgnar?coynmrlziI:;ai?ngTOrginZ\:iTa(r)u'l rli{on:v(;:]t;%fetsa 0 your at 1-877-4-INFO-RX (1-877-446-3679).
methylethyl)-4-thiazolyl]-3,6-dioxo-8, 11-bis(phenylmethyl)-2,4,7,12- tetraazatridecan-13-oic Drug Coadministered | Lopinavir | drug-/alone) of Lopinavir Pharmacokinetic from 65 to 289 nM (0.04 to 0.18 meg/mL), representing a 7- to 11-fold attenuation. Combination ritonavir 800 mg/200 mg once daily (n = 333) or lopinavir and ritonavir 400 mg/100 mg twice ovaloid tablets, debossed with “M124” on one side and plain on other side, and are available in e lobinavir and ritonavir tabiets dur e with vour bout h
acid, 5-thiazolylmethyl ester, [55-(5R*,8R*,10R* 11R")]. lts molecular formula is C, H,N,0,S,, Drug (mg) | and Ritonavir| ~ Parameters (30% CI); No Effect = 1 a”t‘,"’"'a' d.’tﬁg achiy St“dées d‘z‘{f‘ '0{"””” '".C‘:.” C“'t‘.“fes d‘?t’;“’”s"a‘e“ ?dd'z've 10 nIAGONSICdaily (n = 331). Further stratification vitin each group was 1:1 (fablet vs. capsule). Patients  the following package sizes: feke Jopinat and rllotads tavlts during pregnancy, talk with your doctor abOut oW YU What are the ingredients in lopinavir and ritonavir tablets?
and its molecular weight is 720.95. Ritonavir is a white to light tan powder. It is freely soluble in (mg) activity wi oramauir The EC. vallos of losinaui ity o o Horont g ctiains o administered the capsule were switched to the tablet formulation at Week 8 and maintained on NDC 65015-035-20 o oo the honlth of vou andl o abey | CSy- The Ppose O1 e pregnancy fegistty e ingredient: lopinavir and ritonavir
methanol and ethanol, soluble i isopropanol and practically insoluble i water. Ritonavir has the n| ¢ AUC o from 12 10180 1M (DO0B 0 113 magimb). o e e el randomizad dosing schedule. Ptients were adminstered emiricabine 200 m once daly Bottles of 120 tablets . Do not breast 00 1 ing lopinavir and rtonavi Inactive ingredients: Lopinavir and ritonavir tablets 200 mg and 50 mg and 100 mg lopinavir and
following structural formula: - i il : g/me). and tenofovir DF 300 mg once daily. Mean age of patients enrolled was 39 years (range: 19 to * are breast-feeding. Do not breast-feed if you are taking lopinavir and ritonavir tablets. You 25 mg: co%loidal silicon dioxide. conovidone. sodium stearvl fumarate and sorbitan monolaurat
Amprenavir 750 400/100 12 0.72 0.62 0.43 Resistance: HIV-1 isolates with reduced susceptibility to lopinavir have been selected in cell 71); 75% were Caucasian, and 78% were male. Mean baseline CD4+ cell count was 216 cells/mm? NDC 65015-035-08 Shhqllmi ?(pt blrea§t-f§ed Ifdy(')tu . tHll:ﬂ lI }I/l?LI iLe p WO(Ta[t] Whg hi;S”?r gVIIIthaveta l;abz The foilowing are the ingredieﬁts iﬁ the film coating: collgidal anhydrous silica, hyDrOmelloseA
twice daily, | capsule twice 0.65,0.79) | (0.56,0.7) | (0.34,0.56 culture. The presence of ritonavir does not appear to influence the selection of lopinavir-resistant - 3 i R i . o while taKing lopinavir and ritonavir tablets, talk with your doctor about the best way 10 Tee s ; - . g neriosk,
04 daly, 21 0 (0.65,0.79) | (0.56,0.7) | (0.34,0.56) auture. 1 cel‘l)culture pp p gre;ntgoeizlggto ZZ;ecse/lELTm ) and mean baseline plasma HIV-1 RNA was 5 log,, copies/mL (range: 12 (2x6) Unit-dose Tablets your baby. If your baby does not already have HIV-1, there is a chance that HIV-1 can be Zydr%xypropyl cellulose, iron oxide yellow, polyethylene glycol, polysorbate 80, talc and titanium
: . - i R ' " ~ ' 0 ‘ assed to your baby through your breast milk. ioxide.
