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HCV Treatment for Medicaid Enrollees
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Quick Mavyret Overview

* Mavyret is a single tablet regimen containing two HCV medications:

 glecaprevir 100 mg, an NS3/4A protease inhibitor
* pibrentasvir 40 mg, an NS5A replication complex inhibitor

* Indicated for cure of Hepatitis C in persons at least 12 years old and > 45 kg
* Dose is 3 Mavyret tablets once daily with meal for 8 weeks
* 93-100% cure rate in treatment naive patients and all HCV genotypes

* Most common side effects are headache and fatigue
* Discontinuation for side effects is very rare

* Warnings:
* Hepatitis B reactivation can occur in HBV/HCV coinfected patients causing liver
necrosis or death
* Liver decompensation or death can occur in patients with current or prior
decompensated cirrhosis
e Certain drug interactions can cause treatment failure or increase the rate of adverse
events



Adapting AASLD/IDSA Streamlined HCV Treatment to Michigan

Without Cirrhosis

Simplified HCV Treatment Algorithm for Treatment-Naive Adults Without Cirrhosis

WHO IS NOT ELIGIBLE FOR SIMPLIFIED TREATMENT
Adhin it cheoric hepafiie C {any ganctype) Patents who have any of the following characlerstics:
who do not have cirhosis = Prior hepatitis C treatment

and have not previcusly received hepatitis C treatment | » Cirrhosis (s
* End-stage renal disease (ie, eGFR <30 mL/MINmF) mes fusews win R impairment sscton)
* HIV or HBeAg posifive
= Cusrent pregnancy
» Known or suspected hepatocellular carcinoma
* Prior liver transplantation

PRETREATMENT ASSESSMENT*

= Calculate FIB-4 score, = Pretreatment laboratory testing
= Cirhosis assessment: Liver biopsy is not required. For the Within 6 months of intiafing treatment
purpose of this guidance, a paient is presumed to have cimhosis » Complete blood court (CBC)
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cinhosis (eg, FibroSure, Enhanced Liver Fibrosis Test, etc) Any time prior to starting antiviral therapy:
+ Clinical evidence of cimhosis: (eg. liver nodularity andior * Quantitative HCW RNA (HCV viral load)
splenomegaly on imaging, platelet count <150,000/mm?, etc) - HIV antiganfaniibody test
+ [Prior liver biopsy showing cimhosis » Hepatifis B surface antigen
« Medication reconciliation: Record current medications, including Before initiating antiviral therapy
over-the-counter drugs, and herbalidietary supplements. » Serum pregnancy teating and counssing sboul pregnancy
= Potential drug-drug interaction assessment: Drug-drug risks of HCV medication should be offered to women of
interactions can be assessed using the AASLDADSA guidance childbearning age.

or the University of Liverpeol drug interaction checker.
= Education: Educate the patient about proper administration of
medications, adherence, and prevention of reinfection.
RECOMMENDED REGIMENS"

Gh ir (300 mg) / pib ir (120 mg) Sofosbuvir (400 mg) / velpatasvir (100 mg)
‘taken with food for a duration of B weeks for a duration of 12 weeks

ON-TREATMENT MONITORING
= Inform patients taking diabetes medication of the pdn'rhdh(wmmbchypnghnum Manitoring for hypoglycemia is recommended

= Inform patients: taking warfarin of the potential for changes: in their ant status. itoring INR for subtherapeutic
anticoagulation is recommended.
* No laboratory monitoring is required for other patients.
= Anin-person or e visit may iled, if needed, for patient support, assessment of symploms, andior new medications.
POST-TREATMENT FOLLOW-UP AFTER FOLLOW-UP FOR PATIENTS WHO DO
ASSESSMENT OF CURE (SVR) ACHIEVING VIROLOGIC CURE (SVR) NOT ACHIEVE A VIROLOGIC CURE
* Assessment of quantitative HCV * Mo liver-related follow-up is recommended  + Patients in whom initial HCV freatment
IRMA and a hepatic function panel are fior noncimhotic patients who achieve SVR. fails to achieve cure (SVR) should be
recommended 12 weeks o later following . patients with ongoing risk for HCV infection  Svaluated for retreatment by a specialist, in
completion of therapy to confirm HCV (eg, intravenous drug use or MSM engaging accordance with AASLDADSA guidance.
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fransaminase nomal about risk reduction, and tested for HCV assessment for disease progression every
= Assessment for other causes of liver RNA annually and whenever they develop & to 12 months with a hepatic funclion
dmhmkxm elevated ALT, AST, or bilirubin. panel, CBC, and INR iz recommended.
mmwmm * Advise patients to avoid excess alcohol use. « Advise patients to avoid excess alcohol use.
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With Compensated Cirrhosis

Simplified HCV Treatment Algorithm for Treatment-Naive Adults With Compensated Cirrhosis
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Which Medicaid enrollees are eligible for streamlined
HCV treatment with Mavyret?

