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T“ig\‘m\fgt ‘ PREVALENCE — Hypertension is a common problem in diabetic patients [1]. Among those with type 1

. o m;‘a diabetes, the incidence of hypertension rises from 5 percent at 10 years, to 33 percent at 20 years, and 70

A o percent at 40 years [2]. There is a close relation between the prevalence of hypertension and increasing
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+ Angiotensin inhibitors BR
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Treatment of chronic hepatitis C virus infection: Recommendations for adults

Author
Sanjiv Chopra, MD
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Professor of Medicine
Faculty Dean for Continuing Medical Education
Harvard Medical School

Section Editor

Adrian M Di Bisceglie, MD
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TOPIC OUTLINE
INTRODUCTION
ACUTE HEPATITIS C
CHRONIC HEPATITIS C
o Sympt:
« Serum aminotransferases
« Natural history
- Cirrhosis
- Hepatic decompensation
- Hepatocellular carcinoma
- Survival
« Factors predictive of disease
progression
- Host factors.
- Alcohol intake

Clinical features and natural history of hepatitis C virus infection

Section Editor Deputy Editor
Sanjiv Chopra, MD Adrian M Di Bisceglie, MD Peter A L Bonis, MD
Last I i ion 17.1: 162000 | This topic last updated: 117 13, 2008 (More)

INTRODUCTION — Infection with the hepatitis C virus (HCV) can result in both acute and chronic hepatitis.
The acute process is most often asymptomatic; if symptoms are present, they usually abate within a few
weeks. Acute infection rarely causes hepatic failure.

Acute HCV typically leads to chronic infection; 60 to 80 percent of cases develop chronic hepatitis
(abnormal liver enzymes). Chronic HCV infection is usually slowly progressive; it may not result in clinically
apparent liver disease in many patients if the infection is acquired later in life. Approximately 20 to 30
percent of chronically infected individuals develop cirthosis over a 20- to 30-year period of time. Chronic
HCV is the most common cause of chronic liver disease and the most frequent indication for iver
transplantation in the United States.

Chief of Hepatology 7 ?- ﬁ% EEE% “f —a—nigl- - Viral factors
Saint Louis University School of Medicine 7//7 5t =] /j av —P:;e;:m:;ym‘s
Deputy Editor * Disease course durng
Peter AL Bonis, MD « Disease course during
Deputy Editor — Gastroenterology/Hepatology R G
Associate Professor of Medicine
Tufts University School of Medicine

The clinical features associated with acute and chronic HCV infection, and factors associated with the
progression of chronic liver disease will be reviewed here. The epidemiology, diagnosis, and treatment of
HCV are discussed separately. (See appropriate topic reviews.)

ACUTE HEPATITIS C — HCV is the cause of approximately 20 percent of cases of acute hepatitis in the
United States [1]. The presence of HCV RNA in serum or liver is the first biochemical evidence of HCV
EXTRAHEPATIC MANIFESTATIONS infection. HCV RNA is detectable in serum by PCR within days to eight weeks following exposure, depending
OF CHRONIC HEPATITIS C in part upon the size of the inoculum. Serum become elevated 6t012
INFORMATION FOR PATIENTS weeks after exposure (range 1 to 26 weeks). (See “Diagnosis and treatment of acute hepatitis C in adults").
SUMMARY AND

Peer Reviewer RECOMMENDATIONS Most acutely infected patients are asymptomatic and have a clinically mild course; jaundice is present in
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TOPIC OUTLINE of chronic hepatitis C virus i i i for adults
INTRODUCTION Author Section Editor Deputy Editor
GENERAL MEASURES Sanjiv Chopra, MD Adrian M Di Bisceglie, MD Peter A L Bonis, MD o
o Diet
* Fatigue Last literature review version 17.1: 1§ 2009 | This topic last updated: 117 12, 2008 (More)
« Dose adjustments of
prescription and nonprescription INTRODUCTION — The hepatitis C virus (HCV) can cause both acute and chronic hepatitis. The acute process is self-linited, rarely causes
medications hepatic failure, but usually leads to chronic infection. In contrast, chronic HCV infection often follows a progressive coyirse over many years, and
e Vaccination can ultimately result in cirrhosis and the need for liver transplantation or hepatecellular carcinoma. (See "Clinical featufes and natural history of

Screening for varices and
hepatocellular carcinoma

SELECTION OF PATIENTS FOR

hepatitis C virus infection").