HiC  CH Efavirenz'-® 600 at 400/100 11, 0.97 0.81 0.61 The selection of reswte}nce to lopinavir and r|t0nay|r in gnnretrowral trea:[ment naive patients has Treatment response and outcomes of randomized treatment through week 48 are presented in o ) _ o _ ) Tell s dncloryaho la)IlI the iez'c'nes ou take. including orescrintion and non-prescriotion
8 bedtime, 9.d | capsule twice | 7+ | (0.78, 1.22) | (0.64, 1.03) |(0.38,0.97) not yet been characterized. In a study of 653 antiretroviral treatment naive patients (Study 863),  Taple 16. 16:2 Lopinavir and Ritonavir Tablets, 100 mg lopinavir / 25 mg ritoniavir divines, vitarins and herbal supplements, Many melcines inieract with Iopinavir and ritonavl This Medication Guide has b d by the U.S. Food and Drug Administrat
o H [+ daily, 9 d plasma viral isolates from each patient on treatmer_n with plasmg HIV-1 RNA > 40_0 copie§/mL a_t Lopinavir and ritonavir tablets 100 mg/25 mg are light yellow to yellow colored, film-coated round ggleltcslngsd ‘rllll;?r:tI:rst ?;kinge; r?evsvu%pegiryiigtz\}ithzzst/tgﬁnglggjrlgﬁggrt (‘;Vrnph:r?:]r;\i’;rt agourrltgg(?t\g is Medication Guide has been approved by the U.S. Food and Drug Administration.
N Jj\ ¥ /L 7 600 at 500/125 19 112 1.06 0.9 Week 24, 32, 40 and/or 48 were anglyzed. No ev!dence of re§|stanceoto |opl|naV|r and rnonavllr Table 16. 0 of Randomized Tr Through Week 48 (Study 730) biconvex t_ablets, debos_sed with ‘M172’ on one side and plain on other side, and are available in can tell you if it is sate to take lopinavir and ritonavir tablets with other medicines. Your doctor . ) ) _ _ o
N N N O N bedtime. 9d | tablet twice was observed in 37 evaluable lopinavir and ritonavir-treated patients (0%). Evidence of genotypic the following package sizes: -~ . Lo . A The brands listed are trademarks of their respective owners and are not trademarks of Matrix Laboratories Limited.
g (1.02,1.23) | (0.96,1.17) | (0.78, 1.04) ; o ! D 2 — - - — - - may need to change the dose of other medicines while you take lopinavir and ritonavir tablets.
. éHs H M {I daily, 10 d resistance to nelfinavir, defined as the presence of the D30N and/or L90M substitution in HIV-1 Outcome Lopinavir and Ritonavir | Lopinavir and Ritonavir NDC 65015-051-17 o N o 3 i
N OoH § . protease, was observed in 25/76 (33%) of evaluable nelfinavir-treated patients. The selection of once daily + TDF + FTC | twice daily + TDF + FTC Bottles of 60 tablets Medicines you should not take with lopinavir and ritonavir tablets.
HyC b db;fm atg il ?]?(1/:50 23 1.36 1.36 1.32 resistance to lopinavir and ritonavir in antiretroviral treatment naive pediatric patients (Study 940) (n=333) (n=331) Serious problems or death can happen if you take these medicines with lopinavir and ritonavir
edtime, ablet twice (1.28,1.44) | (1.28,1.44) | (1.21,1.44) appears to be consistent with that seen in adult patients (Study 863). tablets:
Hy i R 1 789 779 -051- - I
. daily, 10d Resistance to lopinavir and ritonavir has been noted to emerge in patients treated with other esponder’ 8% L NDC 65015-051-20 * ergot containing medicines, including:
Lopinavir and ritonavir tablets are film-coated tablets available for oral administration in two Fosamprenavir® | 700 twice daily [ 400/100 | 18 1.3 1.37 1.52 protease inhibitors prior to lopinavir and ritonavir therapy. In studies of 227 antiretroviral Virologic failure? 10% 8% Bottles of 120 tablets « ergotamine tartrate (Cafergot®, Migergot, Ergomar, Ergostat, Medihaler Ergotamine, Manufactured by:
strengths. plajg(;l:\?v?:g" ceijpas”uyleﬁ‘l\ndce (0.85,1.47) | (0.8,1.55) |(0.72,1.82) tr(_ﬁtment t'r;‘al\l;f ezndAS(r)oteas_e |/nh||_t))|tqr Fx}{)ﬁxefncltled Apan(-tmtsi |so|tate§[hfrlom 4 .of 23 ptat|ents Rebound 5% 5% Wigraine, Wigrettes) Matrix Laboratories Limited
+ Tablets containing 200 mg of lopinavir and 50 mg of ritonavir. . ' with quantifiable (> 400 copies/mL) vira ollowing treatment with lopinavir and ritonavir NDC 65015-051-06 « dihydroergotamine mesylate (D.H.E. 452, Embolex, Migranal® _ i
mning 9 otopinav! g otritonavt daily, 14 d for 12 to 100 weeks displayed significantly reduced susceptibility to lopinavir compared to the Never suppressed through Week 48 5% 3% 20 (2x10) Unit-dose Tablets veroerg nesylate ( ) 9 ) ) Secunderabad — 500 003, India
* Tablets containing 100 mg of lopinavir and 25 mg of ritonavir. Ket | 200 singl 200100 | 12 0.89 0,87 075 corresponding baseline viral isolates. Three of these patients had previously received treatment Death 1 <1 * ergonovine, ergonovine and methylergonovine (Ergotrate, Methergine), ergotamine and
etoconazole single . . . : o o i
Lopinavir and ritonavir tablets contain the following inactive ingredients: colloidal silicon dioxide, doseg capsule twice (0.8,0.99) | (0.75,1) 0.55, 1) with a single protease inhibitor (indinavir, nelfinavir or saquinavir) and one patient had received - - S . methylergonovine . , August 2010
