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Attached is an updated Hepatitis C Primary Care Practice Guideline which should be
implemented immediately. Please see that all of your medical staff receive a copy of this
document and review it promptly.

Upon completion of the review, please have each clinician sign the updated Affirmation
Statement, which is also attached. The statement should then be maintained in the Health Unit
for review by the Regional Medical Director upon request.
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cc: Regional Medical Directors
Regional Health Services Administrators
Deputy Superintendents for Health
Director of Central Pharmacy
Director of Dental Services
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New York State
Department of Correctional Services
Division of Health Services

Hepatitis C Primary Care Practice Guideline

Updated by: John Howard, MD., Peter Piliero, MD., Linda Klopf, RN., Karen Wameling, Pharm D.

INTRODUCTION:

This practice guideline represents an approach to the current management of hepatitis C disease
that is consistent with community standards of care and is appropriate in our corrections settings.
It should be noted that the treatment plans recommended in this document are not necessarily all
inclusive. This guideline represents the current state of knowledge regarding treatment agents for
the management of hepatitis C. However, this field of science is evolving very rapidly. New
information and treatment agents will result in changes in therapeutic options. As such, the
committee will periodically review and revise this document to ensure that this guideline remains
current. The current update incorporates the latest recommendations from the National Institute
of Health Consensus Conference held in June 2002.

Acute Hepatitis C: The average incubation period for acute hepatitis C is 6 to 7 weeks but may
range from 2 to 26 weeks. Persons with acute disease are typically asymptomatic or have a mila
clinical illness with self-limiting course up to 6 months. Fulminant hepatic failure in acute
disease is rare.

Chronic Hepatitis C: Chronic hepatitis C develops in approximately 70% of HCV-infected
persons, and approximately 20% of these individuals will eventually develop cirthosis over a
period of 20 to 30 years. The progression to chronic liver disease 1s usually insidious, advancing
without symptoms or physical signs in the majority of patients during the first two decades after
infection. HIV infected inmates may have an accelerated course. Frequently, chronic hepatitis is
not recognized until symptoms appear with the development of advanced liver disease. Patients
with chronic hepatitis C are at higher risk for morbidity and mortality if they develop either acute
hepatitis A or B.

SCREENING:

Inmates that are at high risk for hepatitis C are those with a history of HIV infection, IVDU,
intranasal cocaine use, STD’s, blood transfusions before 7/92, hemodialysis, infusion of clotting
factor before 1987, tattoos or body piercing with unsterile equipment, solid organ transplants, or
unexplained elevated LFT’s or symptoms of hepatitis. These inmates should be screened for
Hepatitis C. Currently universal screening for hepatitis C antibody is not indicated.
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DIAGNOSIS:

EIA (enzyme immunoassay) blood testing is done on those inmates at risk to detect the presence
of antibodies to hepatitis C. In patients with risk factors and persistently elevated LFT’s, a
confirmatory test is not necessary. For patients without an identified risk factor or normal LFT’s,
a qualitative HCV RNA should be done to verify the diagnosis. In immunocompromised patients
where the Hepatitis C antibody is negative but Hepatitis C is strongly suspected, a qualitative
Hepatitis C RNA should be obtained. Recently the assay used to determine HCV RNA has
changed. See “Information Regarding the New Quantitative HCV RNA Assay in NYS DOCS ”
(attached).

REPORTING:

Persons who have hepatitis C disease must be reported to the county health department using the
procedure outlined in Health Services Policy 8.01. The Regional Infection Control Nurse shall
be notified. An entry shall be made on the FHS Problem List for hepatitis C lab test (antivody)

positive {code 0702). If HCV RNA positive, an entry should be made for chronic HCV {code
0701).

The following problem list codes should be utilized if the inmate starts therapy for disease:
0701 - Hep C Disease
0703 - Hep C Rx. Initiated
0704 - Hep C Rx. Discontinued, Medical
0705 - Hep C Rx. Discontinued, Other
0706 - Hep C Rx. Completed
0707 - Hep C Rx. Refused
0708 - Hep C Rx. Contraindicated

EVALUATING HEPATITIS C:

LFTs: Should be tested at 8-12 weeks after diagnosis. Those with normal values should be
monitored every 6-12 months. Those with elevated LFT’s should be monitored every 8-12
weeks. Those patients with an elevated ALT should be considered for specialist referral and
treatment. During this monitoring period, if the inmate is being considered for treatment, thev
should receive ASAT programming promptly. [f standard ASAT/RSAT programs-are not
available in a particular facility, a workbook program may be utilized through inmate programs
(a request should be made through the facility Deputy Superintendent of Programs}).

ACCESSING HCY TREATMENT:

Completing the Hepatitis C Consult Request E-Form (copy attached) will assist the clinician in
evaluating the inmate for possible treatment. Clinicians should order the “Hepatitis C Treatment
Assessment Panel” to obtain the required lab studies to complete the E-Form. This form is used
for biopsy consults, or to obtain treatment approval from the Deputy Commissioner/Chief
Medical Officer. You may add comments to the end of form.

There are three ways to access the Hepatitis C Consult Request E-Form:

Go to 4.1 screen and type in the command field EF “HEP C CON”
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Go to 4.4 screen and type in “find HEP C CON 999HLTCKO, enter “S” next to E-Form
Go to 4.4 screen and scroll down to ‘HEP C CON; enter “S™ next to E-Form

CRITERIA FOR TREATMENT:
Anti-HCV therapy should be considered in accordance with the following criteria:

1. Ceonfirmed serologic diagnosis of Hep C (EIA with or without qualitative HCV
RNA); documented viremia by quantitative HCV RNA.

2. Absence of chronic hepatitis B (negative hepatitis B surface-antigen or hepatitis B

viral load [PCR]).

. Elevated ALT.

4. Adequate liver synthetic function (albumin, prothrombin time, bilirubin) and grade A
Child-Pugh Classification Score (see attached work sheet: Child-Pugh Classification
of Severity of Liver Disease). The Child Pugh Classification Score is a method to
determine the severity of liver disease based on laboratory and clinical parameters.
Patients with a grade A score are able to be treated, where as grade B and C scores
indicate decompensated liver diseasc and are a contraindication to treatment.

5. Inmates should receive the following baseline evaluations prior to initiating HCV
treatment as side effects of treatment need to be differentiated from preexisting
conditions. This should be done prior to referral to a specialist or biopsy.

jU)

Serum aminotransferase levels (ALT), albumin, bilirubin, prothrombin time,
and creatinine
CBC with differential and platelet count
Protime and a Partial Thromboplastin time (PT, PTT)
Thyroid function studies (TSH)
HBsAg and HBcAb unless hepatitis B surface antibody positive
Additional Requirements:
- Physician evaluation and clearance
- Psychiatrist evaluation and clearance (if indicated)
- HIV or ID specialist evaluation and clearance (if indicated)
- HCV genotype
6. Pregnancy is a contraindication to treatment. Female inmates of childbearing potential
should have a negative pregnancy test 14 days before initiating therapy and every 30
days until completion of treatment.
7. WBC> 3,000 cells/cubic ml., ANC (Absolute Neutrophil count> 1000), platelets>
50,000/cubic ml and hemoglobin> or = 10 grams in the absence of cardiac disease,
(12 grams if cardiac disease present).
8. Absence of uncontrolled thyroid disease.
9. Absence of autoimmune disease or history of solid organ transplantation.
10. No history of major depression or other major psychiatric illness unless cleared by a
psychologist or psychiatrist to receive anti-HCV treatment.
11. No evidence of active substance abuse (drug and/or alcohol) during the past 6 months.
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In order to be sure that this is applied uniformly throughout the system, if you have
an inmate/patient who might otherwise qualify for Hepatitis C treatment except for a
drug or alcohol-related incident in the past six months, please submit the Approval
for Treatment” form as you would for anyone without such incident. The incident
will be evaluated individually to determine what it consisted of and whether or not it
results in temporary disqualification for treatment. Those who have a substance use
history must successfully complete or be enrolled in an ASAT/RSAT program.

12. Age equal to or greater than 18 years.

13. Anticipated incarceration adequate to compete evaluation and treatment: 9 months
for genotype 2 and 3, 15 months for genotype 1 or 4, from the time of referral (this
includes the 24-48 week treatment course. All HIV positive inmates will receive 48
weeks of therapy and therefore require an anticipated incarceration time of 15
months. Inmates who will not predictably complete a course of treatment should
receive a baseline evaluation and be referred for medical follow-up and treatment
upon release.

14. All inmates diagnosed with Hepatitis C should be strongly encouraged to receive
HIV testing.

15. A highly motivated patient. The lengthy duration and significant potential side
effects of anti-HCV treatment should be explained to the inmate to assess anticipated
compliance with therapy. The inmate will sign an informed consent detailing the
above. Refusal to sign the consent form will be taken as refusal of treatment and a
refusal form will be activated.

16. Medical Hold: Hepatitis C patients will remain on Facility Medical Hold if:

- The patient is undergoing an initial work up for treatment consideration under the
auspices of a specialist.
- Care is being provided by a primary MD and there are scheduled appointments.

Inmates are releasable from medical hold and may be transferred within the
CATCHMENT AREA if the patient is under the care of gastroenterology or infectious
disease services, treatment has been initiated and condition is stable (approximately 4
weeks of treatment). Those inmates whose care is being provided by a primary MD and
have no appointments scheduled can be transferred anywhere.

SPECIAL TREATMENT ISSUES:

1. HIV infection complicates Hepatitis C treatment. Therefore, clearance is required by
an HIV or ID Specialist before initiating therapy. Current CD4 & VL must be
included on the e-form as they will be evaluated as part of the treatment approval
process.

a. Based on data in co-infected patients receiving treatment for hepatitis C, it
appears that there is a slower decline in HCV RNA as well as a greater risk of
relapse after treatment discontinuation. Based on treatment guidelines published
by New York State’s AIDS Institute, the following is recommended: 1) Initial
response to therapy should be assessed at week 24 of the treatment (instead of
week 12). 2) all patients should receive 48 weeks of treatment regardless of

genotype.

Hepatitis C Primary Care Practice Guideline July 20, 2004 Page 4



2. Interferon-alpha does have efficacy for treatment of chronic hepatitis C infection
complicated by mixed essential cryoglobulinemia. Treatment should be considered in
consultation with a specialist.

3. Treatment with interferon-alpha in persons with hepatitis C and chronic active
hepatitis B viral coinfections is contraindicated since the response to therapy is
unpredictable and difficult to safely monitor,

4. Many experts currently recommend pre-treatment liver biopsy. Candidates for
treatment include those patients showing: 1} portal or bridging fibrosis or 2) at least
moderate inflammation and necrosis on liver biopsy. Anti-HCV treatment is relatively
contraindicated for persons with compensated cirrhosis, since response to treatment 1s
poor. Treatment is contraindicated for persons with decompensated cirrhosis, since
treatment often exacerbates disease resulting in severe life threatening sequelae.
Specialty evaluation and liver biopsy to confirm the diagnosis of hepatitis, exclude
other causes of liver disease, grade the severity of injury, and assess the degree of
fibrosis should occur for all patients who are type 1 or 4 or HIV co-infected. Liver
biopsy will not be mandated for genotype 2 or 3, but should be done if clinically
indicated.

TREATMENT:

1. Treatment for Hepatitis C almost universaltly results in side effects. The treating
physician should ensure that the inmate is aware of all potential side effects prior to
prescribing therapy. An influenza-like reaction usually occurs within 6-8 hours of
initial treatment with interferon alpha. This acute reaction normally abates with
subsequent treatments and can be partially ameliorated by premedication with
antipyretics. Side effects of chronic irritability, fatigue, myalgia, headaches, rage,
confusion, and neuropsychiatric disorders can occur. Severe incapacitating depression
can develop. Bone marrow suppression including anemia, leukopenia and
thrombocytopenia are serious side effects of interferon that should be anticipated and
monitored closely. Thyroiditis, hyperthyroidism and hypothyroidism have been
reported in 2.5-20% of persons treated with interferon and may not be reversible upon
cessation of drug therapy.

Inmates with side effects to interferon may need to have their dosage reduced or
therapy discontinued depending on the severity of the side effects. Very serious
sequelae of interferon treatment occur in 2% of patients and may include cardiac
decompensation, renal failure, pneumonitis, severe bone marrow suppression and
suicide.

Ribavirin has several toxicities. Anemia occurs in approximately 10% of patients
usually in the first two-four weeks of treatment. This may result in deterioration of
cardiac function and/or exacerbation of symptoms of coronary disease. Monitoring of
CBC's should occur at weeks 2 and 4 and, if anemia develops, use of epoieitin
alpha should be utilized with iron replacement (unless contraindicated). If
unsuccessful, a ribovirin dose adjustment (see package insert) may be necessary.
Ribavirin is contraindicated in women who are pregnant. Significant teratogenic
and/or embryocidal potential have been demonstrated for ribavirin in all animal
species studied. Women of childbearing potential and men must use effective
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contraception during treatment and during the 24 weeks post-treatment follow-up
period. Finally, ribavirin in combination with interferon-alpha may exacerbate
previously noted interferon toxicities.

2. The recommended treatment regimen for the HCV treatment naive patient is pegylated
interferon-alpha combined with ribavirin for 24-48 weeks (see Table I and package
inserts}. For patients in whom ribavirin is contraindicated, monotherapy with
pegylated interferon-alpha subcutaneously 1s acceptable (see Table II). The duration
of therapy depends on HCV genotype, HIV status, and initial response to therapy (See
algorithm Figure 1). Predictors of a positive response to therapy for hepatitis C
include:

- Age <45

- Short duration of disease

- Low hepatic iron stores

- Absence of cirrhosis

- Presence of minimal fibrosis

- Genotype 2 or 3

- Female Gender

- HCV Viral load <2 million copies per ml

3. Inmates should receive at minimum the following evaluations during treatment for
HCV:

- Evaluations for adverse drug reactions should be done before each injection, (by
nurses) for the first two weeks of treatment and then at least biweekly thereafter.
This should be done by the nurse administering the injection and be recorded on
the Adverse Drug Reaction Screen form (see attached). Physician evaluations
should be done monthly.
- Specialty evaluations as clinically indicated.
- Psychiatry evaluations when clinically indicated.
- CBC with differential count, platelets, LFTs, BUN, and creatinine at 2nd and
4th weeks of treatment and monthly thereafter. These should be recorded on the
HCYV Treatment Review Form (see attachment).

4. An uncommon, but clinically pertinent side effect of anti-HCV treatment of hepatitis
C is worsening of hepatitis. New elevations in ALT levels during treatment for
hepatitis C may signify progression to liver failure and are an indication for urgent
specialty consultation for consideration of cessation of therapy. Therapy may need to
be temporarily held pending consultation.

5. The length of anti-HCV treatment depends on the patient’s HCV genotype and HIV
status of the inmate. (See length of Anti-HCV Treatment Tables attached.)

HCV infection alone: The length of anti-HCV treatment depends on the patient’s
HCV genotype and week 12 response to therapy. After 12 weeks of treatment, a
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quantitative HCV RNA should be obtained. A favorable response is indicated by an
undetectable HCV RNA or a 2-log (100-fold) or greater reduction in HCV RNA.

The Hepatitis C viral load (HCV RNA) by the branched DNA method may
be reported in either copies/mL or IU/mL. When determining whether a >2
log 1« decrease in viral load has occurred as a result of treatment, the values
expressed in either copies/mL or in IU/mL may be used-as long as the
same units are used when making the comparison (i.e., compare pretreat-
ment [U/mL with post-treatment IU/mL, or pretreatment copies/mL with
post-treatment copies/mL).