This topic review will summarize general principles of management of chronic HCV infection. The epidemiology, diagnosis, and a review of the trials

TREATMENT supporting the use of standard or pegylated interferon monotherapy or combination therapy with ribavirin are discussed in detail separately. (See
* Persistently normal serum ALT “Ribavirin in the treatment of hepatitis C virus infection” and see "Pegylated interferon in the treatment of chronic hepatitis C virus infection”).

[l a7 e sy GENERAL MEASURES — Although most patients with chronic HCV infection are asymptomatic at the time of diagnosis, they are faced with a
Proportion of patients eligible

A looming threat to their health, which can have significant emotional and physical consequences. Counseling and screening for depression should
Erb e Em b be a major consideration upon diagnosis and on subsequent follow-up. Many patients benefit from participation in a support group. (See "Patient
treatment information: Hepatitis C*).

FACTORS ASSOCIATED WITH A
RESPONSE TO INTERFERON AND
RIBAVIRIN

NIH GUIDELINES

AASLD GUIDELINES

Persons for whom therapy is has been shown to be beneficial in patients with chronic HCV infection, it is clear that alc:
widely accepted recommend that alcohol consumption should be avoided. (See "Hepatitis C and alcohol?).
Persons for whom therapy associated with a reduced risk of hospitalization and mortality from chronic liver disease,

Counseling should include discussion about the routes of transmission of the fBsagtis C virus. In particular, most patients are concerned about
sexual transmission and the risk of infecting household contacts (show table 1). ( and transmission of hepatitis C virus
infection").

dividualized
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RIBAVIRIN [ SUMMARY AND RECOMMENDATIONS — General health measures (such as vaccination) for patients with -~
MIH GUIDELINES chronic HCV and the selection of patients for treatment are discussed above. Once the decision has been
AASLD GUIDELINES made to treat, the recommended approach varies depending upon clinical setting. The efficacy and safety
« Persons for whom therapy is of the different interferon preparations are reviewed in detail separately. (See "Standard interferon in the

widely accepted treatment of chronic hepatitis C virus infection”).

contraindicated see "Ribavirin in the treatment of hepatitis C virus infection").
OTHER GUIDELINES Acute HCV — Treatment of acute HCV is discussed separately. (See "Diagnosis and treatment of acute
CAUTIONS hepatitis C in adults").

COST-EFFECTIVENESS
SUMMARY AND

RECOMMENDATIONS
« Acute HCV chronic HCV who are considered to be appropriate candidates for therapy (Grade 1A). (See "selection of
« Initial therapy patients for treatment” above).
+ Relapsers and ”U_”rESF'U”‘jerS Combination therapy should be administered for 48 weeks using standafd doses of ribavirin in patients with
- Relapiﬁrs after interferon genotype 1 or 4 (ie, 1000 mg for those =75 kg in weight and 1200 m@ for those more than 75 kg).
moenotherapy . Quantitative HCV RNA should be determined before the initiation 4f therapy and at week 12. Treatment can
_ Nonresponders to interferon be di tinued in th ho d t achi v virclogig t least a 2-log decline fr
monotherapy e discontinued in those who do not achieve an early virclogigresponse (ie, at least a 2-log decline from

i illiziell  File  Edit  Wiew Favorites  Tools  Help

New Search | Patient Info | What's New » FEEDBACK

Persons for whom therapy
should be individualized

Persons in whom therapy is

The clinical trials supporting the use of combination therapy and the details of its administration are also
presented elsewhere. (See "Pegylated interferon in the treatment of chronic hepatitis C virus infection" and

Initial therapy — We recommend combination therapy with pegylated interferon plus ribavirin, which is
superior to interferon monotherapy and to standard interferon/ribavirin combination therapy in patients with

Nonresponders to standard baseline of the HCV RNA level) at week 12, althpugh the dg \sion. shguld bg individualized dependir.'lg upon
interferon ribavirin combination how well therapy has been tolerated, the severity of thg’underlying liver disease, and demonstration of
therapy some degree of biochemical and/or virologic responsgA11]. {See "Pegylated interferon in the treatment of

Nonresponders to pegylated chronic_hepatitis C virus infection").
- interferon ribavirin combination
therapy In contrast, 24 weeks of therapy using a lower dose of ribavirin {800 mg daily in divided doses) appears to

Extrahepatic manifes]
HCV infection

Decompensated cirrbyl
Immunocompromised

ﬂ: Grade 1A - Windows Internet Explorer

|E-.'_"http:,l’fwww.uptodate.comJ‘online,l’content,l’imag;é,]sesswon\d=3E1?A18D7E2708F04 V| 2| X | | Polks
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Grade 1A recommendation

ey 1,

A Grade 1A recommendation is a strong ion, and app to most patients in most circumstances
without reservation. Clinicians should Iollow a strong reoommendatlon unless a clear and compelling rationale for
an alternative approach is present.