copovidone, sodium stearyl fumarate and sorbitan monolaurate. The following are the ingredients daily, 16 d e e e treatment with multiple protease inhibitors (indinavir, ritonavir and saquinavir). All four of these Discontinued due o adverse events 4% 3% Recommended Slur?ge o _ _ ° Ergotrate M.aleate, methylergonovme malleate (Methergine)
in the film-coating: colloidal anhydrous silica, hypromellose, hydroxypropyl cellulose, iron oxide — - patients had at least four substitutions associated with protease inhibitor resistance immediately Discontinued for other reasons® 8% 1% Store lopinavir and ritonavir film-coated tablets at 25°C (77°F); excursions permitted to 15°-30°C e triazolam (Halcion®), midazolam hydrochloride oral syrup
yellowi, polyethylene glycol, polysorbate 80, talc and titanium dioxide. ettt Lg(lJI(y) %IC; ca:sol(J]IQ?m?ice N (0 32989) (© 6(;.7(:)3 85) | (0 4%6578) prior to lopinadr and ritonavir therapy. Following vial rebound, isofates from these patients al 1 Patients achieved and maintained confirmed HIV-1 RNA < 50 copies/mL through Week 48 o t? BG?FL oy, e room temperatur). Dispense In orignal conaner or USP  pimozde (Orap)
, S .7,0. 83, 0. 49, 0. contained additional substitutions, some of which are recognized to be associated with protease ! 1 RNA <50 ! : equivalent tight container. « the cholesterol lowering medicines lovastatin (Mevacor®) or simvastatin (Zocor®)
daily, 21d inhibitor resistance. However, there are insufficient data at this time to identify patterns of lopinavir 2 Includes confirmed viral rebound and failure to achieve confirmed < 50 copies/mL. through Week 48. For patient use: exposure of this product to high humidity outside the original container or USP « sildenafil (Revatio®) only when used for the treatment of pulmonary arterial hypertension
12 CLINICAL PHARMACOLOGY Nevirapine 200 400100 | 22, 0.81 073 0.49 resistance-associated substitutions in isolates from patients on lopinavir and ritonavir therapy. The 3 Includes lost to follow-up, patient’s withdrawal, non-compliance, protocol violation and other reasons. equivalent tight container (250 mL or less) for longer than 2 weeks is not recommended. (See “Medicines that ma{/ need changes” and “What are theppossible);ide effectsygf lopinavir
. . twice daily, capsule 1971 (0.62,1.05) | (0.53,0.98) | (0.28, 0.74) assessment of these patterns is under study. i ; o for ; ; ; ;
12.1 Mechanism of Action : : .62, 1. .99, 0. .20, 0. . - . ) ’ . and ritonavir tablets?” for information about the use of sildenafil for erectile problems.)
steady-state twice daily, . - . . . Through 48 weeks of therapy, 78% in the lopinavir and ritonavir once daily arm and 77% in the X
Lopinavir is an antiviral drug [see Clinical Pharmacology (12.4)]. > 1yyr)3* steady-sta{e Cross-rasistance - Praclinical Studias: Varying degrees of cross-resistance have been observed Iopina\g/ir and ritonavir twicepzaily aorm achievgd and maintained HIV-1 RNAy< 50 copies/mi (95% + alfuzosin (Uroxatral®)
o among HIV-1 protease inhibitors. Little information is available on the cross-resistance of viruses confidence interval for the difference, -5.9% to 6.8%). Mean CD4* cell count increases at Week 17  PATIENT COUNSELING INFORMATION Medicines that you should not take with lopinavir and ritonavir tablets since they may make
12.3 Pharmacokinetics Omeprazole | 40 once daily, | 400/100 | 12 1.08 1.07 1.03 that developed decreased susceptibility to lopinavir during lopinavir and ritonavir therapy. s o s X , See Medication Guide Iopinavir and ritonavir tablets not work as well:
The pharmacokinetic properties of lopinavir coadministered with ritonavir have been evaluated in 5d tablet twice 099 117 i ity i inavir a0di inical i ; ; 48 were 186 cells/mm® for the lopinavir and ritonavir once daily arm and 198 cells/mm? for the -
! (0.99,1.17) | (0.99, 1.15) | (0.90, 1.18) The antiviral activity in cell culture of lopinavir against clinical isolates from patients previously - . o : i i . IS
healthy adult volunteers and in HIV-1 infected patients; no substantial differences were observed daily, 10 d treated with a single protease inhibitor was determined. Isolates that displayed > 4-fold reduced lopinavir and ritonavir twice daily arm. Information For Patients the herbal supplement St Johns Wort (hypericum perforatum)
PR . y s s . - - ! : : B . . i . . ® Rifadin® R . ®
between the two groups. Lopinavir is essentially completely metabolized by CYP3A. Ritonavir 40 once daily, 800/200 12 0.94 0.92 0.71 susceptibility to nelfinavir (n = 13) and saquinavir (n = 4), displayed < 4-fold reduced susceptibility 14.2 Patients with Prior Antiretroviral Therapy Patients or parents of patients should be informed that: . r'|famp|n (Rimactane®, Rifadin®, Rifater® or Rifamate?)
