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e HBV Risk for Reactivation in Immunosuppressed Patients Algorithm
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Hepatitis C
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e HCV Simplified Treatment Algorithm

e Simplified Hepatitis C Treatment Checklist
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e Primary Biliary Cholangitis (PBC) Care Sheet

Cirrhosis
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Elevated LFTs Algorithm
Provider Eesowirce

There are many causes of elevated liver function tests (LFTs). For those with risk factors for Metabolic
Dysfunction-Associated Steatotic Liver Disease (MASLD) i.e. central obesity, high triglycerides, low HDL,
hypertension, type 2 diabetes, pre-diabetes, insulin resistance, or steatosis on imaging, refer to MASLD Algorithm.

For those with any of the following:

1. ALT > 60 on 2 or more occasions at least 3 months apart
2. Any level of abnormal LFTs if no MASLD risk factors or significant alcohol use
3. Chronic elevation of alkaline phosphatase on 3 or more occasions at least 1 month apart

Follow the steps below:

Step 1: Complete AUDIT-C

A 4 A\ 4
If alcohol intake is <2 drinks/day in a If alcohol intake is >2 drinks/day in a woman or >3
woman or <3 drinks/day in a man, drinks/day in a man, recommend cessation of all
proceed with workup below. alcohol for 3+ months. Then recheck LFTs & complete
workup (see Step 2) if LFTs remain elevated.

v \ 4
Step 2: Complete Workup for Liver Disease to Include: If impression is alcohol-related
Liver US, GGT, lipids, A1C, HBCAb (total or IgG), HBsAg, HBsAb, HCV Ab, iron liver disease, counsel about
panel, & autoimmune markers of ANA, smooth muscle antibody/actin, AMA, alcohol use & connect patient
IgG, IgM, HIV as well as CBC & LFTs if not done recently* with Behavioral Health services
Based on complete workup & clinical history, follow appropriate path below. and treatment.
A 4 \4 A\ 4
If work-up is If any of the above lab If any signs of
unrevealing & markers are positive or decompensated
impression is MASLD, if impression is still not cirrhosis or acute liver
refer to MASLD clear & patient does not disease, refer to Liver
Algorithm. fit other categories, Clinic.
refer to Liver Clinic for
evaluation.

*Many medications and supplements can cause elevated LFTs, refer to www.LiverTox.nih.gov for consideration of drugs that
cause liver injury. Other non-liver causes of ALT/AST elevation may include adrenal disease, celiac disease, or thyroid disease.

Last Modified: 03/2026
Alyssa Williams, Program Coordinator
Liver Disease & Hepatitis Program
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Metabolic Dysfunction-Associated Steatotic Liver Disease' (MASLD) Algorithm

Provider Besource

Screening Patients with Possible Steatotic/Fatty Liver for Advanced Fibrosis

Step 1: Identify Patients at Risk

1 or more metabolic risk factors:
Overweight or Obesity (BMI > 25), High
Triglycerides, Low HDL, HTN, Pre-DM, Insulin
Resistance, DM? or OSA?

Steatosis on any type of imaging or elevated
ALT < 60. If ALT > 60, refer to Elevated LFTs

Algorithm.

Step 2: History & Laboratory Tests:
Complete AUDIT-C, obtain CBC, LFTs, Screen for HBV & HCV.

Step 3: Calculate FIB-4
www.mdcalc.com/calc/2200/fibrosis-4-fib-4-index-liver-fibrosis
FIB-4 < 1.3 for < 65y FIB-4 1.3 t0 2.67 OR Sheer Wave FIB-4>2.67 OR Sheer Wave
FIB-4 < 2.0 for 65y+ Elastography > 5, Follow Step 4 Elastography >13

A 4

Indeterminate Risk
Step 4: Refer for FibroScan?

A 4
FibroScan Liver Stiffness Measurement (LSM)
LSM < 8.4 kPa LSM 8.41t0 13.5kPa | LSM > 13.6 kPa

A 4

A 4
LOW RISK: INDETERMINATE RISK: HIGH RISK:
Cqunsgl patient about lifes’Fyle Refer to Liver Clinic for Refer to Liver Clinic
modifications & repeat FIB-4 in 2-3 consideration of liver biopsy or MRE

years unless clinical circumstances

change If patient declines, lifestyle modification
(If other liver disease concerns, can consider & monitor with re-evaluation of fibrosis
FibroScan referral to Liver Clinic to assess in 2-3 years
fibrosis & steatosis)

Footnotes:

1. Metabolic dysfunction-associated steatotic liver disease (MASLD) encompasses former nomenclature: metabolic associated
fatty liver disease (MAFLD) & nonalcoholic fatty liver disease (NAFLD).

2. If patient has DM or OSA, and other concerns for MASLD, can skip to step 4.

3. Proprietary commercially available blood tests such as FibroSure™ or FibroTest™ may be considered for patients with
indeterminate or high risk based on FIB-4 where FibroScan is unavailable.

This algorithm was adapted from: Kanwal F, Shubrook JH, Adams LA, et al. Clinical care pathway for the risk stratification and B .
management of patients with nonalcoholic fatty liver disease. Gastroenterology. 2021;161(5):1657-1669. Last Modified: 03/2026

doi:10.1053/j.gastro.2021.07.049 and MASLD multi-society consensus statement, AASLD 12/2023. Alyssa Williams, Pr ogram Coordinator

Liver Disease & Hepatitis Program
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Alcohol-Associated Hepatitis (AH) Algorithm

Provider Besource

History: Recent heavy alcohol use (<6 months ago)
Common Symptoms: Malaise, RUQ pain, anorexia

platelet count decreased”

Exam: Fever, jaundice, hepatomegaly, +/- ascites, spider nevi
Lab: AST >50, AST/ALT >1.5, AST & ALT <400, Bili >3, alkaline phosphatase & WBCs increased,

A 4

Evaluate & Manage Complications

Ascites: Paracentesis for spontaneous bacterial
peritonitis.B

Encephalopathy: Asterixis present, Connect-
the-Numbers test.©

Upper-Gl Bleed: EGD for varices, rule out other
causes. Rule out infection based on clinical
presentation.