Explanation:

A Grade 1 recommendation is a strong recommendation. It means that we believe that if you follow the
recommendation, you will be doing more good than harm for most, if not all of your patients.

Grade A means that the best estimates of the critical benefits and risks come from consistent data from well-
performed, randomized, controlled trials or overwhelming data of some other form (eg, well-executed observational
studies with very large treatment effects). Further research is unlikely to have an impact on our confidence in the
estimates of benefit and risk.

Recommendation grades
1. Strong recommendation: Banafits clearly sutweigh the risks and burdens (or vice versa) for mest, if not all, patients
2. Wesk recommendation: Benefits and risks closely balancad and/or uncertain

Evidence grades

A. High-quality evidence: Consistent evidence from randomized trials, or overwhelming evidence of some other form

B. Moderate-quality evidence: Evidence from randomized trials with important limitations, or very strong evidence of some other form
C. Low-quality evidence: Evidence from observational studies, unsystematic clinical observations, or from randomized trials with serious
flaws

For a complete description of our grading system, pleass se= the UpToDate editorial policy which can be found by dlicking "About
UpTaDate" and then selecting "Palicies".
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INTRODUCTION — The hepatitis C virus (HCV) can cause both acute and chrory

GENERAL MEASURES — Although most patients with chfonic HCV infection are asymptomatic at t
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* Screening for varices and cirrhosis and the need for liver transplantation or hepatocellular carcinomz/.

This topic review will summarize general principles of management of/chronic HCV infection. The
epidemiclogy, dlagn05|5, and a review of the tr|a|s supportmg the yse of standard or pegylated |r|terfe on

e routes of transmission of the hepatitis C virus. In particular,
most patients are concerned about sexus transmlsswon arld the rlsk of infecting household contgcts (show

, 2008 (More)

(See "Clinical features and

ute

in

print | Back &

I UpToDate. Official reprint from UpToDate® www uptodate.com /

Treatment of chronic hepatitis C virus infection: Recommendations for adults

print Options
Text
References

Graphics

Author
Sanjiv_Chopra, MD

Section Editor
Adrian M Di Bisceglie, MD

Deputy Editor
Peter A | Bonis, MD

Eronare.
onive 171

‘?Ej/]\//‘?////?y///ﬁ? A‘[; ; ed: 118 12, 2008

fi D Print ()/)Imm D /L = v 2 ANIEHATE

1. Fill in e-mail information
Your e-mail address will not
be used or sold for any
marketing purposes. See

© hepatitis. The acute process is self-limit
ften follows a progressive course over ma

ITHIT 5 = & 23 r carcinoma. (See "Clinical features and our privacy policy.
Vit oats 2 //77//07///[, A re\ / o
N 2 Z L7 S infection. The y, diagnosis, a

DFx 22 EIE A/[ SLY 77 L RPT n therapy with rbavirin are discussed in | | ~Your e-mail:

eron in the treatment of chronic hepatitis] || | ]
[ send a copy to me

ZVTHI S 4L E A

GENERAL MEASURES — Although most patients with chronic HCV infection are asymptomatic at the time of diagnosis, thg
looming threat to their health, which can have significant emotional and physical consequences. Counseling and screening
a major consideration upon diagnosis and on subsequent follow-up. Many patients benefit from participation in a support g
information: Hepatitis C").

~E-mail address of recipient
(:

s
(separate muttiple
addresses with commas)

{2 http:/hwww.uptodate.com/?topicKey-heptitis/7941 - Email Treatment of chronic hepatitis C virus

You've chosen to send the following topic:
‘Treatment of chronic hepatitis C virus infection: Recommendations for adults’

2. Include 3 message/guest pass 3. Send topic
Message: (Edit if desired)
Below is a topic taken from UpToDate that I Send

- Windows I...

thought you might find interesting.

UpTeDate is a clinical information service
that has thousands of topics such as this
one, designed to give immediate answers to
clinical questions. Visit chem on the web
at www.uptodate.com.

UpToDate guest pass
[]Please include 2 one-time, complimentary, 30-day guest
pass to UpToDate along with the topic.
o e et et s e

Counseling should include discussion about the routes of transmission of the hepatitis C virus. In B 7 /Dg, 2L
sexual transmission and the risk of infecting household contacts (show table 1), (See -mai .
Email this Topic # 2

opic #1535 FH )3

Diet — Many patients are also concemed about dietary factors that could favorably or adversely
heen shonwn tn he heneficial in natiente with chronic HOV inferctinn it is clear that alenhnl nromnt

U293 & AIEDERIZL

L) =

< e

E-mail

Page 7



What’s New

- UpToDate.

