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SUBJECT:  Training Letter 00-01 on hepatitis C infection treatment and its side effects





Enclosed is a training letter summarizing current HCV (hepatitis C virus) infection treatment and its side effects and offering some rating guidelines.  





If you have any questions about the content of this letter, please check the appropriate Calendar pages at: http://vbaw.vba.va.gov/bl/21/calendar/calendar.htm.











	/s/


	Robert J. Epley, Director


	Compensation and Pension Service
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HCV Treatment, Treatment Side Effects, and Rating








Who should be treated for HCV infection?


Everyone with chronic hepatitis C infection is a potential candidate, but treatment is recommended only for those who are at greatest risk of progressing to cirrhosis and whose quality of life is reduced from chronic infection.


These are characterized by:


persistent ALT elevations,


positive HCV RNA, and


a liver biopsy showing some fibrosis, inflammation, and necrosis (death of cells).





Those with milder disease might be treated or might be observed and reevaluated every 3 to 5 years.  





One consideration in determining whether to treat is that the treatment is difficult and unpleasant, with many side effects, and some potential candidates for treatment will feel much worse with treatment than without.








When is treatment not recommended?


When ALT values are persistently normal.


When there is advanced cirrhosis and the patient is at risk for liver failure with therapy.


When excessive alcohol use or injecting drug use have not been discontinued for 6 months.


When there is major depression, cytopenia (decreased blood cells), hyperthyroidism, renal transplantation, evidence of autoimmune disease, or pregnancy.








What is the current (April 2000) treatment for HCV infection?


Two types of antiviral treatment have been approved by FDA:


interferon alone - called interferon monotherapy


interferon plus ribavirin - called combination therapy





Combination therapy is now the standard treatment for those who have never had any interferon therapy.  





Either combination therapy or monotherapy can be used for those who have relapsed following treatment by interferon.  Relapsed means that, with treatment, they showed normalized ALT, but failed to maintain normal ALT after treatment ended.  





Monotherapy must be used for those who can’t tolerate ribavirin because of unstable heart disease or anemia, or who may become pregnant within 6 months of completion of therapy.








What is the duration of treatment?


The recommended duration of treatment is 24-48 weeks, depending on the HCV genotype.  Genotypes are distinct subtypes of HCV.  Type 1 requires 48 weeks of treatment; types 2 and 3 require only 24 weeks.








How is treatment administered?


Interferon must be given by subcutaneous or intramuscular injection, usually 3 times a week.  Ribavirin is taken in pill form twice a day.  A new, longer lasting interferon called pegylated interferon that requires only 1 injection a week may be approved for use this year. 








How is response to treatment measured?


The goal of antiviral therapy is to achieve a sustained response.  This means:


absence of detectable blood HCV RNA (circulating virus) 6 months after the completion of therapy and 


normalization of ALT.  


[decreased fibrosis on liver biopsy is another indicator, but this is not usually done for follow-up].








What is the response to treatment?


Response to treatment depends in part on patient selection.  Genotype 1 is the most common type in the U.S., but genotypes 2 and 3 respond better to treatment.  





50% of patients never achieve a sustained benefit from therapy, regardless of dose and duration of treatment.  





After combined therapy as initial treatment, sustained response is 38% (20-30% in type 1; 40-50% in types 2 and 3).  





After 48 weeks of monotherapy as initial treatment, sustained response is 13%.


�
What are the side effects of therapy?


Flu-like symptoms - fever and chills the first few weeks, fatigue, malaise, anorexia, headache, muscle pain, nausea, vomiting, and diarrhea.  These symptoms are worse at first and then decrease over time.


Thyroid abnormalities - in 15%.


Impaired concentration.


Depression and other mood changes, which may be severe.


Anemia (when ribavirin is used).


Patchy hair loss (alopecia), insomnia, skin rash.


Abnormal fetal development.


Cardiorespiratory complaints.


Unusual problems are:


Eye problems


Seizures


Renal problems


Worsening diabetes


Autoimmune disorders


Auditory changes








Are treatment and side effects different in veterans?


Veterans treated for HCV frequently have complicating conditions.  They do not fit the ideal of highly selected patients in clinical trials.  Many veterans already have many of the symptoms that represent side effects.