A 4

1. Complete cessation of all
alcohol.
2. Calculate modified
Maddrey Discriminant
Function (DF)E
[4.6x(Protime-Control
Protime)] + total bilirubin

folate, & zinc x Tmo.

abstinence.

Renal Failure: Hepatorenal versus renal origin.

kcal/kg.

Pre-renal/renal - stop ACEI/ARBs.
Alcohol Withdrawal: Check CIWA score.P
Alcohol Use Disorder: Treat with medication &

DF > 32 or MELD > 20

Specific Medications(1 of these drugs only)

2. Counseling for alcohol

3. Manage complications.
4. Enteral nutrition goal of >21

B O <22 el —SuovortiveCare

1. Replace fluid, electrolytes,
vitamins. Give thiamine, B12,

refer to Behavioral Health.

A4

Systemic Steroids

Starting Dose: Once daily x 4 weeks."
Methylprednisolone 32mg or Prednisolone 40mg

»After 4 weeks, taper by 8mg mPred/10mg Pred weekly.
»Consider IV N-acetylcysteine with steroids.®
»Consult Hepatologist for additional guidance.

Side Effects: Facial swelling, emotional changes, diabetes,
etc.

Contraindications to Treatment:

Uncontrolled infections, acute kidney injury w/serum
creatinine >2.5 (relative contraindication), acute upper/lower
Gl bleed, acute pancreatitis, HBV, HCV, DILI, HCC, HIV, TB.

Multiorgan Failure or Shock: Steroids most effective for
MELD 21-39. If MELD >54, steroids not beneficial.

Note:

If total bilirubin improves by >20% in 1 week without steroids,
this is a good prognosis & there is no need for steroids.

If given steroids, calculate Lille score 4 to 7 days after
steroids start.

If Lille <0.45, continue prednisolone
If Lille >0.45, STOP prednisolone

www.mdcalc.com/lille-model-alcoholic-hepatitis

A

<

A 4

Calculate MELD 3.0 for alcoholic hepatitis 90-day mortality

www.mdcalc.com/calc/10437/model-end-stage-liver-disease-meld

Requires labs (drawn on same day): CMP + INR.

Prognosis

months after acute AH.

\ 4
1. Inpatients who are discharged should be seen by a primary care provider within 1 week."

2. Inpatients with a complicated course can be referred to general Internal Medicine clinic for additional consultation.
3. Persons with AH should have a Hepatology follow up (out of town patients can have VTC) within 1-3 months. Obtain FibroScan 6

4. Persons with severe AH (DF>32) should get repeat laboratory testing, including CMP, CBC & PT/INR within a week of discharge &
then every 2-4 weeks thereafter depending on clinical progress.

Page 1 of 2
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Footnotes for Alcohol-Associated Hepatitis Algorithm

A. AST and ALT rarely = 400 in alcohol-associated hepatitis; if so, consider alternative diagnosis.

B. New presentation of clinical ascites requires diagnostic paracentesis for spontaneous bacterial peritonitis (SBP). Get
cell count, albumin and total protein on ascitic fluid & inoculate blood culture tubes at bedside, which increases culture
sensitivity by 60%. If cell count shows = 250 PMN, treat immediately for SBP before and regardless of culture results.
Clinical course of culture negative SBP is same as that of culture positive. Treat with 5-day course of 3" generation
cephalosporin, preferably cefotaxime.

C. Connect the Numbers or Numbers Connection Test can be downloaded using any common Internet search engine
such as Google. Serum NH3 level is not always reliable and is not recommended for following someone who is being
treated for encephalopathy. Treatment is lactulose with dose titrated to improve mental status and avoid diarrhea (2-3
soft bm/day). Rifaximin 550mg BID is an effective alternative with few side effects but very expensive. There is little
evidence that using both drugs at the same time is better than either alone.

D. CIWA = Follow Clinical Institute Withdrawal Assessment (of alcohol) protocol, obtain AUDIT-C at baseline.

E. Suggested control for prothrombin time is to use the mid-range of your laboratory normal values, e.g., the normal range
at Alaska Native Medical Center changes over time.

F. Prednisolone often comes in liquid preparation and is not well tolerated. Prednisone is not widely used for alcohol-
associated hepatitis since it must be metabolized to prednisolone by the liver but is acceptable in a dose of prednisone
40mg daily. Methylprednisolone is a better alternative than prednisone.

G. N-Acetylcysteine (NAC) with corticosteroids may reduce some early complications (infection, hepatorenal syndrome)
compared to steroids alone and improve 1-month mortality. (Small study showed this). This mortality benefit was not
seen at 3 or 6 months. Use same dose duration as for acetaminophen acute liver failure.

H. Hepatology service MD providers are available for telephone consultation for both Primary Care providers and Internal
Medicine providers.

For clinical questions or support:

Liver Disease & Hepatitis Program

R, (907) 729-1560 — Request to speak with a provider or nurse
Additional information and treatment resources:

@ www.anthc.org/hep

Last Modified: 03/2026
Alyssa Williams, Program Coordinator
Liver Disease & Hepatitis Program
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Elevated Alkaline Phosphatase
Provider Eesouirce

Workup of Elevation of Alkaline Phosphatase

3x ALT & 1.5x ULN
On 2 or more occasions
At least 3 months apart

A\ 4

Check GGT Abnormal

A

Origin is not liver,
evaluate for bone or
intestine disorders.

