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Experience the PEGASYS perspective 

Consider the weight of:the evidence. 
~» Proven in clinical trials...proven:in clinical practice. ; 
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PE 6G ‘ASY Se PEGASYS® (peginterferon alfa-2a) 
PRECAUTIONS 

(peginterferon alfa-2a) General 
: 4 The safety and efficacy of PEGASYS alone or in combination with COPEGUS forthe treatment of hepatitis C have not been established in: 

Before prescribing, please consult complete product information, a summary of which follows: + Patients. ne have failed ae alpha interferon treatments 

= En 7 ; 5 ar + Liver or other organ transplant recipients Alpha interferons, including PEGASYS (peginterteronalfa-2a), may cause or aggravate fatal or life-threatening neuropsychiatric, | i dency vi 
autoimmune, ischemic, an infectious disorders, Patents shoud be monitored closely with periodic clinical and laboratory eval: eciae Meh et oma oteeenoy rus (Gop rena 2 vis (Uy) 
ee Peplag PEGA TS terry ee WARNINGS oot ADVERSE RERCIORSY, | A 25% to 45% higher exposure to PEGASYS i sean in subjects undergoing hemoviass In pats wih impaired rena uncon 

Tiiitmia aunt Gmina a + | signs and sympioms of nterteron toxiaty shouldbe elosely montoved. es of PEGASYS shew be adusted aad CASTS 
Use with Ribavirin, Ribavirin, including COPEGUS®, may cause birth defects and/or death ofthe fetus. Extreme care mustetaken | snouig be used with caution in patents with creatinine clearance <G0 mUmin (see DOSAGE AND ADMINISTRATION: Dose 'o avoid pregnancy in female patents and in female partners of male patients. Ribavirin causes hemolytic anemia, The anemia | Maitcations) 

associated wih havin herpy may sulting woreing of ada disease. tains genta and mutagen and should | ration fr Patios 
soa ea a ea are ee COE Hah eT a ual Inrange MAAN) Pans rcvingPECASYS anoint ih COPEGU tou be at ns spropite u,efome o he erels 

nie Ann AEE and risks associated with treatment, and refered tothe PEGASYS and, if applicable, COPEGUS (ribavirin) MEDICATION GUIDES. 
a cal PEGASYS and COPEGUS combination therapy must not be used by women wo are pregnant or by men witose female partners are 

its Sus icin Wovens redo nh mt enrol ihre ora DEM CPUS ay hm ie wa ol ma pur ese ned) 
whom ecay was demonstrated included patents with compensated Iver disease an histological evidence of cihesis (Chic-Puah Edsel ore te Opals onal VORA ke ST TVet De etaetOR parle ee camaseciod during COPEGUS therapy 
Ce and for 6 months nose. Patients should be advised to notify the physician immediately in the event of a pregnancy (see 

CONTRAINDICATIONS / CONTRAINDICATIONS and WARNINGS), 
PEGASYS is contraindicated inpatients with: Women of childbearing potential and men must use two forms of effective contraception during treatment and during the + Hypersensitity to PEGASYS or any ofits components 6 months after treatment has concluded; routine monthly pregnancy tests must be performed during this time (see CONTRA- + Autoimmune hepatitis INDICATIONS and COPEGUS Package Insert) 
‘* Hepatic decompensation (Child-Pugh class B and C) before or during treatment If pregnancy does occur during treatment or during 6 months post-therapy, the patient must be advised of the significant ia PEGASYS is contraindicated in neonates and infants because it contains benzyl alcohol. Benzyl alcohols associated wth an increased risk of COPEGUS therapy tothe fetus. To monitor materal-‘eal outcomes of pregnant viomen exposed to COPEGUS, the COPEGUS 
incidence of neurologic and other complications in neonates and infants, which are sometimes fatal. Pregnancy Registry has been established, Physicians and patients are strongly encouraged to register by caling 1-B00-526-6367. 
PEGASYS and COPEGUS combination therapy is adltionaly contraindicated in: Patients should be advised that laboratory evaluations are required before starting therapy and periodically thereafter (see Laboratory 
+ Patients with known hypersensitivity to COPEGUS or to any component of the tablet Tes) Palenls should be isu io reman wel yaa, especialy cing teil sages of teaent. Patents stad be 
+ Women who are pregnant advised to take with foo 
+ Men whose female partners are pregnant Patients shouldbe informed that its not known if therapy wth PEGASYS alone or in combination with COPEGUS will prevent trans- + Patients with hemoglobinopathies (eg, thalassemia major, sickle-cell anemia) mission of HCV infection to others or prevent cirrhosis, liver failure or liver cancer that might result from HCV infection Patents who 
WAnines develop dizziness, confusion, somnolence, and fatigue should be cautioned to avoid driving or operating machinery. 
General ome uses pase, a pucue estan cones ote dpa of sed needles and syringes tol be supped he 
Patients should be monitored for the following serious conditions, some of which may become life threatening. Patients with Patients, Patients should be thoroughly instructed in the importance of proper disposal and cautioned against any reuse of any needles persistently severe or worsening signs or symptoms should have their therapy withdrawn (see BOXED WARNING). a prs {ull container should be disposed of according tothe directions provided by the physician (see MEDICATION GUIDE). 

Neuropsychiatric A 2 ; ; ‘le, Before beginning PEGASYS or PEGASYS and COPEGUS combination therapy, standard hematological and biochemical laboratory tests Lite-threatening or fatal neuropsychiatric reactions may manifest in patients receiving therapy with PEGASYS and include suicide, i 
OM ici relapse of drug addiction, and drug overdose. These reactions may occur in patients with and without Tae tpg ee ptorel 2 we at « See aan 

previ atric ess. | Q Should i ; performed at 4 weeks. Additional testing should be performed periodically during therapy. Inthe clinical studies, the CBC (including 
ReenSt> cnould be used wit exrame caution in patents who report history of deresson, Neuronsyatiaie adverse events Permoaighin evel and whit blood cll and platelet counts) and chemisties (neludiig Wer futon ests and unc 26) Ware hserved wih alpha ifrferon treatment include aggressive behavior, psychoses, hallucinations, bipolar disorders, and mana. meaetred at 1,4 6, and, and then evel 4 weeks Or Moe MeQueny if abnorvalteg vee found hyo clmuotins Norns 
Physians shold mont al ants fr eidence ol deresson and ote psyehanic symptoms. Patents sould be advised to report TSH) wac meaired eve 12 weeks Monty pegang)tesng should be poral curmg candids etoy ane te reas 
an Sino: smtom of derssion sual eto ote pasrting psa, I sve cs tetany sto be supped (Te og era 
He ec pee et Ot (oe OMENS EAC LOHs ac DOSAGEAND/ADMIN|STHS 10H) The entenos ore ua forthe cin studs of PEASY may e casted s a uel ose baseline values for 

initiati ‘treatment: Serious and severe bacteria infections some fata, have been observe inpatients treated wih aha interferons including PEGASYS. Patel count 28000 cel as low as 7,00 els? inpatients wth cirtosis) 
Some ofthe infections have been associated with neutropenia, PEGASYS should be dscontnud in paints who develop severe infec- «Caution should be exercised In inating treatment in any patient with baseine Ask of severe anemia (eg, spheroytsis, history of 
tions and appropriate antibiotic therapy instituted. Gi bleeding). 

Bone Marrow Toxicity + Absolute neutrophil count (ANC) 21500 cels/mm® 
PEGASYS suppresses bone marrow function and may result in severe ie Ribavirin may potentiate the neutropenia and * Serum creatinine concentration <1.5 x upper limit of normal 
lymphopenia induced by alpha interferons including PEGASYS. Very rarely alpha interferons may be associated with aplastic anemia.  * TSH and T, within normal limits or adequately controlled thyroid function i 
lscavsd tat fami Boo ous (CBC) be obtained pre-treatment and monitored routinely during therapy (see PRECAUTIONS: BEGASYS treatment as ssn wth fae in WBC, ANG, monet, ad leet counts ote staring within the ist 
-aboratory Tests). ‘week reatment (see ). Dose reduction is recommended in patients with hematologic abnormalities (see 
PEGASYS and COPEGUS should be used with caution in patients with baseline neutrophil counts <1500 cells/mm?, with baseline © DOSAGE AND ADMINISTRATION: Dose Modifications), 
platelet counts <90,000 cels/mm? or baseline hemoglobin <10 g/dL, PEGASYS therapy should be discontinued, at least temporarily, While fever is commonly caused by PEGASYS therapy, oer causes of persistent fever must be ruled out, particulary in patients with 
in patients who develop severe decreases in neutrophil and/or platelet counts (see DOSAGE AND ADMINISTRATION: Dose neutropenia (see WARNINGS: Infections). 

Motitications). Transient elevations in ALT (2-fold to 5-old above baseline) were observed in some patients receiving PEGASYS, and were not associated 
Cardiovascular Disorders with deterioration of other iver function tests. When the increase in ALT levels is progressive despite dose reduction or is accompanied 
pares, ‘Supraventricular arrhythmias, chest pain, and myocardial infarction have been observed in patients treated with wy inet sane PEGASYS therapy should be discontinued (see DOSAGE AND ADMINISTRATION: Dose Modifications), 

rug Interactions 
PEGASYS should be administered with caution to patients with pre-existing cardiac disease. Because cardiac disease may be worsened Treatment with PEGASYS once weekly for 4 weeks in healthy subjects was associated with an inhibition of P450 1A2 and a 
by ribavirin-induced anemia, patients with a history of significant or unstable cardiac disease should not use COPEGUS (see WARN- 25% increase in theophylline AUC. ae ‘serum levels should be monitored and appropriate dose adjustments considered for 
INGS: Anemia and COPEGUS Package Insert) patients given both theophylline and PEGASYS (see PRECAUTIONS). There was no effect on the pharmacokinetics of representative 
Hypersensitivity Stas meabolesby CV 29, CYP 2618, CYP 206 CYP SM, in PK study HCY patents onomtanty een meatone 

ic treatment wit ‘once weekly for 4 weeks was associated with methadone levels that were 10% to 15% higher than at sae mci a ee ti ley het CEA PMG Dn mem) ie une oh a ow eves n should be monitored for the signs and symptoms of methadone toxicity. In patients with chronic hepatitis C treated with in 
and appropriate mecical therapy immediatly instituted. combination wih COPEGUS, PEGASYS treatment i not fd iba dstbutono:Gearare, 
Evora Dea Nucleoside Analogues PEGASYS cases raga gta and types Hpegberia, hypogean dabts mis have been pinging 
observed to develop in patients treated with atients with these conditions at baseline who cannot be effectively treated by Ci medication should not begin PEGASY' therapy, Patients who develop these conditions during treatment and cannot be controled with C0-adminstration of COPEGUS and didanosine is not recommended, Reports of fatal hepatic flue, as vel as peripheral neuropathy, 
medication may require doontnuaton of PEGASYS te on on aed i ee an hyperlactatemia/actic acidosis have been reported in clinical trials (see CLINICAL PHARMACOLOGY: 

Daedpel o eesrtlen ol annmd ise including myositis, hepatitis, IP, psoriasis, rheumatoid arth, intestita Sune oa rept, hyrits,and ste pus entematasus tae ben report in patents csivng aaron, PEGASYS sno be Hain ca anlage the in toatl act of stain and ewe agaist HN. Therefor, oncom use of avn 
used with caution in patients with autoimmune disorders. ce ie ncaa 
Pulmonary Disorders eee lutagenesis, Impairment of Fertility 

Dyspnea, pulmonary infiltrates, pneumonia, bronchiolitis obliterans, interstitial pneumonitis and sarcoidosis, some resulting in i 
respiratory failure and/or patient deaths, may be induced or aggravated by PEGASYS or alpha interferon therapy. Patients who  PEGASYS has not been tested for its carcinogenic potential 
develop persistent or unexplained pulmonary ifitrates or pulmonary function impairment should discontinue treatment with PEGASYS. Mutagenesis 

Colitis PEGASYS did not cause ONA damage when tested in the Ames bacterial mutagenicity assay and in the in vitro chromosomal 
Ulcerative, and hemorrhagic/ischemic coli, sometimes fatal, have been observed within 12 weeks of starting alpha interferon eration assay in human lymphocytes, ether inthe presence or absence of metabolic activation. 
‘treatment. Abdominal pain, bloody diarrhea, and fever are the typical manifestations of colitis. PEGASYS should be discontinued Use With Ribavirin , hance tes r 
immediately if these symptoms develop. The colitis usualy resolves within 1 to 3 weeks of discontinuation of alpha interferon Ribavirin is genotoxic and mutagenic. The carcinogenic potential of ribavirin has not been fully determined. In p53 (+/-) mouse 

Pancreatitis casinogency uy at ass up a he maximum lead se of 100 mfdy ravines negen. However, on 3 
Pancreatitis, sometimes fatal, has occurred during alpha interferon and ribavirin treatment. PEGASYS and COPEGUS should be ody surface area bass, this dase was 0.5 times maximum recommended human 24-hour dose of ribavirin. study in rats to 
Suspended symptoms er gs suggste of pancreas are obsered,PEGASY'S and COPEGUS stole dsconiud in patents Rie pst tc a oe Oa ce OEE GUS baci set) 
liagnosed with pancreatitis. 