inhibits the metabolism of lopinavir, thereby increasing the plasma levels of lopinavir. Across 5d tablet once (0.88,1) | (0.86,0.99) | (0.57,0.89) to lopinavir. Isolates with > 4-fold reduced susceptibility to indinavir (n=16) and ritonavir Study 888: Lopinavir and ritonavi | ice dail - NRTI d Medicines that may need changes:
studies, administration of lopinavir and ritonavir 400 mg/100 mg twice daily yields mean steady- daily, 10 d o o R (n = 3) displayed a mean of 5.7- and 8.3-fold reduced susceptibility to lopinavir, respectively. Study 888 Lopinavir and ritonavir capsules twice daily + nevirapine + s compared to General Information: « birth control pills that contain estrogen (“the pill”) or the birth control (contraceptive)
state lopinavir plasma concentrations 15- to 20-fold higher than those of ritonavir in HIV-1 infected Pravastatin 20 once dail 400>100 12 0.98 0.95 0.88 Isolates from patients previously treated with two or more protease inhibitors showed greater investigator-selected protee.lse inhibitor(s) + new@plne * NBTIs ) . o * They should pay special attention to accurate administration of their dose to minimize patches
patients. The plasma levels of ritonavir are less than 7% of those obtained after the ritonavir dose vastal 4d . capsule twice 0 89’ 108 | 0 85. 105 | © 77‘ 1.02 reductions in susceptibility to lopinavir, as described in the following paragraph. Study_ 888 was a randomized, open-label, m_ultlcen_ter trial comparing treatment wn_h lopinavir the risk of accidental overdose or underdose of lopinavir and ritonavir.  certain anticancer medicines, such as nilotinib (Tasigna®) and dasatinib (Sprycel®)
of 600 mg twice daily. The in vitro antiviral ECs, of lopinavir is approximately 10-fold lower than daily. 14 d (089,1.08) | (0.85,1.09) | (0.77,1.02) Clinical Studies - Antiviral Activity of Lopinavir and Ritonavir in Patients with Previous and ritonavir: capsules (400 mg/100 mg twice day) plus nevirapine and nucleoside reverse  They should inform their healthcare provider if their children’s weight changes in order « certain cholesterol lowering medicines, such as atorvastatin (Lipitor®) or rosuvastatin
; i ivi i inavi ; iri inavi aiy, V P transcriptase inhibitors versus investigator-selected protease inhibitor(s) plus nevirapine and
that of ritonavir. Therefore, the antiviral activity of lopinavir and ritonavir is due to lopinavir. - - - Protease Inhibitor Therapies: The clinical relevance of reduced susceptibility in cell culture to P ’ vestig h P tor(s) p virap to make sure that the child’s lopinavir and ritonavir dose is the correct one. (Crestor®)
Figure 1 displays the mean steady-state pl trati f lopinavir and ritonavir aft Rifabutin 150 once daily, |  400/100 | 14 1.08 1.17 1.2 [ ; ’ AT Al I nucleoside reverse transcriptase inhibitors in 288 single protease inhibitor-experienced, non- . o o ) . f . . . . . oo -
9 plays the mean steady-state plasma concentrations of lopinavir and ritonavir after 10d le twi 0.97.1.19 lopinavir has been examined by assessing the virologic response to lopinavir and ritonavir therapy nucleoside reverse transcrintase inhibitor (NNRTI)-naive patients. Patients had a mean age of « They should take the prescribed dose of lopinavir and ritonavir as directed and to set up certain other antiretroviral medicines, such as efavirenz (Atripla® and Sustiva®), nevirapine
lopinavir and ritonavir 400 mg/100 mg twice daily with food for 3 weeks from a pharmacokinetic capsule wice (097.119) 1 (1.04,1.31) | (0.96, 1.65) in treatment-experienced patients, with respect to baseline viral genotype in three studies and P (NNRT) P : . 0 a daily routine in order to do so. (Viramune®), amprenavir (Agenerase®), fosamprenavir calcium (Lexiva®) and nelfinavir
) h h daily, 20 d P P ’ P genotyp 40 years (range: 18 to 74), 68% were Caucasian and 86% were male. Mean baseline CD4+ cell v : ’ ’
tudy in HIV-1 infected adult subjects (n = 19). : baseline viral phenotype in one stud : ey Ny o . inavi itonavi i i (Viracept®)
s e - phenotyp V- count was 322 cells/mm? (range: 10 to 1059 cells/mm?) and mean baseline plasma HIV-1 RNA Lopinavir and ritonavir tablets may be taken with or without food.