Likely hepatobiliary

l

Consider in Differential Diagnosis
Metabolic Dysfunction-

ChOlzféisk: (:ue to Associated Steatotic Primary B(lFl:;g)Clrrhoms PCnhn;?;:: Sit(i:;e(rs;g;g Alcohol Associated
g Liver Disease (MASLD) g
History & Physical Exam
[ |
RUQ US & RUQ US to assess AN D Liver function tests,
Surgical Consult ductal dilatation GGT, AMA, IgM
I I
Negative Workup, Positive.AMA or IgM
Review Medications, (possible PBC).
Supplements & )
! Alcohol Intake; Refe‘r tf) leer{ cl
Consider Gl Stop Offending Speuahst for llvgr
Consult, Agent(s) biopsy consideration
MRCP/ERCP

A

A 4

No offending agent(s)

Last Modified: 03/2026
Alyssa Williams, Program Coordinator
Liver Disease & Hepatitis Program
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Liver Disease

Liver Disease Patients General Follow-Up Guidance for PCPs

Liver Clinic F/U Frequency

When to FibroScan

Provider Eesowirce

HCC Surveillance &

Alcohol-Associated
Hepatitis — Acute

See PRN until stable then in 6
months & 1 year. Those who
have cirrhosis, see yearly.
Send patient back to PCP for
care once stable.

Ok to FibroScan initially & repeatin
6 months to see if patient has had
irreversible damage.

Recommended Labs

F4/Cirrhosis on repeat FibroScan
—-RUQ US & AFP g 6 months.

LABS: Patient/situation specific.

(AIH) High Priority:
Those on medications
with abnormal LFTs, or
non-adherence,
cirrhosis or other liver
disease.

Autoimmune Hepatitis

See yearly

Known cirrhosis, repeat FibroScan
at discretion of provider. Repeat
FibroScan can be used to follow
fibrosis trend.

F4/Cirrhosis: RUQ US & AFP g 6
months.

DEXA scan every 2-3 years for
anyone on long-term
corticosteroids.

LABS: Medication dependent, see
AIH/PBC Care Sheets.

Autoimmune Hepatitis

All - Baseline FibroScan.

LABS: Same as above.

(AIH) Medium Priority:
Stable patients who are

Yearly unless otherwise

indicated. Visits can alternate If FO-F2, repeatin 3 years,

DEXA scan every 2-3 years for

on AlH medications &
have normal LFTs

between in person and VTC.

If F3-F4, repeat in 1-2 years.
If F4, move to high priority.

anyone on long-term
corticosteroids.

Cirrhosis:
(General guidance. See

Baseline FibroScan then repeat
FibroScan at discretion of provider

RUQ US & AFP q 6 months

LABS: CMP, AFP g 6 months, &
yearly CBC, PT/INR.

have advanced fibrosis
or cirrhosis, & those
who are on hepatitis B
treatment.

. . See yearly . . . .

;:::;fni:tisg:)?mc g ;oeltor\évafslf:;))s. Is trend (increasing Baseline EGD if decompensated
cirrhosis, FibroScan fibrosis score
>20 or platelets <150,000.

Allin this category should get
RUQ US & AFP every 6 months.

Hepatitis B - High

Risk: Persons with Baseline FibroScan. Hep C carrier labs every 6 months

genotype A, C, or F, or Use FIB-4 after that: &yearly CBC & HBV DNA.

have a personal or . ;

family h/o of HCC, or See yearly fTFID-a < 1:3(<65) or < 2 (>65v%), :;::za.tlgi?r\\/ogi\:;:.ﬂ()m wm

no FibroScan needed.

If above threshold, repeat
FibroScan every 3 years.

Those on tenofovir & entecavir
need baseline creatinine;
tenofovir also needs baseline
phosphorus if CKD, repeated
d 3-6 months.

Hepatitis B - Low
Risk: Genotype B or D,
no personal or family
h/o HCC, FO-F2
fibrosis, not on hep B
treatment.

See every 3 years

Baseline FibroScan.
Use FIB-4 after that:

If FIB-4 < 1.3 (<65y) or < 2 (>65y+)
no FibroScan needed.

If above threshold, repeat
FibroScan every 3 years.

Men >40y or Women >50y, RUQ
US & AFP every 6 months.

Hep B carrier labs every 6 months
& yearly CBC & HBV DNA.

Note: If HBV DNA >2000 iu/mL,
repeat g 6months.

Page 1 of 3
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Liver Disease

Liver Clinic F/U Frequency

When to FibroScan

HCC Surveillance &

Recommended Labs

Only see seroconverted Men >40y or Women >50y, RUQ
carriers who are Genotype F US & AFP every 6 months.
. or have a family h/o HCC, . .
Hepatitis B - every 3 vears Baseline FibroScan, then use FIB-4 Hep B carrier labs every 6
Seroconverted yoy ’ after that. Same parameters as P y
Carriers other Hep B categories above months.
Others will get 6-month ’
reminder letters about HCC Obtain HBV DNA if LFTs are
screening and labs. elevated.
:é;;ii'?s‘\:/lg'f;":';\/R RUQ US & AFP g 6 months for
’ F4/Cirrhosis & those with
Follow up during treatment is F3/Advanced F|bro.s 's prior to
Ub/to provider/batient needs treatment whose FibroScans
PESL & ’ continue to indicate F3 or higher
FA/cirthosis prior to f1|2rc;?|s after treatment (FS = 9.6-
:::rt]r;:]eﬂt/’eeaé'l?r:}tcsas:::';ﬁ 23 FibroScan not needed unless FIB-4
Y- >3.25 & clinical picture does not LABS: Pre-treatment: CBC, LFTs,
e support diagnosis of cirrhosis. eGFR, AFP, HBsAg, .HCV RNA,
reassess FibroScan in 2 HIV. Preferably within the past 6
. - Otherwise, classify fibrosis of months, but HCV RNA, HIV &
years. If <8.4, no Liver Clinic . . . .
those with F4 only (no FibroScan) HBsAg can be done anytime prior
.. follow-up needed unless -
Hepatitis C . . . as follows: to start of therapy. Syphilis
fibrosis level increases. If FS .
. - screening also recommended.
continues to indicate F3 or . .
higher fibrosis, patient to be s o s e sz
sfen in Liver C’liFI)'IiC every 2 FIB-4 > 3.25 as cirrhosis Those with cirrhosis, also need
o J CBC & PT/INR within 3 months.
L See Simplified Hepatitis C
FO-F2 fibrosis prior to Treatment Checklist Women of childbearing age: .
. - Pregnancy test to be done prior to
treatment, no Liver Clinic .
initiating treatment.
follow-up needed.
Consult Liver Clinic providers ChecI.< HCV. RNA.tO assess for
. . sustained virologic response 4 or
about patients who fail HCV
more weeks after treatment
treatment (for re-treatment .
. completion.
recommendations)
F4/Cirrhosis: RUQ US + AFP
every 6 months.
Yearly, unless otherwise ) )
indicated. Baseline FIbI’OS(:‘,an LABS: LFTs every 1-3 months
PBC - If FO-F2, repeat in 3 years. when titrating meds, then q 6
YISItS can alternate between If F3-F4, repeat in 1 year. months; TSH & CBC yearly.
in-person and VTC.
DEXA scan - every 2-3 years