Cokthanslole Disorders PEGASYS may impatferity in women, Prolonged menstrual cycles and/or amenorrhea ware observed in female, cynomolgus 
Decree os of sion rnoaty inducing macular fea ral artery ori thrombosis, ral emortags and caton wool fates Ie rctantcg wae Hope cone ro UGG peeey (aSed nae Monae, anh a approxima pan ce ers ane nema ae indeed eouraae y eatnot wi PG SYS oe alpha ineierons. Al paten's accompanied by both a decrease and delay in the peak ‘Tiesto progesterone levels following administration of PEGASYS 
ie Hee ree ere ae Te eo hte Citereamigns 12 female monkeys, A eur to normal menstrual chythm folowed cessation of ratment. Every oter day dosing wth 100 ylkg y) should rece ji uring interferon patient vi 9s ocular sy : ; 
sul cee a prompt ang compet je exit, BEGEGVS treatnat should by ARcontnued in gtens Who ceieley tow or ec ea en ene Ss Me eae io dees) a oes on ScD 
worsening ophthalmologic disorders. ce : : Pregnancy: Use With Ribavirin (also, see COPEGUS Package inser.) The tls ol PEGASYS on mae tly have not een stud However, o adverse ees a tty ver obseed in le hess 

Snautei = . : Monkeys treated with non-pegylated interferon alfa-2a for 5 months at doses up to 25 x 10° IU/kg/day. hava may cause bith dle andor death lhe exgnsd es. Extreme cae mus! be aon to avid megane in female Ys th Roan 
patients and in female partners of male patients takin an combination therapy. : 
SHOULD NOT BE STARTED UNLESS A REPORT OF A NEGATIVE PREGNANCY TEST HAS BEEN OBTAINED IMMEDIATELY PRIOR TO fibain has shown reversible txt in anima stuces of mali (se COPEGUS Package inser) 
INITIATION OF THERAPY. Women of childbearing potential and men must use {wo forms of effective contraception during treat- Pregnancy 
ment and for at least six months after treatment has concluded. Routine monthly pregnancy tests must be performed during this Pregnancy: Category C 
time (see BOXED WARNING, CONTRAINDICATIONS, PRECAUTIONS: Information for Patients, and COPEGUS Package Insert). PEGASYS has not been studied for its teratogenic effect. Non-pegylated interferon alfa-2a treatment of pregnant Rhesus monkeys at 
Anemia approximately 20 to 500 times the human weekly dose resulted ina statistically significant increase in abortions. No teratogenic effects 
The primary toxicity of ribavirin is hemolytic anemia. Hemoglobin <10 o/dL. was observed in approximately 13% of COPEGUS and Were seen in the offspring delivered at term, PEGASYS should be assumed to have abortfacent potential. There are no adequate and 
PEGASYS treated patients in clinical trials (see PRECAUTIONS: Laboratory Tests). The anemia associated with COPEGUS occurs wel-controled studies of PEGASYS EO a (3 smo Dee a ol et sts 
within 1 to 2 weeks of initiation of therapy with maximum drop in hemoglobin observed surg the first eight weeks. BECAUSE THE the potential risk to the fetus. PEGASYS is recommended for use in women of childbearing potential only when they are using effective 
INITIAL DROP IN HEMOGLOBIN MAY BE SIGNIFICANT, IT IS ADVISED THAT HEMOGLOBIN OR HEMATOCRIT BE OBTAINED contraception during therapy, == 
PRE-TREATMENT AND AT WEEK 2 AND WEEK 4 OF THERAPY OR MORE FREQUENTLY IF CLINICALLY INDICATED. Patients should Pregnancy: Category X: Use With Ribavirin (see CONTRAINDICATIONS) 
then be followed as clinically appropriate. Significant teratogenia and/or embryocidal effects have been demonstrated in all animal species exposed to ribavirin. COPEGUS 
Fatal and nonfatal myocardial infarctions have been reported in patients with anemia caused by ribavirin. Patients should be assessed var is contraindicated in women who are pregnant and in the male partners of women who are pregnant (see CONTRAINDICA- 
for underlying cardiac disease before initiation of ribavirin therapy. Patients with pre-existing cardiac disease should have electrocar- TIONS, WARNINGS, and COPEGUS Package Insert). 
iors afmiitered efor reatment, and shoul be approprately mono curig therapy. here any detrraton of ato- I pregnancy occurs in a patito pare ta patent during treatment o curing the 6 months ater teatent cessation such cases vascular status, therapy should be suspended or discontinued (see DOSAGE AND ADMINISTRATION: COPEGUS Dosage Modification should be reported to the COPEGUS Pregnancy Registry at 1-800-526-6367. 
Guidelines) Because cardiac disease may be worsened by drug-induced anemia, patents witha history of significant or unstable Musing Mothers 
aso aU coe COWEGUS Faia lisa) Is ot noun har peginterron oan rit component are excreted in ura mk. The eet of oly inetd pein 

Renal or ribavirin from breast milk on the nursing infant has not been evaluated. Because of the potential for adverse reactions from the drugs in 
'tis recommended that renal function be evaluated in all patients started on COPEGUS. COPEGUS should not be administered to patients nursing infants, a decision must be made whether to discontinue nursing or discontinue PEGASYS and COPEGUS treatment 
with creatinine clearance <50 mL/min (see CLINICAL PHARMACOLOGY: Special Populations) Pediatric Use 

The safety and effectiveness of PEGASYS, alone or in combination with COPEGUS in patients below the age of 18 years have not been Copyright © 2003 by Hoffmann-La Roche Inc. All rghts reserved, established.



PEGASYS® (peginterferonalfa-2a) PEGASYS® (neginterferonalfa-2a) 
PEGASYS contains benzyl alcohol. Benzyl alcohol has been reported tobe associated with an increased incidence of neurological and Laboratory Test Values 
other complications in neonates and infants, which are sometimes fatal (see CONTRAINDICATIONS). Hemoglobin 
Geriatric Use The hemoglobin concentration decreased below 12 g/dL in 17% (median Hab drop = 2.2 oidL) of monotherapy and 52% (median 
Younger ates have ihe volo esponse ats tan older patents, Clinic suits of PEGASYS aoe on combination wih Hb ron = 3.7) of ombinontheray pales Sever anemia gb <0 gf) as encountered in {of pateis cevng 
COPEGUS dd not ine sutcent numbers of sbet aged 6 rove deine hte they espond deren om younger eombinon teen an 2 of monoterey ees. Dose modiealon fr enema was reured i 2% ol shai eens 
subs, Aare easton rete tap intereros, such CAS, cara, and astm t-e)eflets ay be more svete 48 wal, Hemogloan dceases in PEGASYS maoteray wae gereraly mil and dirt ete dose moseaion (2 
in the elderly and caution should be exercised inthe use of PEGASYS in this population. PEGASYS and COPEGUS are excreted by the DOSAGE AND ADMINISTRATION: Dose Modifications). 
kay ante of ve actos tots een mayb ret pans with mpated real unen, erase ley allenis—Nevopils 
are more likely to have decreased renal function, care should be taken in dose selection and it may be useful to monitor renal function. Decreases in neutrophil count below normal were observed in 95% of patients treated with PEGASYS either alone or in combination PEGASYS stole use wi caution n patents with eatin clean <0 ml/min nd COPEGUS shoul ot be cdminstee 0 yy COPEGUS. Severe potently fe-reatenng neuropena (ANC <x10/) occured in aporoxmaty 5% of xtents zerg 
allots with creatinine clearance <0 mL PEGASYS either alone or in combination with COPEGUS. Seventeen percent of patients receiving PEGASYS monotherapy and 20% to 
ADVERSE REACTIONS 24% of patients receiving PEGASYS/COPEGUS combination therapy required modification of interferon dosage for neutropenia. Two 
PEGASYS alone or in combination with COPEGUS causes a broad variety of serious adverse reactions (see BOXED WARNING and percent of patients required permanent reductions of PEGASYS dosage and <1% required permanent discontinuation. Median 
WARNINGS) nal sues, on or more serous averse rations occured in 10% of patents rect PEGASYS aoe orn combi neutrophil counts return to pre-treatment levels 4 weeks after cessation of therapy (See DOSAGE AND ADMINISTRATION: Dose 
nation with COPEGUS. Modifications) 
The most common life-threatening or fatal events induced or aggravated by PEGASYS and COPEGUS were depression, suicide, elapse Lymphocytes 
of drug abuse/overdose, and bacterial infections; each occurred at a frequency of <1%, Desrass in ymphoot count are ind by interferon ala tere. Lmphopna as observed during oth monotherapy 26%) 
Nearly all patients in clinical trials experienced one or more adverse events. The most commonly reported adverse reactions were psychi- and. combination therapy with PEGASYS and COPEGUS ee Severe ed (<0.5x10°/L) occurred in approximately 5% of 
atric reactions, including depression, iritabilty, anxiety, and flu-like symptoms such as fatigue, pyrexia, myalgia, headache, and rigors. monotherapy patients and 14% of combination PEGASYS and COPEGUS therapy recipients. Dose adjustments were not required 
Quer 19% of patents eeng 48 wees of thea with PEGASY' ether alone (7%) of in combination vith COPEGUS (10%) 2 crcl) er Sacer Un Fen te meee abe ao 12 seats 1 Mie cess oF May Te eine 
iscontinued therapy. The most common reasons for discontinuation of therapy were psychiatric, fu-ike syndrome (eg, lethargy, Slaifcance of the lymphopenia is not known, 
fatigue, headache), dermatologic, and gastrointestinal disorders. Platelets 
The most common reason for dose modification in patients receiving combination therapy was for laboratory abnormalities, neutro- Platelet counts decreased in 522% of patients treated with PEGASYS alone (median drop 45% from baseline), 33% of patients penia (20%) and thrombocytopenia (4%) for PEGASV'S and anemia (22%) for COPEGUS. receiving combination with COPEGUS (median drop 30% from baseline). Median platelet counts return to pre-treatment levels 4 weeks 
PEGASYS dose was reduced in 12% of patents eceving 1000 mg to 1200 mg COPEGUS for 48 weeks and in 7% of patients receiv- after the cessation of therapy. 
ing 800 mg COPEGUS for 24 weeks. COPEGUS dose was reduced in 21% of patients receiving 1000 mg to 1200 mg COPEGUS for Triglycerides 4s 
48 weeks and 12% in patients receiving 800 mg COPEGUS for 24 weeks Teri levels are elevted in pater eceing ala intron than and were elated in he meorty fates parting in 
Because clinical trials are conducted under widely varying and controlled conditions, adverse reaction rates observed in clinical studies receiving either PEGASYS alone or in combination with COPEGUS. Random levels higher 2400 mg/dL were observed 
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug. Also, the adverse event rates in about 20% of patients. 
listed here may not predict the rates observed in a broader patient population in clinical practice, ALT Elevations 

Adverse Reactions Occurring in >5% of Patients in Hepatitis C Clinical Trials (Pooled Studies 1, 2, 3, and Study 4) Less than 4% of patients experienced marked elevations (5-o 10-fold above baseline) in ALT levels during treatment. These transaminase 
elevations were on occasion associated with hyperbilrubinemia and were managed by dose reduction or discontinuation of study 

Body System PEGASYS: ROFERON-A** PEGASYS. Intron A+ ‘treatment. Liver function test abnormalities were ey transient. One case was attributed to autoimmune hepatitis, which persisted 
180 19 180 1g + 1000 mg or 1200.mg | beyond study mecication discontinuation (see DOSAGE AND ADMINISTRATION: Dose Modifications). 

48 week? ‘o00 mgr 200mg} REBETOL® Thyroid Funetion 
oa eo PEGASYS alone or in combination with COPEGUS was associated with the development of abnormalities in thyroid laboratory 

values, some with associated clinical manifestations. Hypothyroidism or hyperthyroidism a ea dose modification or 
N=559 N=451___ | __N=443_| __ discontinuation occurred in 4% and 1% of PEGASYS treated patients and 4% and 2% of PEGASYS and COPEGUS treated patients, 

respectively. Approximate hat of the patent, who developed tyro ebnomaltis ding PEGASYS teatmen, st had 
zs z wy abnormalities during th follow-up period (See PRECAUTIONS: Laboratory Tests) 

Application Site Disorders Immunogenicity 
Injection site reaction 2 18 2 16 Nine percent (71/834) of patents treated with PEGASYS with or without COPEGUS developed binding antibodies to interferon afa-2a, 

Tenia as assessed by an ELISA assay. Three percent of patients (25/835) receiving PEGASYS with or without COPEGUS, developed low-tter 

SPIO The clinical and pathological significance of the appearance of serum neutralizing antibodies is unknown. No apparent correlation of 
Fluclike Symptoms antibody development to clinical response or adverse events was observed. The percentage of patients whose test results were con- 
and Signs sidered positive for antibodies is highly dependent on the sensitivity and specificity of the assays, 
Fatigue/Asthenia 56 57 65 68 Additionally, the observed incidence of antibody positivity in these assays may be influenced by several factors including sample tim 
Pyrexia 37 44 4 55 ing and handling, concomitant medications, and underying disease. For these reasons, comparison ofthe incidence of antibodies to 
Figors 35 44 5 37 PEGASYS with the incidence of antibodies to these products may be misleading 
Pain il 2 10 9 OVERDOSAGE 

=a There is limited experience with overdosage. The maximum dose received by any patent was 7 times the intended dose of PEGASYS 
Gastrointestinal Rea a is Pa (180 ig/day for 7 days). There were no serious reactions attributed to overdosages. Weekly doses of up to 630 ug have been 

lausea/Vomiting 3 administered to patients with cancer. Dose-limiting toxicities were fatigue, elevated liver enzymes, neutropenia, and thrombocytopenia, oi iarrhea 16 16 i 10 There is no specific antidote for PEGASYS. Hemodialysis and peritoneal dialysis are not effective. 
‘Abdominal pain 5 5 8 8 Dey rout 8 3 4 7 DOSAGE AND ADMINISTRATION , 
Dos d { § 5 There are no safety and efficacy data on treatment for longer than 48 weeks, Consideration should be glen to discontinuing therapy 

alter 12 to 24 weeks of therapy i the patent has failed to demonstrate an eary virologic response (see CLINICAL STUDIES). 
Hematologic’ PEGASYS 

Lymphopenia 3 5 4 12 ‘The recommended dose of PEGASYS monotherapy is 180 yg (1.0 mL vial or 0.5 mL prefilled syringe) once weekly for 48 weeks by 
Anemia 2 } i i subcutaneous administration in the abdomen or thigh. 
Neutropenia 21 8 2 8 ae Thrombocytopenia 5 2 5 d PEGASYS and COPEGUS Combination . ; 

The recommended dose of PEGASYS when used in combination with ribavirin is 180 yg (1.0 ml. valor 05 mL prefilled syringe) once 
Metabolic and Nutritional weekly. The recommended dose of COPEGUS and duration for PEGASYS/COPEGUS therany i based on viral genotype (see table below), 

Anorexia 7 7 24 26 The dally dose of COPEGUS is 800 mg to 1200 mg administered orally in two divided doses. The dose shouldbe individualized to the 
Weight decrease 4 3 10 10 patient depending on baseline disease characteristics (eg, genotype), response to therapy, and tolerability ofthe regimen, 

Musculoskeletal, Connective Since COPEGUS absorption increases when administered with a meal patients are advised to take COPEGUS with food 
Uieas mins i a if a PEGASYS and COPEGUS Dosing Recommendations 

algia 
aati 2 29 2 % PEGASYS Dose COPEGUS Dose 
Back pain 9 10 5 5 Genotype 1, 4 1809 <75 kg = 1000 mg 48 weeks 
TOUTE 275 kg = 1200 mg 48 weeks 
Headache 54 58 4% 49 Genotype 2,3 1809 800 mg 

Dizziness Genotypes 2 & 3 showed no increased response to treatment beyond 24 weeks. 
(excluding vertigo) 16 12 4 4 Data on genotypes 5 and 6 are insufficient for dosing recommendations. 

