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Impact off HEV Infection in the' Us
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Symptems; or lack of, 1 CAKeRIC
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Commoen Symptoms of Pauients with
IHepatitis € In the albsence of CIFFNeSIS

Fatigue s [Digestive disturbances
Impaired thinking = JoInt aches

|_ow grade fievers =, Muscle aches
Abdominal pain = Depression

Appetite disturbances s Anxiety

Many others



Current Treatment
Recommendations

= Combination therapy: of
pegylated interferon plus
fbavirin Is the standard of;
care for treating| eligible

nepatitis C patients

s Pegylated-interferon (taken by Injection)
nelps. fight the virus in two ways:

= Helps healthy cells defend themselves
against the virus

= Strengthens the immune system, which helps
to stop the virus from growing In number




Contrrainaications tertherapy.

Absolute

Pregnancy.
[Decompensated cirrhosis
End stage kidney disease

Severe or uncontrolled
pSychiatric disease

Cardiopulmonary disease
Severe Autoimmune disease
Severe anemia
Noncompliance

Relative

= Clirrhosis, compensated

= Controlled psychiatric
disease

= Mild anemia/leukepenia
= Renal insufficiency
= Mild autoimmune disease



IHEW IGRQ IS thErapy?

apjcjip) Of IF fereiipglepl

s Elther 24 or 48 weeks
(@lbeut six menths; or eneyear)

= Y our doctor, physician assistant or nurse
practitioner decides number of weeks based
on your individual profile and genotyjpe

www. hepatitis.va.gov



Viost Common Adverse: Effects

PEG-Interferon Ribavirn
m Neutropenia, thrombocytopenia = Hemolytic anemia
s Depression = [atigue
. Hypoethyroidism, hyperthyroidism = ltching
m rritability = Rash
n Concentration and memory disturbances N
) : : m Sinusitis
= \isual disturbances, retinopathy Gout
|

m Fatigue, muscle aches, headaches,
low-grade fever m Pregnancy Category X

= Nausea and vomiting

m SKin irritation

n \Weight loss

= [nsomnia

m Hearing loss, tinnitus

m Interstitial fibrosis

= Hair thinning

m EXxacerbation of autoimmune disease

Strader D, et al. Hepatology. 2004;39:1147-1171.



Wiaat Is Freatment Really  LEiike?

It may be diifficult, but mest people Whoeineed treatment are able te get
through! 1!

Miany: people will have side effects that may imclude:

s Flu-like symptoms = Upset stomach
= [atigue = Skin problems

= Irritability " Blood problems

I you are prepared.-for the side effects, some may be
easier to handle

Your healthcare provider will also need to watch your blood counts and
will' monitor you for depression

REMemEer 1o ke youl healthcare providersanpuiany,
Side effects toElprataress any.preniems tnai mizy come: up



[DRES therapy WorK?

s \Withipegylated interferon and ribavirin, you

have a 54-63% chance of Being cured of the
Virus!

s Once you get rid of the virus with treatment, it
IS gone forever!



\What 111t doesn’t Work?

= New therapies under investigation
= Oral medications that fight the virus directly.
= Need to be given with, interferon and' ribavirin
s Additienal drug = additional side effects

s Complementary and Alternative Medications
(O7AY/))



Conventional vs CAM

s Conventional/A\Nestern s CAM

= AIm to eradicate the cause = AIm to Improve patient’s
+/- IEVErSe Process feelings oft well being

= \New therapies introduced = SOme modalities not
via double-blind RCs easily evaluated In

- Endpoints: morb|d|’[y’ classic double-blind,
mortality, surrogate RCT format
markers that reflect known = [0 correct the
cause and natural history disturbance In health that

affects how the patient
Interacts with family and
environment



\What Is CAM?

AcUpuncture

Homeopatny
Herbal medicine
Relaxation| therapies
\Well-established

disciplines

Chiropractic
therapy

Osteopathy

Noenclinical self-care
andl lifestyle practices

IViassage

Y0ga

Tral chi chuan
Ayurvedic care
Diet

Exercise
Spirtual healing



Epldemioelogy off CANM

Prevalence of the use of complementany and alternative
medicine (CAM) in US adults

= 1990 2.5%

= 1997 12.1%

= 2002 18.9%

1999 Estimated' sales >$3 billion in the US
\Worldwide, underdeveloped countries

Europe

= Regulate herbs as prescription or nonprescription medicines available
only:through a pharmacist

s German physicians receive medical school training 1 medicinal herls
(and must pass a test to become licensed)



Unconventional Medicine inthe
US

= lelephone
Interviews; in 1990
withi 4,539 adults

Self-help

Megavitamins ¥ Provider

s 34% used at least Herbal B No Provider
1 type of CAM in Lifestyle/Diets
the last year Weight Loss
= 1/3'saw providers 1L
off CAM; average Imagery
iy Massage
19 V|S|ts/_y§ar at Chiropractic
$27.06/visit Relaxation

Prevalence of Use (%)
Eisenberg DM, et al. N Engl J Med. 1993;328:246.