Page 2 of 3
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Liver Disease

Liver Clinic F/U Frequency

When to FibroScan

HCC Surveillance &

Metabolic
Dysfunction-
Associated Steatotic
Liver Disease
(MASLD)

See Initially after baseline
FibroScan.

If patient is over age 30y &
FibroScan <8.4, no defined
follow-up in Liver Clinic.
Follow-up with PCP yearly for
CBC & LFTs to check FIB-4.
PCP can refer if FIB-4
increases above 1.3 (<65y) or
2.0 (>65y) or based on
clinical review of patient over
time.

Note: APRI < 0.5 should be
used as normal cutoff for
children & teens rather than
FIB-4.

If initial FibroScan fibrosis
score>8.4 AND < 9.7 &
higher risk for MASH
development (DM, metabolic
syndrome, OSA), discuss
lifestyle changes & follow-up
in 1 year & repeat FibroScan
at that time.

If initial FibroScan > 9.7 &
<16.1, order MRE. If MRE >
3.5, discuss liver biopsy &
MASLD treatment & follow-
up in 1 year & repeat
FibroScan at that time. If
unable to repeat FS due to
severe obesity, repeat MRE 2
years after initial one.

FibroScan > 16.1 or MRE > 5
= Cirrhosis, see annually

Follow MASLD Algorithm for when
to FibroScan.

If fibrosis category increases on
subsequent FibroScan, consider
liver biopsy, MASLD treatment.

Recommended Labs

F4/Cirrhosis:

MASLD FibroScan > 13.6

(if not contradicted by lower
MRE), or MRE > 5, RUQ US & AFP
q 6 months.

LABS: LFTs, CBC, HgbA1C &
lipids yearly. Those with cirrhosis,
add CMP & PT/INR yearly.

Page 3 of 3
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FibroScan & MRE Interpretation
Provider Eesource

FibroScan Fibrosis Interpretation

Fibrosis Threshold (kPa) FO-F1 F2 F3 F4
MASLD/MASH <8.4 8.4-9.6 9.7-135 >13.6
HCV <8.4 8.4-9.5 9.5-12.7 >12.8
HCV/HIV <7.0 7.0-114 11.5-13.9 >14.0
HBV <7.2 7.2-9.3 9.4-12.1 >12.2
PBC <8.8 8.8-10.6 10.7-16.8 >16.9
Alcohol Liver Disease (ALD) <9.0 9.0-12.0 12.1-18.5 >18.6
Autoimmune Hepatitis <7.2 7.2-9.5 9.6-14.4 >14.5
Steatosis Grade S0-S1 S1 S2 S3
CAP Threshold (All Liver Disease States) <274 274 -289 290 - 301 > 302
% Fat <5% >5% >34% >67%

Persons with MASLD who have a FibroScan between 9.7 and 16.1 should have MRE.
Note: Average MASH progression by fibrosis stage is 8 years but 20% (rapid progressors) increase 1 stage every 2 years.

ANMC MRE Interpretation nvasive Cutoffs for HCC Screening for MASLD
<25 Normal FIB-4 >2.67
2.51t0 2.9 | Normal or Chronic Inflammation MRE ES)
Fi &
3t03.4 | Stage 1-2 ibroScan | > 16.1
3.5t03.9 | Stage 2-3 For MASLD: If 2 markers meet above criteria and no biopsy,
then begin HCC Surveillance (RUQ US & AFP ¢ 6 months).
4.0t04.9 | Stage 3-4
>5.0kPa | Stage 4 HCQ screenlr_lg at loyver levels can be QOne ajc discretion of
. - - - provider and discussion of pros/cons with patient.
MRE 4 to 5, discuss liver biopsy. If biopsy
contraindicated or patient declines, initiate HCC
surveillance (RUQ US, AFP q 6 months)

Last Modified: 03/2026
Alyssa Williams, Program Coordinator
Liver Disease & Hepatitis Program
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Hepatitis B
Cave Sheel

Hepatitis B (HBV) Follow Up Labs

Every 6 Months:

Liver function tests (LFTs)

Hepatitis B surface antigen (HBsAg)
Alpha-fetoprotein (AFP)

HBV DNA

Complete blood count (CBC)
Creatinine/eGFR (if on Hepatitis B antiviral therapy)

Surveillance with RUQ ultrasound every 6 months is recommended for the following populations:

Men aged > 40 years
Women aged > 50 years
Individuals with AFP levels > 10 (pregnancy should be excluded in women under age 50 prior to imaging)

Those with a history of and/or a family history of HCC
Patients with hepatitis B genotype F (at any age)
Patients with advanced liver fibrosis (Metavir stage F3 or F4)

Those with HBV DNA > 2,000 and ALT > ULN

If liver biopsy shows moderate or greater inflammation or fibrosis

Those with history of HCC with any detectable HBV DNA

Persons with moderate to advanced liver fibrosis (Metavir F2, F3, or F4)

Hepatitis B patients starting cancer chemotherapy orimmunosuppressive therapy who are HBsAg+.
Screen these patients for HBsAg and HBV DNA. Place those who are HBsAg+ on tenofovir or entecavir.