If the patient has an undetectable HCV RNA and (a) is genotype 1 or 4, treatment
should continue for a total of 48 weeks, or (b) is genotype 2 or 3, treatment should
continue for a total of 24 weeks. If the patient is not undetectable after 12 weeks of
treatment, but has had at least a 2-log reduction (100-fold) in HCV RNA, then
continue treatment for another 12 weeks. After completing 24 weeks of therapy, (a)
obtain a quantitative HCV RNA and stop treatment for those with genotype 2 or 3, or
(b) obtain quantitative HCV RNA for those with genotype 1 or 4. If (a) the RNA is
still undetectable, then complete the final 24 weeks of treatment, or (b) if the RNA is
still detectable and the ALT is now in the normal range, then consider completing the
final 24 weeks of treatment because even though the chance of achieving a sustained
viral response is less likely the clinical course may be improved, or (c) if the RNA is
still detectable and the ALT is still elevated, then stop therapy.

HCV/HIV co-infection: The length of anti-HCV treatment depends on the patient’s
week 24 response to therapy. After 24 weeks of treatment, a quantitative HCV RNA
should be obtained. A favorable response is indicated by an undetectable HCV RNA
or a 2-log (100-fold) or greater reduction in HCV RNA.

If the patient has an undetectable HCV RINA, treatment should continue for a total of
48 weeks regardless of genotype. If the patient’s are HCV RNA detectable after 24
weeks of treatment, but there has been at least a 2-log reduction (100-fold) in HCV
RNA then (a) if the ALT is now in the normal range, then consider completing the
final 24 weeks of treatment because even though the chance of achieving a sustained
viral response is less likely the clinical course may be improved, or (b) if the ALT is
still elevated, then stop therapy.

For all patients (regardless of HIV status) completing anti-HCYV treatment, a
quantitative HCV RNA should be obtained 24 weeks after the end of treatment to
assess whether the patient has achieved a sustained viral response. For those who are
undetectable, a yearly HCV RNA should be obtained to assess for continued success.

6. Serial liver biopsies following a baseline study are not routinely indicated except in
those who fail treatment or do not initiate treatment where consideration should be
given to repeat biopsy every 3 to 5 years to re-stage disease progression.

Hepatitis C Primary Care Practice Guideline Iuly 20, 2004 Page 7



7.

For patients who failed to respond to interferon plus ribavirin therapy or

pegylated interferon plus ribavirin, there is currently no FDA approved therapy for
retreatment. Retreatment of responders (i.c. achieving an undetectable viral 16ad at the
end of treatment) who have subsequently relapsed will be considered on a case by case
basis. The e-form “Hepatitis C Consult Request” should be fully completed so that an
evaluation may be made.

. The completed e-form, “Hepatitis C Treatment Request Form”, will be sent to the

Deputy Commissioner for Health Services for review/approval before medications
may be ordered from Central Pharmacy.

. If treatment is approved, medications are ordered/reordered by using the e-form

“HEP C MED” which is addressed to Central Pharmacy. This e-form may be accessed
in the same manner as the “Hepatitis C Treatment Request”.

OTHER CONSIDERATIONS:

1.

References

All patients determined to have chronic hepatitis C should be screened for hepatitis A
and B using HAV IgG, HbsAb, HbcAblgG and HbsAg. When clinically indicated,
hepatitis B and/or A vaccine should be administered (if Hepatitis A and/or B
serologies indicate no prior infection).

. For patients with cirrhosis, a liver ultrasound and serum alpha-fetoprotein should be

obtained every six months to assess for hepatocellular cancer. Liver transplantation
may need to be considered in end-stage cirrhosis.
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*******X*************************X***********************l*********!************

xx%¥ REQUESTOR: 999ICULCK - Klopf, Linda R.N. Cen - Health Services % %%
I R 2232322222223 2223332223333 232322332 2232233322233 232322282
% XX S Y S M EFORM PRINT XX %
MESSAGE ID: 069426 DATE: 06/21/06 TIME: 08:16am PRIORITY: 000
SUBJECT: HEP C CONSULT REQUEST

XENEEXRAX XXX E A FXEAX XA AXERXXEAAAXREREE XXX RXE XX A EX AN N E XX XXX XXX XEX KK XXX

FACILITY: DATE:

PATIENT NAME: DIN:

REQUESTING PHYSICIAN: WEIGHT:

THIS IS A REQUEST FOR BIOPSY/CCONSULT: {(Y/ND

I AM REQUESTING APPROVAL FOR TREATMENT: (Y/N3

I EEEE R R SRS R EE SR EEE RS S S L EFE LRSS L SRS S SR EEEEEEESEREERSTEEEREREEEEREREEEEE]

DATA REGARDING TREATMENT CRITERIA

I BEEEEEEEEE RS LRSS EEEEEEEESSEE RS EEESE S S SRR EEEESEESEEEEEEEEEEEEEEEEEE R EEF

HEPATITIS PROFILE (DATE/RESULT)

HEPATITIS B SURFACE ANTIGEN DATE: RESULT:
HEPATITIS B CORE ANTIBODY DATE : RESULT:
HEPATITIS C ANTIBODY DATE : RESULT:
QUANTITATIVE HCV PCR DATE: RESULT:
ALT DATE: RESULT:
DATE: RESULT:
DATE: RESULT:
ALBUMIN DATE : RESULT:
BILIRUBIN (TOTAL BILIRUBIN) DATE : RESULT:
PT (INR3> DATE: RESULT:
PTT (WITH CONTROL} DATE: RESULT:
THYROID DX-TSH DATE: RESULT:
WBC DATE: RESULT:
ANC (ABSOLUTE NEUTROPHIL COUNT> DATE: RESULT:
PLATELETS DATE : RESULT:
HEMOGLOBIN DATE : RESULT:
RENAL FUNCTION (CREATININE) DATE : RESULT:
LIVER BIOPSY (IF AVAILABLE)D DATE: RESULT:
HEP C GENQTYPE DATE: RESULT:
PREGNANCY TEST DATE: RESULT:
ACTIVE SUBSTANCE ABUSE {(Y/N2

(POSITIVE URINE TOXICOLOGY IS EVIDENCE
OF DRUG USE IN PAST & MONTHS)

COMPLETION OF ASAT PROGRAM, IF REQUESTED: DATE :
NECESSARY. (PLEASE NOTE IF ASAT HAS COMPLETED: DATE :
BEEN REQUESTED COR IS IN PROGRESS) IN PROGRESS: DATE:
NOT NECESSARY:
ANTICIPATED LENGTH OF INCARCERATION YEARS: MONTHS :
(MUST BE AT LEAST 15 MONTHS)
HIV SEROLOGY (MUST "X ONED POS ( ) NEG ( )} UNK ¢ )
IF HIV POS, LIST ID/HIV SPECIALIST
WHO APPROVED/RECOMMENDED RX NAME :
DATE:
VIRAL LOAD DATE : RESULT:
CD4 COUNT DATE : RESULT:
EVALUATION OF INMATE ADHERENCE TO HIV THERAPIES:
MAJOR PSYCHIATRIC DISEASE (Y/N)
(IF YES, NOTE PERSON WHD DX'D2 NAME :
DATE:
PSYCHIATRIC CLEARANCE: (Y/N)

(IF YES, NOTE WHO GAVE CLEARANCE} NAME :




DATE :
ORGAN TRANSPFLANT RECIPIENT (Y/N)
X XN R KRR ER X R RN R A AN NN MR XA NN R R AR RN RN KR A X AR AN RN X AN A AN R RN RN AR AR RN R
FOR THOSE WHO HAVE FAILED INTERFERON THERAPY AND THE PHYSICIAN IS
REQUESTING INITIATION OF REBETROMN THERAPY, PLEASE COMPLETE THE
FOLLOWING HISTORY:

PRIOR INTERFERON THERAPY: PLACE AN "X IN APPROPRIATE SPACE

INTERFERON ALPHA 2B ( b INTERFERON ALPHA 2B ( )
CINTRON A (ROFERON A>
PEGYLATED INTERFERON ALPHA 2B ( } RIBAVIRIN ( J

STARTED THERAPY ON ENDED ON

END OF TREATMENT RESPONSE (VIRAL LOAD) DATE :

RESULT:

I EEE SRR SRS EEEEEESEEE RS S EEEEEEEEEEEEEE SR EEEEEREEEEEEEEEEEEEEEESSEEEEERF N

BY COMPLETING THIS FORM, THE PRIMARY CARE PROVIDER CERTIFIES THAT
THE ABOVE INMATE HAS MET ALL THE TREATMENT CRITERIA.
I E e e e e R R S S R S IR R R i 323 233333331311

CONSULTANT REPORT:

END OF FORM
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Cable I: Api),{-oved‘PEG—Intron Monotherapy Ijosingl

Body Weight Vial Strength Dose Subcutaneously Injection . Dose
(kg) ' Once Weekly (ug) Yolume (ml) - Rebetron
<40 50 ug per 0.5 mL . 50 05 800 mg/day in
' ' ‘ - two divided

40-50 80 ug per 0.5 mL 64 0.4 doses:
51-60 - 80 0.5 two 200 mg
R ‘ ~ capsulés with
61-75 120 ug per 0.5 mL 96 0.4 breakfast and
76-85 - 120 0.5 two 200 mg

» capsules
>95 150 ug per 0,5 mL - 130 0.5

with dinner

*Please refer to product information for complete dosage and administration instructions. When administered in combmadon with Rebetol, the rccoxmnendcd dnse of PEG Intron

is 1.5 ug/kgiweek |

+

+When reconstituted as directed

Adapted from PEG-Intron  product infermation (Schering Corporaﬂon Aungust 2001).

Table IT

+ Important Note: The current PEG- Intron label expresses the concentration as ug per 0.5 mL; previous labehrg had expressed the concentration as ug per mT_

| Body Weight Vial Strength Dose Subcutaneously Injection
(kg) Once Weekly (ug) Volume (m})

<45 50 ug per 0.5 mL 40 0.4
46-56 | 30 0.5

| 57-72 - 80ugper0.5mL . | 64 0.4
73-88 | 80 0.5
89-106 120 ug per 0.5 mL |  96. 0.4
107-136 | 120 0.5
137-160 150 ugper 0.5 ml, 150 0.5

*Please refer to product information for complctc dosagc and administration instructions. The rccommcnded dose of PEG Intron monotherapy regims is 1.0 ug/kg/week for one

year,

+

+ When reconstituted as directed
Adapted from: PEG-Intron product information (Schering Corporation, August 2061),

+ Imporiant Note: The current PEG Intron label expresses the concentration as ug per 0 Smi; prevmus labeling had expressed the concentration as ug per mL.




INFORMATION REGARDING

THE NEW QUANTITIATIVE HCV RNA ASSAY IN NYS DOCS

Recently, a change was made by the reference lab that NYS DOCS uses. Specifically the
quantitative HCV RNA by PCR method (Roche Amplicor) was phased out, and the quantitative
HCV RNA by bDNA method (Versant version 3.0) was phased in. There have been questions
raised by providers as to how these two tests compare.

The new method (bDNA) has a much broader range of quantitation. Specifically it can reliably
detect HCV RNA (viral load) between 650 IU/ml and 7,500,000 [U/ml. This 1s in contrast to a
range of 600 [U/ml to 800,000 IU/ml by the previously available (PCR) assay. This broader
range 1s very important since accurate pre-treatment quantification of HCV RNA is necessary to
be able to best apply the week 12 predictability rule. This rules states that if the HCV RNA has
dropped by at least 100-fold (or 2 logis) or reached an undetectable level, patients have a greater
likelihood of achieving a sustained virologic response to therapy. For example, if the baseline
HCV RNA was 5,000,000 [U/ml, then by week 12 it should have dropped to 50,000 IU/ml or
less.

There has been on study comparing the Amplicor assay to the Versant assay. What that showed
is the both reported correctly undetectable HCV viral load results. Up to 500,000 1U/ml, both
reported similar results. Above 500,000 IU/m] by the Amplicor method, the Versant frequently
reported much higher values. However, this makes sense given the broader range of
quantification possible by the Versant assay.

Providers should feel comfortable from a scientific standpoint that the new Versant assay 1s a
reliable tool to use for our HCV patients. The only scenario that could be confusing for
providers involves the patient who had a pre-treatment HCV RNA done by the Amplicor assay
and now has a week 12 or 24 HCV RNA done by the Versant assay. If the pre-treatment values
was >800,000 IU/ml this might mean that it was 810,000 or 7,500,000 IU/ml. If we err on the
conservative side and assume the value was 7,500,000 IU/ml then the 12 week target would be a
drop to 75,000 IU/ml or less. Therefore if the viral load is above this threshold one can likely
conclude that the patient did not have an adequate decline in HCV RNA to justify continued
therapy. For cases in which it is not clear how to proceed, Dr. John Howard (Chair, HCV
Guidelines Committee) should be contacted.
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HEPATITIS C TREATMENT CONSENT FORM

I understand that I have laboratory evidence of Hepatitis C mnfection, which is an ongoing
infection of my liver caused by a virus. The infection can be slowly progressive which means the
infection may cause life-threatening problems at some time in the future. It is also possible that I
may never suffer any ill effects from this infection. There is not way to predict the outcome of
my infection.

I have been offered a drug therapy which may slow down or eliminate the infection. I will know
in three to six months if [ am responding to this treatment. If there is no response, the drug(s)
may be modified or stopped. It is also possible that the drug(s) may worsen some other medical

or psychological condition that I have. If that happens, the therapy will be promptly stopped or
adjusted.

At this time it 1s difficult to treat Hepatitis C infection. The drug therapy may cure the infection,
slow the progress of the disease or have no effect on the disease. It also may cause the disease to
speed up and possibly cause serious unknown side effects or even death. My response to the
therapy cannot be predicted.

In signing this form [ am recognizing that:

* I have read and understand the list of side effects appearing on the next page of this form
and all my questions have been answered to my complete satisfaction.

* T agree to therapy knowing that I will have to have regular blood tests to follow the
Hepatitis C infection and my body’s reaction to therapy.

* [ may also need to have other evaluations such as x-rays, EKG and psychiatric or
substance abuse evaluation before and during therapy.

* Tunderstand that this is a treatment and not necessarily a cure.
* ] understand that there are risks involved in this therapy.
* T understand that there are many reasons that the therapy may have to be stopped.

* [ understand that the therapy may have to be stopped for medical or psychological
reasons.

* Thave received HIV counseling for testing procedures.



ADVERSE REACTIONS FROM INTERFERON TREATMENT

Flu-like symptoms (fever, shills, weakness, headache, joint ache, muscle aches, and rapid heart
beat) occur early in the majority of patients who receive interferon, but generally decrease with
continued therapy.

Later side effects include fatigue, hair loss, low blood counts, and neurologic and psychiatric
effects such as apathy, thought processing disorder, inability, and depression. Relapse of drug
and/or alcohol abuse may occur. Evening administration of interferon reduces frequency of side
effects, and the flu-like syndrome is lessened by pretreatment with acetaminophen.

Severe side effects are observed in less than 2 percent of patients. These include autoimmune
disease (thyroid disease being most common), depression with suicide, seizure disorder, acute
heart and kidney failure, eye problems, lung scarring, hearing impairment, and severe infection.

Rare deaths have occurred due to liver failure or severe infection, principally in patients with
cirrhosis.

An important side effect of interferon in Hepatitis C is an unexpected worsening of liver disease
with therapy. This worsening of hepatitis is probably an autoimmune reaction and it can be
severe. Indeed, deaths have been reported.

Adverse Effects with REBETRON (Combination Therapy containing ribavirin and interferon
alfa-2b, reconbinant) include all side effects listed above plus:

Anemia (low red blood cells) which may result in deterioration of heart function and/or
worsening of the symptoms of heart disease may occur. Lung symptoms including shortness of
breath, pneumonia, and death have been reported during therapy. There is a significant birth
defect risk of RIBAVIRIN therapy to the fetus if pregnancy occurs during or within six months
after treatment. Abnormalities in sperm may occur during and for several months after treatment
is concluded. An effective method of birth control for both men and women must be used for the
duration of treatment and for at least six months after completion.