Percent off Patients Using CAM
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Seeff et al. Hepatol. 2001 Sep;34(3):595-603.



Appeal off CAM
Amoeng Patients With HCV Infection

A chronic iliness with limited treatment
SUCCEeSS

s Erustration With: uncertainty ofi prognosis
s LLimited information available frem providers

= Absence of signs and symptoms

= | ack of symptoms vs side effects of
conventional treatment

s Desire for a “holistic” approach to therapy.



Non-herball CAM

a AcUpuncture

= Moxibustion: applies heat to acupuncture
poeINts te disperse disharmoeny: and relieve pain

m Acupressure
= EXercise and meditation

= All.can help with symptoms of HCV and side
effects of therapy.



Diet

Avoid alcohol of any: type
No smoeking
LLimit intake of caffieine

Drink green tea: possible protective and anti-cancer
effects

= Limit caffeine

L_imit red meat te no more tham once per week

= Difficult to digest

80-120 grams of protein per day from soy and soy
products, beans, legumes, or fish

_ow-fat, low-cholesterol diet Is best



\itamin Supplements

n Multivitamin without Iren
s EXCEsS Iron Increases Inflammation in the liver
= Powder capsule fermula Is best fior digestion

= Can sometimes make people nauseated: take with
food

s [Fatty acids

s Decreases muscle aching and fibromyalgia
symptoms
s Get refrigerated type to avoid rancidity



\itamin Supplements

= Aveld Vitamin A unless you have been
documented to be deficient

s Calcium with vitamin D, two-three times daily.

s Vitamin E: 400-1200/ U per day.

= Can help cell-mediated immune function; skin
problems, memory loss

= Vitamin C: Improves the immune function

= Lactobacillus acidoephilus: aids with.digestion
s Use refrigerated powdered type



Stress

s Highilevels of stress can divert energy from
your Immune system, digestion, and other
Systems

= [he body Is made to deal with acute stress: the
chronic stress IS What causes problems

= SIgns of stress: headaches, Insomnia, fatigue,
neckor shoulder pain, Irritability, loss of
concentration, loss ofi appetite, stomach pain



[Dealing wWith Stress

Plenty: ofi rest, nutrition, Exercise

Clear your head
= 10'minutes of every day to do nothing

[Deep breatning| exercises

Make sure to take time to enjoy: life
= LLaughter reallyIs a great medicine!

Don’t be afiraid to ask for help
Say no If you are overburdened
Change what you can and accept the rest



IHerval Supplements

Over 29,000 products on the market
[ieas, powders, tablets, capsules

Have used for centuries
m [raced back as far as ancient China, India, Sumeria

Supplement manuifacturers do not need'to
= Register with EDA
= Prove product safety
s Get FDA approval before producing or selling supplements

Required to list all ingredients



el Credinpility off IHerpal
oy MEdICINES

s Examples of phnytomedicines now.
mainstream

= Digitalis from Foxglove

s Salicylate from Willow: Bark

= Morphine and opiates, from opium
= Cocaine from coca leaves

= Rapamycin from fungus (Easter Island)
= All potent and therapeutic

s WHO records that >80%; oft world still
relies on botanical medicines

Digitalis from Féchs, 14




Contemplating TFaking Herles

Disecuss with beth \Western andi Eastern providers

Ensure herns are provided from reputable source:
licensed and trained practitioner

IMiake sure that What you are taking Is fior the current
Individuall diagnesis that you have

\Watch for negative reactions

= Discontinue herb 1f skin rash, substantial nausea, bloating;
fatigue, right sided abdominal pain and jaundice



CAM and Conventional Medicine

= N0 data on safety of herds and supplements
during treatment with interferen and rikavirin
n Be careful about drug Interactions

s Chamomile
a St John’s Wort
s Milk thistle cani interact as well

= Discuss both types of treatment with both
\Western and Eastern providers



Ml TFristle (Silymarin)

= Shown to prevent liver damage from various
toXins

= Prevents damage firem firee radical molecules
s Stimulates the production of new. livercells
= Anti-inflammatory but no antiviral effect
= D0OEs not cure viral hepatitis
= Safe



Ml TFristle (Silymarin)

m Clinical trials: Adverse effects few

= Acute viral hepatitis: More rapid normalization
off AST/ALT

= [oxic Injury: Amanita phalleides - improved
histelogy, survival In dogs, case Series In humans

= Alcoholic liver disease: Randomized controlled
trials (RCTs) show improved AST/ALT/GGT

= Chronic hepatitis/cirrhosis: 1 trial showed improved
survival
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Cumulative Proportion Surviving