Note: All patients should be screened for hepatitis B prior to initiating cancer chemotherapy or
immunosuppressive therapy. Screening should include HBsAg and anti-HBc. If either test is positive, HBV
DNA testing should be obtained.

See Hepatitis B Medication Information on Page 2

Page 1 of 2






Liver Disease & Hepatitis Program

HBV Risk for Reactivation in Immunosuppressed Patients Algorithm

Provider Eesowirce

Test for anti-HBc (total or I1gG),
HBsAg & anti-HBs

HBsAg negative, v HBsAg iti
i : sAg positive
gl nesative HBsAg-negative, anti-HBc
positive'?
A4 4 v
No follow-up Tenofovir (TDF) 300mg daily Refer to Liver Clinic &
needed o obtain HBV DNA
Entecavir (ETV)" 0.5mg daily (if not already done)
or

Tenofovir Alafenamide (TAF) 25mg daily v

Start at time of or before initiation of

: TDF, ETV, or TAF
chemo/immune therapy

Start before or at time of
initiation of
chemo/immune therapy

Continue antiviral drug for at least 1 year
after chemo/immune therapy is
completed”

A 4

Continue antiviral therapy
indefinitely

A

Hepatology Clinic follow-
up every 1-2 years®

Lab Terminology Key Terminology Key

1.

Patients receiving immunosuppressive therapy post bone marrow or sold organ transplants who are HBsAg-
negative/anti-HBc positive should receive HBV antiviral therapy for life.

Patients receiving Rituximab or similar class anti-CD20 therapy should take HBV antiviral therapy. Clinicians may
choose to follow persons with anti-HBc who are receiving less intensive chemotherapy or TNF inhibitors and are
HBsAg and HBV DNA-negative. Check for HBV DNA periodically during therapy as uncommon reports of
reappearance of HBV DNA have occurred, but more data is needed to guide any specific recommendation.

Tenofovir should be used instead of entecavir in patients exposed previously to lamivudine, telbivudine, adefovir or
emtricitabine. Entecavir or tenofovir alafenamide are preferred in patients with renal disease or receiving potentially
renal toxic chemotherapeutic agents or if HBV DNA is = 20,000 IU.

Patients receiving potent immunotherapy with anti-CD20 agents or other intensive therapy should consider continuing
HBV antiviral prophylaxis indefinitely.

Patients receiving potent immunotherapy with agents that target B cells or other intensive therapy should continue to
have HBV DNA tested for a longer period.

Page 1 of 2
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Other Names for Hepatitis B Labs and/or Definitions

HBsAg = Hepatitis B Surface Antigen — Hep B Surface Ag: If Positive/Reactive = Infection

Anti-HBs = Hepatitis B Surface Antibody = Hep B Surface Ab: If Positive/Reactive = Immunity

Anti-HBc Total or Anti-HBc IgG = Hepatitis B Core Antibody = Hep B Core Ab: If Positive/Reactive = Immune
IgM anti-HBc = Hepatitis B Core Antibody IgM = HBc — IgM: If Positive/Reactive = Acute Hepatitis B Infection

* If Hep B Surface Ab results in non-reactive in previously immunized person, booster dose is not needed. *

Questions or Concerns?

For clinical questions or support:
Liver Disease and Hepatitis Program
t. (907) 729-1560 — Request to speak with a provider or nurse

Additional information and treatment resources:

@ www.anthc.org/hep

References
Hepatitis B Vaccine: Results of a 30-Year Follow-Up Study & Response to a booster Dose. J Infect Dis. 2016;
214(1): 16-22.

Last Modified: 03/2026

Alyssa Williams, Program Coordinator
Liver Disease & Hepatitis Program
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Interpretation of Hepatitis B Serologic Test Results

Hepatitis B serologic testing involves measurement of several hepatitis B
virus (HBV) specific antigens and antibodies. Different serologic “markers”
or combinations of markers are used to identify different phases of HBV
infection and to determine whether a patient has acute or chronic HCV
infection, is immune to HBV as a result of prior infection or vaccination or is
susceptible to infection.

Serology Results Interpretation
HBsAg negative
anti-HBc negative | Susceptible
anti-HBs negative
HBsAg negative
anti-HBc positive | Immune due to natural infection
anti-HBs positive
HBsAg negative
anti-HBc negative | Immune due to hepatitis B vaccination
anti-HBs positive
HBsAg positive
anti-HBc positive .
IgM anti-HBc positive Acutely infected
anti-HBs negative
HBsAg positive
anti-HBc positive . .
IgM anti-HBc negative Chronically infected
anti-HBs negative

Interpretation unclear, four possibilities:

HBsAg negative | 1. Resolved infection (most common)
anti-HBc positive | 2. False-positive anti-HBc, thus susceptible
anti-HBs negative | 3. “Low level” chronic infection

4. Resolving acute infection

Provider Besource

Hepatitis B surface antigen (HBsAg):

A protein on the surface of hepatitis B virus; it
can be detected in high levels in serum
during acute or chronic hepatitis B virus
infection. The presence of HBsAg indicates
that the person has active hepatitis B. The
body normally produces antibodies to HBsAg
as part of the normal immune response to
infection. HBsAg is the antigen used to make
hepatitis B vaccine.

Hepatitis B surface antibody (anti-HBs):

The presence of anti-HBs is generally
interpreted as indicating recovery and
immunity from hepatitis B virus infection.
Anti-HBs also develops in a person who has
been successfully vaccinated against

hepatitis B.

Total hepatitis B core antibody (anti-HBc):
Appears at the onset of symptoms in acute
hepatitis B and persists for life. The presence
of anti-HBc indicates previous or ongoing
infection with hepatitis B virus in an
undefined time frame.

IgM antibody to hepatitis B core antigen

(IgM anti-HBc):
Positivity indicates recent infection with

hepatitis B virus (<6 months). lts presence

indicates acute infection.