In one VAMC, the following problems developed during treatment:


70% - flu-like symptoms


93% - psychiatric symptoms (in 18% of whom treatment had to be stopped)


45% - headaches


44% - anemia


20% - rash.


In another VAMC, of all those treated:


68% had to discontinue treatment because of side effects if they had a pre-existing psychiatric condition (including alcohol or other substance abuse)


29% had to discontinue treatment if they did not have a pre-existing psychiatric condition.








Why are some patients nonadherent to treatment?


About 20% of HCV patients are significantly nonadherent, that is, they don't take their medicine as prescribed.  Among the reasons:


the homeless have no refrigerator to store the medications


some patients develop psychiatric conditions or have substance abuse problems that make it difficult for them to adhere to treatment


some have no support system to help them through the difficult periods of symptoms


some simply forget


for some, it's a problem to have had silent disease before treatment and considerable discomfort and serious problems from the treatment.








When is a liver transplant considered?


Must be at high risk of death from liver disease.  HCV will infect the new liver, but treatment may become available to prevent it from causing as much damage as before.








How is HCV infection diagnosed?


For rating purposes, HCV infection must be diagnosed by:


A positive EIA (ELISA) confirmed by a positive RIBA or


Direct evidence of the viral infection by a positive HCV RNA test (RT-PCR RNA or bDNA test).  Ordinarily an HCV RNA would not be done until the EIA or EIA plus RIBA are done. 








What are some rating considerations in HCV infection?


Service before 1992:  During this period, any hepatitis or jaundice that occurred in service may be uncertain as to etiology.  





Hepatitis B was identified in 1965.


Hepatitis A was identified in 1973.


Non-A, non-B hepatitis was proposed in 1975 to indicate hepatitis not due to A or B.


Hepatitis C was identified in 1992.





In cases where the in-service diagnosis is uncertain, the examiner needs to review the SMR's to assess the in-service illness and correlate that with current laboratory and clinical findings.





If there was some indication of hepatitis (such as an acute infection with jaundice) in service, and the only current positive viral serologic test is for HCV, it is likely that the in-service hepatitis was HCV.  If hepatitis A or B had occurred in service, the serologic antibody test for HBV or HAV would still be positive.  Determining whether the in-service illness represented HCV infection requires a medical opinion, but you may have to raise the issue with the examiner and assure that a file review is done.





Rating when there is liver damage:  If there is an indication of liver damage, a zero-percent evaluation is not appropriate because the infection is not healed.





Rating treatment side effects:  The level of debilitation that a veteran suffers during the year or so he or she undergoes treatment varies, but there may be so many non-hepatic side effects that the current criteria for infectious hepatitis are not applicable or are insufficient to evaluate the disability.  





Rating under an analogous code or even an extraschedular evaluation might be warranted in those cases.  For example, if the flu-like symptoms are seriously debilitating and persist during treatment, it might be appropriate to rate analogous to chronic fatigue syndrome.





Secondary conditions:  Separately evaluate diagnosed conditions, such as major depression or seizures, that develop secondary to treatment.





Follow-up examinations:  Many of the side effects will subside after treatment is completed, so a follow-up examination should be scheduled after treatment ends.  





Continuity of symptoms:  Hepatitis C infection at its onset causes no symptoms in 60-70% of people, causes jaundice in 20-30%, and causes nonspecific symptoms like weakness and malaise in 10-20%.  





You should not expect continuity of symptoms following an initial HCV infection, even if there were any to begin with.  Unless serologic testing has been done, the first indication of HCV disease may be 20 or more years after exposure via a risk factor. 





Cirrhosis and hepatocellular carcinoma:  These are evaluated under 7312 and 7343, respectively.








Can some or most people work during treatment? 


There’s no good information on this right now.  More information about quality of life issues and effects of treatment on activities of daily living await the completion of ongoing clinical treatment trials, some of which should be completed by the end of 2000.  





Meanwhile, assess each veteran individually, based on what disabling effects are present, and don't be boxed into an evaluation based only on the current rating schedule criteria for infectious hepatitis.
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