Memory impairment 5 4 6 5 A patient should self-inject PEGASYS only if the physician determines that it is appropriate and the patient agrees to medical follow-up 
Psychiatrie as necessary and training in proper injction technique has been provided to himvher (see illustrated PEGASYS MEDICATION GUIDE 

rtality/Anxiety/ for directions on injection site preparation and injection instructions), 
Neca snes 19 2 3 38 PEGASYS should be inspected visually for particulate matter and discoloration before administration, and not used if particulate 
ingore 19 3 0 q matter is visible or product is discolored. Vials and prefiled syringes with particulate matter or discoloration should be returned to 

Depression 8 19 20 2 Se aise 
Concentration impairment 8 1 1 1 

Moot ateraton 3 4 {i severe adverse reactions or laboratory abnormalities develop during combination COPEGUS/PEGASYS therapy, the dose should 
he modified or discontinued, if appropriate, until the adverse reactions abate. If intolerance persists after dose adjustment, 

Pee dee a ome 

isorders HOW SUPPLIED 
etal ul wv Single Dose Vial 

Respiratory, Thoracic and Eat PEGASY' (ovina ali-23) 120 up single use clear ass vi provides 0 mL conaing 180 pegitrteron ale-2a fo 
Metiastinal ¢ injection, Each package contains 4 vial (NDC 0004-0350-09).. 

Dyspnea 4 2 18 14 Vials Monthly Convenience Pack 
Cough 4 3 10 7 Four vials of PEGASYS (peginterferon alfa-2a), 180 pg single use, clear glass val, in a box with 4 syringes and 8 alcohol swabs 

Dyspnea exertional A <i 4 i (ioe od4-360<). ach syringe 6 1 mL (1 oe) ume syringe supped wha 27 gave, ‘he inch needle with neadle-stick 
i protection device. 

Suu olteatanaoes Prefilled Syringes Monthly Convenience Pack 
Four prefilled syringes of PEGASYS (peginterferonalfa-2a), 180 ug single use, graduated, clear glass prefilled syringes, in box with 

Hop : a & 3 {reds an taal swabs (NDE GDL IES2 5) Eat synge 3 8 TL CV2 ee) vane sige spied wih 27 ge, 
Dermatitis 8 3 6 8 ‘/e inch needle with needle-stick protection device. 

Dry skin 4 6 10 8 Storage a 
Rash 5 i 8 3 Store in the refrigerator at 2° to 8°C (36° to 46°F). Do not freeze or shake, Protect from light. Vials and prefiled syringes are for 
Seminal 3 7 6 5 single use only. Discard any unused portion. 
Eczema i i 8 4 REBETRON" is a trademark of Schering Corporation. 

Visual Disorders 

‘Pooled studies 7, 2, and 3 
“Either 3 MIU or 6/3 MIU of ROFERON-A 5 

“Study 4 Pharmaceuticals 
*Severe hematologic abnormalities 

Patients treated for 24 weeks with PEGASYS and 800 mg COPEGUS were observed to have lower incidenoe of serious adverse events 
(Bt vs 10%), Hob <10 g/dL (8% vs 1%), dose modification of PEGASYS (30% vs 36%) and COPEGUS (19% vs 38%) and of with- Hoffinanneta Roche Ine. 
Arawal from treatment (5% vs 15%) compared to patients treated for 48 weeks with PEGASY'S and 1000 mg or 1200 mg COPEGUS, E 
On the other hand the overall incidence of adverse events appeared to be similar inthe two treatment groups. Sau Min gsledisiiees 
Thema! common serious aves erent (9) wes baxter fection (spss, stony endocas,pyeoenis,peum- Nutley, New Jersey 07110-1199 
nia). Other SAEs occurred ata frequency of <1% and included: suicide, suicidal ideation, psychosis, aggression, anxiety, drug abuse www.rocheusa.com 
and drug overdose, angina, hepatic dysfunction, fatty lve, cholangitis, arrhythmia, diabetes melitus, autoimmune. phenomena 
(eg, hyperthyroidism, hypothyroidism, sarcoidosis, systemic lupus erythematosus, rheumatoid arthritis), peripheral neuropathy, 
aplestic anemia, peptio ulcer, gastrointestinal bleeding, pancreatitis, colitis, corneal ulcer, pulmonary embolism, coma, myositis, and 
cerebral hemorthage. U.S, Govt Li. No. 0136 Revised: December 2003
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Powerful efficacy...regardless of patient type — 

e In two clinical trials, more than half of all patients—53% of all patients in study 4 and 61% of all 
patients in study 5—achieved a sustained virologic response (SVR) on PEGASYS + COPEGUS 
combination therapy 

¢ In genotype 2 and 3 patients, similar efficacy in less time with less ribavirin; 82% achieved an SVR 
following 24 weeks of PEGASYS + a low dose of COPEGUS (800 mg/day), compared with 76% of 
patients taking 48 weeks of PEGASYS + COPEGUS, regardless of COPEGUS dose (800,1000, or 
1200 mg/day) : 

Genotype 1: Significant SVR rates in patients you treat most 

SVR RATES IN GENOTYPE-1 PATIENTS 5 

z Study 4 z Study 5 

rr Parr) [i PEGASYS + COPEGUS 
a ‘a 180 [1g qw PEGASYS 

g 60 8 60 51% + 1000-1200 mg/day ribavirin 
e ey nA = to CER 

ES EID) s / 
eae z # poe Bee 
2 it} FILA = 30 Ae mg/day ribavirin 

g 20 g 20 
s ie | B45) } 
ee es OEE eh a = = ere 
ae Ger ae ono) eee (n=271) oe a 
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Please see brief summary of complete product information for PEGASYS and COPEGUS on adjacent pages. |



A treatment strategy tailored by genotype 

DOSAGE RECOMMENDATIONS: COMBINATION THERAPY 

Genotype PEGASYS Dose COPEGUS Dose Duration 

Genotype 1 or 4 ARs1O bre ne nny Patient weight: Ula 

275 kg=1200 mg; 

<75 kg=1000 mg 

Genotype 2 or 3 180 pg qw 800 mg ac 

¢ As monotherapy, the recommended dose of PEGASYS is 180 yg qw for 48 weeks 

© No dose adjustments with PEGASYS for patient weight 

Sustained virologic response is defined as an undetectable HCV RNA value at the end 
of the treatment-free follow-up period (week 48 or 72, depending on viral genotype). 

Study design: In study 4, patients were randomized to receive either PEGASYS 180 ug qw 
with placebo, PEGASYS 180 ug qw with COPEGUS 1000 mg (body weight <75 kg) or 
1200 mg (body weight =75 kg), or Rebetron® (interferon alfa-2b 3 MIU tiw plus 1000 mg 
or 1200 mg ribavirin) for 48 weeks of therapy followed by 24 weeks of treatment-free 
follow-up. 

Study design: In study 5, all patients received PEGASYS 180 pg qw and were randomized 
to treatment for either 24 or 48 weeks and to a COPEGUS dose of 800 mg/day or either 
1000 mg or 1200 mg/day (for body weight <75 kg/275 kg). 

Rebetron® is a registered trademark of the Schering Corporation. 

es a eae ® ® 

, TrewAsyYsS COPEGUS 
: . Oe 200 MG [Peginterferon alfa-2a) eon wecnm (Ribavirin, USP) su 

Unleash the power of pegylation 

. For more information, call 1-877-PEGASYS (1-877-734-2797) or log onto www.pegasys.com.



Alpha interferons, including PEGASYS® (Peginterferon alfa-2a), may cause or aggravate fatal or life-threatening neuropsychiatric, 
autoimmune, ischemic, and infectious disorders. Patients should be monitored closely with periodic clinical and laboratory 
evaluations. Therapy should be withdrawn in patients with persistently severe or worsening signs or symptoms of these 
conditions. In many, but not all cases, these disorders resolve after stopping PEGASYS therapy (see CONTRAINDICATIONS, 
WARNINGS, PRECAUTIONS and ADVERSE REACTIONS in complete product information). 

Use with Ribavirin. Ribavirin, including COPEGUS®, may cause birth defects and/or death of the fetus. Extreme care must be taken 
ROR chee ue no MUncuel ey et cuse Ute R EN Waa lMue oe Cu Lcm tl eee Neu LC 
ESSEC Ait MUMUS el ALE ACS Ua ENT les eee Ice etext MeN acon erence elo 
considered a potential carcinogen (see CONTRAINDICATIONS, WARNINGS, PRECAUTIONS and ADVERSE REACTIONS in 
Coreen aa elie lel) 

PEGASYS, alone or in combination with COPEGUS, is indicated for the treatment of adults with chronic hepatitis C virus infection 

who have compensated liver disease and have not been previously treated with interferon alpha. Patients in whom efficacy was 
demonstrated included patients with compensated liver disease and histological evidence of cirrhosis (Child-Pugh class A). 

PEGASYS is contraindicated in patients with hypersensitivity to PEGASYS or any of its components, autoimmune hepatitis, and 
decompensated hepatic disease (Child-Pugh class B and C) before or during treatment with PEGASYS. PEGASYS is also contraindicated 
in neonates and infants because it contains benzyl alcohol. Benzyl alcohol is associated with an increased incidence of neurological and 
other complications in neonates and infants, which are sometimes fatal. PEGASYS and COPEGUS therapy is additionally contraindicated 
in patients with a hypersensitivity to COPEGUS or any of its components, in women who are pregnant, men whose female partners are 

pregnant, and patients with hemoglobinopathies (eg, thalassemia major, sickle-cell anemia). 

COPEGUS THERAPY SHOULD NOT BE STARTED UNLESS A REPORT OF A NEGATIVE PREGNANCY TEST HAS BEEN OBTAINED 
IMMEDIATELY PRIOR TO INITIATION OF THERAPY. Women of childbearing potential and men must use two forms of effective 
emcee Mom ccc MUR Ue mur Mure eiseLiCclm cc LUMT-Un aurea om celN du enn alla elicte nua aces MUTT 
Feretaceleutctoe Meena MUM La dete [Ute enero Rerce late Ure ec lULom Ue ROL Peele os et 
advised of the significant teratogenic risk of COPEGUS therapy to the fetus. Physicians and patients are Ese cuenic 
to report any pregnancies that do occur to Roche by calling 1-800-526-6367. ae 

The most common adverse events reported for PEGASYS and COPEGUS combination therapy observed in clinical trials (N=451) were 
fatigue/asthenia (65%), headache (43%), pyrexia (41%), myalgia (40%), irritability/anxiety/nervousness (33%), insomnia (30%), alopecia (28%), 
neutropenia (27%), nausea/vomiting (25%), rigors (25%), anorexia (24%), injection site reaction (23%), arthralgia (22%), depression (20%), 

pruritus (19%) and dermatitis (16%). 

Serious adverse events included neuropsychiatric disorders (suicidal ideation and suicide attempt), serious and severe bacterial infections 
(sepsis), bone marrow toxicity (cytopenia and, rarely, aplastic anemia), cardiovascular disorders (hypertension, arrhythmias and myocardial 
infarction), hypersensitivity (including anaphylaxis), endocrine disorders (including thyroid disorders and diabetes mellitus), autoimmune 
disorders (including psoriasis and lupus), pulmonary disorders (dyspnea, pneumonia, bronchiolitis obliterans, interstitial pneumonitis and 
sarcoidosis), colitis (ulcerative and hemorrhagic/ischemic colitis), pancreatitis, and ophthalmologic disorders (decrease or loss of vision, 
tose aUra te enue Cou im tee RMMeRcHue Ulconnlelosiey iamlernui-so(coee on angie ore c(¢\ IU) 
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PEG. ‘ASYS° PEGASYS® (peginterferonalfa-2a) 
| PRECAUTIONS 

Seo ee) Tre sey and tic of PEGASTSal bination with COPEGUS forthe treatment of hepatitis C have not been establish 
Betore prescribing, please consult complete product information, a summary of which follows: “Paro o fave fled ate Sa eCta tae og eam Nes Ne te a 

= = = 5 race + Liver or other organ transplant recipients ‘Alpha interferons, including PEGASYS (peginterferon alf-2a), may cause or aggravate fatal or ife-threatening neuropsychiatric, | ri i i 
autoimmune ischemic, and nfecioususnders, Patients shoud be montredosely with periodic clinical and train ea: tele eo vat a eae a G1) ete ey 
uations. Therapy should! be withdrawn in patients with persistently severe or worsening signs or symptoms ofthese conditions, | Renal Impai ; 
Inmany, but not all cases, these disorders resolve after stopping PEGASYS therapy cee WARNINGS and ADVERSE REACTIONS) eye 45% Lo EN He arom nao bth tens ih ated ee a 

se with Ribavirin. Ribavirin, including COPEGUS®, may cause bith detects and/or death ofthe fetus. Extreme care must be taken Se oe OT eee aT it SAU TDTAIAINTIO OIG 
Theil emang in female paions and in ema paner of male pans Albavin causes hemolie anor, The anemia | Sd be Used wih cuton In patents wih crea ceance <0 mLJmin (See DOSAGE AND ASTON Dox 
associate wih bavi herany ma sun. wren of eae disease Rain pene an mgs até OU | gmat Pat 

e considered a potentic i (st ackage Insert tional it ic ther . Peto cael Gh PERS Pain at fe i ar aH ! Pans essing PEGASYS leon cambiratn wi COPEGUS tou be ets propia, of Bits 
Mme and risks associated with treatment, and referred to the PEGASYS and, if applicable, COPEGUS (ribavirin) MEDICATION GUIDES, 
PEGASYS, peainterferon alfa-2a, alone or in combination with COPEGUS, is indicated for the treatment of adults with chronic  PEGASYS and COPEGUS combination therapy must not be used by women who are pregnant or by men whose female partners ae 
hepatitis ¢ vius infection who have compensated lver disease and have not been previously treated with interferon alpha, Patients in Ser ae eetetea aCe era eee 
whom aay ws ened ne pes wh compensate ver disease and hisologcal evidence of criss (Chig-Pugh eT ee tn cance 1 lacs eecve contacenton dunn COBCGUS therapy 

and for 6 months ea Patients should be advised to notify the physician immediately in the event of a pregnancy (see 