Inmate Signature Printed Inmate Name DIN Date

Health Provider Signature  Printed Health Provider Name and Title Date

06/04



REACCIONES ADVERSAS DEL TRATAMIENTO CON INTERFERON

Sintomas parecidos al flu (fiebre, escalofrios, debilidad, dolor de cabeza, dolor en las
coyunturas, dolor muscular y latidos acelerados del corazén) pueden ocurrir temprano en la
mayoria de los pacientes que reciben interferon, pero generalmente disminuyen al continuar la
terapia.

Los efectos secundarios mas tarde incluyen fatiga, pérdida del pelo, conteo sanguineo bajo y
efectos neurologicos y psiquiatricos, tales como indiferencia, desorden del procesamiento de los
pensamientos, irritabilidad y depresion., Puede ocurrir la recaida en el abuso del alcohol y/o
drogas. La administracién nocturna del interferon reduce la frecuencia de los efectos secundarios
y el sindrome parecido al flu se reduce con tratamiento previo de acetaminofén.

Los efectos secundarios severos se observan en menos del 2 por ciento de los pacientes.
Estos incluyen enfermedad autoinmune, (la enfermedad de la tiroides es la mas comun),
depresion con suicidio, convulsiones, fallo agudo del corazén y los rifiones, problemas con los
0jos, cicatrices en los pulmones, impedimento de la audicién e infeccion severa.

Ha ocurrido la muerte en raras ocasiones debido al fallo del higado o la infeccion severa,
principalmente en los pacientes con cirrosis. ‘

Un efecto secundario importante del interferén en la Hepatitis C, es que la enfermedad del
higado empeore inesperadamente con la terapia. Este empeoramiento de la hepatitis es
probablemente una reaccion autoinmune y puede ser severa. De hecho se ha reportado la muerte.

Los efectos adversos con el REBETRON (Terapia de Combinacion que contiene ribavirin e
interferdn alfa-2b, recombinante) incluye todos los efectos secundarios anotados anteriormente
ademas de:

Anemia (conteo bajo de los corpisculos rojos) que puede resultar en el deterioro de la
funcién del corazoén y/o puede ocurrir el empeoramiento de los sintomas de la enfermedad del
corazdén. Los sintomas pulmonares incluyen falta de respiracion, pulmonia y la muerte se ha
reportado durante la terapia. Los niveles elevados del azlicar en la sangre y la diabetes pueden
desarrollarse. Hay un riesgo significativo de defectos del nacimiento por la terapia con el
Interferén y RIBAVIRIN al feto si ocurre una prefiez durante o dentro de seis meses después de
que termine el tratamiento. Las anormalidades en los espermatozoides puede ocurrir durante y
varios meses después de terminar el tratamiento. Deben usarse dos métodos efectivos de
contraceptivos mientras dure el tratamiento y, por lo menos, seis meses después de terminarlo.

Firma del Recluso Nombre en Letra de Imprenta DIN Fecha

Firma del Profesional de Salud  Nombre y Titulo en Letra de Imprenta Fecha

(05/03)



Estado de Nueva York
Departamento de Servicios Correccionales

FORMULARIO DE CONSENTIMIENTO PARA TRATAMIENTO
DE LA HEPATITIS C

Entiendo que hay evidencia de laboratorio de que tengo una infeccién de Hepatitis C, la cual
es una infeccidon continua en mi higado, causada por un virus. La infeccién puede progresar
lentamente, lo que significa que la infeccion puede causar problemas que atentan contra la vida
en algin momento en el futuro. Es también posible que nunca sufra ningtn efecto adverso
debido a esta infeccion. No hay forma de predecir el resultado de mi infeccién.

Se me ha ofrecido terapia de droga que puede retrasar o eliminar la infeccidon. Sabré de tres a
seis meses sl estoy respondiendo a este tratamiento. Si no estoy respondiendo, puede modificarse
o detencrse el régimen de drogas. Es también posible que las drogas empeoren alguna otra
condicién médica o psicoldgica que tenga. De suceder eso, se terminara o ajustara
inmediatamente la terapia.

En este momento es dificil tratar la infeccion de la Hepatitis C. La terapia de drogas puede
curar la infeccion, retrasar el progreso de la enfermedad o no tener efecto alguno sobre la
enfermedad. Ademas, puede causar que la enfermedad se agudice y cause serios efectos
secundarios desconocidos, incluyendo la muerte. No se puede predecir la respuesta de mi cuerpo
a la terapia.

Al firmar este formulario, reconozco que:

* Leiyentendi la lista de los efectos secundarios que aparecen al dorso de este formulario y
que me contestaron todas las preguntas que tenia a mi satisfaccion total.

* Accedo a la terapia, a sabiendas que me van a tener que hacer pruebas de sangre
regularmente para darle seguimiento a la infeccidén de la Hepatitis C y para la reaccion de

mi cuerpo a la terapia.

* Puedo necesitar también que hagan otras evaluaciones, tales como los rayos X, EKG y
evaluaciones psiquiatricas o de abuso de substancias antes y durante la terapia.

* Entiendo que esto es un tratamiento y no necesariamente una cura.

* Entiendo que hay riesgos asociados con esta terapia.

* Entiendo que hay muchas razones por la cual haya que detener la terapia.

+ Entiendo que la terapia pueda necesitar detenerse por razones médicas o psicoldgicas.

* Recibi consejeria de VIH para los procedimientos de prueba.



B

" COPEGUS™

(ribavirin, USP)
TABLETS

COPEGUS E;ib_avirin) maonotherapy is niot eftective for the treatment of chronic hepati-
{ls G virus Intection and shoufd not he used alone fer this indication (see WARMINGS).

The primary clinical toxicity of ribavirin is hemolytic anemia. The anemia associated
with ribavirin therapy ma:/ result in worsening of cardiac disease that has led to fatal
and nontatal myseardial Infarctions. Patients with a history of significant oe unstabls
cardiag disease should not be treated with ribavirin (see WARNINGS, ADVERSE
REACTIONS, and DOSAGE AND ADMINISTRATION).

Significant leratogenic and/or embryocidal effects have been demonstrated In all ani-
mal species exposed to rbavirin, in addition, ribavirin kas 2 multiple dosa half-lite of
12 days, and it may persist in non-plasma compartments for as long as 6 months.
Ribavirin therapy is contraindicated in women who are pregnant and in the mate part-
ners of women who are pregnant. Extreme care must be laken to avoid pregnancy
duttng therary and tor 6 months after camipietion of treatment in both female patlents
and in female partners of male patients whao are taking ribavirin therapy. At least two
reliable forms of effective contraception must be utilized during treatment and duting
the 6-month postireatment follow- ‘rarlod {see CONTRAINDICATIONS, WARNINGS,
and PRECAUTIONS: Information furg ents, and Pregnancy: Category X).

DESCRIPTION

COPEGUS, the. Hoffmann-La Roche brand same for ribavirin, is a nucigoside analogue with
antiviral activity. The chemicat name of ribavirin i¢ 1-B-D-ribofuranosyl1 H-1,2 4-triazofe-3-
carboxarnide and has the fotlowing structural formula:

CONH,
1
i .
U\N ~
HOCH,
Ho™ “om

The empirical formulz of ribavirin is C;H,,N,0, and the molecular weight is 244.2.
Ribavirin is a white to off-white powder, 'h ig freely soluble in water and slightly soluble
in anhydrous alcohol.

COPEGUS (ribavirin] is available as a light pink to pink colored, flat, oval-shaped, film-coated
tahlet for oral administratiors. Each tablet contains 200 mig of ribavirin and the following inac-
tive ingredients: pregelatinized starch, microcrystaltine cellulose, sodium starch glycolate,
comn starch, and magnesium Siearate. The coating of the tablet contains Chromatare-P® o
Qpadry® Pink (made%y using hydroxypropyl methyl celluloss, talc, titaniurn dioxide, synthetic
yeilow iron axide, and synthetic red iron oxide), etfyl cellulose (ECO-30), and triacetin.

Mechanism of Action

Ribavirin Is & synthetic nucleoside analogue. The mechanism by which the combination of
ribavirin and ar interferon product exerts its effects against the hepatitis C virus has not
bean fully established.

CLINICAL PHARMACOLOGY
Pharmacokinetics

Multiple dose ribavirin pharmacokinetic_data are availabie for HCV patients who re-
ceived ribavirin in combination with peginterferon alfa-2a. Following administration of
1200 mg/day with foed for 12 weeks meansSD (n=39; body weight >75 kp) AUCy. .z wWas
25,361£7110 ng-hr/mL and C,,,, was 2748818 ng/mL. The average time to reach C,,, was
2 hours. Trough tibavirin plasma concentrations following 12 weeks of dosing with food
wers 1662+545 ng/ml in HCV infected patients who received 800 mg/day (n=8¢}, and
21124810 ng/mL in patients who received 1200 mg/day {n=75; body weight >75°kg).

The terminal haff-life of ribavirin foilowing administration of a single oral dose of COPEGUS
is about 120 10 170 hours. The total Lﬁ]parent clearance following adrninistration of a singie
oral dose of COPEGUS is about 26 L/. There is extensive accumulation of ribavirin after
multiple dosing (twice daily} such that the Cp,, at steady state was four-fold higher than
that of a single dose.

Copyright © 2002 by Rache Laboratories Inc. Alf rights reserved.

. COPEGUS™ (ribavirin, USF)
Effect of Faod on Absorptian'of Ribavirin
Bioavaifability of a single ora! dose of ribavirin was increased by co-administration with
a high-fat meal. The absorption was slowed (T, was doubled) and the AUy g and Gyay
increased by 42% and 66%, respectively, when COPEGUS was taken with a high-fat meal
compared with fasting conditions (See PRECAUTIONS and DOSAGE AND ADMINISTRATION).

Elimination and Metaholism

The contribution of renal and hepatic pathways to ribavirin elimination after administration
of COPEGUS is not known. In vitro studies indicate that ribavirin is not a substrate of
CYP450 enzymes.

Special Populations
Race

There wers insutficiant numbers of non-Caucasian subjects studied to adequately defer-
mine petantial pharmacokinetic differences between pepuiations.

Renzl Dysfunction

The pharmacokinetics of ribavirin following administration of COPEGUS have net been

studied in patients with renal impairment and there are limited data from clinical trials on

administration of COPEGUS in patients with creatinine clearance <50 mL/min. Therefore,
atients with creatining clearance <50 mi/min should not be treated with COPEGLS {see
ARNINGS and DOSAGE AND ADMIMISTRATION). :

Hepatic Impairment

The effect of hepatic impairment on the pharmacokinetics of ribavirin following administra-
tion of COPEGUS has not been evajuated. The clinical trials of COPEGUS were restricted to
patients with Child-Pugh class A disease.

Pediatric Patiants
Pharmacokinetic evaluations in pediatric patients have not been performed.

Elderly Patients
Pharmacokinetic evaluations.in elderly patients have not been performed.

Gender

Ribavirin pharmacokinetics, when corrected for weight, are similar in male and female
patients.

Drug Interactions )
In vitro studies indicate that ribavirin does not inhibit CYP450 enzymes,

Nucleoside Analogues

Ribavirin has been shown in vitro to inhibit phosphorylation of zidovudine and stavudine
which could lead to decreased antiretroviral activity. g‘posure to didanosine or its active
metabolite édideoxyadenosine 5'-triphosphate) is increased when didanosine is co-
administered with ribavirin, which could cause or worsen clinical toxicities (see PRECAU-
TIGNS: Drug Interactions).

Clinical Studies

The safety and effectiveness; of PEGASYS® in combinatian with COPEGUS for the treatment
of hepatitis C virus infection were assessed in two randomized controlled clinical trials.
All patients were adults, had compensated liver disease, detectable hepatitis € virus, liver
biopsy diagnosis of chronic hepatitis, and were previously untreated with interferon.
Alppmii)mately 20% of patients in both studies had compensated cirrhosis (Child-Pugh
Ciass A). B . R

In study NV15801 (described as study 4 in the PEGASYS Package Insert), patienis were
randomized to receive either PEGASYS 180 ug sc once weekly {qw) with an oral placebo,
PEGASYS 180 ug gw with GOPEGUS 1000 mg po (bedy weight <75 %g) or 1200:mg po
(bady weight 275 kg) or REBETRON™ {interferon alfa-2b 3 MIU sc tiw pius ribavirin
1000 mg or 1200 mg po). All patients received 48 wseks of therapy followed by
24 weeks of treatment-free foliow-up. COPEGUS or placebo treatment assignment was
biinded. PEGASYS in combination with COPEGUS resulted in a higher SVR {defined as
undetectable HCV RNA at the end of the 24-week treatment-free follow-up period)
compared to PEGASYS alons or interferon alfa-2b and ribavirin (Table 1). In all treat-
ment arms, patients with viral genotype 1, regardless of viral load, hac a lower fesponse
rate to PEGASYS in combination with COPEGUS compared to patienis with other
viral genotypes.

Tahle 1 Sustzined Virologic Response {SVR) to Combination Therapy.

(Study NV158017)
Interferon alfa-2b+ |  PEGASYS + PEGASYS +
Ribavirin 1600 mg placebo COPEGUS 1000 mg
) or 1200 mg : or 1200 mg
All patients 197/444 (44%) 651224 {29%) 241/453 (53%)

Genatype 1 103/285 (36%) 29/145 (20°%) | 1327298 {44%})
Genotypes 26 94/159 (58%) 36/7G (46%] 109155 (70%)

Difference in overall ireatment response (PEGASYS/COPEGLS — Interferon alfa-2b/ribavirin}
was 9% (95% Cl 2.3, 15.3). .
*Described as study 4 in the PEGASYS Package Insert. .

In study NV15042 édescribed as study 5 in the PEGASYS Package Insert), all patients
received PEGASYS 180 g s¢ gw and were randomized to treatment for either 24 or 48 weeks
and to a COPEGUS dose of gither 800 mg or 1000 mg/1200 mg (for body weight <75 kg/
275 ka{ Assignment to the four treatment arms was stratified by viral genotype and base-
line HCV viral titer. Patients with genotype 1 and high viral titer (defined as »2x10° HCV
RNA copies/mL serum) wera preferentially assigned to treatmant for 48 weeks.

Genotype 1 .
frrespective of baseline viral titer, treatment for 48 weeks with PEGASYS and 1000 mg
or 1200 mg of COPEGUS resulted in higher SVR (defined as undetectable HCV RNA at
the end of the 24-week treatment-free Toilow-up period) compared to shorter treatment
{24 weeks) and/or 800 mg COPEGUS. B . E




COPEGUS™ (rihavirin, USP)
Genotype non-1
Irresgective of baseline viral titer, treatment for 24 weeks with PEGASYS and 880 mg of

COPEGUS resulled in a similar SVR compared to longer treatmeni (48 wesks) and/or
1000 mg or 1200 mg of COPEGUS (see Tabla 2).

Table 2 Sustained Virclogic Response as a Function of Genatype (Study NV15942*)

24 Weeks Treatment 43 Weeks Treatment
PEGASYS + PEBASYS + PEGASYS + PEGASYS +
COPEGUS COPEGUS COPEGUS COPEGUS
800 myg 1000 mq or 800 mg 1000 mg or
1200 mg** 1200 mg**
(N=207) (N=280) (N=361) (N=436)
Benotype 1 29101 (29%) | 487118 (41%) | 99/250 (40%) ; 138/271 (51%}
Genotypes 2-3 | 79/96 (B2%) |116/144 {81%)| 75/99 {7B%) | 117153 (76%)

**1000 mgq for body weight <75 kg; 1200 mg for body weight =75 kg.

Among the 36 patients with genatype 4, tesponse rates were similar 1o those observed in
patients with genot|ype 1 (data not shown). The numbers of patients with genatype 5 and
6 were too few to aftow far meaninghu assessment. .

