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(1) Identify current CDC recommendations regarding 
testing and follow-up for health care professionals 
potentially exposed to hepatitis C

(2) Discuss how the “Undetectable = Untransmittable (U=U)” 
health equity initiative may help inform clinical decision 
making regarding HIV post-exposure prophylaxis 

(3) Compare various HIV and hepatitis C-related laboratory 
tests in order to determine the clinical utility and 
application of differing testing strategies

(4) Discuss the importance of recognizing and managing bilateral 
exposures

Learning objectives



Hepatitis C: a whole new world?

Hepatitis C Online- https://www.hepatitisc.uw.edu/go/treatment-infection/treatment-genotype-3/core-concept/all



There’s a different whole new world! 
(…at least, since 2016)

https://www.cdc.gov/hepatitis/pdfs/
testing-followup-exposed-hc-personnel.pdf
(       = text updated in April 2018, 2-pg document 
previously posted by CDC 2016)

https://www.cdc.gov/hepatitis/pdfs/testing-followup-exposed-hc-personnel.pdf
https://www.cdc.gov/hepatitis/pdfs/testing-followup-exposed-hc-personnel.pdf


If SP testing with HCV RNA isn’t possible, use 
HCV antibody (“anti-HCV”).  Screen EPs 
exposed to anti-HCV positive SPs.  Persons 
with acute HCV may be anti-HCV negative but 
HCV RNA positive.

In a study of a low HCV prevalence (1%) 
population sample, 22% of anti-HCV positive 
results were determined to be “false 
positives”.  Another 10% had indeterminate 
results on confirmatory testing.

Spontaneous clearance of HCV may occur up to 
6 months post-exposure; EPs who test HCV 
RNA positive < 6 months post-exposure should 
be tested again at/after 6 months to determine 
infection status.

Instead of testing an EP with HCV RNA 3+ 
weeks post-exposure, anti-HCV testing at/after 
6 months with reflex to HCV RNA test (if 
positive) could also be done. 

A single negative HCV RNA (using currently 
available FDA-approved tests) is sufficient to 
r/o chronic HCV when screening an anti-HCV 
positive person with no known ongoing risk of 
exposure.  HCV RNA becomes detectable w/in 
3 weeks post-exposure even when Ab remains 
undetectable.  If someone develops signs/ 
symptoms, it’s ok to test before 3 weeks.  
However, if this early HCV RNA is negative, EPs 
should still be re-tested at/after 3 weeks.  

Pts with current HCV infection (+ HCV RNA) 
should be evaluated by a provider with 
expertise in liver disease/HCV treatment. 



Lab markers of HCV infection

Hepatitis C Online- https://www.hepatitisc.uw.edu/go/screening-diagnosis/acute-diagnosis/core-concept/all ; also Association of
Public Health Laboratories, “Interpretation of Hepatitis C Virus Test Results: Guidance for Laboratories (Jan 2019), accessed at:
https://www.aphl.org/aboutAPHL/publications/Documents/ID-2019Jan-HCV-Test-Result-Interpretation-Guide.pdf.

https://www.hepatitisc.uw.edu/go/screening-diagnosis/acute-diagnosis/core-concept/all
https://www.aphl.org/aboutAPHL/publications/Documents/ID-2019Jan-HCV-Test-Result-Interpretation-Guide.pdf


“I’ve heard people can sometimes ‘clear’ 
HCV on their own??”