CONTRAINDICATIONS : CONTRAINDICATIONS and WARNINGS). 
PEGASYS is contraindicated in patients with: Women of childbearing poten and men must us, vo forms of ete contraception curing treatment and cg the 
ey Cee r any ofits components Pi a ceo oe cance ae monthly pregnancy tests must be performed during this time (see CONTRA- 
+ Autoimmune hepatitis and ackage Insel 
* Hepatic decompensation (Child-Pugh class B and C) before or during treatment i If bregnancy does occur during treatment or during 6 months post-therapy, the patient must be advised of the significant Serato 
PEGASYS is contraindicated in neonates and infants because it contains benzyl alcohol. Benzyl alcohols associated with an increased risk of COPEGUS therapy tothe fetus. To monitor maternal-eal outcomes of pregnant viomen exposed to GOPEGUS, the COPEGUS 
incidence of neurologic and other complications in neonates and infants, which are sometimes fatal. Pregnancy Registry has been established. Physicians and patients are strongly encouraged to register by calling 1-800-526-6367. 
PEGASYS and COPEGUS combination therapy is aditionaly contraindicated in: Patients should be advised that laboratory evaluations are required before starting therapy and periodically theeatter (see Laboratory 
+ Patients with known hypersensitivity to COPEGUS orto any component ofthe tablet Tests) Patients should be instructed to remain well hydrated, especially during the inital stages of treatment. Patients should be 
+ Women who are pregnant advised to take COPEGUS with food 
+ Men whose female partners are pregnant Patients shouldbe informed that it is not known if therapy wth PEGASYS alone or in combination with COPEGUS will prevent trans- 
+ Patients with hemoglobinopathies (eg, thalassemia major, sickle-cell anemia) mission of HCV infection to others or prevent cirrhosis, liver failure or liver cancer that might result from HCV infection. Patients who 
vanes develop dizziness, confusion, somnolence, and fatigue should be cautioned to avoid driving or operating machinery. 

General I home us is res, «pune estan conte ote dos of se needs ad syringes stale sup he 
i . 7 patients, Patients should be thoroughly instructed in the importance of proper disposal and cautioned against any reuse of any needles 

Soot Sac Siny SATs oreptan ita et ihoun witeravn Gee BOXED Waa Pater wih and syringes. Te fullcontaine should be dsposed of according to he drestons provided bythe physician see MEDICATION GUIDE) 
Neuropsychiatric Eanes eet Before beginning PEGASYS or PEGASY' and COPEGUS combination therapy, standard hematological and biochemical laboratory tests Life-threatening or fatal neuropsychiatric reactions may manifest in patents receiving therapy with PEGASYS and include suicide, i 
suicidal ideation, depression elapse of drug addiction, and dru overdose. These reactions may occur in patents with and without feeommended or al pains. Pregnancy screening for women of chidbearngpotetal must be perormed. 

previous psychiatric illness A ata of therapy, hematological esis shoul be ison a 2 els and 4 wes and tochemial tes shoul be 
i ss performed at 4 weeks. Additional testing should be performed periodically during therapy. In the clinical studies, the CBC (including 

PEEASTS shoud be wt wit exe cate in pales vo eo Hoyo epeson, Naropa ese wrens Pemogot el dhe Hou el and pel coun) and chemise We en ies Sd ues) er 
Physicians should monitor all patients for evidence of depression and other psychiatric symptoms. Patients should be advised to report ro cA aes ae per ey Woke or mors ener Doermalies Nee ry cat strato Torna 
any sno symptom of esi of sui don the presaing pian, Isr cass haan hel be Sood er 
immediately and psychiatric intervention instituted (see ADVERSE REACTIONS and DOSAGE AND ADMINISTRATION). une eee 
eae The entance rr used for he inal ste ofPEGASYS maybe conse a a uel to arable baseine ves for 

t Serious and severe bate infections, some fatal, have been observed in pation treated wih aha inerferon inducing PEGASYS. "pct cour s4400 celismm® (as ow as 7,000 cells inpatients with cihoss) 
Some ofthe infections have been associated with neutropenia, PEGASYS should be discontinued in patents who develop severe infec « caution shouldbe exerised initiating treatment in any patient with baseline risk of severe anemia (eg, spherocytosis, history of 
tions and appropriate antibiotic therapy instituted Gi bleeding), 
Bone Marrow Toxicity + Absolute eutrophil count (ANC) 21500 cells/mm? 
PEGASYS suppresses bone marrow function and may result in severe oe Ribavirin may potentiate the neutropenia and * Serum creatinine concentration <1.5 x upper limit of normal 
Iymphopenia induced by alpha interferons including PEGASYS. Very rarely alpha interferons may be associated with aplastic anemia.» TSH and T, within normal limits or adequately controlled thyroid function 
itis advised that complete blood counts (CBC) be obtained pre-treatment and monitored routinely during therapy (see PRECAUTIONS:  PEGASYS treatment vas associated with decreases in WBC, ANC, lymphocytes, and platelet counts often starting within the first 
Laboratory Tests), 2 si of taint ee ADVERSE REACTIONS), Dose redicon recommended in pate wit Renae anomalies (se 
PEGASYS and COPEGUS should be used with caution in patents wit baseline neutrophil counts <1800 cellsimm®, with baseline DOSAGE AND ADMINISTRATION: Dose Modification). 
pall cous 20 cals? otasenehemonloi <10 fl. PEGASYS hetay shoud be scorns story, Whi eter connanl caus by PEGASYS thay cher ase of pers er mst be ruled out, particulary inpatients with 
inpatients: who develop severe decreases in neutrophil and/or platelet counts (see DOSAGE AND ADMINISTRATION: Dose neutropenia (see WARNINGS: Infections) 

Modifications) Transient elevations in ALT (2-old to 5-fld above baseline) were observed in some patients receiving PEGASYS, and were not associated 
Cardiovascular Disorders with deterioration of other lvr function tests, When the increase in ALT levels fs progressive despite dose reduction or is accompanied 
Hypeenson,surveticlar arth, chest pn and myo inrtan have been observed in patins xed wi aaa Uae PEGASYS therapy should be discontinued (see DOSAGE AND ADMINISTRATION: Dose Modifications). 

rug Interactions 
PEGASYS should be administered with caution to patents with pre-existing cardiac disease. Because cardiac disease may be worsened Treatment with PEGASYS once weekly for 4 weeks in healthy subjects was associated with an inhibition of P450 1A2 and a 
by tavrn-nduced anemia patients vith a istory of signiicator unstable cardiac disease shoud not use COPEGUS (See WARN- 25% crease in theophyline AUC: Theohylne stu eves should be manfred and appropri dose adustmens considered for 
INGS: Anemia and COPEGUS Package Insert) patients given both theophyline and PEGASYS (see PRECAUTIONS). There vas no effect on the pharmacokinetic of representative 
Hypersensitivity ss maaan ty OY 29, C¥ 209, Co 208 CYP OM. na tty of HV get's oan erg nahatoe, 

Hi " treatment wit once weekly for 4 weeks was associated with methadone levels that were 10% to 15% higher than at Severe acute hypersensitivity reactions (eo, urtcria, angioedema, bronchoconstition, anaphyas) have been rarely observed jasetne (gee CLINICAL PHARMACOLOGY: Dr i i ! Drug Interactions) The clinical significance ofthis finding is unknown; however, patents 
se A ee ay a anon cee ora a PaGHOVS ad COPLGUS stu be Besoin shoul mono fo: hess ad sypoms of metadone oy inpatients wih crn erat C treated with PEGASYS in 

ecco a y combination with COPEGUS, PEGASYS treatment di not affect ribavirin distribution or clearance, 
ndocrine Disorders : Nucleoside Analogues 

PEGASYS cases or agra pots an ert Hyperyami poland dates es hve beet ignse 
‘observed to develop in patients treated wit . Patients with these conditions at baseline who cannot be effectively treated by Ci S 0-administration of COPEGUS and didanosine is not recommended, Reports of fatal hepatic failure, as well as peripheral neuropathy, 
ae a ee a RASS Ream oo? ese conan dung Weament and canot be conoled Vi aera, and symptomatic yperacttemafacicaidoss Rave been reported in cinal al (Se CLINICAL PHARMACOLOGY: 
Autoimmune Disorders Satie 

Dt entra of im aes mi mt i, ead em nya i a ay ola stonor opt Mel cc ol in 
used with caution i patients wih autoimmune disorders, webs Meee Pakiy Dsuaioe Carcinogenesis, Mutagenesis, Impairment of Fertility 
Dyspnea, pulmonary infitrates, pneumonia, bronchitis obliterans, interstitial pneumonitis and sarcoidosis, some resuiting in Safcinogenes's ek 
respiratory failure and/or patient deaths, may be induced or aggravated by PEGASYS or alpha interferon therapy. Patients who  PEGASYS has not been tested for its carcinogenic potential 
develop persistent or unexpained pulmonary infiltrates or pulmonary function impairment should discontinue treatment with PEGASYS. Mutagenesis 

Colitis PEGASYS did not cause DNA damage wien tested in the Ames bacterial mutagenicity assay and in the in vitro chromosomal 
Ulcerative, and hemorthagicischemic colts, sometimes fatal, have been observed within 12 weeks of stating alpha interferon aberaton assay in human lymphocytes, ether in the presence or absence of metabolic activation 
treatment. Abdominal pain, bloody diarrhea, and fever are the typical manifestations of colitis. PEGASYS should be discontinued Use With Ribavirin 
immediately if these symptoms develop. The cols usualy resolves within 1 to 3 weeks of discontinuation of alpha interferon Ribavirin is genotoxic and mutagenic. The carcinogenic potential of ribavirin has not been fully determined. In a p53 (+/-) mouse 
Pancreas tangent uy at ass up to he maximum ler ose of 10 nhaay savin was ol oeagens However ona 
Pancreatitis, sometimes fatal, has occurred during alpha interferon and ribavirin treatment. PEGASYS and COPEGUS should be Sud surface area bass, this dose was 0.6 times maximum recommended human 24-hour dose of ribavirin. study in ras ta 
suspended it symptoms or signs suagesve of pancreas are observed. PEGASYS and COPEGUS shouldbe discontinued inpatients 8828s the carcinogenic potential of ribavirin is ongoing (see COPEGUS Parkage Insert), 
diagnosed wit pancreatitis Impaitment of Fertility 
Ophthalmologic Disorders PEEASYS may ina ely vomen, Proenged mesial cc, snd aneorea ve otsena in ema cynomos 

ther day for one month, at approximately Decrease or loss of vision, retinopathy including macular edema, retinal artery or vein thrombosis, eial hemorthages and cotton wool "HUT¥E/S glen se njectons of Bid lahiglenee PARA A en) ceva 
spots, optic neuritis, and papiledema ae induced or agravted by treatment with PEGASYS or other alpha interferons, Al pants 184 times te ecornmendad weeky hua tee ee Ee Te 
should nes a ee eaninaon ot seine, Paes wih preesing opthamotape orders nde orypertensie t- THAI Fhe An omnia rts Vary DHDE esata eaten Bier oi a dcony wih 100 aka 
nopathy) should receive periodic ophthalmologic exams during interferon alpha treatment. Patient who develops ocular symptoms: ‘i 

Shoal one a prompt std comple eye ouminaton.PEGASYSteaent shoul be dscortnusd in ates uo dlp ne Or LAZO a) GIS Ys eal pen 29) i een Ae ae Sees ove Oa 
‘worsening ophthalmologic disorders PI z ‘i Pregnane. Use With Ribavirin (also, see COPEGUS Pactae Inst.) The effects of PEGASYS on male fertility have not been studied. However, no adverse effets on fertility were observed in male Rhesus 
Pana y : : , monkeys treated with non-pegylated interteronalfa-2a for 5 months at doses up to 25 x 10" IU/klday. 

