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Hi All, 
 

With recent improvements in therapy for hepatitis C, there is a growing interest in the management of pa-
tients who have not responded to previous treatment.  

Nonresponders are patients who do not achieve a sustained virological response (SVR) six months after 
the end of therapy. They fall into three groups: those who experience little or no decrease in HCV viral load 
(complete nonresponders); those who achieve a significant reduction in viral load at least 1-2 logs but do 
not clear the virus completely (partial responders); and those who achieve an early virological response 
(EVR) or end-of-treatment response (ETR) followed by a viral load rebound (relapsers). About half of pa-
tients with HCV genotype 1 receiving the current best treatment do not achieve an SVR. 
 
Three basic retreatment strategies are being studied for nonresponders. The first involves administering 
the current standard of care- pegylated interferon plus ribavirin- to patients who previously received subop-
timal therapy- standard interferon alone (monotherapy), standard interferon plus ribavirin, or pegylated in-
terferon monotherapy. The second strategy is to administer pegylated interferon plus ribavirin at higher 
doses or for longer periods. The third involves treatment with new drugs instead of, or in addition to, pegy-
lated interferon and ribavirin. 

Current Standard of Care 

Research indicates that about 20% of patients who did not respond to the older standard interferon can 
achieve an SVR with pegylated interferon plus ribavirin. SVR rates were 14% for patients with HCV geno-
type 1, 65% for genotype 2, and 54% for genotype 3. African Americans and patients over age 60 had 
lower SVR rates. The researchers concluded that "[s]elected nonresponders to previous interferon-based 
therapy can achieve SVR following retreatment with [Pegasys] and ribavirin."  
 
The likelihood of successful retreatment is highest when patients who originally received standard inter-
feron monotherapy are retreated with pegylated interferon plus ribavirin. It is uncommon for patients to re-
spond to retreatment with the same suboptimal regimen. In both HALT-C and ACTG 5071 (a study of pa-
tients coinfected with HCV and HIV), patients who started at lower doses of ribavirin in an effort to reduce 
toxicity were less likely to achieve an SVR, confirming that ribavirin helps prevent relapse. 
 
It is also possible that individuals who did not respond well to Peg-Intron, the first approved pegylated in-
terferon, may do better with Pegasys. At the May 2004 Digestive Disease Week (DDW) conference, N. 
Zeng and colleagues from Johns Hopkins reported on the use of Pegasys plus ribavirin in 15 genotype 1 
patients who failed to respond to Peg-Intron plus ribavirin. At 24 weeks, 40% (six subjects) had undetect-
able HCV viral load. SVR rates are not yet available, and patients will continue to be followed. A currently 
enrolling study called REPEAT will also look at retreatment with Pegasys plus ribavirin in Peg-Intron non-
responders. (For details and study sites, see www.clinicaltrials.gov/ct/gui/show/NCT00039871.) 
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Longer or Higher-Dose Therapy  

The usual course of therapy for HCV is 48 weeks for patients with genotype 1 HCV and 24 weeks for those 
with genotypes 2 or 3. While most genotype 2 or 3 patients do well with a 24-week course, some studies 
suggest that 72 weeks may work better for those with genotype 1. This may be especially true for HCV/HIV 
coinfected patients, who appear to respond more slowly to HCV therapy. The benefits of higher doses are 
less clear, however. C. Bapin reported at the April 2004 European Association for the Study of the Liver 
(EASL) conference that 24% of previous standard interferon monotherapy or standard interferon plus ri-
bavirin nonresponders achieved a SVR after 48 weeks of retreatment with Peg-Intron plus ribavirin. How-
ever, subjects who started with an initial Peg-Intron dose of 2 µg/kg per week for the first 12 weeks did not 
respond better than those who received the usual 1.5 µg/kg per week dose for the entire 48 weeks. 

While failure to achieve a sustained virological response can be discouraging, it’s important to remember 
that research indicates that patients may experience a histological response, improved liver tissue health, 
or a reduced rate of fibrosis progression even if they do not completely clear HCV. This is most likely in 
partial responders who experience some decrease in viral load. Even in the absence of SVR, treatment 
may help prevent progression to decompensated cirrhosis and lower the risk of hepatocellular carcinoma 
(liver cancer). For this reason, some experts believe nonresponders may benefit from interferon mainte-
nance therapy. Due to its toxicity, long-term therapy with full-dose interferon is an unattractive prospect. 
But even low-dose maintenance therapy may be useful. This is now being evaluated in a few large trials 
including HALT-C. 
 