* Persons 12 years and older, not pregnant, with active hepatitis C
* Hepatitis C RNA present in blood samples
e Other medications available for 3-12 year olds
» Defer treatment in pregnant and lactating women

* Persons whose medications do not have important Mavyret drug-drug
interactions

* Medicaid patients requiring a different hepatitis C drug will need a prior
authorization; the PA does not include a specialist nor a sobriety requirement

* For additional information about HCV and other direct acting antiviral
medications, please see the HCV Elimination in Michigan slide set and
video available on this website.



While most patients can be treated in primary
care, some should be referred to a specialist

* Patients who should be referred to a specialist or co-managed with a
specialist:
e Patients with prior hepatitis C treatment failure

Patient with active hepatitis B: Hep B Surface antigen OR isolated Hep B Core
total antibody

Active HIV infection

Persons with decompensated cirrhosis

Prior liver transplant or other organ transplant
Liver cancer



Screen and confirm active HCV infection

* Hepatitis C antibody is a screening test
* About 20% of persons clear hepatitis C infection
e These individuals remain antibody positive without active viral infection

* Confirm infection with Hepatitis C RNA or viral load test

* Some laboratories offer reflex testing — a sample positive for hepatitis C
antibody is automatically tested for HCV RNA without obtaining another
sample

* Pricing differs among laboratories but reflex testing saves the provider and
patient an extra visit and an extra blood draw.



HCV Diagnostic Testing

Recommended Testing Sequence for Identifying

Current Hepatitis C Virus (HCV) Infection

HCV
— antibody
\

Not Detected

Detected
v

[ No HCV antibody detected ] [ No current HCV infection ] [ Current HCV infection ]

\J
é [ Additional testing as appropriatet ] Link to care

Some laboratories offer reflex testing: a sample positive for hepatitis C antibody is
automatically tested for HCV RNA without obtaining another sample

DA




HCV Baseline Assessment: Focused History

Prior HCV diagnosis?
* If so, when initially diagnosed?
Was there prior HCV treatment?

e Which meds?
e \Was treatment unsuccessful?

Review symptoms of liver decompensation or portal hypertension
* Jaundice, ascites, encephalopathy, Gl bleeding
» History of decompensated cirrhosis requires referral to a specialist for treatment

Other health conditions that require consultation for HCV treatment
* HBV, HIV, pregnancy

Update the medication list including supplements

* |s Mavyret compatible?
What was the presumed route of HCV acquisition and are their ongoing potential
exposures?

* Opportunity for drug or alcohol treatment or HIV/STD testing and treatment

What is patient’s experience with medication adherence?
* Planning intensity of monitoring on treatment



Assessing Drug Interactions

* Most common or important drug interactions with Mavyret
e Contraindicated due to low Mavyret levels: atazanavir, rifampin
* Not recommended due to reduced effect: carbamazepine, efavirenz, St. John’s wort
* Not recommended due to increased ALT on treatment: estrogens
* Reduce dose or discontinue during Mavyret treatment: statins

e Check for interactions with all the medications and supplements
* Liverpool University Drug Interaction Checker
* Website: Liverpool HEP Interactions (hep-druginteractions.org)
* Smartphone app: Hep iChart
e AASLD website: hcvguidelines.org
* Mavyret Prescribing Information

* Mavyret is known to be safe with buprenorphine, methadone, and naloxone
* It is expected to be safe with naltrexone

Mavyret full prescribing information; hep-druginteractions.org


https://www.hep-druginteractions.org/checker

HCV Baseline Assessment: Clinical Exam

Clinical evidence of health behaviors: drug injection or alcohol
Clinical evidence of obesity or metabolic syndrome

Clinical presence of liver dysfunction

* Enlarged or shrunken nodular liver

 Splenomegaly

 Spider hemangioma and palmer erythema

* Jaundice

* Purpura or evidence of abnormal bleeding

* Ascites

* Encephalopathy



Baseline Assessment: Laboratory Testing

For all patients:
e CBC with differential and platelet count
e Chemistry (creatinine, AST, ALT, bilirubin, albumin)
* PT/INR

e Serum pregnancy test (if applicable)

Hepatitis B surface antigen, B surface antibody, B core total antibody (not IgM)
Hepatitis A total antibody (not IgM)
HIV testing (HIV 1/2 antigen antibody combo test)

Needed only in special circumstances:

 Commercial blood tests for fibrosis: HCV FibroSure, FibroSpect, FibroMeter, etc.
* HCV genotype

* HCV resistance associated variant testing (NS5A RAVs, NS3/4A RAVs)

» Testing for other causes of liver disease



Assessing Liver Fibrosis

e Streamlined assessment for cirrhosis:

* FIB-4: calculated from age, AST, ALT, and platelet count
e >3.25 considered cirrhosis

e Current or prior clinical evidence of cirrhosis:
* Prior commercial lab test result of F4 (F4 fibrosis=cirrhosis)
* Prior elastography result >12.5 kPa
* Nodular liver or splenomegaly on ultrasound
* Platelet count <150,000
* Prior liver biopsy showing cirrhosis

 Commercial blood tests of liver fibrosis give more specific results
* (FibroSure, FibroTest, FibroMetric, etc.)