Treatment Response in Patient suﬁgrwps

Treatment response rates are lower in patients with poor prognostic factors receiving
pegylated interferon alpha therapy. In studies NV15801 and NY15942, treatment response
rates were lower in patients oider than 40 years (50% vs B6%), in patients with cirrhosis
(47% vs 53%), in patients weighing aver 85 kg (49% vs 60%), and in patients with
genotype 1 with high vs low vira load {43% vs 56%). African American patients had
lower response rates compared to Caucasians.,

Paired liver biopsies were performed on approximately 20% of patients in studies NV15801

and NV15842, Modest reductions in inflammation compared to basetine were seen in all
treatrent groups. -

[0 studies NV15801 and NV15942, lack of early virologic response at 12 weeks (defined as
HCV RNA undetectable or >2log 1) lower than baseling) was grounds for discontinuation of
treatment. Of patients who lacked an early viral response at 12 weeks and completed a
recommended course of thera;g despite a pratocol-defined option to discontinue therapy,
5/38 (13%) achieved an SVR. Of patients who lacked an early viral response at 24 weeks,
nineteen completed a full course of therapy and none achieved an SVR.

INDICATIONS AND USAGE :

COPEGUS in combination with PEGASYS (peginterferon aifa-2a) is indicated for the treat-
ment 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 disase and histological evidence of
cirrhosis (Child-Pugh ¢lass A).

CONTRAINDICATIONS

COPEGUS (ribavirin} is contraindicated in:

* Patients with known hypersensitivity ta COPEGUS or to any companent of the tabiet.

; * Women who are pregnant,

« Men whase female partners are pragnant.

i« Patients with hemoglobinopathies (g, thalassemia major or sickle-cell anemia}.

COPEGUS and PEGASYS combination therapy is contraindicated in patients with:
» Autoimmune hepatitls. :
« Hepatic decompensation (ChEd-Pugh class B and C) before or dusing treatrent,

WARNINGS

‘COPEGUS must not be used aione because ribavirin manathérapy is not effective for the
treatment of chronic hepatitis € virus Infection. The safety and efficacy of COPEGUS have
iy hhelen ;s)tahlisheﬂ when used together with PEG (megylated interferon alfa-2a,
recambinant),

COPEGUS and PEGASYS should be discontinued in patients who develop evidence of
hepatic decompensaticn during treatment,

There are significant adverse events caused by COPEGUS/PEGASYS therapy, including
Severe depression and sulcldal ideation, hamolytic anemia, suppression of bone marrow
function, autolmmune and Infectious disorders, pufmonary gastunclbn. pancreatitls, and
dlabetes. The PEGASYS package insert and MEDICATION GOIDE should be reviewed in
their entirety prior to Initiation of comblnation treatment for additional safety Information.

General .
Treatment with COPEGUS and PEGASYS should be administered under the guidance of a

reduction, termporary dose cessation or disconfinuation of theragy.

Pregnancy

Ribavirin may cause birth defects and/or death of the exposed fetus. Extrems care must
be taken to avoid pregnancy in female patients and in femaie partners of male patients.
Ribavirin has demanstrated signiticant teratogenic and/or embryocidal effacts in alf ani-
mal species in which adequate studies have been conducted. These sffects eccurred at
doses as low as one twentieth of the recommended human dose of ribavirin, COPEGUS
THERAPY SHOULD NOT BE STARTED UNLESS A REPORT OF A NEGATIVE PREGNANCY
TEST HAS BEEN OBTAINED IMMEDIATELY PRIOR TD PLANNED INMTIATION OF THERAPY.
Patients should be instructed to use at least two forms of effective contraception during
treatment and for at jeast six months after treatment has been stopped. Pregnancy test-
Ing should oceur monthiy during COPEGUS therapy and for six months after therapy has
stopped (see CONTRAIMDICATIONS and PRECAUTIONS: Information for Patiénts and
| Pregnancy: Category X). D .

qualified physician and may lead to maderate to severe adverse experiences requiring dosa -

" COPEGUS™ (ribavirin, USP}
Anemia

The primary toxicily of ribavirin is hemolytic anemia ihemoginbin <10 g/dL}, which was
observed in approximately 13% of COPEGUS and YS treated patients in clinical tri-
als (see PRECAUTIONS: Laboratory Tests}. The anemia associated with COPEGUS occurs
wilhin 1 to 2 weeks of initiation of therapy. BECAUSE THE INITIAL DROP IN HEMOGLDBIN
MAY BE SIGNIFICANT, IT 15 ADVISED THAT HEMOGLOBIN OR HEMATOCRIT BE OSTAINED
PRETREATMENT AND AT WEEK 2 AND WEEK & OF THERAPY OR MORE FREQUENTLY IF
CLINICALLY INDICATED. Patients shouid then be followed as clinically appropriate.

Fatal and nonfatal mg:ardlal infarctions have been reported In patients with anemia
caused by ribavirin. Patients should be assessed for underlying cardiac disease before
Initiation of ribavirin therapy. Patients with pre-exisiing cardiac disease should have elec-
tracardiograms administered hefors treatmant, and should be appropriately manitored
duting therapy. if there is any detarioration of cardiovascular status, meraEy should he
suspended or discontinued (see DOSAGE AND ADMINISTRATION: COPEGUS Dosage
Modification Guidelines). Recause vardiac disease may be worsened by-drug Induced
anemia, patients with a history of significant or unstable tardiac disease should not use
COPEGUS {ses ADVERSE REA&IONS).

Pulmonary

Puimonary symgtoms, ingluding dyspnea, pulmonary infiltrates, prieumenitis and eccaston-

al cases of fatal preumania, have been reparted during therapy with ribavirin and interferon.

In addition, sarcoidesis or the exacerbation of sarcoidosis been rsporied. If there is

evidence of pulmonary infittrates or pulmonary function impairment, the patient should

geé glosely mqeféitored, and i aporopriate, combination COPEGUS/PEGASYS treatment should
iscontinued.

Other

COPEGUS and PEGASYS therapy should he suspended in patients with signs and symp-
toms of pancreatitis, and discontinued in patients with confirmed pancreatitis. ’
COPEGLS should not be used in- raﬁents with creatinine clearance <50 mLfmin (see
CLINICAL PHARMACOLOGY: Special Populations). =

COPEGUS must be discontinued immediately anc appropriate medical therapy instituted if an
acute hypersensttivity reaction (eg, urticaria, angioedema, bronchoconstriction, anaphylaxis)
develops. Transient rashes do not necessitate interruption of treatment.

PRECAUTIONS

The safety and sfficacy of COPEGUS and PEGASYS therapy for the treatment of HIV infec-
tion, adenovirus, RSV parainfluenza or influenza infections have not been established.
COPEGUS should not be used for these indications. Ribavirin for inhalation has a separate
package insert, which should be consulted if ribavirin inhalation therapy is being considered.

The safety and sfficacy of COPEGUS and PEGASYS therapy have not been established in
liver or other organ transplant patients, patients with decompensated liver disease due to
hepatitis C.virus infection, patients who are non-responders to interferon therapy or
patients co-infected with HBV or HIV,

Information for Patienls

- Patients must be nformed that ribavirin may cause birth defects and/or death of the

exposed fetus. COPEGUS therapy must not be used by women who are pregnant or by
men whose female partners are pregnant. Exireme care must be taken to avoid pregnancy
in female patients and in fernate pariners of male patienis takigf COPEGUS therapy and for
& months posttherapy. COPEGUS therapy should not be initiated until a report of a negative
pregrancy test has Deen obtained immediately prior to initiation of therapy. Patients must
perform a pregnancy test monthiy during therapy and for 6 months posttherapy.

Female patients of childbearing potential and male patients with female partners of child-
bearing potential must be advised of the teratogenic/embryoeidal risks and must be
instructed to practice effective contraception during COPEGUS therapy and for 6 months
posttherapy. Patients should he advised to not% the é:hysician immediately in the event of
a pregnancy (see CONTRAINDICATIONS and WARNINGS}.

To monitor smatermal-fetal outcomes of pregnant women exposed to COPEGUS, the COPEGUS
Pregnarcy Registry has been estabiishec, icians and patients are strongly encouraged 1o
register by calling +-800-526-8367. - .-

The most common adverse event associated with ribavirin is anemia, which may be
severe (see ADVERSE REACTIONS). Patients should be advised that laboratory evaluations
are required prior to starting COPEGUS therapy and periodically thereafter (see Laboratory
thastis}.t'r:;ﬁ ist advised that patients be well hydrated, especially during the initial stages
of treatment, E e

Patiénps who develop dizziness, confusien, sumno'lence; and fatigue shouid be cautioned
to avoid driving or operating machinery, '

Patients shauld be informed regarding the pofential benefits and risks attendant to the use.
of COPEGUS. Instructions on appropriate use should be given, including review of the £on-
te:jnts of t#e gnclosed MEDICATION GUIDE, which is not a disclosure of all or passible
adverse affects,

Patients should he advised to take COPEGUS with food,

Labaratory Tests

Before beginning C'OPEGUS therapy, standard hematologica and biochemical laboratory
tests must be conducted for all pafients. Pregnancy screening for women of childbearing
potential must be done,

After initiation of therapy, hematological tests should be performed at 2 weeks and 4 weeks
and biochemical tests should be performed at 4 weeks. Additional testing shoutd be
performed periodically during therapy. Monthly pregnarcy testing should be dane during
combinatior: therapy and for & months after discontinuing therapy. .

The entrance criteria used for the clinical studies of COPEGUS and PEGASYS combinaticn
tur;erap%rm m?t be considered as a guideline to acceptable baseline values for initiation
treatment: : )

» Platstet count 290000 cells/mm? ,

= Absolute neutraphil count (ANC) 24500 cells/mm?

* TSH and T, within narma limits or adequately controlled thyroid funetion
« EGG [see WARNINGS) - ' -



’ . COPEGUS™ (ribavirin, USP)
The maximum drop in_hemeglobin usually oocurred during the first 8 weeks of nitiation
of COPEGUS therapy. Because of this initial acute drop in hemoglobin, i is advised that
2 complete blood count should be ohiained pretreatment and af week 2 and week 4 of

therapy or ‘more frequently if ciinically indicated. Additional testing should be performed

periodically during therapy. Patients should then be followed as chinically appropriate.

Drug Interactions

Resuits from a pharmacokinetic sub-study demanstrated no pharmacokinetic interaction
between PEGASYS (peginterferon alfa-2a) and ribavirin.

Nui:lenside Analogues

Didanosine

Co-administration of COPEGUS and didanosine is not recommended. Reports of fatal hepatic
failure, as well as peripheral neuropathy, pancreatitis, and symptomatic Ik(gerla::tatemiaf

lactic acidosis have been reported in clinical trials (see CLINICAL PHARMACOLOGY: Drug
Interactions}. - -

Stavudine and Zidovudine

Ribavirin can antagonize the in vitro antiviral activity of stavudine and zidovudine against
HIV. Therefors, concomitant use of ribavirin with either of these drugs should be avoided
{see CLINICAL PHARMACOLOGY: Drug Interactions).

Carcinogenesis, Mutagenesis, Impairment of Fertility
Carinogenesis ~ - - :

The carcinogenic potential of rivavirin has not been fully determired. In a pS3 {+/~) mouse
carcinogenicity study at doses up to the maximum tolerated dase of 00 mg/kg/day,
ribavirin was not oncogenic. However, on a hody surface area basis, this dose was
0.5 times the maximum recommended human 24-hour dose of ribavirin: A study o assess
the carcinogenic potential of ribavirin in rats is ongoing. :

Mutagenesis .

Ribavirin demenstrated mutagenic activity in the in vito mouse lymphoma assay. No
clastogenic activity was observed in an in vivo mouse micronucleus assa% at doses up o
2000 mg/kg. However, results from studies published in the literature shaw clastogenic
activity in the in vivo mouse micronucleus assay at oral doses up to 2000 mg/kg. A
dominant lethal assay in rats was negative, indicating that if mutations sccurred in rats
they were not fransmitted through male gametes. However, potential carcinogenic risk to
humans cannot be excluded.

Impairment of Fertility

In a fertility study in rats, ribaviein showed a marginal reduction in sperm counts at
the dose of 100 mg/kg/day with no effect on fertility. Upon cessation of treatment, total
recovery ocourred after 1 spermatogenesis cycle. Abnormalities in sperm were observed in
studies in mice designed to evaluate the time course and reversibility of ribavirin-induced
testicular degeneration at deses of 15 to 150 mg/kg/cay (approximatety 0.1-0.8 times
the maximum recommended human 24-hour dose of rbavirin) adminigtered for 3 to
& months. Upon cessation of treatment, essentially total recovery from ribavirin-induced
testicular toxicity was apparent within 1 or 2 spermatogenic cycles.

Fermale patients of childbearing patential and male patients with female partners of child-
bearing potential should ot receive COPEGUS unless the patient and his/her pariner are
using effective contraception {two reliable forms). Based on a multigle dose half-life {t,,)
of ribavirin of 12 days, effective contraception must be utilized for & months postiberapy
(ie, 35 half-lives of clearance for ribavirin). ’ :

No reproductive toxicology studies have been performed using PEGASYS in combination
with COPEGLS. However, peginterferon affa-2a and ribavirin when administered separately,
each has adverse effects on reproduction. It should be assumed that the effects produced
by either agent alone would also be caused by the combination of the two agents. :
Pregnancy _ '

Pregnancy: Category X (see CONTRAINDICATIONS) :

Ribavirin produced significant embryocidal and/or teratogenic effects in all animal species
in which adequate studies have been conducted. Malformations of the skuli, paiate, eye,
jew, limbs, skeleton, and gastrointestinal tract were noted. The incidence and severity of
teratogenic effects increased with escalation of the drug dose. Survival of fetuses and off-
spring was Teduced. o .

in canventional embryotaxicity/teratogenicity studies in rats and rabbits, observed no-gttect
dose levels were well below those for pronosed clinical use (0.3 mg/kg/day for both the rat
and rabbit; approximately 0.06 times the recommended hurman 24-hour dose of ribavirin).
No maternal toxicity or effects on offspring wee observed in a peri/postnatal toxicity study
in rats dosed orally at up to 1 mg/kg/day (appraximately 001 times the maximum recom-
mended human 24-hour dose of ribavirin). ’ '

Treatrnent and Fosttreatment: Potential Risk to the Fetus

Ribavirin is known to accumulate in intracetlular components from where it is clearsd very
slowly. It is rot known whether ribavirin is contained in sperm, ard if so, will exert a
potential teratogenic effect upor fertilization of the ova. In a study in rats, it was concluded
that dominant lethality was not induced by ribavirin at doses up to 200 mg/kg for 5 days
{up to 1.7 times the maximum recommended human dose of ribavirinL. However, because
of the potential human teratogenic effects of ribavirin, male patients should be advised to
take every precaution to avoid risk of pragnancy for their female partners.
COPEGUS shauld not be used regnant women o by men whose female paciners
are pregnant. Female patients of childbearing potential and male patients with female
ﬁartners of childbearing potential should not receive COPEGUS unless the patient and
isfner partner are using effective contrzception {two relizble forms) during therapy and
for 6 moaths pasttherapy. : - Co
To monitor maternai-fetal outcomes of pregnant women exposed o COPEGUS, the COPEGUS
Pregnancy Registry has been established. icians and patients are strongly encouraged 1o
. segister by calling 1-800-526-6367. T )

Animal Texicology

Long-term study in the mouse and rat (18-24 months; dose 20-75 and 0-40 mg/kg/day,
respectively, approximately 0.1-0.4 times the maximum human daily dose of ribavirin)
have demonstrated a relationship between chronic ribavirin expasure and an increased
incidence of vascular lesions (microscopic hemorrhages) in mice. In rats, retinal degenera-
tion occurred in controls, but the incidence was increased in ribavirin-treated rats.