)

HPAGE R E B8 LU Topic KR T 2 HF N TEET,

New Search

indows Internet Explorer

[ rttpsmn uptodate.com/onlinecortert search.do

v‘&,x‘ |p-

fie Edt View Favoritss Tooks  Hep

* @& IE‘NEWEEar(h ]71

f- B8

= v | Page - G Toks -

| UpToDate.
ONLINE 17.1

New Search:

Home | Contactus | AboutUpToDste | Careers | Help
» LOGIN

» FEEDBACK

Drug Interactions

/= Contents: What's New - Windows Internet Explorer

(o) v [E v, uptosabe comjonine rontentftar dstorkey=table_of contentsfuhat_s new

o ]| B

Ele  Edt Wew Favortes  Inoks

W & IE/‘(Dnlents What's New

UpToDate.
L 4 ONLINE 17.1

About UpToDate : Contents

Contents

Authors and Editors
Policies

Educational Objectives

© 2009 UpToDate, Inc. All rights

Licensed to: UpTeDate Events Calendar

Medical Seciety Affiliations

Contact Us

New Search | Patient Info | What's New

[ fa- B

Home | Contsctus

= - i Page - 3 Tools -

About UpToDste | Careers | Help
New Search

> LOGIN
» FEEDBACK

8 Print

>

Contents: What's New

Approximately 40 percent of UpToDate topics are updated every four months. Our editors select a small number
of the most important updates and share them with you via What's new. These selections are changed with
each major release of UpToDate, in March, July and November. See these updates by dlicking on the specialty
you are interested in below. You may also type "What's new" inte the search screen after you have logged in
to UpToDate.

e What's new in cardiology

+  What's néy in drug therapy

+  What's nev\in endocrinology and diabetes mellitus
. What's new

family medicine

«  What's new in Yastroenterology and hepatology
«  What's new in h\matclagy

«  What's new in infégtious diseases

«  What's new in nepfology and hypertension

e what's new in neurolyay

e What's new in obstetri§s and gynecology

@{/ - [ ey odats e pic.doztopic ) (5] [ |
Fie Edt Vew Favortes Toos Help
W k’:"whal'snewmcardm\ugy [ ‘ % - B @ - hpage - ) Tools -

Home | Contactus | AboutUpToDsie | Careers | Help

UpToDate.
L 4 ONLINE 17.1 + LOGIN

New Search

New Search | Patient Info | What's New » FEEDBACK

What's new in cardiology @ Fnd B Print B Email

~ -
TOPIC OUTLINE ~|| what's new in cardiology =
ARRHYTHMIAS

CORONARY HEART DISEASE

HEART FAILURE AND
CARDIOMYOPATHY

INTERVENTIONAL CARDIOLOGY
NONINVASIVE IMAGING
PERIPHERAL ARTERIAL DISEASE
CONGENITAL HEART DISEASE
VALVULAR AND AORTIC DISEASE
REFERENCES

Authors

Gordon M Saperia, MD, FACC =
Susan B Yeon, MD, 1D, FACC

Robert O Blaustein, MD, PhD

Last literature review version 17.1: 1§ 2008 | This topic last updated: 2 13, 2003 (More)

The following represent additions to UpToDate since the last version that were considered by the authors
and editors to be of particular interest. The new material described below represents a small subset of the
updating that has been performed since approximately 40 percent of the topic reviews are updated during
each four month eycle.

RELATED TOPICS ARRHYTHMIAS

Atrial fibrillation in heart failure
and cardiomyopathy

Acute therapy of sudden cardiac
arrest

Acquired long QT syndrome
Overview of antipsychotic
medications

Management of cardiac risk for
noncardiac surgery

The choice between rhythm control and rate control for patients with atrial fibrilation (AF) and heart failure
can be challenging. In a trial of 81 patients with class II or III heart failure and symptomatic, drug-
refractory atrial fibrillation (AF), ablation of the AF focus via pulmonary vein isolation (PVI) resulted in
significant improvements in LVEF, exercise capacity, and symptoms compared with a rate control strategy
employing AV node ablation and biventricular pacing [1]. (See "Atrial fibrillation in heart failure and
cardiomyopathy” section on PVI versus AV node ablation with BiV pacing.)