Ribavirin may cause birth defects andlor death of he egos fetus. Exteme cre must be taken to avoid pregnngy in fale ys havin 
patients and in female partners of male patients taking PEGASYS and COPEGUS combination therapy. COPEGUS THERAPY 5 : pra e 
SHOULD NOT BE STARTED UNLESS A REPORT OF A NEGATIVE PREGNANCY TEST HAS BEEN OBTAINED IMMEDIATELY PRIOR TO bain has shown reversible toxty in animal tudes of mae fet (see COPEGUS Package Insert), 
INTATION OF THERAPY. Women of childbearing potential an men must use two frm of festive contraception drn tet Pregnancy 
ment no a east six mons afer eaten! hes concluded, Route monly orenany tess must peared curing this Perey Category © 
time (see BOXED WARNING, CONTRAINDICATIONS, PRECAUTIONS: Information for Patients, and COPEGUS Package Insert). PEGASYS has not been studied for its teratogenic effect. Non-pegylated interferon alfa-2a treatment of pregnant Rhesus monkeys at 

Anemia ‘approximately 20 to 500 times the human weekly dose resulted in a statistically significant increase in abortions. No teratogenic effects 

The primary toxicity of rbavirn ig hemolytic anemia, Hemonlbin <10 g/dL was observed in approximately 13% of COPEGUS and Were seen inthe offspring delivered at tem. PEGASYS should be assumed to have abortfacient potent, There are no adequate and 
PEGASYS treated patients in clinical trials (see PRECAUTIONS: Laboratory Tests). The anemia associated with COPEGUS occurs  WelF-controled studies of PEGASYS in pregnant women. PEGASYS isto be used during pregnancy only ifthe potential benef justifies 
within 1 to 2 weeks of initiation of ee with maximum drop in femagiovin observed caring the first eight weeks, BECAUSE THE the potential risk tothe fetus. PEGASYS is recommended for use in women of childbearing potential only when they are using effective 
INITIAL DROP IN HEMOGLOBIN MAY BE SIGNIFICANT, IT IS ADVISED THAT HEMOGLOBIN OR HEMATOCRIT BE OBTAINED contraception during therapy. | 
PRE-TREATMENT AND AT WEEK 2 AND WEEK 4 OF THERAPY OR MORE FREQUENTLY IF CLINICALLY INDICATED. Patients should Pregnancy: Category X: Use With Ribavirin (see CONTRAINDICATIONS) 
then be followed as clinically appropriate. Significant teratogenic and/or embryocidal effects have been demonstrated in all animal species exposed to ribavirin. COPEGUS 
Fatal and nonfatal myocar inarctions have ben eorted in patents wth anemia cused y riba, Palents shouldbe ascessed rap i canaldcaled in women who ae regan and inthe male pater of women who ae pregnant (se CONTRAINDICA- 
for unterying cardiac seas etre itn of than teapy. Patents wh preening cardiac disease sould have eeosar TONS, WARNINGS, and COPEGUS Package Inset). 
diograms administered before treatment, and should be appropriately monitored AN ey If there is any deterioration of cardio- If pregnancy occurs in a patient or partner of a patient during treatment or during the 6 months after treatment cessation, such cases 
vaca sl heap sould e suspended or conned (ce DOSAGE AND ADMINISTRATION: GOPEGUS Dosage Modicalion shoul be epoted tote COPEGUS Pregnancy Regsty at 1 800-5266367 
Guidelines). Because cardiac disease may be worsened by drug-induced anemia, patients with a history of significant or unstable Nursing Mathers 
ard alsease chotkd not UseiCUEEGMS (sb6 CORERUS Hacks Inset) itis not known whether pegntrferon or ribavirin or its components are excreted in human milk. The effect of orally ingested peontrferon 

Renal or ribavirin from breast mik on the nursing infant has not been evaluated. Because ofthe potential for adverse reaction from the drugs in 
itis recommended that renal function be evaluated in all patients started on COPEGUS. COPEGUS should not be administered to patients nursing infants, decision must be made Whether to discontinue nursing or discontinue PEGASY'S and COPEGUS treatment. 
with creatinine clearance <60. mL/min (see CLINICAL PHARMACOLOGY: Special Populations) Pediatric Use 

The safety and effectiveness of PEGASYS, alone or in combination with COPEGUS inpatients below the age of 18 years have not been 
Copyright © 2003 by Hoffmann-La Roche In. All rights reserved established



PEGASYS® (peginterferon alfa-2a) PEGASYS® (neginterferonalfa-2a) 
PEGASYS contains benzyl alcohol. Benzyl alcohol has been reported tobe associated with an increased incidence of neurological and Laboratory Test Values 
other complications in neonates and infants, hich are sometimes fatal (see CONTRAINDICATIONS). Hemoglobin 
Geriatric Use The hemoglobin concentration decreased below 12 g/dL in 17% (median Hob drop = 2.2 g/dl) of monotherapy and 52% (median 
Younger patents have ihe log response ats tan oli ten’ Cini sudes of PEGASYS cone on combination wth Hg ron = 37 of camination thrany pate, Serer arama (0 <10 gL) vs encour in 3 often exer 
COPEGUS did not include sufficient numbers of subjects aged 65 or over to determine whether they respond differently from younger combination therapy and 2% of monotherapy oe Dose modification for anemia was required in 22% of ribavirin recipients 
sues Adverse actions rete to apa introns, su as CNS, cara, and systemic (fe) eet may be mor severe ead o 48 esis, Hemogbotn ceases PEGASYS monoherary were gensraly mid and cd ot equre dose mation (ee 
in the elderly and caution should be exercised inthe use of PEGASYS in this population, PEGASYS and COPEGUS are excreted by the DOSAGE AND ADMINISTRATION: Dose Modification). 
kidney, and the risk of toxic reactions to this therapy may be greater in patents with impaired renal function. Because elderly patients Neutrophils 
EE ea function, care ould e taken in dose selection andi may be useful to monitor rena function. Deoreases in neutrophil count below normal were observed in 95% of pallens treated with PEGASYS either alone or in combination 

eee ea ato ites Gananee aD Ln a should not be administered to yith COPEGUS, Severe potentially Ie-theatening neutropenia (ANC <0.5x10"L) occurred in approximately 5% of patients receiving 
Patients with creatinine clearance <0 mL/min BEGASYS ethene on ambition with COPEGUS,Seveten pen of eens receing PEGASYS monaheay ard 20% 0 
ADVERSE REACTIONS of patients receiving ‘combination therapy required modification of interferon dosage for neutropenia. Two 
PEGASYS alone or in combination with COPEGUS causes a broad variety of serious adverse reactions (see BOXED WARNING and percent of patients required permanent reductions of PEGASYS dosage and I readied pemanenasconivaton, Median 
WARNINGS), nal sues, one of more serous averse reactions occured in 10% of patents recen PEGASYS ore rn com oo ae relur to pre-treatment levels 4 weeks after cessation of therapy (see DOSAGE AND ADMINISTRATION: Dose 

nation with COPEGUS. lodifications 
The most common life-threatening or fatal events induced or aggravated by PEGASYS and COPEGUS were depression, suicide, relapse Lymphocytes ; é 
of drug abuse/overdose, and bacterial infections; each occurred ata frequency of <1%, Decreases in lymphocyte count are induced by interferon alpha therapy. Lymphopenia was observed during both monotherapy (86%) 
Neary all patients in cnical as expriened one or more adverse evens. The most commonly reported adverse reactions were psychi-- and combination therapy with PEGASYS and COPEGUS (94%). Severe lymphopenia (<0.5x10"7L) occured in approximately 5% of 
atric reactions, including depression, irritability, anxiety, and flu-like symptoms such as fatigue, pyrexia, myalgia, headache, and rigors. monotherapy patients and 14% of combination PEGASYS and COPEGUS therapy recipients. Dose adjustments were not required 
Overall 11% of patients receiving 48 weeks of therapy with PEGASYS either alone (7%) or in combination with COPEGUS (10%)  Y protocol. Median lymphocyte counts return to pre-treatment levels after 4 to 12 weeks of the cessation of therapy. The clinical 
discontinued therapy. The most common reasons for discontinuation of therapy were psychiatric, flu-like syndrome (eg, lethargy, Significance of the lymphopenia is not known. 
fatigue, headache), dermatologic, and gastrointestinal disorders. Platelets 
The most common reason for dose modification in patients receiving combination therapy was for laboratory abnormalities, neutro- Platelet counts decreased in 52% of patients treated with PEGASYS alone (median drop 45% from baseline), 33% of patients 
pen 20%) and thombooyopena (9) fr PEGASYS and anemia (22) fo COPEGUS receiving combination with COPEGUS (median drop 30% from baseline). Median platelet counts return to pre-treatment levels 4 weeks 
PEGASYS dose was reduced in 12% of patents receiving 1000 mg to 1200 mg COPEGUS for 48 weeks and in 7% of patients receiv- alter the cessation of therapy. 
ing 800 mg COPEGUS for 24 weeks. COPEGUS dose was reduced in 21% of patients receiving 1000 mg to 1200 mg COPEGUS for Trilycerides : 4 , . 
48 weeks and 12% inpatients reclving 800 mg COPEGUS for 24 weeks. Trea ls reve in patents cei als intron tery an ert in the arty of pats artiatig in 
Because clinical trials are conducted under widely varying and controlled conditions, adverse reaction rates observed in cliical studies receiving either PEGASYS alone or in combination with COPEGUS. Random levels higher 2400 mg/dl. were observed 
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug. Also, the adverse event rates in about 20% of patients. 
listed here may not predict the rates observed in a broader patient population in clinical practice. ALT Elevations 

Adverse Reactions Occurring in 26% of Patients in Hepatitis C Clinical Trials (Pooled Studies 1, 2, 3, and Study 4) Less than 1% of patients experienced marked elevations (5- to 10-fold above baseline) in ALT levels during treatment. These transaminase 
. elevations were on occasion associated with hyperbirubinemia and were managed by dose reduction or discontinuation of study 

Body System PEGASYS ROFERON-A"! PEGASYS Intron A + etme Live futon st boas wer eer ase One ass ated acnmane hepa, wich essed 
om 1000 Son mg) OOM ezBO MG | beyond study meetin scout (see DOSAGE AND ADMINISTRATION: Dose Mottations) 

week" mg or 1200 mg Le Thyroid Function 
Gores 48 week’ PEGASYS alone or in combination with COPEGUS was associated with the development of abnormalities in thyroid laboratory 

values, some with associated clinical manifestations, Hypothyroidism or hyperthyroidism requiring treatment, dose modification or 
a ee Ne45t | ne443_ | discontinuation occurred in 4% and 1% of PEGASYS treated patients and 4% and 2% of PEGASYS and COPEGUS treated patients, 
[oe] «eet, Approximate allt the natn who deloped thyroid anormal during PEGASYS treatment, stl ad 

I h abmiormaliies during the follow-up period (see PRECAUTIONS: Laboratory Tests) 
Application Site Disorders Immunogenicity 

Injection site reaction 2 ee 2 16 Nine percent (71/834) of patents treated with PEGASYS with or without COPEGUS developed binding antibodies to interferon ala-2a, 
Faeiae Ree real as aoaso By an ELISA aa. Three pen of pales (25835) Leva PEGASYS with or without COPEGUS, developed low-tter A Eee eae netraang anodes (img an asa ofa serio 100 INU 
isla) é Bi The clinical and pathological significance of the appearance of serum neutralizing antibodies is unknown, No apparent correlation of 

Flu-like Symptoms antbny detelopent ciel espore or avers eves ws obser, The penta ol pate whose es sul were ca 
and Signs sidered positive for antibodies is highly dependent on the sensitivity and specificity of the assays. 
Fatigue/Asthenia 56 a7 65 68 Additionally, the observed incidence of antibody positivity in these assays may be influenced by several factors including sample tim- 
Pyrexia 7 4 4 55 ig and handing, conamfant medeatns an under}in dss. ot hse easor, compan of he dence of anodes fo 
es eo 4 % 37 PEGASYS with the incidence of antibodies to these products may be misleading. 

Pain ii 12 10 9 OVERDOSAGE 
earineaial Theres expernce uth overdosage, The maximum dose etd by any patent was 7 imesh intended dose of PEGASYS 

i t mh i (180 yg/day for 7 days). There were no serious reactions atributed to overdosages. Weekly doses of up to 630 ig have been 
fausea/Vomiting 8 2 9 ‘administered to patients with cancer. Dose-limiting toxicities were fatigue, elevated liver enzymes, neutropenia, and thrombocytopenia. 
pene he is ip i. ie There is no specific antidote for PEGASYS. Hemodialysis and peritoneal dialysis are not effective 
Gyno 3 3 4 7 DOSAGE AND ADMINISTRATION 
aise A 1 6 5 Ther ano satya efezey date on eaten for og tan 48 wees, Consideration should be gen to gcontnuing therapy 

: attr 12 to 24 weeks of therapy if the patient has filed to demonstrate an early virologic response (see CLINICAL STUDIES). 
Heatloge A é 4 o PEGASYS 

elon : ; i i The tesommended dose of PEGASYS monotherapy is 10 (1.0m valor 0 mpl sting) once wee for 48 wees by 
subcutaneous administration in the abdomen or thigh. 

Neutr 2 a TeRinnortcrenia 4 4 f c PEGASYS and COPEGUS Combination 
i¢ recommended dose of ‘when used in combination with ribavirin is 180 yg (1.0 mL vial or 0.5 mL prefilled syringe) once ” = Th ded dose of PEGASY' wh i vavirn is 180 yg (1.0 05 mL prefil 

Metabolic and Nutritional weekly. The recommended dose of COPEGUS and duration for PEGASYS/COPEGUS therapy is based on viral genotype (see table below). 
Anorexia 7 7 24 % The dally dose of COPEGUS is 800 mg to 1200 mg administered orally in two divided doses. The dose shouldbe individualized to the 
Weight decrease 4 3 10 10 patient depending on baseline disease characteristics (eg, genotype), response to therapy, and tolerability of the regimen. 

Musculoskeletal, Connective Since COPEGUS absorption increases when administered with a meal, patents are advised to take COPEGUS with food. 
Tissue and Bone = 2 tg PEGASYS and COPEGUS Dosing Recommendations 
ee a if [ewnipe | PEGHSTS Dow cOPEGUSose | Owrion | 
Back pain 9 10 5 Genotype 1,4 1809 <75kg = 1000 mg 48 weeks 

Neurological 275 kg = 1200 mg 48 weeks 
Headache 54 58 4 49 Genotype 2, 3 180 u9 800 mg 
Dizziness PEE ; To veRneTt boon DaNeee 

(excuing vertigo) 6 ® 4 4 Biz on genes sand Gu rete or sosnjesonnetica. 
Memory impairment 5 4 6 5 A patent shoul seit PEGASYS oni he yan detrines tats apport and the patient apes to medi alway 

Paychiatio as necessary and taining in proper injection technique has been provided to hinvher (see illustrated PEGASYS MEDICATION GUID! 
i {or directions on injection site preparation and injection instructions). Ieitabilty/Aniety! a A on a a PEGASYS should be inspected visually for particulate matter and discoloration before administration, and not used if patoulate 

nse 19 B 30 7 imattris visible or product is discolored. Vials and prefiled syringes with particulate matter or discoloration should be returned to 
Depression 8 19 20 2 Tees nee 

cea eee : iQ iv a If severe adverse reactions or laboratory abnormalities develop during combination COPEGUSYPEGASYS therapy, the dose should 
- he modified or discontinued, if appropriate, until the adverse reactions abate. If intolerance persists after dose adjustment, 

Resistance Mechanism ee ee eee COPEGUS/PEGASYS therapy should be discontinued. 
Disorders 

HOW SUPPLIED 

pve : al) io uu Single Dose Vial 
Resp, Tort ad Fath PEGASYS(pgitrton al-2) o 9 sale se, fe lass val provides 1.0 ml. containing 180 yg peginterteronalfa-2 for 

jediastinal SC injection, Each package contains 1 vil 0350+ 
Dyspnea 4 2 13 14 Vials Monthly Convenience Pack 

“our vials of (peginterferon alfa-2a), 180 yig single use, clear glass vials, in a box with 4 syringes and 8 alcohol swabs Cough 4 3 10 7 Four vils of PEGASYS (peginterteron alf-2a), 180 ug single use, clear glass vials, ina box with 4 d 8 alcohol swat 
Dyspnea exertional di <i 4 7 (Nc on040850), ach sine sa T mL (1 et) volume singe supped wih 27 gauge, Ve inh neal wh neadstck 
3 protection device. 