Ranitidine 150 single 4001100 | 12 0.99 0.97 0.9 Virologic response to lopinavir and ritonavir has been shown to be affected by the presence of ; o i P - Sustained d in pl HIV-1 RNA have b iated with a reduced risk of * anti-seizure medicines, such as phenytoin (Dilantin) carbamazepine, (Tegretol®)
Figure 1. Mean Steady-state Plasma Concentrations with 95% Confidence Intervals (CI) for dose tablet twice (0.95,1.03) | (093, 1.01) | (0.85, 0.95) | : ) A5 DB : o was 4.1 log;, copies/mL (range: 2.6 to 6 logy, copies/mL). ustained decreases in plasma HIV-1 ave been associated with a reduced risk o beronarbital , 3 s
HIV-1 Infected Adult Subjects (n = 19) daily 10 d .95, 1. .93, 1. .69, U. three or more of the following amino acid substitutions in protease at baseline: L10F/I/R/V, K20M/ Treatment response and outcomes of randomized treatment through Week 48 are presented in progression to AIDS and death. Patients should remain under the care of a physician pnenobarbita
B Y, N/R, L241, L33F, M361, 147V, G48V, 154L/T/V, V82A/C/F/S/T and 184V. Table 12 shows the 48-week Table 17 while using lopinavir and ritonavir. Patients should be advised to take lopinavir and < medicines for erectile problems, such as sildenafil (Viagra®), tadalafil (Cialis®) or vardenafil
150 single 800/200 10 0.97 0.95 0.82 virologic response (HIV-1 RNA < 400 copies/mL) according to the number of the above protease . ritonavir and other concomitant antiretroviral therapy every day as prescribed. Lopinavir (Levitra®)
E —&— Lopinavi dose tablet once 0.95, 1 0.91,0.99) | (0.74, 0.91 inhibitor resistance-associated substitutions at baseline in studies 888 and 765 [see Clinical and ritonavir must always be used in combination with other antiretroviral drugs. . ioi ; ; ; @
2 —— ;‘i:t'z::\‘:il: daily, 10 d 0%5.1) ] 091,099 (074,091 Studies (14.2) and (14.3)] and study 957 (see below). Once daily administration of lopinavir and Table 17. 0 of Randomized Tr Through Week 48 (Study 888) Patients should not alter)t/he dose or discontinue therapy without consulting with th%ir . m;g:g;”::;‘;:;ﬁ:;‘;:ﬁ:s's S(ICB;Yassu;:t?:azginbeu;t)lrno:J':,tl)yncal::lzglr;n)ase%
el --- 95%Cl Rifampin 600 once daily, |  400/100 | 22 0.45 0.25 0.01 ritonavir for adult patients with three or more of the above subsfitutions is not recommended. Outcome Lopinavir and Ritonavir Investigator-Selected gggtnogslfgsgﬁj: :nfdl[t)r?ér;a\r/;uirnldtorﬁlggi?vr::):fn;TsScSI:Sdﬁ?:el-nlgsvszS:Jli(i ;a(;(gsihies ?lzise :3  inhaled medicines such as salmeterol (Serevent®) or salmeterol in combination with
10d capsule twice (0.4,051) | (0.21,0.29) | (0.01,0.02) - . i - + Nevirapine + NRTIs Protease Inhibitor(s) P : ’ pp fluticasone propionate (Advair®). Your doctor may need to change to a different medicine.
daily, 20 d Table 12. Virologic Response (HIV-1 RNA < 400 copies/mL) at Week 48 by Baseline Lopinavir (n=148) + Nevirapine + NRTIs the patient should not double the next dose. « medicines for dout such as colohicine (Colerys®
y 600 onco daly | 800200 | 10| 102 08l o and Ritonavir Susceptibilty and by Numher of Protease Substitutions Associated with Reduced (n=140) « Lopinavir and ritonavir is not a cure for HIV-1 infection and that they may continue to medicines for gout, such as colchicine (Colcrys)
E | cansul twice : : : Response to Lopinavir and Ritonavir' - " - develop opportunistic infections and other complications associated with HIV-1 disease. *  medicines to_tregt pulmonary arterial hypertension (PAH), such as bosentan (Tracleer®) or
® é)a” i (0.85,1.23) | (0.64,1.1) | (0.19,0.96) : : . Responder 57% 33% The long-term effects of lopinavir and ritonavir are unknown at this time. Patients should tadalafil (Adcirca®)
= Y. Number of Study 888 (Single | Study 765 (Single | Study 957 (Multiple Virologic failure? 24% 1% be told that there are currently no data demonstrating that therapy with lopinavir and « pain medicines, such an fentanyl (Duragesic®, lonsys™, Fentora®) and methadone
_5 600 once daily, | 400/400 9 0.93 0.98 1.03 P"J‘:al?le "."h'h“?r protease |nh|l|11|2tur- protease lﬂh"lljlsz' protease lﬂhllllil}ﬂr' Rebound "y 9% ritonavir can reduce the risk of transmitting HIV-1 to others through sexual contact, If you are not sure if you are taking a medicine above, ask your doctor.
