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Format

A Heavy on Background
A Light on New Data
A Heavy on Editorializing



Coagulopathy in Cirrhosis

A INR is Useful in Predicting Death But
Not Bleeding

A Balanced Reduction in Pro & Anti
Coagulants

ARLi ver | NRO in Prog
A Platelet <60 Is Useful
A Thromboelastrography is Promising

#260 J Thromb Haem 2006:4: 724
Hepatology 2007;46:520

J Hep 2007;46:7233
Gastroenterology 2009;136:260



Thromboelastography

A Thromboelastrography is Performed
usually by Anesthesiologists in the OR,
esp In Liver Transplantation

A Assesses Global ClottingFx &
Fibrinolysis

A Monitors Minute by Minute

A Caldwell & Burroughs are Studying this
& Trying to Bring it to Prime Time

Hepatology 2007,46:520
Anaesthesia 2009:64:2-R



EXAMPLES OF TEG PATTERNS

A R

———
—_—

A - Norma

B - Thrombocytog
C - Hemophilia

D - Hypercoag

- Fibrinolysis




Terlipressin  Rx for HRS

A Available in Europe for Decades: EVGIB
A 1998 Reported Success in HRS

A Less Toxic Than Vasopressin orOrnipressin
A Many Non-RCTs Showing Benefit

A Two High Quality RCTs Showing Reversal of
HRS but No Survival Advantage

A Both RCTs Probably Used Too Little Too Late

A Higher Initial Dose, Cr <5, At Least 3 Days Rx
J Hepatol 1998;29:56B0
Gastroenterology 2008;134:138C
Gastroenterology 2008;134:139z



Terlipressin  Rx for HRS

A Prior Meta-Analysis (10 Reports inc 2 RCTSs)
A Fabrizi & Paul Martin
A 52% Reversal Rate
A 55% Relapse Rate
A No Survival Advantage

A New Meta-Analysis (4 RCTSs)
A 234 Patients (117 ReceivedTerli Up To 14 Days)
A 46% Reversal: OR 6.64 of Reversal
A 20% vs 11% Survival at 135 Days (NS)

APT 2006;24:93514
Gastroenterology 2009;136:262



Terlipressin  Rx for HRS

A Very Unusual To Show a Survival Advantage in Rx of a
Complication of Advanced Cirrhosis

A No Approved Rx for HRS in US

A Orphan Therapeutics Bought Terlipressin for US Use
A 2005 Announcement of FDA Fast Track

A lkaria Will Buy US Rights to Terlipressin for HRS Only If
It Receives FDA Approval

A June 12, 2009 Ikaria Announced FDA Priority Review ofTerli as
the Only Drug for HRS

Gastroenterology 2007;133:1029



Rx of Alc Hep in Practice

A Rx of Severe Alcoholic Hepatitis (Maddrey
>32 or MELD of>21) is Clear to Me (PTX,
Abstinence & Nutrition) But Unclear to Some

A 90 Day Alc Hep Mortality=MELD 7
A www.mayoclinic.org/meld/mayomodel7.html

A Many Favor Steroids, But No Efficacy in LA
Population & Many Problems

A Most Recent Meta Advises Against Steroids

Hepatology 1991;14:96A
Gastroenterology 2000;119:16438
J Hepatol 2005;42:766

APT 2008;27:116+78



MELDs

A Original MELD
A www.mayoclinic.org/meld/mayomodel5.htm|

A UNOS MELD
A www.mayoclinic.org/meld/mayomodel6.htm

A 90 Day Alc Hep Mortality=MELD 7
A www.mayoclinic.org/meld/mayomodel7.html

A Hyponatremia MELD 8
A www.mayoclinic.org/meld/mayomodel8.html

A PostOp Mortality MELD 9
A www.mayoclinic.org/meld/mayomodel9.html

A NASHvs ASH MELD 16-Gone
A www.mayoclinic.org/meld/mayomodel10.html



Rx of Alc Hep in Practice

A Retrospective Data from 4 Cleveland
Hospitals

A 1992-2005 Interval=890 Patients
A Average Age=48
A 53% Caucasian, 36% Black, 11% Other

A 28.5% Severe Disease (59% Died)
A 18.9% Rx with Steroids
A 22.4% Rx With PTX
A 6.3% Rx with Both (No Shred of Controlled Data)

Gastroenterology 2009;136:M10(



News Flash: Baclofen for
Alcohol Craving in ALD

A Studies of Drugs to Reduce Alcohol
Consumption Excluded Pts with AL®» Duh!!!