COPEGUS™ (ribavirin, USP)
Nursing Mothers '

It is mot known whether ribavirin s excreted in human milk. Because many drugs are
excreted in human milk and to avoid any potential for serious adverse reactions in nursing
infants from ribavirin, a decision should be made sither to discontinue nursing or therapy
with COPEGUS, based on the importance ¢f the therapy to the mother.

Pediairic Use

s?i;egy and effectiveness of GCOPEGUS have not been established in patients helow the age
of 16.

Geriatric Use

Clinical studies of COPEGUS and PEGASYS did nof include sufficient numbers of subjects
aged 65 or over fo determine whether they respond drfferentlgmm younger subjects.
Specific pharmacokinetic evaluations for ribavirin in the elderly have not been performed.
The risk of toxic reactions to this drug may be greater in patients with impaired renal
function. COPEGUS should not be administered to patients with creatinine clearance
<50 mL/min. (see CLINICAL PHARMACOLOGY: Special Populations).

Effect of Gender

Ne clinically significant differences in the pharmacokinetics of ribavirin were observed
between male and female subjects. L

ADVERSE REACTIONS

PEGASYS in combination with GOPEGUS causes a broad variety of serious adverse reac-
tions (see BOXED WARMNING and WARNINGS). In all studies, one or more Serious adverse
raactions accursed in 10% of patients receiving PEGASYS in combination with COPEGLIS.

The mast common lfe-thraatening or fatal events induced or aggravated by PEGASYS and
COPEGLIS were depression, suicide, relapse of drug abuse/pverdose, and bacterial infec-
tions; each occurred at a frequency af <1%.

Nearly ail patients in clinical trials experienced one or mare adverse avents. The mast
commonly reported adverse reactions were psychiatric reactions, including depressian,
irritabifity, anxiety. and flu-like symptoms such as fatigue, pyrexia, myalgia, headache
and rigors.

Ten percent of patients receiving 48 weeks of therapy with PEGASYS in combination with
COPEGUS discortinued therapy. The most common reasons fer discontinuation of therapy
ware psychiatric, flu-like syndrome (eg, lethargy, fatique, headache), dermatoiogic and
gastrointestinal disorders. :

The most common reason for dose madification in patients receiving combination therapy
was for laboratory abnormalities; neutropenia (20%) and thrombocytopenia {(4%) for
PEGASYS and anemia (22%) for GOPEGUS. ’

PEGASYS dose was reduced in 12% of patients receiving 1000 m?oﬁo 1200 mg COPEGUS
for 48 weeks and in 7% of patients receiving B0G mg COPEGUS for 24 weeks. COPEGUS
dase was reduced in 21% of patients receiving 1000 mg to 1200 mg COPEGUS for
48 weeks and ¥2% in patients receiving 800 mg COPEGUS for 24 weexs.

Because clinical trials are conducted under widely varying and controited tonditions,
adverse reaction rates observed in ciinical trials of a drug cannot he directly compared
to rates in the clinical trials of another drug. Also, the adverse evenl rates listed hare
may not predict the rates observed In a broader patient population in clinical practice.

Table 3 Adverse Reactions Qccurring In >5% of Patients in Hepatitis C
Clinical Triais (Study MV15B01*)

Bady System PEGASYS 180 g + [ntran A +
1000 E}g of 1200'mg | -1000 g or 1200 mg
PEGUS REBETOL®
48 wk 48 wk
N=451 N=443
Y %
Appfication Sita Disorders
Injection site reaction 23 16
Endocrine Disorders :
Hypottryroidism 4 5
Flu-like Symptoms and Signs - B . .
Fatique/Asthenia o 65 - 88
Pyrexia 41 - 55
Rigors 25 37
Pain 13 9
Gastrointestinal
Nausea/vomiting : 25 29
Diarriea  ° 11 _ 1o
Abdominal pain 8 g
Dry mouth - 4 7
Dyspepsia 6 5
Hematotogic**
Lymphopania 14 12
Anemia 11 11
Neutropenia 27 8
Thrombocytopenia 5 <1
Metabolic and Nutritional
Anorexia - 24 25
‘| Weight decrease 10 10
Musculoskeletal, '
Connective Tissue and Bone )
Myalgia 40 43
[ Arthralgia i 22 b}
Back pain ' - 5 5
: (Continued)



COPEGUS™ (ribavirin, USP)

Table 3 Adverse Reactions Occurring in 5% of Patients in Hepatitis C
GHnical Trias (Study NV15801*) (Confinued)

Body System " PEGASYS 180 pg + intron A +
R 1000 mg ur 1208 mg | 1008 mg or 1200 mg
chEGUS REBETOL®
48 wk 48 wk
N=451 N=443
% %
Neurologlcal
Headache 43 49
Dizziness (excluding vertigo) 14 14
Memory impairment ] 5
Psychlatric .
Irritabifity/Anxdety/Nervousness 33 38
insompnia. 30 Y
Depression 20 28
Concentration impairment 10 13
Mood alteration : 5 g
Resistance Mectianism Disorders '
Dverail . 12 10
Respirafory, ’ ’
gracic and Mediastinal .
Oyspnea 13 14
Cough 10 7
Dyspriea exertional 4 7
Skin and Subcutaneous Tissue
Alopecia 28 33
Pruritus 19 18
Dermatitis 16 13
Dry Skin 10 13
Rash 8 5
Sweating Incraased 6 5
Eczema 5 4
Visual Disorders
Vision Blurred 5 2

**Severe hematologic abnormalities.

Patients treated for 24 weeks with PEGASYS and 800 mg COPEGUS were observed to
have lower incidence of serigus adverse events (3% vs 10%), hemoglobin <i0g/dl {3% vs
13%), dose modification of PEGASYS £3D% v 36%) and COPEGUS (19% vs 38%) and of
withdrawal from treatment (5% vs 15%) compared to patients traated for 48 weeks with
PEGASYS and 1000 mg or 1200 mg COPEGUS. On the other hand the averall incidence of
adverse events appeared to be similar in the tw treatment groups.

The most common serious adverse event {3%) was bacterial infection éeg, sepsis, osteo-
myelitis, endocarditis, pyslonephritis, pneumonia). Other SAEs occurred at a frequency of
<1% and included: suicide, suicidal ideation, psychosis, aggression, anxiety, drug abuse
and drug overdose, angina, hepatic dysfunction, fatty liver cholangitis, arrhythmia, diabetes
mellitus, autoimmune phenomena (ep, fyperthyroidism,. hypothyraidism, sarcoidosis,
systemic lupus erythematosis, theumatoid arthritis) peripheral neuropathy, aplastic anemia,
peptic ulcer, gastroiniestinal bleeding, pancreatitis, colitis, corneal ulcer, pulmonary
embofism, cema, mycsitis, and cerebral hemorrhage. .

Laboratary Test Values

Anemia die to hemolysis is the most significant toxiciby of ribavirin therapy. Anemia
(hemoglubin <10 g/dL) was observad. in 13% of COPEGUS and PEGASYS combination-
treated patients in clinical triais, The maximum drop in hemogiobin occurred during the
first 8 weeks of initiation of ribavirin therapy (see DOSAGE AND ADMINISTRATION: Dose
Modifications).

OVERDUSAGE
No cases of overdose with COPEGUS have been reported in clinical trials.

DOSAGE AND ADMINISTRATION

The recommended dose of COPEGUS tablets is provided in Table 4. The recommended
fgfhélsratic;rl\< of treatment for patients previously untreated with ribavirin and interferon is 24 to
weeks.

The daily dose of COPEGUS is 800 mg to 1200 mg administered orafly in two divided
doses. The dose should be individualized to the patient depending cn baseline disease
gl;_hglra%t)eristics {eg, genotype), response to therapy, and toievabiiity of the regimen (see
abie 4).

In the pivotal clinical trials, patients were instructed to take COPEGLIS with food; therefore,
patients are advised to take COPEGUS with food.

Table 4 PEGASYS and COPEGUS Dosing Recommendations

Genotype PEGASYS Dose COPEGUS Dose Duration
Genotype 1, 4 180 1g <75 kg = %008 mg 48 weeks

275 kg = 1200 mg 48 weeks
Genotyps 2,3 180 pg 800 mg 24 wegks

?egmlotg?es non-i showed no increased response to ireztment.béyond 24, weeks (see
able 2). : .

Data on genotypes 5 and 6 are insufficient for dosing recommendations.

COPEGUS™ {ribavirin, USP)
Oose Modtfications . . .
If severe adverse reactions or laberatory abnommalities develop during combination COPEGUS/
PEGASYS therapy, the dose should be’ modified or discontiued, if appropriate, until the
adverse reactions abate. If intolerance persists after.dose adjustment, COPEGUS/PEGASYS
therapy should be discontinued
COPEGUS should be administered with caution to patients with pre-existing cardiac
disease (see Table 5). Patients should be assessed hefore commengement of therapy and
should be appropriately monitorsd during therapy if there is any deterioration of cardio-
vascular status, therapy shouid be stopped (see WARNINGS).

Table 5 COPEGUS Dosage Modification Guidelines

Lahoratory Values - Reduce Only . Discontinue

COPEGUS Doss fo " COPEGUS if;

600 mg/day* if:

Hemaglabin in patierits <10 g/dL <85 g/dL
with no cardiac disease
Hemoglobin in patients 22 g/dL decrease in <12 g/dL despite
with history of stable hemogiobin during any 4-weeks at reduced dose
cardiac disease 4 week period treatment

*Cne 200 mg tablet in the morning and two 200 mg tablets in the evening.

Once COPEGUS has been withheld due to either a [aboratory abnormality or clinicat mani-

festation, an attempt may be made fo restart COPEGUS at 600 mg daily and further

increase the dose to 800 mg dailg depending upon the physician's judgment. However, it is

qgh reccr?mended that COPEGUS be increased to its original assigned dese (1000 mg to
0 mg). o

Renal Impairment

COPEGUS shouid not be used in patients with creatinine clearance <50 mb/min (see
WARNINGS and CUNICAL PHARMACOLDGY: Speclal Populations),

HOW SUPPLIED

COPEGUS™ (ribavirin) is available as tablets for oral administration. Fach tabret contains
200 mg of nbavirin and is %ight pink to pink colored, flat, oval-shaped, film-coated, and
engraved with:RIB 200 on one side and ROCKE on the other side. They are packaged as
bottle of 168 tablets (NDC 00G4-C086-94). - :

$torage Conditions

Store the COPEGUS Tablets bottle at 25°C ('f?"F): excursions are permitte.d hetwéen
1?" agd 30°C (59° and 86°F) [sec USP Centrolled Room Temperature}. Keep hottle tightly
closed. :

REBETRON™ is a trademark of Schering Corparation.

B only
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340 Kingsland Street
Nutley, New Jersey 07110-1198
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Table 1 Sustained Response % Morctherapy Tnatmend

Stady 1 Ml 3,
ROFERON-A PEGASTS DiFF* ROFERON-A PEGASYS DIFF* RDFEROM-A PEGASYS DIFF*
Imu 0 g {95% T 63 MU 8y {95% L) INU 180 g {35% LD
- - ) (a25) (Net6) | _(Net7)

Combined Virologht and Biclogic Sustainad MM“ 11% 24% 13 {6. 20) 1% 5% 18 (11, 25} T% 2% 16 (8, 26|

Sustained Virlogic Responss** - 1% 0% 15 ¢8,23) 18% 35% 19 (11, 26) % - 3% 22 !1!.33!
* Percent tifferance betwesn PEGASYS an ROFERDN-A treatment
** CORAS AMPLICOR® HCV Test, version 2.0

Copyright © 2003 by Hoffmann-La Focha Inc. All rights reserved .
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Msmmmmmmmmmmuﬁﬂm&mcw ete bood counts (CBC)
be obtaingd pre-treaiment and monviored rordinely duriog therapy {see mn{usuwm ),
PEGASYS and COPEGUS shoulé be used wnh mhmnpﬂ!mlxwﬂhbmd‘na neutrophil c::ud‘rjﬂl_s

<1500 cefis/mm?, with baseline pleelet counts
PEGASYS therapy shoukd be discortiued, atlusthm hpa whode\ehpmredmmas
In nextrophil andfor pialelet counts (see DOSAGE ANO : Dose Madilications).
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h‘l&fi% GASYS and COI should be discontinued and appropriate medical ihempy
Endocrine

Dbmtnrs
PEGASYS causes or amvm typothyroidlsm and hypenhyrnmsm Hypa'w ia,
and diabetes meilitus been observed fo deveiop %GASYS ents with
thesa conditions al basaline who cannct be a!fectjvefyatreatad by medlcmon should ot be?‘n
PEGﬁs{SmupyPaibnt:mm these condition: andmnul
tion My require di
Auhlnmum Disorders

Pulmonary Disordars
Dysprea, pulmanary lofiltrates, preumonia, bronchiolitis obliterans, mlusmm pneurnomtls and
Sarcoldosis, o aggravated

deaths, mzv
una:phlml pulmaonary

hemorthagic/isiheric coltls, sometimes Extal, have been cbserved within 12 weeks of
Aodervinal pain, are the typical manifestztions

LAcerative, and

mﬂﬁﬂ%m mmwnmmm mmmm
5

mmmmamuﬁmmmmumm

Panm:ﬂtts

coPemsmm mm%rmmm iy ke :ﬂmﬁwﬁm okt PLASTS
e e

and COPEGUS shouid be discontinued in DM with pancreati

Ophtiraimalagic Dfsordm
macular edema, retingl artery or vein thrombosis, retingl

PEGASYS® (poginlerferna alfa-2u)
#wery 12 wesks. pregrancy testing should be parformed during combination therapy and for
ﬁ ﬂhmmﬂiﬂ'ﬂﬂ#
enfrance criteria used for 8w dinkcdl studies of PEGASYS may be considersd 25 7 gukieiine o
initiafion of treakment:
(a5 Tow &s 75,000 eelisimemt k patients with irrhosis)
ummnmymﬂmlnsehﬂskuiwmh

concentration <15 x uppér §mit of normal
«T5H and T, within nonm! lkmits of adequataly confroied thyroid function
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MPmlmwazs%kum theophyline ALC. line serum levels should be mondtored
dosa adjusiments considered fnrpl!iu\tsgrvm both theophylline and PEGASYS
[see | Thent was no effect an tha pharmacokinatics of reprasentative drugs metabolized
19, CYP 206 o GYP 3Ad

methadone, freakmert with PEGASYS once wesidy
mmnﬁ%mmam&m(m
sqmtmdnusmkmmm

Ribavirin £an antagonize e mamdmmmmmmm
concormiédant use of rkawirin with eiiter ﬂm:‘edmgs
Carcin " i oty

n.#

inci
and cotton wool spats, mbrdpamm or Jgoravated

m or gther aipha mﬁ?mmmummammﬁnm

pv&ﬂktmupmwnduw hymtum racaha periodic

terfar spha tregimerd. who voulas
Wnﬂmsﬁ:ﬁvn 3\1 ms n;rrwms
who mh‘almdnﬁcd

hmavru:uwlmnhlﬁn(alm mcms?aehuhtu‘!l .
Ribavidn may cause birih defecis and/or death of The sxposed letus. Extreme care must be taken
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COPEGUS wil prevent transmission of HCV infaction to others of pravent cirthoss, diver failum o fver
cancer that might result from HCV kriection, Patients who develop dizziness, confusion, somnolence,
L33
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an cautioned against of any needles and
«Q Y reuse Gl
gwbnmwyumm(m
Bafore beginning PEGASYS or PEGASYS and COPEGUS comibination standard
mewhmmmsmmmmrmummnmmmWW