Maheshwari A, Thuluvath PJ.  Endocrine diseases and the liver.  Clin Liver Dis.  2011 Feb; 15(1): 55-67.
Maheshwari A, Ray S, Thuluvath PJ. Acute hepatitis C. Lancet. 2008; 372:321-332.  Accessed at:   
https://www.cms.gov/medicare-coverage-database/details/nca-decision-memo.aspx?NCAId=272

https://www.cms.gov/medicare-coverage-database/details/nca-decision-memo.aspx?NCAId=272


Comparison of HCV tests

HCV antibody (“anti-HCV”) 
- Can screen for prior exposure to 

hepatitis C

- Positive, negative, or 
indeterminate result         
(reactive, non-reactive)

- Widely available and faster 
turnaround (doesn’t require 
batching), POC assay available

HCV RNA
- Confirms current “active” infection, 

assesses HCV treatment response

- Qualitative and quantitative (viral 
load)

- Longer turnaround: requires 
batching, many labs may not run 
in-house

- More sensitive and becomes 
positive sooner, can be more 
helpful/definitive when assessing 
transmission risk



Multiple HCV RNA assays available

From: Association of Public Health Laboratories, “Interpretation of Hepatitis C Virus Test Results: Guidance for Laboratories (Jan 2019), 
available at https://www.aphl.org/aboutAPHL/publications/Documents/ID-2019Jan-HCV-Test-Result-Interpretation-Guide.pdf.

See also: Kamili S, Drobeniuc J, Araujo A, et al.  Laboratory diagnostics for hepatitis C virus infection.  Clin Inf Dis.  2012; 55(S1): S43-8. 

https://www.aphl.org/aboutAPHL/publications/Documents/ID-2019Jan-HCV-Test-Result-Interpretation-Guide.pdf


• For persons who had a negative anti-HCV and a potential HCV 
exposure within the past 6 months, testing for HCV RNA or 
follow-up testing for anti-HCV is recommended

• For persons with a positive anti-HCV and negative HCV RNA 
[at baseline], HCV RNA testing should be repeated if:
– Potential HCV exposure within the past six months

– Clinical evidence of HCV present

– Concerns regarding specimen integrity

APHL guidance for laboratories, Jan 2019: 
select recommendations 

(related to BBFE management)

https://www.aphl.org/aboutAPHL/publications/Documents/ID-2019Jan-HCV-Test-Result-Interpretation-Guide.pdf (Updated Jan 2019)

https://www.aphl.org/aboutAPHL/publications/Documents/ID-2019Jan-HCV-Test-Result-Interpretation-Guide.pdf


More confusion?  (…this time brought to 
you by the PEPline!)

(dev’d early 2017; not yet updated)



Ready for more?

Naggie S, Holland DP, Sulkowski D, Thomas DL.  Hepatitis C virus postexposure prophylaxis in the healthcare worker:
why direct-acting antivirals don’t change a thing.  Clin Inf Dis.  2017.  64(1): 92-9.



Updated HCV transmission estimates!
• Longitudinal analysis of prospectively 

maintained database of reported 
occupational injuries, 2002-2015, 
University of Pittsburgh Medical Center

– 0.1% overall HCV seroconversion rate 
(0.2% for percutaneous injuries)

• Non-systematic literature review of select 
studies, 1991-2016 

– 0.7% seroconversion rate (0.8% for 
percutaneous events)

https://www.cdc.gov/hepatitis/hcv/hcvfaq.ht
m#Ref24

Egro FM, Nwaiwu CA, Smith S, et al. Seroconversion rates among health care workers exposed to hepatitis C 
virus-contaminated body fluids: The University of Pittsburgh 13-year experience.  Am J Inf Control.  2017.  45: 1001-5.

https://www.cdc.gov/hepatitis/hcv/hcvfaq.htm#Ref24


https://www.cdc.gov/hepatitis/hcv/hcvfaq.htm#Ref24

https://www.cdc.gov/hepatitis/hcv/hcvfaq.htm#Ref24


One thing remains: no HCV PEP 
recommended

• Risk of transmission in healthcare 
workers is very low

• For the rare employee who develops 
acute infection, eradication rate with 
highly efficacious and safe DAA 
combination therapies is near 100%

• “There is unlikely to be a scenario by 
which PEP is cost-effective compared 
with early HCV treatment, with the 
exception of a 2-day course of PEP”

Naggie S, Holland DP, Sulkowski D, Thomas DL.  Hepatitis C virus postexposure prophylaxis in the healthcare worker:
why direct-acting antivirals don’t change a thing.  Clin Inf Dis.  2017.  64(1): 92-9.