] 14d capsule twice (0.81,1.07) | (0.81,1.17) | (0.68, 1.56) substitutions a experienced”, experienced", experienced’, ° ° sharing needles or being exposed to their blood. For their health and the health of
-] daily, 9 d° baseline’ NNRTI-naive) NNRTI-naive) NNRTI-naive) Never su d o 0 thers. it is important that they al tice saf by using a lat lyureth
c ] ppressed through Week 48 13% 23% others, it is important that they always practice safer sex by using a latex or polyurethane N . . ”
@ i etrati oy n =130 n = 56 n =50 condom or other barrier method to lower the chance of sexual contact with any bod How should I take lopinavir and ritonavir tablets?
& 4 Coadministration of lopinavir Death 1% 2% r " ) ith any body « Take loninavir and ritonavir tablet d " ibed b doct
c " P 9 o o fluids such as semen, vaginal secretions or blood. They should also be advised to never pinavir and ritonavir tablets every day exactly as prescribed by your doclor.
] and ritonavir and rifampin is Oto? 76/103 (74%) 34/45 (76%) 19/20 (95%) —— . vag Y X k | )
o contraindicated. 3t05 13/26 (50% 8/11 (73% 18/26 (69% Discontinued due to adverse events 5% 1% re-use or share needles. e Itis very important to set up a dosing schedule and follow it every day.
5 [See Contraindications (4).] P o ((00/ )°) n(/a ) ” (2(50/ ;) Discontinued for other reasons® 14% 13% org « Do not change your treatment or stop treatment without first talking with your doctor.
A 3 y . o I o
Ritonavir® 100 twice 400/100 8, 1.28 1.46 216 o N : 1 Patients achieved and maintained confirmed HIV-1 RNA < 400 copies/mL through Week 48 « Lopinavi d rit i interact with d - therefi tients should bi Swallow lopinavir and ritonavir tablets whole. Do not chew, break or crush lopinavir and
daily, capsule twice | 21* 1 Substitutions considered in the analysis included L10/F//R/V, K20M/N/R, L24I, L33F, M36l, 147V, G4V, 154L/ ! ! ’ : opinavir and ritonavir may interact with some drugs; theretore, patients should be ritonavir tablets.
3104 \)\lk" dail (0.94,1.76) | (1.04,2.06) | (1.29, 3.62) T/V, V82A/C/F/S/T and 184V, 2 Includes confirmed viral rebound and failure to achieve confirmed < 400 copies/mL through Week 48. advised to report to their doctor the use of any other prescription, non-prescription « Lopinavir and ritonavir tablets can be taken with or without food.
st 4y\’Nk 2 43% indinavir, 42% nelfinavir, 10% ritonavir, 15% saquinavir. 3 Includes lost to follow-up, patient's withdrawal, non-compliance, protocol violation and other reasons. medication or herbal products, particularly St. John’s wort. « If you are taking both Videx® (didanosine) and lopinavir and ritonavir tablets:
— - " " - 3 41% indinavir, 38% nelfinavir, 4% ritonavir, 16% saquinavir. * Lopinavir and ritonavir tablets can be taken at the same time as didanosine without food. « didanosine can be taken at the same time as lopinavir and ritonavir tablets. without food
Time (hours) Tenofovir! 300 01n‘<‘:eddally, casglﬂg?v?ice 24 NC NC NC 4 86% indinavir, 54% nelfinavir, 80% ritonavir, 70% saquinavir. Through 48 weeks of therapy, there was a statistically significantly higher proportion of patients o If they are receiving sildenafil, tadalafil or vardenafil there may be an increased risk of Do not miss a dose of lopinavir and ritonavir tabll)ets This could make the \;irus harder té
> in the lopinavir and ritonavir arm compared to the investigator-selected protease inhibitor(s) arm associated adverse reactions including hypotension, visual changes and sustained : PR : : y : :
. o . - . . o daily, 14 d Virologic response to lopinavir and ritonavir therapy with respect to phenotypic susceptibility to with HIV-1 RNA < 400 copies/mL (57% vs. 33%, respectively). erection, and should promptly report any symptoms to their doctor. :frei?tislfalyn:l;sftotr%?e t%:aykgulroﬁgz":jroizd Jgor?;wt;;zbtlﬁt:’n:?sksee;hzo?:ﬁidstggge fgﬁgtua%auyf
Absorption: In a phgrmgcokmeyc stugy in HIV-1l positive subjects (n = 19), multiple dosing with T_|prana_v3|r/ 500/200 400/100 | 21 0.53 0.45 0.3 lopinavir at baseline was examined in Study 957. In this study 56 NNRTI-naive patients with HIV-1 Through 48 weeks of therapy, the mean increase from baseline in CD4* cell count was « If they are receiving estrogen-based hormonal contraceptives additional or alternate reqular dosing schedule by taking yourynext dose at its regular time. Do not take more than
400 mg/100 mg lopinavir and ritonavir twice daily with food for 3 weeks produced a mean + SD ritonavir twice daily | capsule twice | 69 | (0.4,0.69)" | (0.32,0.63) | (0.17,0.51) RNA > 1,000 copies/mL despite previous therapy with at least two protease inhibitors selected 111 cells/mm? for the lopinavir and ritonavir arm and 112 cells/mm? for the investigator-selected contraceptive measures should be used during therapy with lopinavir and ritonavir. one dose of lopinavir and ritonavir tablets at one time
lopinavir peak plasma concentration (C,,,) of 9.8 + 3.7 mcg/mL, occurring approximately 4 hours (28 doses)* daily 048 from indinavir, nelfinavir, ritonavir and saquinavir were randomized to receive one of two doses protease inhibitor(s) arm. « If they are taking or before they begin using Serevent® (salmeterol) and lopinavir and ! me.. . .