Adapted from: A Comprehensive Immunization Strategy to Eliminate Transmission of Hepatitis B Virus Infection in the United States:
Recommendations of the Advisory Committee on Immunization Practices. Part I: Immunizations of Infants, Children, and Adolescents. MMWR

2005;54(No. RR-16).

Last Modified: 03/2026
Alyssa Williams, Program Coordinator
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Hepatitis C

Diagnosis

|‘$
3

Hepatitis C infection is confirmed when a positive hepatitis C virus (HCV) antibody test is followed by detectable
HCV RNA or if HCV RNA POC test is positive (without HCV antibody testing). A positive HCV antibody test with
undetectable HCV RNA indicates prior exposure to hepatitis C without current active infection.

For individuals with active hepatitis C infection, ongoing monitoring should include liver function testing (LFTs) and
alpha-fetoprotein (AFP) every 6 months, along with an annual complete blood count (CBC). Treatment is
recommended for all patients with confirmed active infection.

Who & When to Treat

Treatment is recommended for all adults with active hepatitis C confirmed by detectable HCV RNA. Children aged
3 years and older may also be eligible for treatment. Consultation with a liver disease specialist is recommended
for pediatric cases.

Commonly Used Treatment Regimens

Mavyret® (Glecaprevir/Pibrentasvir) Epclusa® (Sofosbuvir/Velpatasvir)

e Pan-genotypic regimen (effective for all HCV e Pan-genotypic regimen.
genotypes). e Treatment-naive adults without cirrhosis or with

e Treatment-naive adults without cirrhosis or with compensated cirrhosis: 1 tablet daily for 12
compensated cirrhosis: 3 tablets taken once weeks.
daily with food for 8 weeks. e Can be given in decompensated cirrhosis.

e Not recommended for patients with e Consultation with a liver disease specialist is
decompensated cirrhosis (Child-Pugh score >6). recommended for treatment of decompensated
Specialist consultation is advised if cirrhosis is cirrhosis and hepatitis C in children.
present.

Retreatment

Patients requiring retreatment due to treatment failure should be evaluated in consultation with a liver disease
specialist prior to initiating therapy.

Links for Clinical Care/Clinical Calculators

Drug-Interactions Checker: Child-Turcotte-Pugh (CTP) Calculator
e www.hep-druginteractions.org/checker o www.hepatitisc.uw.edu/page/clinical-
calculators/ctp
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Prescription Assistance Information

Pharmaceutical Company Sponsored Programs:

e myAbbvie Assist (Mavyret) e Gilead Support Path (Epclusa)
Call 1-877-628-9738 or online: Call 1-855-769-7284 or online:
www.abbvie.com www.mysupportpath.com

Questions or Concerns?

For clinical questions or support:
Liver Disease and Hepatitis Program
t. (907) 729-1560 - Request to speak with a provider or nurse

@ www.anthc.org/hep

Last Modified: 03/2026
Alyssa Williams, Program Coordinator
Liver Disease & Hepatitis Program
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HCV Simplified Treatment Algorithm

Provider Besource

Step 1: Calculate FIB-4

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

Assess for Cirrhosis:

FIB-4 > 3.25 or any of the following:

e Transient elastography (e.g. FibroScan) fibrosis
score > 12.5 kPa

¢ Noninvasive serologic tests above proprietary
cutoffs for cirrhosis (e.g., FibroSure, FibroTest)

e Clinical evidence of cirrhosis (surface
nodularity and/or splenomegaly on imaging,
platelet count < 150,000)

e  Prior liver biopsy showing cirrhosis

\ 4

FIB-4 < 3.25 & no clinical
signs of cirrhosis

A 4

FIB-4 > 3.25 or clinical
signs of cirrhosis

\ 4

Calculate CTP Score

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

Step 2: Proceed with Simplified Treatment
See Simplified Hep C Tx Checklist

A

Note: Patients with compensated cirrhosis can be
treated in Primary Care setting. For questions about
cirrhosis & treatment, please consult Liver Clinic or

refer for evaluation. Persons with cirrhosis should
have annual follow up with Liver Disease Specialist.

CTP<6 CTP>6

Consult with Liver
Disease Specialist &

refer to Liver Clinic for
cirrhosis follow-up

Last Modified: 03/2026
Alyssa Williams, Program Coordinator
Liver Disease & Hepatitis Program
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Simplified Hepatitis C Treatment Checklist
Provider Eesouirce

Step 1. Calculate FIB-4 Score & Assess for Cirrhosis: www.hepatitisc.uw.edu/page/clinical-calculators/fib-4

If FIB-4 < 3.25 and no clinical signs of cirrhosis, proceed to Step 2. If FIB-4 > 3.25, or FibroScan fibrosis score >
12.5kPa, or liver biopsy or a serum fibrosis test (FibroTest or FibroSure) indicates cirrhosis, or there is clinical evidence
of cirrhosis, calculate CTP score.

CTP Score Calculator: www.hepatitisc.uw.edu/page/clinical-calculators/ctp

Consult Liver Disease Specialist if CTP score > 6. See page 2 regarding follow-up after treatment.

Step 2. Complete Pretreatment Labs & Assessment

[ Pregnancy test & counseling about pregnancy prevention should be
provided to women of childbearing age. If pregnancy test is positive, refer to
AASLD Guidance at www.hcvguidelines.org/guidance/hcv-in-pregnancy/
before beginning treatment (guidance subject to change).

LABS Before Beginning Treatment:

O CBC

[0 Hepatic function panel & eGFR

I PT/INR (only needed if cirrhosis)

Acceptable within 6 months: | [ AFP (recommended for patients who have cirrhosis)

O Quantitative HCV RNA

O HIV antigen/antibody

O Hepatitis B surface antigen’

O Syphilis screening

[0 Genotype (only needed it patient has cirrhosis & planning to treat with
Sofosbuvir/Velpatasvir (Epclusa)

[J Review/record current medications, including OTC drugs and herbal/dietary supplements.