maﬂu&aﬂm pqirmed 2 and 4 weeks and biochernical
jcal tests shoikd be 22 weeks and 4
Additional testing should during terapy
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T’BWMMEWM i <10 gL was obsened m aporinately e mmsa)tujmdga:tsmmhwdhwwm
13% of and PEGASYS treated patients in ks (see : Laboratory Tests).  Tha stiects of PESASYS on mala fertity have nok been studled. However, no adfverse effects on fertilly
The anemia associzted with COPEGLIS actws witn T b 2 weeks of intation of with praximum observed in male Rhesus monkeys freated with non-pegylated imerferon alfa-2a for § manths at
mhmm the:first BECALISE THE NITIAL N HEMOGLOBN dnsaswh‘!Sxﬂ'l.mfd#
m%mzw%4wwmm%mrm N%mm i Sludes of COPEGUS Pack
b o iy . MBMMMnm male ferifity (see 2ge \nzert).
Pai:dg_rmdu: hi‘lhmﬁm; mmhmv&mmmw
Patients assessel cartiac dhseass before Wnitizlion of haviin mmmmm&n effect, Nan-pegylated interieron alta-2a treafmesk of
pre-xisting cardac disease should have administered treatment, and should be & aprrimalely 200 muhmmm;wmﬂam
theriny: I there Is any detarioration of cardovascutar status, shoud  nemace I aboriions. Ng teraigenic effects ware sesn in the defvered 2t . should be
be sus or disconiiued (ses DOSAGE ANI ADMINSTRATION. assumed 1o v aboriifacent potenti Them &m no adequdin and wefl-controlod stusies of PEGASYS b
m}mmmﬂmmm%mmmmmmd pregeiant wommen. PEGASYS & 1o be usad during omy If the polential banefft the potertial
wwm should ot used {sea COPEQLIS Tigk to the s, PEGASYS |s rcommended for wse 1 vwoman of childbearing only when ey e
i rcommended that aralfncsion be Braluzed ¢ af paents s on COPEGUS. COPEGLIS Shoukd  Praguasey: Eategory K: e WiEh Riboviein {s08 CONTRANDICATIONS)
-not be mnmsmmmrmﬂm@«mmm Significant Yeratogenic: and/or smityociial Witects have been demonsiraled in all snimal species eqiosed
Spectl lo ribavinin. COPEGUS therapy [s coniraindicated In womer: who sy and in e mals sarinecs of
PRECAUTIONS -mmm“mm(sqmnmmgms,wm gu::ﬁml -
Y ey o LT o o ot wh PSS o W o e T DS ey ey < S 7
n Nursing Mothers :
%Mmmwwdwm«wmm j}gmmm orrbavirhorﬁswnpmtsh an excrated I m:&
.p:mw-mlemdwlm imenumodeliciency virvs {HIV) or hepatits Bvirus (HEV) mﬂﬁﬁmm m“w“m“‘;‘mmh UM a decision
A 25% 1 45% higher eposure 1 PERASYS s see n subjcts undergoing hemodlayss. n JaIemts . Mo it *e B v dib
Impaired ranal function, signs and symptoms of interferbn Kndcity shovid b The safety and ‘of PEGASYS, thans Of n combination whh COPEEAIS in patients below the
o PEGASYS be shoukd be used with caution in patients - g of 18 years heve not been
Wmﬂmmécmm(m Mo ons) PEGASYS contains benzyl alcohol. Benzyl aicohol has been reported 10 ba associated with an Increased
by mm«mmbmmmmmummnw Py > n nd o
lg;su.hhrmed mb?nﬁms;dmmmmmmm Gerfatric Use
applcab, COPESUS, (rbiavivin) MEDKCATION GLTTES. Younger patients have 1E3p0nsa rates thars oider patients, Clnical studies of PEGASYS done
PEGASYS and COPEGUS cﬁgﬁmmhmﬂbywmmmmub{m or in combination with not include sufficiert numbers of aged 85 or gver 1 determine
whose female partners an should not be inftizked untd a report of 2 regative whether they mespond differently from younger subjects. Advarse elated 1o adpha interferons,
pregnancy test fas been betore starting therapy. Female patients of chidbearing ma%.wﬁ:.ﬂm , u-ile) may be more sevas In the alderly and caution
U and male paticnty with female pariners of childbearing potantal must be advised of ihe mmmhnadﬁ&hmmﬂmmﬁu@ﬁmmwh
risis and must b nstncied 1 gractios effective contraception dung COPESUS ey and D sk of knd eacfions 10 this therapy may be greater in patients With impared orl function
therapy and for 5 months post: Patients should be advised 1o natify the physidan immediat=ly in Bacauss elderly patienis ae more Ny 10 have decreased vanal function, care shoukd be taken in dose
e tvent of a pragriancy (see O ). salectiont and & may be wsskd o monir renal Aunction, PERASYS shoukd ba Used with caulion in patienis
Woren: of fnen Must use two fortns of effective duing it crealinine cearance <50 mi/min and COPEGUS should nat be administered 10 patients with creatiine
avd during the 6 months after concluded; routine monthly pregnancy tests Must be Clearance <50 mlmin
Wmmm(mmm% oo e mut be Anmsgm elus o
duflrummurm therapy, pratidnt avised PEGASYS combination with COPESLUS causes a bmdww serious adverse reactions
m%mmum 1o the fetus. To monitor matermal-fetal outcomes mmuﬁhmmm :Ilstuuﬁesmoor serious adverse reactions occurred
mmmmﬂmedbm.m mc{ has been astabished 10% of patiens rceiving PEGASYS cembination with COPEGUS.
5 and patlents am strongly sncouragad to rRgister by calffing 4 mmmlmmltc-ﬁrmhu svents induced or aggravaied by PEGASYS and COPEGUS
mwum&) mmmmugmﬁm ad periodically mymmummmnmnmmmn
Laboraiory instructed 0 remain dn'\q . & fraquency
the inftidl stages of treatment, Patients should be advised o take m:mnmmwmammmm
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mm mduced ¥ 12’kdpmimummq‘mu o 1200 mg COPEES for 48 woelks
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PEGASYS® {peglolarieren 3ila-22)
Table & Adverss Raaclions In 25 % of Patients
umnuuschM(mmu. 3, el Siudy 4}

. ASYS | WOFERCK-A™T | PECASYS | hiron A+

Body Syslem Ty TWpge | K00 mgue

oud Lo w0 my o | 1200wy
200 -
- 48 wenk™
o weak™*
N=559 Ha554 N=iS51 N4}
Y Y % %

o s -

'ﬁ:mm."?ﬂum 2 18 ] 18

Endocring Disorsers '
Hypothyroiism 3 2 L] 5

Fls-fike Symploms and Slgns E .

Fatigue/Astienia 56 5 -3 8

rada 37 L2l i 55
el .3 Py = b7
fan 1 1. 12 18 " .9

Getiialestinal .

Haussa/Vomiting 2 kX] %5 ]

Diarrhaa 16 16 1 10

Rdominal pair 15 1§ : g
mouth ]

Dppere X 1 s | ¢

Hemadobogic*

- Lymphopenk 3 5. 14 12
Aema 2 1 11 1
 Neutropenia 7 L] 2 B
Thromtacyiepenta H H - «
Metabotic-and Nulritional
Anoreda 7 17 u %

| Weight decreass 4 3 0 19
¥escoloskaletal, Connective Tissoe .
and Sore
Myaigia a7 3 w ]
Athealgls F: 2 2 Fx]
‘Back pain 3 10 5 5

geal 54 49 43
Diziness (£riuding vestigo) 12 13 1; 14
ritabiity/ Arodety/Nerveusness 18 22 B 3

ina 18 23 g g
Capression 18 19

] w0 10 13
Mood lteration - 31 2 5 8§ -
Pesictance Weckanisn Disorders :
10 L] 12 10
Resgiravory, Thorelc and Medizstasl
4 2 13 H
. 4 3 10 7
Dyspisa exartional <t < 4 7
$hin 3ad Subcutzneses Tt .
3 30 28 n
Prwitus 12 . 19 1%
Dermatitls ] 3 16 13
Oey shdn 4 3 10 13
Rash 5 i ] 5
Swrating increasad 6 7 5 3
Eczoma 1 1 5 4
Visnal Disovders
4 2 5 2
t Poaled studies 1, 2, and 3 N

.: Efther -‘: MU or 673 MU of ROFERDN-A

* ¥ Severm-hematologic aboormadties )

Patients ealnd for 24 weeks with PEGASYS and 800 o lowr
Inciience of serlous adverse events (3% v5 %), !ﬁ.(ﬁ%wﬁ'k’!.ﬂn o
PEGASYS vs 35%) and {t9% v and of whtidrawal % & 15%)
compand Yo patierds insated for 43 weeks with nﬂ!!)manrﬁm:nn On ¥
ofher hand the vzl incidence of adversa avents appeared 1o be eEvkar In The two Weaiment
The most

combieation with COPESIS. ¢
'Mgmﬁmm mdmﬂmw

Random Tighar 2400 mg/dL were abgarved in abot 20% of pafients.

PEGASYE® (pepinterfioros Hia-2a)

with willt te abnormalities

in thyrold biboratory vaives, some with assoclied cineal manitectations. Hypotivmidism or g

gngmmnmm.mmm«umﬁnmmrm 4% and 1% of
. ireated patiems COPEGUS i

and 4% and 2% of PEGASYS and rephed .lespeﬁh@(

wmumu , who mmmmm’mm ]
had I’nsrﬂ.ltu Tollow-op period (e : Laboratory Tesis).
Nine percent (FVE34) of patents tested with PEGASYS wilh or without COP tindiog
Mwﬂh.awyﬂwmﬂ;mdwww
PHASYS without COPEGLIS, mew ola
sensitivity of 00 NUATLY. - "
Tﬂw”gﬁﬁ;;‘};&wﬁﬁumd achersa meits . .

) PRSPONES O was
The of peetiorts. whoss test Werg considarsd positive for arthodes s deperdent
mm;mmw : ket
Additionally, the obsarwed incidence of anthody in thase be iffuanced by several
- factors including sam mww, Ao, wé dgasaFor
Thesa reasons, of the incidence of aibodies i PEGASYS with the Incidence o
thesa prodexcts ray be misleading,

Thera is kmited o mmmatn-mmmmwwwmvwm
intended dose of (m.gahy 7 days). There wers 00 sevlous mactions attrinsied I Ovr-
: doses of 10 ' g hav Bean administered 10 patlents with cancer Dasa-Emit
werg slaaird
antidoie for Hemodhalysis
DOSAGE AND ADMENISTRATION
Thers am no and afficacy datz on (reatment for longer tham 48 weeks. Constderation should be
therpy after 12 10 24 weeks of therapy & the patient has Esled 1 dermionsirata an

ghen o

e e A .
The recommended dose of PEGASYS s 180 g (10 mL vial or 05 mb prefilled
mmuum;uwmm&:%mﬁ%mm:ﬂ“ wrige

tosn of PEGASYS when used n combinalion with rhavirin s 180 g (40 mL via or
.5 L proflid yrng) orce wesk. T recommendar dgs o COPEGLS 41d dureton lor

m%ﬁudm%m 1 1200 my administared onelly in two divided doses, The dose
should be individualtoed iz the depening L

a basefine dicsase chanctaristics (sg, panolype),
responsa K thecapy, and of the regimen.
waﬂ?mmsmﬁmmmmmm.mm e adviced b Yaka COPEGLS

Tabla 5 “PEGASYS and COPESUS Dosing
PEGASYS Doz COPEGLE Dots Durziion
Genatype 1 ¢ HWopg f <75kg = 000 mg . A8 weeks
275 kg = 1200 mg. 4 wenks
Genotype 2,3 * 180 g $00 mg 24 wenks
Genotypes 2 & 3 showed

o incrsasad response (D traakment beyond 24 weeks (see Table 3).
Osta on genotypas 5 and & an nsufficient for dosing mcommendations.
A patient shaukd Salf-inject PESASYS only N the physician datarmines That It s and the
By madical- and training In fach bewn L
T e O Rt B e B e
PEGASYS should ba inspected for partculate atier and dscokration befors administration,
m_mmnmmm«mkmmmmmmwﬁwm
particulabs matier or discolorstion shoukd 34 returned Io the phanmacist. .\

Tabile § PEGASYS Hemabological Dose Modilicalion Garidlie

Latoralory Velees PEGASYS Docs Redoction DI PEGATYS M:
ANG <T5G/mm? 135 pg ANE <S00/mm?, treatment should ba
suspanded untll ANC values miuen
o more shan W000/mme.
Red 2t 90 g and monitor ANC
Phalelat <50000/mm? 0 g - Platest count «<25,000/men!
PRI 0T Gukietnes for Wediicaion o Dvcontmestion f PECASYS
sal lor Schaduling Viss tor Fetlents with Dupraszion
Saverity {44 weeks)
Dove ¥ish Remains mprows | Worsens
modlicalion schadnly thabie .
g Na thange: Braluae onoe | Comtinue Pesume (Sae
weeldy weekly nonnad moderTs
\lisll&r wist vist or severe
phone schacls schedi
Moderzie Decrexsa Evalyate Consider If symphoens: - e
PEGASYS vy (ofice | psychiatric Imprne and ﬁm
g?n ﬂsi::dL: oonsuitation. :esmlsh' )
Contiwe weeks, may
ﬂmgu m) mcoesd - x‘mm
e |
. ] wdnu
. [Sewre Disconfirue | Obain Prychlatric theragy necassary
PEGASYS Immediate
perrarently | psychiziric
Henal Fnction

o

n with nal dissse doss raduction to $35 pg PEGASYS is
e I T

T piflnks Wik orogressive AL btrszses above basslis values, the dose of PEGASYS shaud b
reduced 0 135 0. o ALT meresses am progressive desplls doss mauction or accompanied by incrzsad
or

5ilUbi or evidence of hepatic decompensation, theragy shoukd be immadiziely discontinued
- Tabie 8 COPEGUS Dosage Modification G
HﬂwumeBMm Ml | A5l

27 QL decrezse <12 EL despits

Hemaglobin in. patletts with
higtory of stanle cantia; disease ‘hemagioblr 4 weeks af zecuced doss
4 week Fm .

= One 200 my tablet In e moming and two 200 mg Rbiets 1 the ewming,

Tnea COPEGUS has been withheld dus o 2 sbrommalty o cinical manifestation, an aemt
Whﬂﬂdehﬂzrtm!&ﬂmmmnmmmMmm
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e exdye, 2 diombocyopen. Thes i 0
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. . PEQASYS® {peyinteriaron affe-23}
40n the physicin’s judgment, Howeves i i8 nol recommandad that COPEGRS be incresad i the original
dose (3000 mg or 1200 mg), .
Renal impairment v
COPEGUS shouid not be used in patients with cosatining ciearance <50 mLimia (sse WARKINGS and
COPEGUS Package Msert). :
HOW SUPPLIED
ml%%mmmwa 180 pg single use, clear vial 10 mi containing

x i use m
180 ug pegntu{um aifa-2a for s¢ l\[lmn% paciage oe] DG 0004-0150-08).

H ok

Four vials of PEGASYS {pegi #a:,mwﬁwm'm?smmwwmunm
and B aloohol swabs (N ., Bach syringe i 2 1 mL (1 oo} volume syringe sippled with
237 e ¥ o st Wil oo SOk e o, e
mmhdm d%&s(;ﬁt&ﬂ-mm sile gzﬂmd.dwmpuﬂed
h B e

$y1inges, it 3 box with 4 peedies and 4 alcshol s}wabslﬁmc 0004-0352-39). Each syrings is
205 frL {¥2.cc) wiume syringe suppied with a 27 gauge, V2 inch neadie with needie-stick profection device.
Shors o1 the retrigerator ‘2t 2* 1o 8°C (36" to 46°F). Do not tréaze of shake. Protact from Fghit. Vials and
prefiled syringes are for singie irse only. Discard any unused postion, .
REBETAON™ is a trademark of Schering Corporation.
Revised: December 2003 .