Say an Sibeatewts Prefilled Syringes Monthly Convenience Pack 
iscneeal 2 30 2% 33 fou ped singe of PEGASYS (pegintreran al-20), 160 vo le use, aut cls relied ne in oe th 
Pruritus 2 3 49 8 4 peels and 4 deol swabs (wok v 00 0352.) Each syringe is a 0.5 ml (1/2 co) volume syringe supplied with a 27 gauge, 

2 inch needle with needle-stick protection device. a : to | ae 
tore in the refrigerator at 2°C to to 46°F). Do not freeze or shake, Protect from light. Vials and prefilled syringes are for Rash 5 i 8 3 Str in he eigeratr at 2° to 8° (5° to 46°). Dono hake, Protec from light. Vials and prefiled f 

Sweating increased 6 7 6 5 single use only. Discard any unused portion 

Eczema 1 i 5 4 REBETRON" is a trademark of Schering Corporation. 
Visual Disorders 

‘Pooled studies 1, 2, and 3 
“Either 3 MIU or 63 MIU of ROFERON-A 
Study 4 Pharmaceuticals 
*Severe hematologic abnormalities 

Patients treated for 24 weeks with PEGASYS and 800 mg COPEGUS were observed to have lower incidence of serious adverse events 
(3% vs 10%), Hb <10 g/dL. (3% vs 15%), dose modification of PEGASYS (30% vs 36%) and COPEGUS (19% vs 38%) and of with- Hoffmann-La Roche Ine 
Arawal from treatment (5% vs 15%) compared to patients treated for 48 weeks with PEGASYS and 1000 mg or 1200 mg COPEGUS. eel : 
On the other hand the overall incidence of adverse events appeared to be similar in the two treatment groups. 340 Kingsland Street 
‘The most common serious adverse event (3%) was bacterial infection (eg, sepsis, osteomyelitis, endocarditis, pyelonephritis, pneumo- Nutley, New Jersey 07110-1199 
nia). Other SAEs occurred at a frequency of <1% and included: suicide, suicidal ideation, psychosis, aggression, anxiety, drug abuse www.rocheusa.com 
and drug overdose, angina, hepatic dysfunction, fatty liver, cholangitis, arrhythmia, diabetes melius, autoimmune phenomena 
(eg, hyperthyroidism, hypothyroidism, sarcoidosis, systemic lupus erythematosus, rheumatoid arthritis), peripheral neuropathy, 
aplastic anemia, peptic ulcer, gastrointestinal bleeding, pancreatitis, colts, corneal ucer, pulmonary embolism, coma, myositis, and 
cerebral hemorrhage. US. Govt. Lic. No. 0136 Revised: December 2003
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Powerful efficacy...regardless of patient type 

¢ In two clinical trials, more than half of all patients—53% of all patients in study 4 and 61% of all 
patients in study 5—achieved a sustained virologic response (SVR) on PEGASYS + COPEGUS 
combination therapy 

¢ In genotype 2 and 3 patients, similar efficacy in less time with less ribavirin; 82% achieved an SVR 
following 24 weeks of PEGASYS + a low dose of COPEGUS (800 mg/day), compared with 76% of 
patients taking 48 weeks of PEGASYS + COPEGUS, regardless of COPEGUS dose (800,1000, or 

1200 mg/day) 

Genotype 1: Significant SVR rates in patients you treat most 

SVR RATES IN GENOTYPE-1 PATIENTS i 
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Please see brief summary of complete product information for PEGASYS and COPEGUS on adjacent pages.



A treatment strategy tailored by genotype 

DOSAGE RECOMMENDATIONS: COMBINATION THERAPY 

Genotype PEGASYS Dose COPEGUS Dose PIT ett Cola) 

Genotype 1 or 4 180 ug qw Patient weight: UES etol ec 

275 kg=1200 mg; 

<75 kg=1000 mg 

Genotype 2 or 3 180 ug qw 800 mg 24 weeks 

e As monotherapy, the recommended dose of PEGASYS is 180 pg qw for 48 weeks 

¢ No dose adjustments with PEGASYS for patient weight 

Sustained virologic response is defined as an undetectable HCV RNA value at the end 
of the treatment-free follow-up period (week 72). 

Study design: In study 4, patients were randomized to receive either PEGASYS 180 pg qw 
with placebo, PEGASYS 180 pg qw with COPEGUS 1000 mg (body weight <75 kg) or 
1200 mg (body weight =75 kg), or Rebetron” (interferon alfa-2b 3 MIU tiw plus 1000 mg 
or 1200 mg ribavirin) for 48 weeks of therapy followed by 24 weeks of treatment-free 
follow-up. 

Study design: In study 5, all patients received PEGASYS 180 pg qw and were randomized 
to treatment for either 24 or 48 weeks and to a COPEGUS dose of either 800 mg or 
1000 mg/1200 mg (for body weight <75 kg/275 kg). 

Seyi ee EE ee 

a YD i ® ™ 
m PEGASYS COPEGUS 

oo . . se 200 MG 2 [Peginterferon alfa-2cy soe wesnou (Ribavirin, USP) ies 

- Unleash the power of pegylation 

orn nore information, call 1-877-PEGASYS (1-877-734-2797) or log onto www.pegasys.com.



VoL Ml acer ue Te ema CPD OM (aol Nace MUN ACIS Melee ele ni seeece lca Ti te 
Uc) CoE LegCo MMLOTu Com ACO MLC Cette olee Teme oh LMU coe=te ALORA TAM tty rele 
Coe VTC elects MMUN SIC ONCOL CoML RUT aTs MU a URN ISU CMM ecules 
TS Tul ol ROC Leo RN MULAN Lions e TSMR SMe eles eee Cm serene cL) Amare lNy 
(see CONTRAINDICATIONS, WARNINGS, PRECAUTIONS and ADVERSE EVENTS in complete product information). 

Use with Ribavirin. Ribavirin, including COPEGUS™, may cause birth defects and/or death of the fetus. Extreme care must 
RCL CUR Or lM ce EMME ee eC Se I RRC NCO eke ecu sasuke sso soar ites 
Ut lr earl RLM ori Rt-Te-T NANA eT LTRS INO Reece Coxe Letre Semel rien Ne [sutelcos Carats 
mutagenic and should be considered a potential carcinogen (see CONTRAINDICATIONS, WARNINGS, PRECAUTIONS 
and ADVERSE EVENTS in complete product information). 

PEGASYS, alone or in combination with COPEGUS, is indicated for the treatment of adults with chronic hepatitis C virus infection 
MMMM oLcecre Niel SoS Ue MVM ge occ fol merce NTI nN arene oem MCR Re MNciile-tey ANS 
demonstrated included patients with compensated liver disease and histological evidence of cirrhosis (Child-Pugh class A). 

PEGASYS is contraindicated in patients with hypersensitivity to PEGASYS or any of its components, autoimmune hepatitis, 
and decompensated hepatic disease (Child-Pugh class B and C) before or during treatment with PEGASYS, PEGASYS is also 
contraindicated in neonates and infants because it contains benzyl alcohol. Benzyl alcohol is associated with an increased 
incidence of neurological and other complications in neonates and infants, which are sometimes fatal. PEGASYS and COPEGUS 
Hare NAEN- Coole Neo Uclinte Cele LL INANE M Note SI INACNOONACUOe-UNRoMiKecn econ cucM Nolen 
who are pregnant, men whose female partners are pregnant, and patients with hemoglobinopathies (eg, thalassemia major, 
sickle-cell anemia). : 

COPEGUS THERAPY SHOULD NOT BE STARTED UNLESS A REPORT OF A NEGATIVE PREGNANCY TEST HAS BEEN 
OBTAINED IMMEDIATELY PRIOR TO INITIATION OF THERAPY. Women of childbearing potential and men must use two 
forms of effective contraception during treatment and during the 6 months after treatment has concluded. Routine monthly 
pregnancy tests must be performed during this time. If pregnancy should occur during treatment or during 6 months post- 
therapy, the patient must be advised of the significant teratogenic risk of COPEGUS therapy to the fetus. To monitor 
maternal-fetal outcomes of pregnant women exposed to COPEGUS, the COPEGUS Pregnancy Registry has been established. 
Physicians and patients are strongly encouraged to register by calling 1-800-526-6367. : i 

The most common adverse events reported for PEGASYS and COPEGUS combination therapy observed in clinical trials (N=451) ; 
were fatigue/asthenia (65%), headache (43%), pyrexia (41%), myalgia (40%), irritability/anxiety/nervousness (33%), insomnia i 
(30%), alopecia (28%), neutropenia (27%), nausea/vomiting (25%), rigors (25%), anorexia (24%), injection site reaction (23%), j 
arthralgia (22%), depression (20%), pruritus (19%) and dermatitis (16%). i 

Serious adverse events included neuropsychiatric disorders (suicidal ideation and suicide attempt), serious and severe bacterial _, 
infections (sepsis), bone marrow toxicity (cytopenia and rarely, aplastic anemia), cardiovascular disorders (hypertension, 
arrhythmias and myocardial infarction), hypersensitivity (including anaphylaxis), endocrine disorders (including thyroid disorders 
and diabetes mellitus), autoimmune disorders (including psoriasis and lupus), pulmonary disorders (dyspnea, pneumonia, 
bronchiolitis obliterans, interstitial pneumonitis and sarcoidosis), colitis (ulcerative and hemorrhagic/ischemic colitis), pancreatitis, 
and ophthalmologic disorders (decrease or loss of vision, retinopathy including macular edema and retinal thrombosis/hemorrhages, 
optic neuritis and papilledema). ee, 
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PEG ASYS” PEGASYS® (peginterferon alfa-2a) 
PRECAUTIONS 

(peginterferon alfa-2a) Cense Reames ‘ Reet : 4 
The fic SYS alone ith for the tits C he It I Before prescribing, please consult the complete product information, a summary of which follows: A RG MERGE ae GUS forthe reatment of hepatitsC have not been established in: 

Alpha interferons, including PEGASYS (peginterferon alfa-2a), may cause or aggravate fatal or life-threatening neuropsychiatric, | _* Liver oF other organ transplant recipients ares aulinmune, seem att ifdaus disorders. Fale simude monitored closely with periodic clinical and laboratory eval- : ae ee ‘with human immunodeficiency virus (HIV) or hepatitis B virus (HBV) 
uations. Therapy should be withdrawn in patients wit persistently severe or worsening signs or symptoms of these conditions. ienal Impairment 
Inmany, but al ass, ese disorder resolve alr stopping PEGASYS therapy (see WARNINGS and ADVERSE REACTIONS), | A 255 to 4, higher exposure to PEGASYS is seen in subjects undergoing hemodialysis. In patients with impaired renal function, 
Use with Ribavirin, Ribavirin, including COPEGUS”, may cause birth defects and/or death of the feus. Extreme care must be | signs and symptoms of interferon toxicity should be closely monitored. Doses of PEGASYS should be adjusted accordingly. PEGASYS 
{aken {0 avoid pregnancy in female patients and in female partners of male patients. Ribavirin causes hemolytic anemia. The |  sMiould be used with caution in patients with creatinine clearance <50 mL/min (see DOSAGE AND ADMINISTRATION: Dose anemia suited wih havin Weapy Ls) fsutina warscing of carla dsese ibaa yenooxc and Apron ad Motes) 
‘should be considered a potential carcinogen (see -ackage Insert for additional information and other WAR ). Information for Patients 

Patients receiving PEGASYS alone or in combination with COPEGUS shouldbe directed in its appropriate use, informed of the benefits INDICATIONS AND USAGE and risks associated with treatment, and referred to the PEGASYS and, if applicable, COPEGUS (ribavirin) MEDICATION GUIDES. PEGASYS, peginterferon afa-2a, lone or in combination with COPEGUS, is indicated for the treatment of adults with chronic PEGASYS and COPEGUS combination therapy must nat be used by women who are pregnant or by men whase female partners are hepatitis ¢ virus infection who have compensated liver disease and have not been previously treated with interferon alpha. Patients in pregnant. COPEGUS therapy should not be initiated untia report ofa negative preonanoy tet has Deen obtained immediately before 
Whom efficacy was demonstrated included patients with compensated liver disease and histological evidence of cirrhosis (Child-Pugh starting therapy. Female patients of childbearing potential and male patients with female partners of utiay potential must Class A). be advised of the teratogenic/embryocidal risks and must be instructed to practice effective contraception during COPEGUS therapy CONTRAINDICATIONS and for 6 months post-therapy. Patients should be advised to notiy the physician immediately in the event of a pregnancy (see 
PEGASYS is contraindicated in patients wth COLYER EE an CEILI) + hypersensitivity to PEGASYS or any of its compone Women of childbearing potential and men must use two forms of effective contraception during treatment and during the wypersensitvity of its components 9 + autoimmune hepatitis 6 months after treatment has concluded; routine monthly pregnancy tests must be performed during this time (see CONTRA- 

nee en Hae eee eet ere veteran oplee tion we pnert a PEGASYS is contraindicated in neonates and infants because it contains benzy alcohol. Benzyl alcohols associated with dt luring treatment therapy, the pat significant te ITEC TEe OT EIOGE pl GH GOTOATCIONE ESTA GME, GT ache ce eeorenea Mitotic Tope therapy to he us, To montor mtral al oucome of pean women exgsed io COPEGUS. he COPEGUS PEGASYS and COPEGUS combination therapy is adtonaly contraindicated in Pregnancy Registry has been established. Physicians and patients are strongly encouraged to register by caling 1-800-526-6367. + Patients with known hypersensty to COPEGUS or to any component ofthe tablet Patients should be advised that laboratory evaluations are required before starting therapy and periodically thereafter (see Laboratory * Women who are pregnant. Tests). Pater sal te insucted to remain well hydrated, especially during the intial stages of treatment. Patients should be 
“Men whose female partners are pregnant. adised (0 tae jenn foo 
«Patns th hemogloinopaies (eg, thalassemia mao, sokle-cal anemia). Patients should be informed that it is not known if therapy with PEGASYS alone or in combination with COPEGUS will prevent trans- 

mission of HCV infection to others or prevent cirrhosis, ier failure or liver cancer that might result from HCV infection. Patients who eae develop dizziness, confusion, somnolence, and fatigue should be cautioned to avoid driving or operating machinery. 
ity “home use is prescribed, a puncture-resistant container for the disposal of used needles and syringes should be supplied to the Patients should be monitored for the following serious conditions, some of which may become life threatening, Patients with 4 i * patients. Patients should be thoroughly instructed in the importance of proper disposal and cautioned against any reuse of any needles eae sae ‘or worsening signs or symptoms should have their therapy withdrawn (see BOXED WARNING). and syringes. The full container should be disposed of according to the directions provided by the ee (see MEDICATION GUIDE). 