[ Assess for drug-use interactions at: www.hep-druginteractions.org

[ In those with HIV, simplified treatment should not be used in those on TDF containing regimens with eGFR <60
ml/min because of need for additional monitoring. Consult with EIS or Liver Clinic Provider.

Step 3. Write Prescription & Start Treatment

Treatment Options: Mavyret 3 tablets daily x 8 weeks or Epclusa 1 tablet daily x 12 weeks

Acceptable within 6 months if no
cirrhosis or 3 months if cirrhosis:

Anytime Prior:

O Identify insurer & determine if Prior Authorization (PA) needed. 0 Educate patient about how to take

Note: Alaska Medicaid does not require PA for Simplified HCV Treatment. | medications, importance of adherence, and re:
[ If no insurance, link to patient assistance programs: prevention of reinfection.

For Mavyret: www.abbvie.com/patients/patient-assistance.html O Offer/link patients with ongoing substance
For Epclusa: www.mysupportpath.com use issues with harm reductions supplies.

Persons with ongoing substance use issues should be treated for hepatitis C. Do not delay. You can use AUDIT-C & PHQ-9 to
determine if patient would benefit from referral to Behavioral Health/Substance Use Treatment Program; however, there is no HCV
treatment contraindication if someone is drinking alcohol or using substances.

Monitoring During Treatment

[ Instruct patients taking diabetes meds to monitor for [0 Refer to Hepatology or other specialist if worsening
hypoglycemia. liver blood tests (e.g., bilirubin, AST, ALT), jaundice,

[ Inform patients taking warfarin of the potential for ascites, encephalopathy, or new liver-related symptoms.
changes in their anticoagulation status. Monitor INR for [J No laboratory monitoring is required for other patients.
sub-therapeutic anticoagulation. [ Instruct patient re: importance of follow-up labs after
[ An in-person or telehealth/phone visit may be treatment to assess for cure.

scheduled, if needed, for patient support, assessment of

symptoms, and/or new medications.

Page 1 of2 1If HBsAg+, consult with Hepatology specialist before beginning treatment.
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IMPORTANT! TEST FOR CURE

[0 12 weeks or more after treatment completed, obtain HCV RNA & LFTs. Negative HCV RNA at this time (SVR 12) is
proof of cure of hepatitis C. If there is concern the patient will be lost-to-follow up, you can draw HCV RNA & LFTs 4
weeks after treatment completion (SVR 4) instead. SVR 4 has been shown to correlate with SVR 12 (PPV 99%).

Monitoring After Treatment (For those who have achieved a cure)

[ If ALT/AST remain elevated, assess for other causes of liver disease. See Elevated LFTs Algorithm.

For those determined pretreatment to have cirrhosis (F4):
[0 RUQ US & AFP g 6 months; yearly CBC, CMP, AFP, PT/INR
[ Yearly Liver Clinic appointment. FibroScan to be done at discretion of provider.

For those who did not have cirrhosis prior to treatment, no f/u necessary following assessment of cure.

[ Counsel persons with risk for HCV infection (ongoing IDU, MSM having condomless sex) about risk reduction and
obtain HCV RNA yearly to test for reinfection.

Follow-Up for Patients Who Do Not Achieve Cure

[ Refer patient to Liver Clinic or other liver disease ) )
specialist for evaluation for re-treatment [0 Counsel patients to avoid excess alcohol use and

those with cirrhosis to abstain from alcohol to avoid

I If unable to retreat, assess for liver disease progression progression of liver disease.

every 6-12 months with LFTs, CBC, and INR.

Questions or Concerns?

For clinical questions or support:

Liver Disease and Hepatitis Program
. (907) 729-1560 - Request to speak with a provider or nurse
Additional information and treatment resources:

e CTP Score Calculator: www.hepatitisc.uw.edu/page/clinical-calculators/ctp

e FIB-4 Score Calculator: www.hepatitisc.uw.edu/page/clinical-calculators/fib-4
e www.hep-druginteractions.org

e www.hcvguidelines.org/guidance/hcv-in-pregnancy/

e www.anthc.org/hep

Adapted from AASLD/IDSA Hepatitis C Guidelines; available at www.hcvguidelines.org

Last Modified: 03/2026
Alyssa Williams, Program Coordinator
Liver Disease & Hepatitis Program
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Guidance on Hepatitis C Treatment: Incomplete Adherence

Provider Besource

Recommended Management of DAA Treatment Interruptions for Treatment-Naive Patients, Without Cirrhosis or

with Compensated Cirrhosis, Receiving Glecaprevir/Pibrentasvir or Sofosbuvir/Velpatasvir

Note: Consult Liver Disease Specialist if unsure how to proceed.

Interruptions During First 28
Days of DAA Therapy

Missed <7 Days

Restart DAA therapy immediately.
Complete therapy for originally planned
duration (8 or 12 weeks).

Missed >8 Days

Restart DAA therapy immediately.
Restarting DAA takes precedence
over obtaining HCV RNA level.
Obtain HCV RNA test as soon as
possible, preferably the same day as
restarting the DAA therapy.

If HCV RNA is negative
(undetectable) complete originally
planned DAA treatment course (8 to
12 weeks). Recommend extending
DAA treatment for an additional 4
weeks for patients with genotype 3
and/or cirrhosis.

If HCV RNA is positive (>25 IU/L), or
not obtained, extend DAA treatment
for an additional 4 weeks.

DAA, direct-acting antiviral; HCV RNA, hepatitis C virus
ribonucleic acid; SVR12, sustained virologic response 12
weeks after end of treatment.

Adapted From: AASLD-IDSA. (2025). Incomplete Adherence.
Recommendations for Testing, Managing, & Treating Hepatitis C.
https://www.hcvguidelines.org/guidance/incomplete-adherence/

Last Modified: 03/2026
Alyssa Williams, Program Coordinator
Liver Disease & Hepatitis Program

Interruptions After Receiving
>28 Days of DAA Therapy

Missed <7 Days

Restart DAA therapy immediately.
Complete DAA therapy for originally
planned duration (8 or 12 weeks).