PEGASTS®

(paginterferon atts-22)

contams 1 viai

ments s rght for
Examinations and mnmmww%mmhmhmm.
Tne most serios possibie side effects of PEGASYS takan alone or i combination with COPEGUS
Risks to Pregrancy: )
ing PEGASYS @b éomblnation with COFEGUS tablels can cause dsath, vesious birth dulecls o
other harm. 10 your nborm child. g g DE mes have segifive
- Rrynancy 1esis 11‘,: it u il
#ogned teaimen. " YOu o your are bty
with the PEGASYS/COPEGUS eombinafion iherapy of Xr § monthe after Thetapy.
women should use two forms of Mril codatret whiis taking the oev Bwrapy
montis aftar teatmend is compleled, W yoa ars 1 man, cos of the fwd Sorms of birty
be a condoen, e murst use birth control aven if you el that
Iow: You shotikd tak Yo your healthcace provicer abiout birth

i
£H

3
:
E
£
i

alty o who aseady have heart ahrygcmiumh’) 1 you hawe or have
had talk with : bekxz Lking the combination
o ﬂ'“ peoblems, your prowidker aking
Infections:
Some pati interferon hine harl Serigas infections. Sometimes thesa infections have been fital.

E{:: thangs n niﬂnn
. 1 Your

You becoma pregnan:
mmﬂmﬂ of hrl

bleediog sing

hiva psertasls (2 skim diseass) and i gets worse while taking PEGASYS
levar or 4 fever thal does not go sway
ave savers storch pate or Jower beck paia

Fysiesn the virus. The COPEGUS are tablets that may be takan with

he virus 0a nol taka by ttsalt,

In some patients that have raceived PEGASYS treatment for apprm m&nhmofh
fepatitis G virus i the body was decreased 19 4 level 50 low that it could notbe measured by
fests. After 3 months of YO provider may ask you fo have 2 hiood kst 1o help
determina how.you am 0 your treatment.

It i ot knewn ¥ PEGASYS, wsed akng o in comblnation hepaiits C (parrenently

Who chould not Lake PESASYS, w PESASYS wih COPEGUS?
Do ot (i PEGASYS or PEGASYS/ACOPERUS therapy ff yoiz
3 pregnant, planning o get pregriant during tredtment ar during the 5 moaths afier restment or

*4® 3 Mgl patien with 2 female seqal ﬁmkmmmﬁ-mbmmat
'mwr&pn . wmm&umnamm{mwmmw

3t you have gver had avy of ths oliowing consilions or sericus medical probiems, il healthcars
x bulove you start rmm’s-. y bl

= History of o qumen severa mental iliness mhudupms. 530N OF aniely)
-H!m-yumaraleduamukrmnbuée
. =History of heart disease or prawious heart attack

*Hi of cancer

= Autdimmune disease (where hha %mum-symathcksm‘ s owh cefla}, tuch as
Bsociasis {a skin dseage). mmmirpus erythematosus, teumataid mw ) '

i

Jour immng Systen attacking your ber {auiimmung hepaitis) o unsiadie i

PEGASYS® (pl.gk\luhﬁ itk-23)

= Xdney problems

ey Wit el

-Prnﬂumswﬂhhww

+ Liver probiems, othef than hepatitis G

-mﬂe‘;lgﬁlissnfacﬁm

-4V .

+ Colitis (an nflammation ol the bowsls) -

You shoutd s | you am taking or planning o takn ofher prescriplion or non-
T S e

1t you havs any questions <oncdition or about taking PEGASYS sione o in Comblation

o mﬁlmﬂ?hm wih )

How shoold 1 x PEGASYS

PEGASYS is given by injection under the skin (sulrutaneous ton}, PEGASYS comes in two

differant oems {2 iguid in 2 Single vse vial and'a Bquidin a ). thur baalthe:

wiil daterming which is best for you. Your heaithcare witl a0 Oeckie whether you will take

PEGASYS slone or with Your dose uf i (iven 25 2 $INgka injection onGa-ger wes,

At soma point, your healthcare provider may changs your dose of PE or not

thange dose uniess your healthcare provider jeils you

L i the ancy o your health-
car provider. You or mmwmdmszﬁ-wwmmmm
mrnbar you will be for Information abost you andvor your partner that wil be added o

What are the porsibéa side wflects of PEGASYS, and PEGASTS taken wiVi COPEGLS?
-m»m”“’,&'ﬂm“" inciixiing suicidal houghtz, Sood problerns, infeclions
S Wha nm%mﬁmwmm

i
!
B
:

have fu-Shy symploms that usually iessen after
u-fiks symptoms may Include fever, chills, muscls aches,

joint pais, and headaches. Taking pain and fever mducars such as acetaminophen of Defore
these sympioms. You can giso fry taking 2 oight,

" 'become sxiremely tired whvie on PEGASYS therapy.

t slormach: Matsea, tasie changes, and loss of appetite oceur commonly. .
-mwwm&m!e fents may deveiop a probiem wilk 1he wey thelr body controfs their
-s%ndm“"s;fnmnwm-anmwmmwmmmmam

sitw of Injection.
= Halr thirwidng; Termponary tair less 18 Not uncommon during treatmant with PEGASYS.

or gther than thoss listed in a Mecicalion M&mllg
mem_mM%mmmmmmm
13 pacson than ot kr R is prascribed. it you wart o know more about
der o pharmacist wil be abi¢ i provide you with detaded informiation
dor heatthcass providers.

1 you are taking COPEGLIS MVUSF}IanMmWMmMMMﬁn

Medication Guide 1: Instroctions for and Giviag a Dase
T T
W“ﬁfm. hmmrr:m o ot rurvwamruon‘GlnS'E *F i 46°F). Do net leave
! n ] X
PEGASYS outside oi the retrigeraior for more than 24 howrs, Do not freezs Kegping PEGASTS

a lemperaliees. dutsids e range can

i
i
g
:
i
z
:

d syringes and vials, you
1 you oo not adijusst s,

ZE45T
g
o

it
<
igg;
%ﬁ
i
¥

you are giving Hs ljecticy

needis sticks. Seing stuck by a used needie can pass diseates on 1 you.

The prefilied syringes are usad for injecting PEGASYS under the surface 0f the sidn {subcutansous).

t wmﬂmmizmﬂlmhﬂmmwhmﬂnh :
= One PEGASYS pretilled syrings Monthly Convenience contzining an inner carton hotding

= A puncture-resistam ;ghinrur cleaning Lp when yob are fimished
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PEGASYS® (peginterferon alfa-2a)

Medication Guide Appendix: Instructions for Preparing and Giving a Dose with a
PEGASYS® Prefilled Syringe

How should | store PEGASYS Prefilled Syringes?

PEGASYS must be stored in the refrigerator at a temperature of 2°C to §8°C (36°F to
46°F). Do not leave PEGASYS outside of the refrigerator for more than 24 hours. Do not
freeze PEGASYS. Keeping PEGASYS at temperatures outside the recommended range
can destroy the medicine.

Each PEGASYS prefilled syringe can only be used once. Discard after use.

Do not shake the prefilled syringe of PEGASYS. If PEGASYS is shaken too hard, it will
not work properly.

Protect PEGASYS from light during storage.

Keep this and all other medicines out of the reach of children.

How do | prepare and inject PEGASYS?

You should read through all of these directions and ask your healthcare provider for help
if you have any questions before trying to give yourself an injection. It is important to
follow these directions carefully. Talk to your healthcare provider if you have any
questions about PEGASYS.

Your healthcare provider may not want you to take all the medicine that comes in the
prefilled syringe. To appropriately administer the dose that your healthcare provider tells

you to take, yvou may have to get rid of some of the medicine before injecting the
medicine.

If you ever switch between using prefilled syringes and vials, talk to your healthcare
provider about how much PEGASYS to use. Equal volumes of liquid from the prefitled
syringes and the vials DO NOT contain the same amount of PEGASYS. If you switch
between prefilled syringes and vials, you will have to adjust the volume of liquid that you
use to give your injection. If you do not adjust this, you could accidentally take too much
or too little of your medicine.

If you are giving this injection to someone else, a healthcare provider must teach you how
to avoid needle sticks. Being stuck by a used needle can pass diseases on to you.

The prefilled syringes are used for injecting PEGASYS under the surface of the skin
{subcutaneous).

L. Collect all the materials you will need before you start to give the injection:

* One PEGASYS prefilled syringe Monthly Convenience Pack containing an
inner carton holding the PEGASYS prefilled syringe
* A puncture-resistant container for cleaning up when you are finished
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PEGASYS® (peginterferon alfa-2a)

2. Open the convenience pack and look at the contents.
s Each convenience pack has everything you need for the PEGASYS injection.

— 4 single use syringes filled with medicine (should be colorless to light
yellow)

— four 27 gauge, 1/2 inch needles with needle stick protection device
— 4 alcohol swabs

e Do not use PEGASYS if:
- the medicine is cloudy

— the medicine has particles floating in it
— the medicine is any color besides colorless to light yellow

— the expiration date has passed

3. Warm the refrigerated medicine by gently rolling it in the palms of your hands for
about one minute. Do not shake.

4. Wash your hands with soap and warm water to prevent infection.

5. Attachment of the needle to the PEGASYS prefilled syringe:
¢ Remove the needle from its package. Do not remove the needle shield yet.
Keep the needle covered until just before you give the injection.
* Remove and discard the rubber cap from the tip of the syringe barrel.

¢ Put the needle onto the end of the syringe barrel so it fits tightly.
¢ Here is a picture of the assembled syringe:

¢ Keep the syringe in a horizontal position until ready for use.
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PEGASYS® (peginterferon alfa-2a)

¢ Ifyou need to set the syringe down, make sure the plastic shield covers the
needle. Never let the needle touch any surface.

6. Decide where you will give the injection.
¢ Pick a place on your stomach or thigh (see the picture below). Avoid your
navel and waistline. You should use a different place each time you give
yourself an injection.

il

7. Prepare your skin for the injection.
e To minimize the discomfort from injections, you may want to gently tap the
area where you plan to give yourself an injection.
¢ Clean the area using the alcohol pad. Let the skin dry for 10 seconds.

8. Uncover the needle.
¢ Remove the plastic safety shield covering the needle. Do not remove the
orange cap that is attached to the end of the syringe and above the needle that
is the needle-stick protection device.

Nt
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9. Remove air bubbles from the syringe.
» Hold the syringe with the needle pointing up to the ceiling.
* Using your thumb and finger, tap the syringe to bring air bubbles to the top.
* Press the plunger in slightly to push air bubbles out of the syringe.
* Your healthcare provider may not want you to take all the medicine that comes
in the prefilled syringe.
» To appropriately administer the dose that your healthcare provider tells you to
take, you may have to get rid of some of the medicine before injecting the
medicine.

* The syringe has markings for 180 meg, 135 mcg, and 90 mcg. Your healthcare
provider will tell you which mark to use.
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PEGASYS® (peginterferon alfa-2a)

Once you know which mark to use, slowly and carefully press on the plunger
rod of the syringe to push out medicine from the syringe. Keep pressing until
the edge of the plunger stopper reaches the right mark on the side of the
syringe.

Do not decrease or increase your dose of PEGASYS unless your healthcare
provider tells you to.

10. Give the injection of PEGASYS.
« Position the point of the needle (the bevel) so it is facing up.

N

Pinch a fold of skin on your stomach or thigh firmly with your thumb and
forefinger.

h B

{ & 3
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Hold the syringe like a pencil at a 45° to 90° angle to your skin. In one quick
motion, insert the needle as far as it will go into the pinched area of skin. Pull
the plunger of the syringe back very slightly. If blood comes into the syringe,
the needle has entered a blood vessel. Do not inject. Withdraw the needle
and discard the syringe as outlined in step 11. Repeat the above steps
with a new prefilled syringe and prepare a new site.

If no blood appears, release your skin and slowly push the plunger all the way
down so that you get all of your medicine.
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Pull out the needle at same angie you put it in.
Wipe the area with an alcohol swab.
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11. For safety reasons, before you dispose of the syringe and needle, place the fiee end of
the orange cap on a flat surface and push down on 1t until it clicks and covers over the
needle. Always place used syringes and needles in a puncture-resistant container

immediately after use and never reuse them. Keep your disposal container out of the
reach of children.

How should | dispose of materials used to inject PEGASYS?

There may be special state and local laws for disposal of used needles and syringes. Your
healthcare provider or pharmacist should provide you with instructions on how to
properly dispose of your used syringes and needles. Always follow these instructions.

The instructions below should be used as a general guide for proper disposal:

e The needles and syringes should never be reused.

o Place all used needles and syringes in a puncture-proof disposable container that is
avatlable through your pharmacy or healthcare provider (Sharp’s container).

¢ DO NOT use glass or clear plastic containers for disposal of needles and syringes.

¢ Dispose of the full container as instructed by your healthcare provider or pharmacist.

DO NOT throw the container in your household trash. DO NOT recycle. Keep the
container out of the reach of children.

Appendix revision date: December 2003

Medication Guide Appendix: Instructions for Preparing and Giving a Dose with a
PEGASYS® Vial

How should | store PEGASYS vials?

PEGASYS must be stored in the refrigerator at a temperature of 2°C to 8°C (36°F to
46°F). Do not leave PEGASYS outside of the refrigerator for more than 24 hours. Do not
freeze PEGASYS. Keeping PEGASYS at temperatures outside the recommended range
can destroy the medicine.

Each PEGASYS vial can only be used once. Discard after use.

Do not shake the vial of PEGASYS. If PEGASYS is shaken too hard, it will not work
properly.

Protect PEGASYS from light during storage.

Keep this and all other medicines out of the reach of children.
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How do | inject PEGASYS?

The following instructions will help you learn how to measure your dose and give
yourself an injection of PEGASYS. You should read through all of these directions and
ask your healthcare provider for help if you have any questions before trying to give
yourself an injection. It is important to follow these directions carefully. Talk to your
healthcare provider if you have any questions about PEGASYS.

If you are giving an injection to someone else, a healthcare provider must teach you how
to avoid needle sticks. Being stuck by a used needle can pass diseases on to you.

1. Collect all the materials you will need before you start to give the injection:
¢ One vial of PEGASYS
¢ One syringe and needle
¢ Several alcohol pads

¢ A puncture-resistant container to dispose of the needle and syringe when you are
finished

If you have received the PEGASYS Convenience Pack, it includes PEGASYS, safety
syringes and needles with a needle-stick protection device attached, and alcohol swabs.

2. Check the date on the carton the PEGASYS comes in and make sure the expiration
date has not passed, then remove a vial from the package and look at the medicine.
* Do not use PEGASYS if:
— the medicine is cloudy

— the medicine has particles floating in it
— the medicine is any color besides colorless to light yellow
~ the expiration date has passed
3. Warm the refrigerated medicine by gently rolling it in the palms of your hands for
about one munute. Do not shake.
4. Wash your hands with soap and warm water to prevent infection.

5. Take the vial of PEGASYS and flip off the plastic top covering the vial opening, and
clean the rubber stopper on the top of the vial with a different alcohol pad.
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If you are not sure how much medicine to use or which mark to use, STOP and call
vour healthcare provider right away.

6. Remove the needle and syringe from their packaging and attach the needle to the end
of the syringe.

If you are using a syringe and needle supplied with the PEGASYS Convenience
Pack, the needle is already attached to the syringe and it will have a needle-stick
protection device attached. Remove the clear protective cap from the end of the
needle. Do not remove the orange cap that 1s attached to the end of the syringe
and above the needle that is the needle-stick protection device.

Pull the plunger back so the end of it is to the mark on the syringe barrel that
matches the dose prescribed for you by your healthcare provider. This will pull air
into the syringe barrel.

-

Push the needle through the center of the stopper on the vial.

Slowly inject all the air from the syringe into the air space above the solution. Do
not inject air into the fluid.

\

Keep the needle inside the vial and turn both upside down. Hold the vial and
syringe straight up. Slowly pull back on the plunger until the medicine is in the
syringe up to the mark that matches your dose. Make sure the needle tip always
stays in the medicine (not in the air space above it).