5 10 15 20 25 30 35 40 45 50 55 60 Months

At Risk S 47 42 40 36 33 27 20 16 13 6 2 1 1
AtRisk P 45 39 35 33 29 26 20 16 10 7 2 - -



Ml TFristle (Silymarin)

s Choose a brand that has silibin and
phoesphotidyl choeline

a Better absorbed

s [ypical dose 140-420 mg| per day in divided
doses ofi 2-3 times per day of 70-80%
silymarin

= Large doses can cause loose stools




Licorice Root

= A mainstay off Chinese fiermulas

= Balances herbal action

= Often appears as glycyrrhizin

= |nhibits collagen (scar tissue) production
= Induces natural interferon

= [rials suggest reduced ALT, improved
appearance of liver on biopsy

s No effect ont HCVV RNA



Licorice Root

= Cancause adverse reactions in 20% of people
Who take! It

= Vay trigger disturbances:in body’ s electrolytes
= VIay cause high blood: pressure
= [hyroid disorders



Ginger

= Beneficiall for nausea
s Be careful 1 you have gallstenes

s Can worsen blood! cletting den’t take with
aspirin or If your blood doesnt clot well




Risks of CAM

s Indirect risks
s, [Delay/avoidance of effective treatment

s Direct health risks
= [[OXIC reactions
s Pharmacologic efifiects
= Mutagenic effects
s Drug Interactions
= Contamination
= Substitutions or adulteration of Ingredients



You're Eating Teo Many Herbs!




IHereals supplements implicated
IR causing nepatetexIcity,

Chinese herbal medicines

Atractylis gummifera
Black cohesh
Callilepis laureola
Chaparmral

Chaso and Onshido
Sho (Do)-saiko-10
Jin Bu Huan

Ma huang
Shou-wa-pian

e Comfrey/pyrrolizidine
alkaloids

e Germander

e Greater celandine

e« Kava

o Mistletoe

e Pennyroyal

« Skullcap and valerian

Leonard B. Seeff, MD, Clinics in Liver Disease, August 2007



Common Chinese: IHeras With potentially;
lIVer-toxic substamnces

An Gongl NiurHuang Wan
Bil Tleng Pian
BiYaniPian

Dendrebum Meniliforme
Farfuneeiminkam \Wan
Gan Mao Ling

High Strength Yin Cheng
Huang Lien Shang Ching
Pian

Ma Hsing Zhe Ke Pian
Marguerite Acne Pills
Aconite or aconitum

ACOorus

Comfrey

Crotalaria

Eupatorium
Germander

Groundsel
Heliotropium

Jin BurHuan

Mentha pulegium
Mistletoe

Pennyroyal oil
Hedeoma pulegoides *
Sassafiras .
Senicio species

Senna

Sophora

Night Sight Pills

Niu Huang Chiang Ya \Wan
Pe Min Kan Wan

Da Huo Cue YWan

Shen Ling Bai Zhu Pian
Tra Huo Lo, Tran

Trsal-Tsao \Wan

Yin Chiao Chieh Tu Pian
Zhi Sou Ding Chuam Wan
Zhong Gan Ling

Amanita mushreom
Chaparrel

Comfirey

In generall, combination Ingredientsupplements are more: lIkely/ e CauseISerious
adverse events than single ingredient supplements!



IHoew: DeVVe CounselfPatients
Usingl Alternative ThRerapies?

Consider what motivates patients to pursue
alternative therapy

s Educate patients concerning natural history.
off HCV/ Infection and Improving treatment options

Obtain a thereugh history off alternative, treatments

Discuss limited infermation on efficacy, safety,
and potential risks of therapy.

Realize that, although efficacy has not been
demonstrated, safe alternative agents are ofiten
beneficial fer symptoms



Treatment Options for Hepatitis C

Western (Allopathic) Integrated Complementary and

. Medicine y —.
Medicine Hepatitis c Alternative Medicine

Hepatitis C Specialist Specialist Hepatitis C Specialist

Western therapy and Combination of all/some:
Pegylated complementary and « Ayurvedic medicine
interferon/ribavirin alternative medicine * Chinese herbs and
or acupuncture
Experimental « Homeopathy
protocols » Mind:body medicine
 Naturopathic treatments
 Nutrition and lifestyle

Relapse or non-responder: Try retreatment or use supportive care while waiting for new
options. Continue healthcare provider follow-up on a regular basis.

No treatment or self-treatment

Discuss possible implications with your hepatitis C specialist/healthcare
provider. Understand your risks of cirrhosis or liver cancer.




CANM Can Be Beneficialiin HE\/

= Cannot Ignore histerical benefits of CAM
= 40% use In liver patients suggests benefit
= Preliminary data promising

= INeed more scientific data
m May ameliorate side effects of conventional therapy.
= Use In these in whom therapy: Is contraindicated
= Use in cirrhotics
= Use in non-responders
= Potential synergy with conventional therapy

= Bridge pending advances in conventionall therapy
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