: : Laboratory Tests Life-threatening or fatal neuropsychiatric reactions may manifest in patents receiving therapy with PEGASYS and include suicide, ee 
suicidal ieaton, depression reane of dug accion, and drug overdose. These reacts may ozcurin patents with and without Tena ee oe EMRE ete eee ar hela laboratory tests previous psychiatric illness. ne 

! After initiation of therapy, hematological tests should be performed at 2 weeks and 4 weeks and biochemical tests should be 
sieved wih fa man ese le esse DS, ffs falechtos ase a ae feomed ates Adon sng hud be eome prada aug wap. the cine Sesh GB (ering Prrcsane shoud lone oe Hen Pen . wemoglobin level and white blood cell and platelet counts) and chemistries (Including liver function tests and uric acid) were is Sto psn il a en se us ey Sed measured at 1, 2, 4, 6 and 8, and then every 4 weeks or more frequently i abnormalities were found. Thyroid stimulating hormone er nay ‘4 ND ADMIN " TSH) vas measured every 12 weeks. Monthly pregnancy testing should be performed during combination therapy and for 6 months immediately and psychiatric intervention instituted (see ADVERSE REACTIONS and DOSAGE AND ADMINISTRATION). ( I Biprednalicy 1esung) Pe 9 py atterciscontinuing therapy, Infections ; 
Serious and severe bacteria infetions, some faa, have been observed in patents treated with alpha interferons including PEGASYS. _re,c"ancectleia use forthe crcl studes of PEGASYS may be considered as a guideline to accepable baseline values for Same of te infections have been associated th neutropenia, PEGASYS shoul be discontinued in pallens who develop severeinic- pete cout 300,00 cel as low as 75,00 els inpatients wth cross) as ee antibiotic therapy instituted . Caution ste be exercised in initiating treatment in any patient with baseline risk of severe anemia (eg, spherocytosis, history of bleeding) FEGASYS suppresses bone marrow funtion and may result in severe cytopenizs. Ravn may potentiate the neutropenia and «Absolute netopi count (ANC) =1500 cel? lymphopenia induced by alpha interferons including PEGASYS. Very rarely alpha interferons may be associated with aplastic anemia.» Serum creatinine concentration <5 x upper limit of normal Usaovsed tat Some Hoot cout (O8) be one reteatmen end motored routinely cuingtheray (ee PRECAUTIONS: «TSH an, win romal mis oradeqitlcontoled yal unton 

ralory van paceline  PEGASYS treatment was associated with decreases in WBC, ANC, lymphocytes, and platelet counts often stating within the first PEGASYS and COPEGUS should be used with caution in patents with baseline neutrophil counts <1500 cells/mm, with baseline \veeks of treatment (sez ADVERSE REACTIONS), Dose reductions ecommende in patents with rematlogie abnormal (see platelet counts <90,000celsimm or baseline hemoglobin <10 ydL.. PEGASYS therapy should be discontinued atleast temporary, OSAGE AND ADMINISTRATION: Dose Motificalons) 
Hotere “lsite Severe decreases In nettonal andor alget covmis (See MOSAGE AND ADMINISTRATION: Dose ys ier cammany caused oy PEGAGIG lherany, ote Gases of perltent fever must bere out panel patients with Hea neutropenia (see WARNINGS: Infections). 
Cardiovascular Disorders , Transient elevations in ALT (2-fold to 5-fld above baseline) were observed in some patients receiving PEGASYS, and were not ee ‘supraventricular arrhythmias, chest pain, and myocardial infarction have been observed in patients treated with associated with Set of oe et ee When the creat in ALT i is Daa Hee 

or is accompaniec increased bilirubin, therapy should be discontinued (see ADMI E PEGASYS should be administered with caution to patients with pre-existing cardiac disease, Because cardiac disease maybewosened Dose Modifications) " { by iawn induced ane ci i ory of significant or unstable cardiac disease should not use COPEGUS (see WARN- rug interactions 
: Anemia an i * fee Treatment with PEGASYS once weekly for 4 weeks in healthy subjects was associated with an inhibition of P45O 1A2 and a Hypersensitivity . 25% increase in theophylline AUC. Theoonyline sserum levels should be monitored and appropriate dose adjustments considered for Severe acute hypersensitivity reactions (eg, urticaria, angioedema, bronchoconstriction, anaphylaxis) have been rarely observed patients given both theophylline and PEGASYS (eee PRECAUTIONS) There as no fet on the armazokines of reresentave luring alpha interferon and ribavirin therapy. such reaction occurs, therapy with PEGASYS and COPEGUS shoud be discontinued drugs metabolized by CYP 2C9, CYP 219, CYP 206 or CYP 3A4, In patients with chronic hepatitis C treated with PEGASYS in and appropriate medical therapy immediately instituted. combination with COPEGUS, PEGASYS treatment did not affect ribavirin distribution or clearance. 

Endocrine Disorders Nucleoside Analogues 

obser gles ed Wik PEGA Pane wih ne sooner Poi uence seasons, Dense i We Co-administration of COPEGUS and didanosine is not recommended. Reports of fatal hepatic failure, as well as peripheral neuropathy, medication should not begin PEGASYS therapy. Patients who develop these conditions during treatment and cannot be controlled with it i b nals r. meication may require dlscontinvation of PEGASYS tray pare ge omonaic ane raralenare acidosis have been reported in clinical trials (see CLINICAL PHARMACOLOGY: 

SERA Aetna aesaelie Beets including myositis, hepattis, TP psoriasis, rheumatoid artis, intestial Stave and Zidovudine 
sephrits,tyridits, and systemic lupus erythematosus have been reported inpatients reewving alpha intereron, PEGASYS shouldbe utavitn.can antagonize hein ito antral activity of stautine and zidovudine against HIV. Therefor, concomitant use af ribavrn used with caution in patients with autoimmune disorders ee eee rer Pulmonary Disorders Carcinogenesis, Mutagenesis, Impairment of Fertility 
Dyspnea, pulmonary infiltrates, pneumonia, bronchiolitis obliterans, inesttal pneumonitis and sarcoidosis, some resulting in Carcinogenesis 
Fespiratory failure and/or patent deaths, may be induced or aggravated by PEGASYS or alpha interferon therapy. Patients who  PEGASYS has not been tested for its carcinogenic potential. 
develop persistent or unexplained pulmonary infiltrates or pulmonary function impaitment should discontinue treatment with PEGASYS. Mutagenesis 

Colitis PEGASYS did not cause ONA damage when tested in the Ames bacterial mutagenicity assay and in the in vitro chromosomal Ulcerative, and hemorrhagicischemic colts, sometimes fatal, have been observed within 12 weeks of starting alpha interferon aberration assay in human lymphocytes, ether in the presence or absence of metabolic activation 
treatment. Abdominal pain, bloody diarrhea, and fever are the typical manifestations of colitis, PEGASYS should be discontinued Use With Ribavirin ane) if these symptoms develop. The colitis usualy resolves within 1 to 3 weeks of discontinuation of alpha interferon. Ribavirin is genotoxic and mutagenic, The carcinogenic potential of ribavirin has not been fully determined. Ina p53 (/-) mouse ancreatits carcinogenicity study at doses up to the maximum tolerated dose of 100 mg/kg/day ribavirin was not oncogenic. However on a body Pancreatitis, sometimes fata, has occurred during alpha interferon and ribavirin treatment. PEGASYS and COPEGUS should be surface area basis, this dose was 0.5 times maximum recommended human 24-hour dose of ribavirin. A study in rats to assess the 
suspended if symptoms or signs suggestive of pancreatitis are observed. PEGASYS and GOPEGUS should be discontinued in patients carcinogenic potential of ribavirin is ongoing 
diagnosed with pancreatitis. Mutagenesis (see COPEGUS Package Insert) Ophthalmologic Disorders Impairment of Fertility 
Decrease or loss of vision, retinopathy including macular edema, retinal artery or vein thrombosis, retinal hemorrhages and cotton wool PEGASYS may impair fertility in women. Prolonged menstrual cycles and/or amenorrhea were observed in female cynomolgus Spots, opt neuritis, and papledema are induced or aggravated by treatment wit PEGASYS or oer aa interlerons. Al pants monkgys gwen st jctns of 600 gals (2 VgI¥Gose) of PEGASYS every Ger day for ene month, at approximately should receive an eye examination at baseline, Patients with pre-exsting ophthalmologic disorders (eg, diabetic or hypertensive ret 180 times the recommended weekly human dose for a 60 paso (aed on boa sree ae), Mental jl irequartes were Hopathy) should receive periodic ophthalmologic exams during interferon alpha treatment, Any patient who develops ocular symptoms accompanied by both a decrease and delay in the peak 17B-estradiol and progesterone levels following administration of PEGASYS Should receive a prompt and complete eye examination. PEGASYS treatment should be discontinued in patients who develop new or to female monkeys. A retum to normal menstrual rhythm followed cessation of treatment, Every othe day dosing with 100 wgkg Worsening hee a Palap att) (1200 gine PEGASYS (equivalent to approximate 30 tes the recommended human dose fad noes on cycle duran or Use With Ribavirin (Also, see ackage Insert, reproductive hormone status. 
Ribavirin may cause birth defects and/or death of the exposed fetus. Extreme care must be taken to avoid pregnancy in female The effects of PEGASYS on male fertility have not been studied. However, no adverse effects on fertility were observed in male Rhesus patients and in female partners of male patients taking PEGASYS and COPEGUS combination therapy. COPEGUS THERAPY monkeys treated with non-peaylated interferon alf-2a for 5 months at doses up to 25 x 10° Ukg/day (see COPEGUS Package Insert), SHOULD NOT BE STARTED UNLESS A REPORT OF A NEGATIVE PREGNANCY TEST HAS BEEN OBTAINED IMMEDIATELY PRIOR TO pregnancy 
INTATION OF THERAPY. Wome of hahearing potential and men mus se wo forms of eflertve Contraception during Wat-—ranany Calegoy 0 
ment treatment . i 
te (ee BOXED WARNING, CONTRAINDICATIONS, PRECAUTIONS: nrmaton for Patents, tnd COPEGUS Pacaye ser) "* EGASYS has not been studied fr its teratogenic eect. Non-peylted interferon alla-2a treatment of pregnant Rhesus monkeys at hea approxima 20050 ts te human ved dose sued a tata sonia eease n ataras. No eatogei ees 

‘were seen in the offspring delivered at term. should be assumed to have abortifacient potential. There are no adequate anc ‘The primary toxicity of ribavirin fs hemolytic anemia, Hemoglobin <10 g/dL was observed in approximately 13% of COPEGUS and el-controled studies of PEGASYS in pregnant women, PEGASYS isto be used during pregnancy only ifthe potential benefit justifies PEGASYS treated patients in clinical trials (see PRECAUTIONS: Laboratory Tests). The anemia associated with COPEGUS occurs the potential risk tothe fetus, PEGASY' is recommended for use in women of childbearing potential only when they are using effective within 1 to2 weeks of nitaton of therapy vith maximum drop in hemoglobin observed during the fist eight weeks. BECAUSE THE Contraception curing therapy. 
INITIAL ORO IN HEMOGLOBIN MAY BE SIGNIFICANT, IT IS ADVISED THAT HEMOGLOBIN OR HEMATOCRIT BE OBTAINED rostane:Cotgory X: Use With Ribavirin (see CONTRAINDICATIONS 
PRE-TREATMENT AND AT WEEK 2 AND WEEK 4 OF THERAPY OR MORE FREQUENTLY IF CLINICALLY INDICATED. Patients should Pregnancy: Category X: Use With Ribavi ) 7 pone then be followed as clinically appropriate. Sigicant ertogens andor embryaial etx have bean demonstrated in al anima species exposed t bavi, cPEGUS 
Fatal and nonfatal myocardial infarctions have been reported in patients with anemia caused by ribavirin. Patients should be assessed Toe Matte ee COPEGUS Pat io a ieeoraht and in the male partners of women who are pregnant (see + for underlying cardiac disease before initiation of ribavirin therapy. Patients with pre-existing cardiac disease should have electrocar- p al ackage Insert). 
siograms aniseed eo raiment and shoul be appropratey montoredauning therapy I here is any detrraton of caro- Hf prerany occurs ina ptt or pret oa ptt ding treatment ring te 6 mons ater treatment cessation, such cases vascular status, therapy should be suspended or discontinued (see DOSAGE AND ADMINISTRATION: COPEGUS Dose Modification should be reported to the COPEGUS Pregnancy Registry at 1-800-526-6367. 
Ce eae ea ene ee eae Poe er anemia, patients with a history of significant or unstable Nursing Mothers 

. {tis not known whether peginterferon or ribavirin or its components are excreted in human milk. The effect of oraly ingested peointer- Renal feron or ribavirin from breast milk onthe nursing infant has not been evaluated. Because of the potential for adverse reactions from the tis recommended that renal function be evaluated in all patients started on COPEGUS. COPEGUS should not be administered to patients drugs in nursing infants, a decision must be made whether to discontinue nursing or discontinue PEGASY'S and COPEGUS treatment. with creatinine clearance <50. mL/minute (see CLINICAL PHARMACOLOGY: Special Populations in complete product information) Pediatric Use 
The safety and effectiveness of PEGASYS, alone or in combination with COPEGUS in patients below the age of 18 years have not been Copyright © 2008 by Hoffmann-La Roche Inc. Al ight reserved. established.