 Elastography

* Liver ultrasound has poor sensitivity for cirrhosis but is used to screen for
hepatocellular cancer



Assessing Liver Fibrosis

| M Share ‘

Fibrosis-4 (FIB-4) Calculator

The Fibrosis-4 score helps to estimate the amount of scarring in the liver. Enter the required values to calculate the FIB-4 value.
It will appear in the oval on the far right (highlighted in yellow).

Age (years) AST Level (U/L)

FIB-4 = Platelet Count (10°/L) =
ALT (U/L)

Interpretation:

Using a lower cutoff value of 1.45, a FIB-4 score <1.45 had a negative predictive value of 90% for advanced fibrosis
(Ishak fibrosis score 4-6 which includes early bridging fibrosis to cirrhosis). In contrast, a FIB-4 >3.25 would have a
97% specificity and a positive predictive value of 65% for advanced fibrosis. In the patient cohort in which this
formula was first validated, at least 70% patients had values <1.45 or »3.25. Authors argued that these individuals
could potentially have avoided liver biopsy with an overall accuracy of 86%.

Sources

Sterling RK, Lissen E, Clumeck N, et. al. Development of a simple noninvasive index to predict significant fibrosis patients with
HIV/HCV co-infection. Hepatology 2006;43:1317-1325.

Fibrosis-4 (FIB-4) Calculator - Clinical Calculators - Hepatitis C Online (uw.edu)



https://www.hepatitisc.uw.edu/page/clinical-calculators/fib-4

Assessing Cirrhosis:
Child-Turcotte-Pugh (CTP) Score

A: 5-6 points, compensated, 2 yr survival 85%
B: 7-9 points, decompensated, 2 yr survival 57%

C: > 10 points, decompensated, 2 yr survival 35%

Child-Turcotte-Pugh (CTP) Calculator - Clinical Calculators - Hepatitis C Online (uw.edu)



https://www.hepatitisc.uw.edu/page/clinical-calculators/ctp

Management of Cirrhosis

 (Can treat patients who never had liver decompensation with
Mavyret for 8 weeks

 Refer patients who have or have had decompensated liver
disease to hepatologist or liver transplant specialist

 Surveillance for hepatocellular cancer || Assessment for portal hypertension
* Liver ultrasound

* EGD for surveillance for varices
* Prior to treatment

* No EGD is necessary if:

and
 Every 6 months after treatment Elastograpcliqzc;esult <20 kPa
* Alpha-feto-protein (AFP) in addition is ana

optional * Platelet count > 150,000




Treatment with Mavyret

* Three tablets by mouth once daily with food for 8 weeks

e Carton with one month supply contains 4 weekly cartons
* Each weekly carton contains 7 wallets with 3 tablets each
e Patient may access medication directly from pharmacies,
by mail order, or may pick up at your facility

* Most patients need monitoring for adherence only
* No labs are necessary during treatment for the majority of patients

* Adherence management may involve:

* One phone call during initial treatment and a second call when starting 2"
month

* More frequent phone calls, telehealth visits or face-to-face encounters
e Daily text, phone call, or in-person reminders



Monitoring on Treatment

 Patients on diabetic medications need monitoring for hypoglycemia

as their liver function improves on treatment

 Patients on anticoagulants like warfarin need monitoring for
anticoagulation effect as their liver function improves on treatment

* Additional lab monitoring during treatment is at the discretion of the

provider

* Lab testing with ALT, AST and HCV RNA is required 12 weeks after

completion of treatment

Warfarin _ g




Follow-up After Treatment

* Cure is defined as undetectable HCV RNA on a blood sample obtained at
least 12 weeks after completion of treatment
e Sustained Virologic Response at 12 weeks (SVR12)
e Persons who do not achieve SVR12 must be reassessed for the cause of

treatment failure
e Persons who achieve SVR12 but have elevated ALT or AST must be assessed for

other causes of liver disease

* Persons with ongoing HCV exposure after cure should be monitored with
repeat HCV RNA at least annually

* Persons with cirrhosis need:
* Ongoing HCC surveillance with ultrasound every six months

and
* Periodic re-evaluation for esophageal varices



Resources for Providers

MDHHS website: We Treat Hepatitis C
e Mi.gov/WeTreatHepC

MATEC 24/7 consults
e (313) 408-3483

* Henry Ford Hepatitis C consultation line M-F, 9-5pm
e (313) 575-0332

* Michigan Medicine viral hepatology
o (844)233-0433

AASLD website:
* hcvguidelines.org

Liverpool drug interaction website:
* https://www.hep-druginteractions.org/checker
* Smartphone app: Hep iChart

* University of Washington Hepatitis C Course Modules
* https://www.hepatitisc.uw.edu/



https://gcc02.safelinks.protection.outlook.com/%3Furl=http:/www.michigan.gov/wetreathepc&data=04%7C01%7CLadiskyM@michigan.gov%7Cdb101c1ef4a74eacb45808d8fe013352%7Cd5fb7087377742ad966a892ef47225d1%7C0%7C0%7C637538628706731210%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%253D%7C1000&sdata=uGfjQxGAweaIrgD7KI47oPRV6tl7l3wGg8OiHw4eh%252Bw%253D&reserved=0
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Questions?

WSU-AREC@gmail.com
Questions answered within 24 — 48 hours
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