after administration. The mean steady-state trough concentration prior to the morning dose was (27 doses) 0 4'0 58)° of lopinavir and ritonavir in combination with efavirenz and nucleoside reverse transcriptase o ) ) . ritona¥/ir the sr?ould alk o thyeir dgoctor at?out Toplems these two medicgtions ma o If you take more than the prescribed dose.of lopinavir and ritonavir tablets, call your local
7.1 + 2.9 mcg/mL and minimum concentration within a dosing interval was 5.5 + 2.7 mcg/mL. (04,058) inhibitors (NRTIs). The ECs, values of lopinavir against the 56 baseline viral isolates ranged Study 802: Lopinavir and ritonavir tablets 800 mg/200 mg once daily vs. 400 mg/100 mg tavse when taken together. The doctor ma v keep someons on Soroventt poison control center or emergency room right away.
Lopinavir AUC over a 12 hour dosing interval averaged 92.6 + 36.7 mogeh/mL. The absolute Allinteraction studies conducted i healthy, HIV-1 negative subjects unless otherwise indicated. from 0.5- to 96-fold the wild-type ECs, value. Fifty five percent (31/56) of these baseline isolates twice daily when coadministered with nucleoside/nucleotide reverse transcriptase inhibitors in (salmeterol) : y « If lopinavir and ritonavir tablets is being used for your child, tell your doctor if your child’s
bioavailability of lopinavir co-formulated with ritonavir in humans has not been established. 1 The phar of ritonavir are by concurrent efavirenz. displayed > 4-fold reduced susceptibility to lopinavir. These 31 isolates had a median reduction antriretroviral-experienced, HIV-1 infected subjects. i : k' before they beain taking Advair® (szl N bination with weight changes.
Plasma concentrations of lopinavir and ritonavir after administration of two 200 mg/50 mg 2 Data extracted from the fosamprenavir package insert. in lopinavir susceptibility of 18-fold. Response to therapy by baseline lopinavir susceptibility is M06-802 was a randomized open-label study comparing the safety, tolerability and antiviral they are taking or before they begin taking Advair® (saimeterol in combination wit « Lopinavir and ritonavir tablets should not be given one time each day in children. When
sma tration an "o ¢ o0 3 Study conducted in HIV-1 positive adult subiects shown in Table 13. activity of once daily and twice daily dosing of lopinavir and ritonavir tablets in 599 subjects with fluticasone_propionate) and lopinavir and ritonavir, they should talk to their doctor iving lopinavir and ritonavir tablets to your child, give lopinavir and ritonavir tablets exactl
lopinavir and ritonavir tablets are similar to three 133.3 mg/33.3 mg lopinavir and ritonavir y P jects. | ' o ! - - about problems these two medications may cause when taken together. The doctor may giving lop y » give lop v
. ) - o 4 Titrated to 800 mg/200 mg twice daily as 533 mg/133 mg twice daily x 1 d, 667 mg/167 mg twice daily x 1 d, detectable viral loads while receiving their current antiviral therapy. Of the enrolled subjects, 55% N ] POV ) as prescribed.