PEGASYS® (peginterferonalfa-2a) PEGASYS® (peginterferonalfa-2a) 
PEGASYS contains benzyl alcohol, Benzyl alcohol has been reported to be associated with an increased incidence of neurological and Laboratory Test Values 
‘other complications in neonates and infants, which are sometimes fatal (see CONTRAINDICATIONS) Hemoglobin 
Geriatric Use The hemoglobin concentration decreased below 12 g/dL in 17% (median Hgb drop = 2.2 g/dL) of monotherapy and 52% (median 
Younge ants have higher vlog eons ats than oder patents. Cia suies of PEGASYS alone rin combraon wth gb op.= 3.7 gf of combination therapy patents, Severe anemia Hab <10 gf) was eonutered i 3% of pees recing 
COPERUS dd not nude sutcent numbers of sujet ged 6 oe etemine whether hey respod alee om younger combination therapy and 2% of monotherapy recipes, Dose modiiaon for anemia vs required in 2% of navi recipes 
subs Aare esos ete to ph sera, such CNS, carn, a yt (fie alts may be more street fr 48 wel, Heol decease n EGASYS monotherapy wer general mid and dd not reque dose modicaon (see 
inthe elder and caution shoul be eerse inthe use of PEGASYS inthis population PEGASYS and COPEGUS ae excreted bythe DOSAGE AND ADMINISTRATION; Dose Modicatos), 

kidney, et re of Une a e ey ay eterd in Tate a inoart rae na ease exit cctar Neutrophils 

are more key to have decreased rena function, care should be taken in dose selection and it may be useful to monitor renal function. Decreases in neutrophil count below normal were observed in 95% of patents treated with PEGASYS either alone or in combination PEGASYS shouldbe used with caution in patents with creatinine clearance <SOmLmin and COPEGUS should not be administered to th COBEGUS, Severe potentially Hees nesropena ANG cli) acura pets eg 
patients with creatinine clearance <50 mL/min. PEGASYS either alone or in combination with COPEGUS. Seventeen percent of patients receiving PEGASYS monotherapy and 20% to 
ADVERSE REACTIONS 24% pales eceingPEGASYSICOPEGUS combination hry requed moicton of maton dosage for neurone To 
PEGASYS alone or in combination with COPEGUS causes a broad variety of serious adverse reactions (see BOXED WARNING and percent of patients required permanent reductions of PEGASYS dosage and <1% required permanent discontinuation, Median 
WARNINGS) nal studies, on or more serous averse reactons occured in 10% of ales receing PEGASYS aon rn comi-pelroph cous rum to e-teatment levels 4 weeks after cessation of therapy (see DOSAGE AND ADMINISTRATION: Dose 
nation with COPEGUS, Motification), 
The most common life-threatening or fatal events induced or aggravated by PEGASYS and COPEGUS were depression, suicide, relapse Lymphocytes 
of drug abuse/overdose, and bacterial infections; each occurred at a frequency of <1%. Decreases in lymphocyte count are induced by interferon alpha therapy. Lymphopenia was observed during both monotherapy (86%) 

Nearly all patients in clinical trials experienced one or more adverse events. The most commonly reported adverse reactions were psychi and combination therapy with PEGASYS and COPEGUS (94%). Severe lymphopenia (<0.5x10°/L) occurred in approximately 5% of 
attic reactions, including depression, iritabily, anxiety, and flu-like symptoms such as fatigue, pyrexia, myalgia, headache, and rigors. monotherapy patients and 14% of combination PEGASYS and COPEGUS therapy recipients. Dose adjustments were not required 
(Overall 11% of patients receiving 48 weeks of therapy with PEGASYS either clone (7%) or in combination with COPEGUS (10%) protocol. Median lymphocyte counts retum to pre-treatment levels afr 4 to 12 weeks ofthe cessation of therapy. The clinical 

discontinued tery The most common reasons for discontinuation of therapy were psychiatric, fluke syndrome (eg, lethargy, Significance of the lymphopenia is not known. 
fatigue, headache), dermatologic, and gastrointestinal disorders. Platelets 
The most common reason for dose modification in patients receiving combination therapy was for laboratory abnormalities; neutro- Platelet counts decreased in 62% of patients treated with PEGASYS alone (median drop 45% from baseline), 33% of patients 
penia (20%) and thrombocytopenia (4%) for PEGASYS and anemia (22%) for COPEGUS receiving combination with COPEGUS (median drop 30% from baseline). Median platelet counts return to pre-treatment levels 4 weeks 
PEGASYS dose was reduced in 12% of patients receiving 1000 mg to 1200 mg COPEGUS for 48 weeks and in 7% of patients receiv- alter the cessation of therapy. 
ing 800 mg COPEGUS for 24 weeks. COPEGUS dose was reduced in 21% of patients receiving 1000 mg to 1200 mg COPEGUS for Trilyoerides 
48 weeks and 12% in patients receiving 800 mg COPEGUS for 24 weeks. Traore eves ar elevatedn patents exon ae intron han and wereld inthe majory of patents parting in 
Because clinical trials are conducted under widely varying and controlled conditions, adverse reaction rates observed in lic studies receiving either PEGASYS alone or in combination with COPEGUS. Random levels higher =400 mg/dL were observed 
clinical trials of a drug cannot be directly compared to rates inthe clinical trials of another drug. Also, the adverse event rates 1" about 20% of patients 
listed here may not predict the rates observed in @ broader patient population in clinical practice. ALT Elevations 

Adverse Reactions Occurring in 5% of Patients in Hepatitis C Clinical Trials (Pooled Studies 1, 2, 3, and Study 4) Less than 1% of patients experienced marked elevations (5- to 10-fld above baseline) in ALT levels during treatment. These transaminase 
elevations were on occasion associated with hyperbilirubinemia and were managed by dose reduction or discontinuation of study 

Body System PEGASYS ROFERON-A’! PEGASYS Intron A+ ‘eament Live uncon st bnomaes were erry rane One cs vas aud fo aommune heats, wich pst 
180 9 18019 + 1000 mg or 1200.mg | beyond study medication discontinuation (see DOSAGE AND ADMINISTRATION: Dose Modifications). 

48 week? 1000.mg or 1200mg} -REBETOL® jimi 
Bese 48 week PEGASYS alone or in combination with COPEGUS was associated with the development of abnormalities in thyroid laboratory 

values, some with associated clinical manifestations. Hypothyroidism or hyperthyroidism Hay treatment, dose modification or 
[Nes59 |= N=554 | ~—CN=4517—|~—=—==N=443——«| discontinuation occurred in 4% and 1% of PEGASYS treated patients and 4% and 2% of PEGASYS and COPEGUS treated patients, 

respectively. Approxnaley hal of te pales, who-devoped thoi abnomalts during PEGASYS treatment, stil had 
he abriormalities during the follow-up period (see PRECAUTIONS: Laboratory Tests). 

‘Application Site Disorders Immunogenicity 
Injection site reaction 2 23 16 Nine percent (71/834) of patents treated with PEGASYS with or without COPEGUS developed binding antibodies to interferon alf-2a, 

Tadsiiiee Disa as assessed by an ELISA assay Three percent of patients (25/835) receiving PEGASYS with or without COPEGUS, developed low-titer 

HEAD The clinical and pathological significance of the appearance of serum neutralizing antibodies is unknown. No apparent correlation of 
Flu-like Symptoms antibody development to clnial response or adverse events was observed. The percentage of patents whose test results were con- 
and Signs sidered postive for antibodies is highly dependent on the sensitivity and specificity ofthe assays. 
Fatigue/Asthenia 56 57 65 68 Additionally, the observed incidence of antibody positity in these assays may be influenced by several factors including sample tim- 
Pyrexia 37 4 4 55. ing and handling, concomitant medications, and underlying disease. For these reasons, comparison of the incidence of antibodies to * 
Figors 35 4 2% 7 PEGASY' with the incidence of antibodies to these products may be misleading. 
Pain it 2 10 9 OVERDOSAGE 

Garbointestinal There is limited experience with overdosage. The maximum dose received by any patent was 7 times the intended dose of PEGASYS 
Een ma a Ps Pa (180 g/day for 7 days). There were no serious reactions attributed to overdosages. Weekly doses of up to 630 ug have been 

lausea/Vomiting administered to patients with cancer. Dose-limiting toxicities were fatigue, elevated liver enzymes, neutropenia, and thrombocytopenia. 
Diarrhea 16 16 "1 10 There is no specific antidote for PEGASYS. Hemodialysis and peritoneal dialysis are not effective ‘Abdominal pain 5 15 8 9 Dry mouth 3 3 4 7 DOSAGE AND ADMINISTRATION 

Dyspepsia zl \ 6 5 There are no safety and efficacy data on treatment for longer than 48 weeks. Consideration should be given to discontinuing therapy 
alter 12 to 24 weeks of therapy if the patient has failed to demonstrate an early virologic response (see CLINICAL STUDIES in complete 

Hematologic! product information), 
Lymphopenia 3 14 12 PEGASYS 
Anemia 2 n "1 The recommended dose of PEGASYS monotherapy is 180 yg (1.0 mL) once weekly for 48 weeks by subcutaneous administration in 
Senco a) a 8 the abdomen or thigh. 
ea 2 a i PEGASYS and COPEGUS COMBINATION 

Metabolic and Nutritional The recommended dose of PEGASYS when used in combination with ribavirin is 180 yg (1.0 mL) once weekly. Te recommended dose 
Anorexia 7 7 24 of COPEGUS and duration for PEGASYS/COPEGUS therapy is based on viral genotype (see table below, 
Weight decrease 4 3 10 The dally dose of COPEGUS is 800 mg to 1200 mg administered orally in two divided doses. The dose shouldbe individualized to the 

TESTIS GEI CITC patient depending on baseline disease characteristics (eg, genotype), response to therapy, and tolerability of the regimen, 
Tissue and Bone Since COPEGUS absorption increases when administered with a meal, patents are advised to take COPEGUS with food 
pay gy S 0 49 PEGASYS and COPEGUS Dosing Recommendations 
ta ; a 2 zl [Genie [PEASY tose coPesusoese [Owain | 

: Genotype 1, 4 1809 <5 kg = 1000 mg 48 weeks 
Lee mn e B a 275 4g = 1200 mg 48 weeks 
ae Cates i 
(excluding vertigo) 16 12 4 14 Genotypes 2 & 3 showed no increased response to treatment beyond 24 weeks 

Memory impairment 5 4 6 5 Data on genotypes 5 and 6 ate insufficient for dosing recommendation. 
Psychiatric A patient should sel-inject PEGASYS only ifthe physician determines that its appropriate and the patient agrees to medical follow-up 
Irritability/Anxiety/ ‘as necessary and training in proper injection technique has been provided to him/her (see illustrated PEGASYS MEDICATION GUIDE 
NerioLstese 19 2” 3 38 for directions on injection site preparation and injection instructions). 
(asonnis 19 3 30 7 PEGASYS should be inspected visually for particulate matter and discoloration before administration, and not used if particulate 
Delon is io m0 4 matter is visible or product is discolored. Vials with particulate matter or discoloration should be returned to the pharmacist 

Dase Modifications 
paceicann epee : a q 7 If severe adverse reactions o laboratory abnormalities develop during combination COPEGUSYPEGASYS therapy, the dose should 

: . be modified or discontinued, if appropriate, until the adverse reactions abate. If intolerance persists after dose adjustment, 
Resin Mechanism ee ee COPEGUS/PEGASYS therapy should be discontinued. 

isorders HOW SUPPLIED 
Ove s i fe Single Dose Vial 

Respiratory, Thoracic and Fath PEGASYS(pnintreon alia) 190 4g sinless clear ts vl roves 10 ml conning 10 yg peitrton a2 for 
Mediastinal ¢ injection, Each package contains 1 vial (NOC 0004-0380-09), 

Dyspnea 4 2 8 14 Monthly Convenience Pack 
Cough - 4 3 10 7 Four vials of PEGASYS (peginterferon alfa-2a), 180 ig single use, in a box with 4 syringes and 8 alcohol swabs (NDC 0004-0350-39). 
Dyspnea exertional EI <i 4 7 Each syringe is @ 1 mi (1 cc) volume syringe supplied with a 27 gauge, "2 inch needle with needle-stick protection device 

Skin and Subcutaneous Storage 
Tissue Store inthe refrigerator at 36° to 46°F (2° to 8°C) Do not freeze or shake, Protect from light. Vials are for single use only. Discard any 
Alopecia 2 30 28 3 unused portion. 
Pruritus 12 8 19 18 
Dermatitis 8 3 16 3 Bx only 
Dry skin 4 3 10 8 
Rast 5 4 8 5 
Sweating increased 6 7 6 5 
Eczema 1 1 5 4 

Visual Disorders 
Vision blurred 2 

“ine lor 8 Mo! ROFERON-A “Either or of +f = Study 4 Pharmaceuticals 
‘Severe hematologic abnormalities 

Patients treated for 24 weeks with PEGASYS and 800 mg COPEGUS were observed to have lower incidence of serious adverse events 
(Gh 1%), Hob 10g. (9% 16), dose moda of PEGASYS (30% v 3%) and COPEGUS (18% vs 3) and of wit Hoffmann-La Roche Inc. 
rawal from treatment (5% vs 1%) compared to patients treated for 48 weeks with PEGASYS and 1000 mg or 1200 mg COPEGUS. 340 Kingsland Street On the other hand the overall incidence of adverse events appeared to be similar inthe two treatment groups. NUtee NES EES GUT TOS TOO 

‘The most common serious adverse event (3°) was bacterial infection (eg, sepsis, osteomyelitis, endocarditis, pyelonephritis, pneumo- tednewy y 
al Other SAEs occurred at a frequency of <1% and included: suicide, suicidal ideation, psychosis, aggression, anxiety, drug abuse www.rocheusa.com 
and drug overdose, angina, hepatic dysfunction, fatty liver, cholangitis, arhythmia, diabetes melitus, autoimmune phenomena 
(€9, hyperthyroidism, hypothyroidism, sarcoidosis, systemic lupus erythematosus, rheumatoid arthritis), peripheral neuropathy, 
aplastic anemia, peptic ulcer, gastrointestinal bleeding, pancreatitis, colts, corneal ulcer, pulmonary embolism, coma, myositis, and 
cerebral hemorrhage. US. Govt. Lic. No. 0136 Issued: January 2008,
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