Missed 8-20 Consecutive Days

e Restart DAA therapy immediately.
Restarting DAA takes precedence
over obtaining HCV RNA level.

e Obtain HCV RNAtest as soon as
possible, preferably the same day as
restarting the DAA therapy.

e If HCV RNA is negative
(undetectable) complete originally
planned course (8 or 12 weeks).
Recommend extending DAA
treatment for an additional 4 weeks
if patient has genotype 3 and/or
cirrhosis.

e If HCV RNA is positive (>25 IU/L), or
not obtained, stop treatment and
retreat according to
recommendations in the
Retreatment Section.

Missed >21 Consecutive Days

Stop DAA treatment and assess for
SVR12. If SVR12 not achieved, retreat
according to recommendations in the
Retreatment Section.
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Rapid Hepatitis C Test & Treat Algorithm
Provider Eesource
Initial Visit

Point of Care Testing (POC)

HCV RNA, Pregnancy, HIV

HCV RNA Positive

¢ Prior DAA Treatment?

¢ Known HBsAg Positive?

¢ Known Hepatocellular Carcinoma?

+ Clinical evidence and/or history of
decompensated cirrhosis defined as: ascites,
hepatic encephalopathy, jaundice, varices?

+ Medication Reconciliation Consult Liver Disease
www.hep-druginteractions.org/checker

¢ Medication given at initial visit

¢+ Draw labs: AST/ALT/PLT/HBsAg"

+ Discussion of risks of HBV coinfection®

+ Instruct patient to start medication & will be

contacted if HBsAg is positive

+ Initiate treatment with:
Glecaprevir/Pibrentasvir x 8 weeks

or

Sofosbuvir/Velpatasvir x 12 weeks

Specialist

Drug interaction exists

Consult Pharmacist or
Liver Disease Specialist

HBsAg Positive HBsAg Negative

Continue HCV therapy & Continue HCV Therapy
contact patient to initiate
HBV therapy OR monitor
per AASLD/IDSA HCV
Guidance

v

Specialist referral for long

term HBV management

Adapted from AASLD/IDSA Hepatitis C Guidelines; AASLD

Test & Treat Algorithm; available at www.hcvguidelines.org
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Fo I.l.OW' U p HCV RNA 4-12 weeks® after

completion of therapy

Negative

Sustained Virologic Response Specialist Referral

Pre Treatment FIB-4 > 3.25,
transient elastography
consistent with cirrhosis
and/or history of
decompensated cirrhosis
(jaundice, ascites, varices,
hepatic encephalopathy)

No HCV related follow up + Routine cirrhosis monitoring (can be initiated during therapy)
unless ongoing risk ¢ Ultrasound/AFP surveillance for hepatocellular carcinoma every 6 months
factors for HCV ¢+ Endoscopic surveillance for varices per AASLD guidance
reinfection then yearly + Yearly HCV RNA testing if ongoing risk factors for HCV infection
HCV RNA + Monitoring for signs of decompensated liver disease

A. AST, ALT, and platelet count (PLT) may be deferred if transient elastography was completed within the past 6 months.
Otherwise, AST/ALT and PLT can be obtained anytime within 6 months before treatment initiation or at the time treatment
begins. HBsAg testing may also be completed anytime before or at treatment initiation.

B. Unrecognized active hepatitis B virus (HBV) infection carries a risk of HBV flare and reactivation during hepatitis C virus
(HCV) treatment. If HBsAg results are unavailable, a discussion of the risks and benefits of starting HCV treatment should
occur. This discussion should include shared decision-making that considers patient preferences, provider comfort
managing potential HBV/HCV coinfection, access to HBV treatment services, ability to maintain patient follow-up, and the
overall risk of underlying HBV infection and reactivation. If both patient and provider choose to defer direct-acting antiviral
(DAA) therapy until HBsAg results are available, the DAA regimen may be dispensed with instructions for the patient to wait
for provider guidance before starting treatment.

C. Quantitative HCV RNA PCR testing by venipuncture is preferred; however, point-of-care qualitative testing may be used to
assess sustained virologic response (SVR) in settings where venipuncture is not readily available (e.g., primary care clinics,
correctional facilities, substance use treatment programs, mobile services, or telehealth programs). If there is concern about
suboptimal adherence to direct-acting antiviral (DAA) therapy, providers may consider checking HCV RNA at week 4 of
treatment. Assessment of SVR at 12 weeks after treatment completion (SVR12) with HCV RNA testing is recommended to
confirm cure, particularly in patients with cirrhosis.

Last Modified: 03/2026
Alyssa Williams, Program Coordinator
Liver Disease & Hepatitis Program
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Autoimmune Hepatitis (AlH)
Cave Sheel

AlIH Treatment Medications

Azathioprine is commonly used as first-line
maintenance therapy once liver function tests (LFTs)
have stabilized with corticosteroid treatment.
Thiopurine methyltransferase (TPMT) enzyme
tivity should alw e essed prior to
initiation. If activity is normal, treatment is typically
started at a low dose (e.g., 25mg once daily) and
gradually increased under the guidance of a Liver Clinic
specialist. A complete blood count (CBC) with
differential should be checked approximately two
weeks after initiation and following any dose
adjustments. Clinicians should monitor for signs of

bone marrow suppression, including anemia,
neutropenia, and thrombocytopenia. Other potential
serious adverse effects include pancreatitis, hepatitis,
and alopecia.

Budesonide may be used to help reduce side effects
associated with prednisone or methylprednisolone. It
can be used concurrently with systemic corticosteroids
or as an alternative, although it is generally less
effective for inducing remission. Budesonide should
not be used in patients with decompensated cirrhosis
or acute severe autoimmune hepatitis.

Mycophenolate is typically used as a second- or third-
line treatment when azathioprine or tacrolimus are not

Page 1 of 4

tolerated. Therapy is generally initiated at a low dose
(e.g., 500mg twice daily) and titrated under the
guidance of a Liver Clini



