The current National Institutes of Health (NIH) consensus guidelines recommend that retreatment should 
be considered especially for patients with advanced liver fibrosis or cirrhosis, who stand to benefit the most 
from therapy. Improvements in HCV therapy are rapidly emerging, and it is probable that future therapeutic 
advances including drugs from entirely new classes such as protease inhibitors will offer improved pros-
pects for successful retreatment of patients who have not previously responded to therapy. 

For more information, see “HCV Treatment for Nonresponders”  by Liz Highleyman @ http://www.
hcvadvocate.org/news/newsLetter/2004/
advocate0604.html#4 
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In a previous issue I 
discussed the spe-
cific types of influ-
enza that will be in-
cluded in this year’s 
batch of vaccine.  It 
will be different 
from last year’s 
vaccine.  You can 
access this through 
the New Mexico 
Immunization Web. 
Page. Some other 
things that you 
might want to 
know include: 
 
1. 54% of the 

children in the 
US are eligible 
to use Influ-
enza vaccine 
purchased by 
the VFC pro-
gram. . The 
VFC Program 
will purchase 
about 4.5 mil-
lion doses of 
Influenza Vac-
cine..     

2. Recommendations from the ACIP have 
been broadened this year:  The CDC 
has adopted the following in addition 
to the other recommendations: 

 
          a. Children 6 months to 23 months  
              age should be vaccinated yearly 
          b. Household contacts and out-of-
              home-caregivers of children 0-23 
              months of age should be vaccine
              nated annually to prevent these 
              contacts from infecting young 
              children with Influenza. 
          c.  Children 2-18 that have risk fac-
              tors  or are household contacts 
              with people with risk factors 
              should be vaccinated. 
          d. All women who will be pregnant 
              at any time during the Influenza  
              season should be vaccinated.  
 
Private providers who have not ordered 
their vaccine need to do so IMMEDI-
ATELY to ensure the availability of Influ-
enza Vaccine in the fall of 2004. Providers 
who care for Medicare beneficiaries and 
others at high risk must prepare for the 
upcoming influenza season. 
Review the ACIP recommendations at 
http://www.cdc.gov/mmwr/pdf/rr/
rr53e430/pdf  
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Statistics show that only 36% of health care workers receive annual Influenza Vaccinations. Be-
cause of this alarming statistic, the IAC express developed a one page education sheet for profes-
sionals entitled “ First Do No Harm. Protect your Patients by Getting Vaccinated Against Influenza”   
You can get a copy of this at http://www.immunize.org/catg.d/p2014.pdf 

ACIP recommends that health care workers be vaccinated in October. Health care workers have 
contact with high risk persons. To protect those that they come into contact with who might, if ex-
posed to Influenza, have serious consequences, they should be vaccinated early in the season.   

There are two documented cases of outbreaks resulting from influenza transmission  between 
health care workers and patients resulting in  deaths.  

Health care facilities need to establish a vaccination program for their employees.  They should 
make the vaccinations available at convenient times and free of charge. Educate the staff as to how 
dangerous Influenza can be –it can kill patients and unvaccinated health care workers may contrib-
ute to this.  They should lead by example, motivate , and save lives! 

�

Although the Public Health Department in New Mexico does not supply travel vac-
cines we do get a lot of questions and inquiries about these. For those of you receiv-
ing these calls you can refer them to http://www.cdc.gov/travel.  There are new defi-
nitions for travel notices now also, these are: 
 
1. In the News:  
 
Provides information about sporadic cases of disease or occurrence of disease of 
Public Health concern affecting a traveler. The risk at this level is no more than 
the usual for that area. 
 
2. Outbreak News: 
 
Information provided regarding a disease outbreak in a limited geographic set-
ting. The risk is defined and limited. 
 
3. Travel Health Precaution: 
 
Information provided of an outbreak of greater scope and over a larger geo-
graphical area.  Does not limit travel but may recommend limiting exposure to a 
defined setting such as poultry farms. 
 
4. Travel Health Warning: 
 
A recommendation is issued against non essential travel to an area because a dis-
ease of public health concern is expanding beyond the locales or population that 
were affected initially. 
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