capsules under fed conditions with less pharmacokinetic variability. /209 mg twi y g 0 Y g 9 v choose not to keep someone on Advair® (salmeterol in combination with fluticasone P
- o ) ) = o then 800 mg/200 mg twice daily x 7 d, compared to 400 mg/100 mg twice daily x 10 days alone. Table 13. HIV-1 RNA Response at Week 48 by Baseline Lopinavir Susceptibilty’ on both treatment arms had not been previously treated with a protease inhibitor and 81% to 88% ropionate) « When your lopinavir and ritonavir tablets supply starts to run low, get more from your doctor
Etfects of Food on Oral Lopinavir and Ritonavir Tablets: No clinically significant 5 Titrated to 400 mg/400 mg twice daily as 400 mg/200 g twice daily x 1 d, 400 mg/300 mg twice daily x 1 d had received prior NNRTIs as part of their anti-HIV treatment regimen. Patients were randomized proplonate). is i inavir and ritonavi
; : o - . . e : ' P — ! J nis ortn A _ g V or pharmacy. It is important not to run out of lopinavir and ritonavir tablets. The amount of
changes in C,, and AUC were observed following administration of lopinavir and ritonavir then 400 mg/400 mg twice daily x 7 d, compared to 400 mg/100 mg twice daily x 10 days alone. Lopinavir susceptibility HIV-1RNA < 400 HIV-1 RNA < 50 in a 1:1 ratio to receive either lopinavir and ritonavir 800 mg/200 mg once daily (n = 300) or Potential Ad Effect HIV-1 virus in your blood may increase if the medicine is stopped for even a short time. The
i i ; ; iictrati i i I ° S o : - otential Adverse Effects: -
tah!ets _under fgd con_dmons con_lpared to fasted conditions. Relative to fastmga, admmlnstranon_of 6 Data e_xtracted from_the tenofovir package insert. at haseline copies/mL (%) copies/mL (%) lopinavir and ritonavir 400 mg/100 mg twice daily (n = 299). Patients were administered at least « Skin rashes ranging in severity from mild to toxic epidermal necrolysis (TEN), Stevens- virus may become resistant to lopinavir and ritonavir tablets and become harder to treat.
lopinavir and ritonavir tablets with a moderate fat meal (500 to 682 Kcal, 23% to 25% calories 7 Intensive PK analysis. < 10-fold 25/27 (93%) 22/27 (81%) two nucleoside/nucleotide reverse transcriptase inhibitors selected by the investigator. Mean age ging v . P ysis (1EN), otever « Lopinavir and ritonavir tablets can be taken with acid reducing agents used for heartburn or
from fat) increased lopinavir AUC and G, by 26.9% and 17.6%, respectively. Relative to fasting, 8 Drug levels obtained at 8 to 16 hrs post-dose. of patients enrolled was 41 years (range: 21 to 73); 51% were Caucasian and 66% were male Johnson Syndrome and Erythema multiforme have been reported in patients receiving an M i )
inistrati inavi tonavi ith a hi ison is lopinavir and ritonav ice daily i ‘ 10- and < 40-fold 11/15 (73%) 9/15 (60%) p : v ge: P20 o < lopinavir and ritonavir. Patients should be advised to contact their healthcare provider reflux such as omeprazole (Prilosec®) and ranitidine (Zantac®) with no dose adjustment.
administration of lopinavir and ritonavir tablets with a high fat meal (872 Kcal, 56% from fat) 9 Reference for comparison is lopinavir and ritonavir 400 mg/100 mg twice daily without efavirenz > Mean baseline CD4+ cell count was 254 cells/mm? (range: 4 to 952 cells/mm?) and mean baseline lop ! ) De ) ! p © o ) ) o L T
increased lopinavir AUG by 18.9% but not C,... Therefore, lopinavir and ritonavir tablets may be * Parallel group design: n for lopinavir and ritonavir + coadministered drug, n for lopinavir and ritonavir alone. = 40-fold 218 (25%) 2/8 (25%) lasma HIV-1 RNA was 4.3 logs, copies/mL (range: 1.7 1o 6.6 logs, copies/mL) if they develop a rash while taking lopinavir and ritonavir. The healthcare provider will * Lopinavir and ritaonvir tablets sr_wuld not be admmlstered_ once daily in cpmb|_nat|qn with
taken with or without food NG = No change. = P 310010 COP 1ge: 1710 6.510g,0 CoP : ) determine if treatment should be continued or an alternative antiretroviral regimen used. carbamazepine (Tegretol® and Epitol®), phenobarbital (Luminal®) or phenytoin (Dilantin®).
L L ) o o ) * For the nevirapine 200 mg twice daily study, ritonavir and tipranavir/ritonavir studies, lopinavir and ritonavir was ! Lopmavwrsus.ceptlbnnvaa.s deierm\rled by recombinant phenotypic techinology performed by Virologic. Treatment response and outcomes of randomized treatment through Week 48 are presented in « Patients should be advised that appropriate liver function testing will be conducted prior Avoid doing things that can spread HIV infection. Lopinavir and ritonavir tablets do not stop you
f’sfr’b‘{"‘:)'!- :t ftezdi"ft?t% k?””?;” :S apprﬁxl'm?ﬂéfs /Zitoll?g/o' bohund fo pliSITa pr%t.e'rr:s' administered with or without food. For all other studies, lopinavir and ritonavir was administered with food. 2 Fold change in susceptibility from wild type. Table 18. to initiating and during therapy with lopinavir and ritonavir. Preexisting liver disease from passing HIV infection to others. Do not share needles, other injection equipment or personal
opinavir binds to both alpha-1-acid glycoprotein and albumin; however, it has a higher
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