• Sponsor: Massachusetts General Hospital, with Gilead 
Sciences listed as collaborator, PI: Chung

• Unblinded, open label, observational Phase 4 trial of 
sofosbuvir-velpatasvir (x14 days) in adult HCW who are 
exposed to hepatitis C virus from needlestick injuries 
involving hollow-bore needles

• Estimated study start: March 15, 2019; estimated study 
completion: July 1, 2022 (60 participants estimated)

ClinicalTrials.gov: NCT03313414

https://clinicaltrials.gov/ct2/show/NCT03313414?cond=hepatitis+C+post-exposure+prophylaxis&rank=2

https://clinicaltrials.gov/ct2/show/NCT03313414?cond=hepatitis+C+post-exposure+prophylaxis&rank=2


U=U



“Scientists never like to use the word ‘never' of a 
possible risk. But I think in this case we can say that 
the risk of transmission from an HIV-positive person 
who takes treatment and has an undetectable viral 
load may be so low as to be unmeasurable, and 
that’s equivalent to saying they are uninfectious. 
It’s an unusual situation when the overwhelming 
evidence base in science allows us to be confident 
that what we are saying is fact.”

- Anthony S. Fauci, MD, Director, NIAID, NIH
(July, 2017)



What has this meant for the PEPline?

Updated US Public Health Service Guidelines for the Management of Occupational Exposures to Human
Immunodeficiency Virus and Recommendations for Postexposure Prophylaxis.  Kuhar DT, Henderson DK,
Struble KA, et al.  US Public Health Service Working Group.  Inf Control Hosp Epi.  2013.  34(9): 875-892.



What are you trying to say…?



Clinical Infectious Diseases, Volume 63, Issue 4, 17 June 2016, Pages 562–564, https://doi.org/10.1093/cid/ciw369

The content of this slide may be subject to copyright: please see the slide notes for details.

Additional considerations: early ART for HIV and 
possible implications for testing



• “High risk” source persons who test negative on point-of-care 
assay (especially if not a 4th generation POC) or lab-based 
antibody-only screening assay
– If clinical signs/symptoms suggestive of acute HIV 

– If source screens negative and no significant/recent risks identified, no 
follow-up testing clinically indicated*

• Exposed persons for whom timely HIV diagnosis would be of 
particularly critical importance (e.g. pregnancy, breastfeeding)

So when should I consider ordering HIV 
viral load?**

*Ditto for HBV, HCV; however note many institutions may 
routinely conduct surveillance for medico-legal purposes

** Additional, less common scenarios for consideration of VL 
include SP/EP with known/documented history of “false positive” 
results on HIV screening assays, as may occur with receipt of 
certain investigational HIV vaccine, etc.  ???recent PrEP/PEP ???

IF SP known to be PLWH and on ART, consider getting VL, 
as low/undetectable VL may be highly reassuring; likely 
little value in ordering VL if SP is not on ART.



• Appropriate recognition/management of 
bilateral exposures is important, as post-
exposure testing and follow-up are necessarily 
more complex because these incidents 
potentially involved 2 source persons (and 2 
exposed persons)!
– Who does what?  How to best coordinate and 

communicate testing and follow-up?

– What are best practices?

Two-way (bilateral) exposures



Lohiya G-S, Tan-Figueroa L, Lohiya S, et al.  Human bites: BBP risk and postexposure follow-up algorithm.  J Natl Med Assoc.  2013: 105; 92-95.



(1) The CDC now prefers HCV viral load testing, 
if/when possible.

(2) The HIV scientific and clinical communities have 
embraced the concept of “Undetectable = 
Untransmittable”, underscoring the potential 
role and value of HIV viral load testing with BBFE 
in certain situations.

(3) It is important to appropriately recognize and 
report bilateral exposures, due to necessary 
baseline testing and follow-up coordination 
involving multiple responsible parties.

Key points
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