A ltalian RCT of 84 Pts with ALD & Active Alc

A Baclofen (5 mg tid x 5 Days Then 10 mg tid)
vs Placebo x 90 Days

A71% vs 29% fiAchi eved a
Abstinenceo

A 15% Liver Metabolism

A | Have Been Using It for Alc Hep &/or
Cirrhosis Since Jan 09-o Mi r ac | e o

Lancet 2007:370:19132



NASH Abstracts: Risk
Factors for Fibrosis

A UCSF Scoring Syster@ Like Child-Pugh
A HTN OR 2.4, DM2 OR 2.6, Sleep Apnea OR 4, AST
>27 OR 2.9, ALT >27 OR 3.3, Non-Black OR 8.4
A Study of 150,000 Person-Years
A Central Obesity=2.2x Risk of Hosp or Death Due
to Cirrhosis

A CV Disease is Still #1 as Cause of M & M

A Risk Factors for Fibrosis: Goodman 432Bx
A DM, Elevated AST or ALT
Hepatology 2008;47:191B3
Clin Gastro & Hep 2005;3:674
Hepatology 2009;49:3067
Gastroenterology 2009;136:T101



NASH Abstracts: Loss of

Steatosis

with Progression

A Original Paper That Convinced Me That Fatty
Liver was Potentially the Cause of Cirrhosis:
A Powell, 42 Pts Followed Up to 21.5 yrs, 23%

Cirrhosis over Time, 95% Obese, 43% Pain=#1
Presentation, HCC Was Detected
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Gastroenterology 2009;136:T1017



NASH Abstracts:

Insulin Sensitizers

ADi sease of Excessééé. | |
A Multiple RCTs of Sensitizers

A Ho-Hum Results
A Increases Weight/Redistributes Fat

A Meta-Analysis of 16,390 Pts with No Focus
on Liver Disease: Signif Increase in CHF

A DDW Abstract: Meta of 7 RCTs
A DecreasedSteatosis Infl & ALT But NS Impact on

Fibrosis
NEJM 2006;355:229807
Gastroenterology 2008;135:1-00
JAMA 2007;298:11868
Gastroenterology 2009;136:T1008



NAFLD Abstracts:
Public Awareness

A 2008 Survey of 5000 Residents of NY
A 2% Had MD Discussion re: NAFLD
A 83% Did Not Know Risk Factors

A 1% Knew that Lack of Exercise Could
Cause It

A 2% Knew That it Could Lead to Cirrhosis
A Better Public (& MD) Education is Needed

Gastroenterology 2009;136:T1006



Natural Hx of NASH after
OLT

A ~25% of Pts who were not Obese Pre-OLT
Become Obese PostOLT

A Serial Bx Study Pts Who Had OLT for NASH:
100% Fatty Liver by 5 Years

A Recurrent Cirrhosis in One Pt in 76 Weeks

A One Case of Fatal Recurrence in 2 Years

A DDW Abstract: 70% Fibrosis Progression by

20 Months _
Liver Transpl 1998;4:2896

Liver Transpl 2001;7:363 3

Liver Transpl 1997;3:178

Liver Transpl 2004;10:13258
Gastroenterology 2009;136:S10



NASH:
My Take -Home Message

A Disease of Excess Calorie Intake

A Main Goal: Decrease Calorie Intakeéd Pts
Donot Want t o Hear Thi

A Food Addiction: Same Neurochemistry
A ~1 Million CV Deaths/Yr, 23,000 Liver Deaths

A Many Drugs Studied & Failed or Had Serious
Side Effects (Rimonabant, Phen/Fen)

A Bariatric Surgery for BMI >40 or >35 with
Comorbidityd Before Cirrhosis. Still Problems

NEJM 2006;355:229807
Gastroenterology 2008;135:1-00



Healthy Life Style

A Should be Required Reading in High School

A 1741 Penn Alumni Followed Since 1962,
Mean Age 43 In 1962

A High, Medium & Low Health Risks
A Smoking, BMI & Exercise Patterns

A 2x Cumulative Disability in High vs Low Risk
A 5 Year Delay in Disability in Low Risk

A High Risk: More Years in Wheel Chairs &
Nursing Homes

NEJM 1998;338:10341



NASH:
Statins or No Statins

A Incredibly Common Question
A TV Ads & PCPs Regularly Provide Misinformation

A Maddrey: Patients Are Dying B/O Withholding of
Statins in NAFLD cAbnl ALT &/or Hep C.. N F a
StatinDI L1 o0 Probably Coinc

A Typical Scenario: Statin Started in Obese Pt c
Unknown NAFLD. CMP Latey High ALTo D/C Rx

A Statins Appear to be Good for NAFLD

A No Excess ALT
A Safe Gastroenterology 2004,126:12872
R Less Liver Eat Hepatology 2007;46:145@3

ess Liverra J Hepatol 2007:47:1351



NASH & HCC

A Diabetes Alone (with or without NASH)
Carries RR of 2.5 for HCC

A Two DDW Abstracts

A Cleveland Clinic: 315 HCV Cirrhosis/s 195 NASHCirr
A In 3.2 Yr F/U, 12.8% of C vs 20.3% of NASH p=0.1
A Social Alcohol Carried HR of 4.5 for HCC

A Japanese Study
A 14/79 (18%) NASH Pts Developed HCC in ~4 Years

A Male Sex OR for HCC=44
Clin Gastro & Hep 2006;4:3680

Gastroenterology 2009;136:290
Gastroenterology 2009;136:T1015