When the medicine is up to the right mark on the syringe barrel, take the syringe
and needle out of the rubber stopper on the vial.
Keep the syringe pointing up until you are ready to use it.
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* Ifyouneed to set the syringe down, make sure that you never let the needle touch
any surface.

7. Remove air bubbles from the syringe.

¢ Hold the syringe with the needle pointing up to the ceiling.
¢ Using your thumb and finger, tap the syringe to bring air bubbles to top.
s Press the plunger in slightly to push air bubbles out of the syringe.

8. Decide where you will give the injection.
o Pick a place on your stomach or thigh (see the picture below). Avoid your navel
and waistline. You should use a different place each time you give yourself an
injection.

9. Prepare your skin for the injection.

» To minimize the discomfort from injections, you may want to gently tap the area
where you plan to give yourself an injection.

¢ Clean the area using an alcohol pad. Let the skin dry for 10 seconds.

10. Give the injection of PEGASYS.

» Position the point of the needle (the bevel) so it is facing up.

*
i\ ‘
f«“‘:<¥
i
§

* Pinch a fold of skin on your stomach or thlgh firmly between your thumb and
forefinger.
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e Hold the syringe like a pencil at a 45° to 90° angle to your skin. In one quick
motion, insert the needle as far as it will go into the pinched area of skin. Pull the
plunger of the syringe back very slightly. If blood comes into the syringe, the
needie has entered a blood vessel. Do not inject. Withdraw the needle and
discard the syringe as outlined in step 11. Repeat the above steps with a new
vial and syringe and prepare a new site.

¢ If no blood appears, release your skin and slowly push the plunger all the way
down so that you get all of your medicine.

¢ Pull out the needle at same angle you put it in. Wipe the area with an alcohol pad.

11. For safety reasons, always place used syringes and needles in a puncture-resistant
container immediately after use and never reuse them.
» Ifyou are using a syringe with a needle-stick protection device, before you
dispose of the syringe and needle, place the free end of the orange cap on a flat
surface and push down on it until it clicks and covers over the needle.

How should | dispose of materials used to inject PEGASYS?

There may be special state and local laws for disposal of used needles and syringes. Your
healthcare provider or pharmacist should provide you with instructions on how to
properly dispose of your used syringes and needles. Always follow these instructions.

The instructions below should be used as a general guide for proper disposal:

¢ The needies and syringes should never be reused.

o Place all used needles and syringes in a puncture-proof disposable container that is
available through your pharmacy or healthcare provider (Sharp’s container).

e DO NOT use glass or clear plastic containers for disposal of needles and syringes.

o Dispose of the full container as instructed by your healthcare provider or pharmacist.



Figure 1: Treatment Algorithm for HCV Treatment-Naive Patients

Decision Made 1o Treat Patient Based On Clinical and Laborafory Datg
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_Genotype 1 or 4: continue Rx and check HCV RNA at week 24.
If RNA is negative, complete 48 wks of Rx. IfRNA positive, stop
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1 24 weeks for HIV+ patients
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NYSDOCS HEALTH SERVICES
ACV TREATMENT REVIEW FORM

DIN#:

HIV STATUS:
BASELINE HCV PCR:

_ DATE:

HCV GENOTYPE:

LAB WORKSHEET

WEEK#| 2 | 4

12 % | 20 24 | 28 | 32 | 36

40

44

48 |

DATE
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HCT
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LENGTH OF ANTI-HCV TREATMENT (HIV-NEGATIVE)

Page 1 of 2

Quantitative HCV RNA
HCV ks of After 24 wks of
Genotype After 12 wks of treatment er 24 wks of treatment
Detectable? | >2 log Action Detectable? ALT Action
drop? *
Complete
No N/A No N/A the final 24
wks of Rx
(total of 48
Continue Rx wks}
lordg for another 12 i
wks Consider
Normal | completing
Yes Yes Yes the final 24
wks of Rx
Elevated Stop Rx
Yes No Stop Rx
Continue Rx ’[
for another
No N/A 12 wks
(total 24
2or3 wks), then
stop
Yes Yes Continue Rx
for another
12 wks (total
24 wks), then
stop
Yes No Stop Rx

* 22 log,, decrease in quantitative HCV RNA compared to the pre-treatment level-ie., at least a
100-fold reduction. For example, if pre-treatment level = 1,000,000 then a favorable response
would be reflected by a level after 12 weeks of treatment of 10,000 or less.

Post-Treatment Follow-up: Obtain a quantitative HCV RNA 24 weeks after the end of treatment

10 assess whether the patient has achieved a sustained viral response. For those whose HCV

RNA is undetectable, a yearly HCV RNA should be obtained to determine whether the response
has been maintained.
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LENGTH OF ANTI-HCV TREATMENT (HIV-POSITIVE)

Quantitative HCV RNA after 24 wks of treatment
HCV Genotype
Detectable? >2 log drop? * ALT Action

Contimue Rx for
No N/A N/A a total of 48 wks

Consider

Normal continuing Rx
1,2,3. 0r4 Yes Yes for a total of 48
wks
Elevated Stop Rx
Yes No N/A Stop Rx

* 22 log,, decrease in quantitative HCV RNA compared to the pre-treatment level-i.c., at least
a 100-fold reduction. For example, if pre-treatment level = 1,000,000 then a favorable
response would be reflected by a level after 24 weeks of treatment of 10,000 or less.

Post-Treatment Follow-up

Obtain a quantitative HCV RNA 24 weeks after the end of treatment to assess whether the
patient has achieved a sustained viral response. For those whose HCV RNA is undetectable, a
yearly HCV RNA should be obtained to determine whether the response has been maintained.




NYSDOCS HEALTH SERVICES
HEPATITIS C E-FORM WORKSHEET

Patient: DIN# Date:
DOB: Facility: Updated:
Enter results and dates where applicable:
Hepatitis Profile:
Hepatitis B Surface Antigen (HbsAg) Date: Result:
Hepatitis B Core Antibody (HbcAb) Date: Result:
Hepatitis A Ab, Total Date: Result:
Hepatitis C Antibody (HCVAb) Date: Result:
Quantitative HCV Date: Result:
HCV Genotype Date: Result:
Labs:
ALT: Date: Result:
Date: Result:
Date: Result:
Date: Result:
Date: Result:
Albumin: Date: Result:
Bilirubin (Total) Date: Result:
Creatinine (Renal Function) Date: Result:
WBC (>3,000) Date: Result:
HGB (=or>10) Date: Result:
Plts (50,000) Date: Result:
ANC (Absolute Neutrophil Count)>1,000 Date: Result:
PT (INR} Date: Result:
PTT (with control) Date: Result:
TSH (0.6-4.8) Date: Result:
Liver Biopsy (if available) Date: Result:

Page | of 2

evidence of non Hep C hepatitis

fibrosis or moderate necrosis and inflammation
no fibrosis and only minimal or mild necrosis and inflammation

no fibrosis, no necrosis, no inflammation
other interpretation/Comments;
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Active Substance Abuse (Drug Screen last 6mo)  Date: Result:
Completion of ASAT Requested: Completed: In Progress N/A
Anticipated LOC (at least 15 mos) CR: PH: EDR:

HIV Status:  Pos: Neg: Unk:

CD4: Date: Result:

Viral Load:  Date: Result:

If HIV+, list specialist who approved or recommended: Name: Date:

Major Psychiatric Illness: Yes No
If Yes, Name of person making Dx: Name: Date:
Psychiatric Clearance: Name: Date:

Organ Recipient: Yes: No:

IMMUNE IMMUNIZATION DATEs

HEPATITIS A Yes/No (date) )
HEPATITIS B Yes/No (date) / /

IF NOT A TREATMENT CANDIDATE AT THIS TIME, INDICATE REASON:

SIGNATURE DATE
HCV EDUCATION:
LITERATURE: (DATE): BY: FACILITY:
DISCUSSION: (DATE): BY: FACILITY:
INTERFERON TREATMENT CONSENT FORM SIGNED: DATE:
INTERFERON STARTED: DATE:
INTERFERON/RIBAVIRIN STARTED: DATE:
INTERFERON/RIBAVIRIN DISCONTINUED: DATE:
REASON TREATMENT DISCONTINUED:

- SIDE EFFECTS / PATIENT REQUEST DATE:

- CLINICAL INDICATION DATE:

- RESPONDED / COMPLETED COURSE DATE:

- NON-RESPONDER DATE:
COMMENTS:

Provider:
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Liver Biopsy

In a liver biopsy (BYE-op-see), the physician [ N
examines a small piece of tissue from your liver for
signs of damage or disease. A special needle is used
to remove the tissue from the liver. The physician
decides to do a liver biopsy after tests suggest that the
liver does naot work properly, For example, a blood test
might show that your blocd contains higher than
normal levels of liver enzymes or too much iron or Exophagus
copper. An x ray could suggest that the liver is
swollen. Looking at liver tissue itself is the best way to Stormeh
determine whether the liver is healthy or what is
causing it to be damaged.

Preparation

Before scheduling your biopsy, the physician will take
blood samples to make sure your blood clots properly.
Be sure to mention any medications you take,
especially those that affect blood clotting, like blood :
thinners. One week befare the procedure, you will pos (e
have to stop taking aspirin, ibuprofen, and e e -
anticoaguiants. S B
The digestive system
You must not eat or drink anything for 8 hours before the biopsy, and you shouid
plan to arrive at the hospital abaout an hour before the scheduied time of the
procedure. Your physician wilf tell you whether to take your regular medications
during the fasting period and may give you other special instructions.

Angs

[Top]
Procedure

Liver biopsy is considered minor surgery and so it is done at the hospital. For the
biopsy, you will lie on a hospital bed on your hack with your right hand above your
head. After marking the outline of your liver and injecting a loca! anesthetic to numb
the area, the physician will make a small incision in your right side near your rib
cage, then insert the biopsy needle and retrieve a sample of liver tissue. In some
cases, the physician may use an uitrasound image of the liver to help guide the
needle to a specific spot.

You will need to hold very still so that the physician doss not nick the lung or
galibladder, which are close to the liver. The physician will ask you to hold your
breath for 5 to 10 seconds while he or she puts the needle in your liver. You may
feel pressure and a dull pain. The entire procedure takes about 20 minutes.

Two other methods of liver biopsy are also available. For a laparoscopic biopsy,
the physician inserts a special tube calied a laparoscope through an incision in the

http://digestive.niddk.nih.gov/ddiseases/pubs/liverbiopsy/index.htm 5/4/2004



Liver Biopsy
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abdomen. The laparoscope sends images of the liver to a monitor. The physician
watches the monitor and uses instruments in the [aparoscope to remove tissue
samples from one or more parts of the liver. Physicians use this type of biopsy
when they need tissue samples from specific parts of the liver.

Transvenous blopsy involves inserting a tube called a catheter into a vein in the
neck and guiding it fo the liver. The physician puts a biopsy needle into the catheter
and then into the liver. Physicians use this procedure when patients have blood- -
clotting problems or fluid in the abdomen.

{Top]
Recovery

After the biopsy, the physician will put a bandage over the incision and have you lie
on your right side, pressed against a towel, for 1 to 2 hours. The nurse will manitor
your vital signs and level of pain.

You will need to arrange for someone to take you home from the hospitai since you
will not be allowed to drive after having the sedative. You must go directly home and
remain in bed (except {o use the bathroom) for 8 to 12 hours, depending on your
physician's instructions. Also, avoid exertion for the next week so that the incision
and liver can heal. You can expect a little soreness at the incision site and possibly
some pain in your right shoulder. This pain is caused by irritation of the diaphragm
muscle (the pain usually radiates to the shoulder) and should disappear within a few
hours or days. Your physician may recommend that you take Tylenol for pain, but
you must not take aspirin or ibuprofen for the first week after surgery. These
medicines decrease blood clotting, which is crucial for healing.

Like any surgery, liver biopsy does have some risks, such as puncture of the lung or
galibladder, infection, bleeding, and pain, buf these complications are rare.

http://digestive.niddk.nih. gov/ddiseases/pubs/liverbiopsy/index.htm

—————

5/4/2004
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MHew York State Department of Health

Commumcable Disease

Hepatitis C
Version en espaficl

What is hepatitis C?

Hepatitis C (formerly calied non-A, non-B hepatitis) is a liver disease caused by a recently identified bloodborne
virus. Other types of viral hepatitis include hepatitis A {(formerly called infectious hepatitis} , hepatitis B (serum
hepatitis) , hepatitis D (delta hepatitis) and hepatitis E (a virus transmitted through the feces of an infected
person) . Approximately 200 new acute cases of hepatitis C are reported in New York State each year. It is
estimated that tens of thousands of New York State residents are chronically infected from exposure in past
years.

Who gets hepatitis C?7

Hepatitis C occurs most often in people who received a blood transfusion prior to July 1992 or who have shared
needles.

How is the virus spread?

Like hepatitis B, hepatitis C is spread by exposure to blood from an infected person, such as through a blocd
transfusion or sharing needles. The risk of sexual transmission has not been thoroughly studied but appears to be
small. There is no evidence that the hepatitis C virus can be transmitted by casual contact, through foods or by
coughing or sneezing.

What are the symptoms and consequences of infection?

Approximately 40% of persons exposed to the virus develop symptoms; 15% to 30% will have jaundice (yellowing
of the skin and whites of the eyes) and 10% to 20% will have vague symptoms including appetite loss, tiredness
and abdominal pain. The remainder will have no noticeable symptoms at first. After the initial infection, 25% will
recover and 75% will become chronically infected. Approximately 10% to 20% of persons chronically infected will
develop liver cirrhosis decades later.

How soon do symptoms occur?
Symptoms may occur from two weeks to six months after exposure but usually within two months.
When and for how long is a person able to spread hepatitis C?

Some pecple carry the virus in their bloodstream and may remain contagious for years. The disease may occur in
the acute form and be followed by recovery or it may become chronic and cause symptoms for years. All people
who test positive should be considered to be potentiaily contagious.

What is the treatment for hepatitis C?

There are no special medicines or antibiotics that can be used to treat people with the acute form of hepatitis C.
However, the FDA has approved interferon, pegylated interferon and ribavirin for the treatment of persons with

chronic hepatitis C. interferon and pegylated interferon can be taken alone or in combination with ribavirin. The
combination of pegylated interferon and ribavirin is currently the treatment of choice. It is important to know that
the decision to treat hepatitis C is complex and is best made by a physician experienced in treating the disease.

http://www health state.ny.us/nysdoh/communicable_diseases/en/hep c.htm 4/14/04
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|s donated blood tested for this virus?

Since the early 1990 s, blood donation centers throughout the U. S. have routinely used a blood donor screening
test for hepatitis C. Widespread use of this test has significantly reduced the number of post-transfusion hepatitis
C cases.

How can the risk of chronic liver disease be reduced among persons infected with hepatitis C?

Pecple who are infected with hepatitis C should not drink alcohol. They should talk with their doctor before taking
any new medications, including over-the-counter and herbal medications. They should also talk with their doctor
about getting the hepatitis A and hepatitis B vaccines.

How can the spread of hepatitis C be prevented?

People who have had hepatitis C should remain aware that their blood and possibly other body fluids are
potentially infective. Care should be taken to avoid blood exposure to others by sharing toothbrushes, razors,
needles, etc. In addition, infected people must not donate blood and should inform their dental or medical care
providers so that proper precautions can be followed. The risk of sexual transmission of hepatitis C virus has not
been thoroughly investigated but appears to be minimal. Several studies suggest that spread seldom occurs from
people with chronic hepatitis C disease to their steady sexual partners. Therefore, limitations on sexual activity
with steady partners may not be needed. However, people with acute illness and multiple sexual partners may be
at greater risk and should use condoms to reduce the risk of acquiring or transmitting hepatitis C as well as other
sexually transmitted infections.

Is there a vaccine for hepatitis C?

At the present time, a hepatitis C vaccine is not available,
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