Myocardial infarction and pulmonary embolus are commoen causes of sudden cardiac death, and this has
raised the question of whether fibrinolytic therapy should be incorporated into the cardiopulmonary
resuscitation (CPR) protocol for cardiac arrest. A randomized placebo-controlled trial of 1050 patients with
witnessed out-of-hospital cardiac arrest failed to show significant survival benefit of tenecteplase
administered during CPR [2]. (See "Acute therapy of sudden cardiac arrest” section on Ineffective
therapies).

Primary disorders of LDL-
cholesterol metabolism
Mechanisms of benefit of lipid
lowering drugs in patients with
coronary heart disease
Thoracic endovascular aortic
repair

Several antipsychotic medications block the cardiac myocyte's repolarizing potassium currents and prolong
the QT interval. Their widespread use (including for conditions such as dementia, aditation, and affective ¥

v __Help improve UpToDate. Did UpToDate answer your guestion? »_VYes »
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« Adverse reactions
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« Allergic reactions
- Anaphylaxis
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advice, diagngk, or treatment. Always seek the advice of your own physician or other qualified health
care professioW regarding any medical questions or conditions. The use of this website is governed by
the UpToDate Terms and Conditions (click here) ©2009 UpToDate, Inc..

The| :unkent:n the UpToDate website is not intended nor recommended as a substitute for medical

Patient information: Allergy to penicillin and related antibiotics.

Section Editor
N Franklin Adkinson, Jr, MD

Deputy Editors
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Anna M Feldweg, MD

or
Roland Solensky, MD

Last literature review version 17.1: 171 2009 | This topic last updated: 97 29, 2008 (More)

INTRODUCTION — Serious allergies to penicilln are common, with about 10 percent of people reporting an
allergy. However, about 90 percent of people who believe they are allergic can take penicilln without a
problem, either because they were never truly allergic or because their allergy to penicilin diminished and
resolved over time.

People who have a remote history of allergic reaction to a medication may become less allergic as time
passes. Only about 20 percent of people will be allergic to penicilin 10 years after their inital allergic
reaction if they are not exposed to it again during this time period

WHAT IS PENICILLIN? — Pericilln is one of the most commonly prescribed antibiotics. It is part of a family
of antibiotics known as beta lactams. Penicillns can be classified into the following categories:

« penicilln G (also known as benzylpenicilin)
« Anti-staphylococcal penicillns (nafcilin, oxacilin, cloxacilin and dicloxacil
« Broad spectrum penicilins

- Second generation (ampicillin, amoxicilin and related agents)
- Third generation (carbenicilin and ticarcilin)
L m
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INTRODUCTION — The prevalence of diabetes continues to increase steadily as more people live longer
and grow heavier. The overall prevalence of diagnosed cases of type 2 diabetes rises from [L.4 percent
between the ages 25 of 44 years to 3.6 percent between the ages of 45 and 54 years, 7.8|percent
between the ages of 55 and 64 years, and over 10 percent over the age of 65 years [1]. The prevalence
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B aﬂzﬁ;ﬂfa drugs INTRODUCTION — The prevalence of JEI®s continues to increase steadly as more people live longer
_ Thiszolidinediones and grow heavier. The overall prevalence of diagnosed cases of type 2 FEITA®s rises from 1.4 percent
- Alpha-glucosidase inhibitors — || between the ages 25 of 44 years to 3.6 percent between the ages of 45 and 54 years, 7.8 percent
P e . between the ages of 55 and 64 years, and over 10 percent over the age of 65 years [1]. The prevalence
- GLP-1 therapies may be well over 20 percent among frail elderly people living in nursing homes [2]. There are probably similar
_ pramiintide numbers of undiagnosed patients at all ages.
- Insulin The prevalence of known cases of type 2 EEIes is likely to increase further with the adoption of new
SCREENING FOR MICROVASCULAR diagnestic criteria and the recommendation te screen all adults over age 45 years at least once every three
e ruEine. T years by measuring fasting blood glucose [3]. (See "Diagnosis of BETINes mellitus® and see "Screening for
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« Treatment of hypertension incontinence, falls and persistent pain [5]. This topic will review EER®s management in elderly patients
« Treatment of dyslipidemia and how management priorities and treatment choices may differ between elderly and younger patients.
* Aspirin
o Exercise INDIVIDUALIZING MANAGEMENT — Older adults with EEEs are a heterogeneous population that
T FERATTD GRS includes persons residing independently in communities, in assisted care facilities or nursing homes. Thus
ASSOCIATED WITH & older adults with ElEEs can be fit and healthy or frail with many co-morbidities and functional disabilities.
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