A Vaccine to Prevent Herpes Zoster and Postherpetic Neuralgia in Older Adults
Jafer Jeelani
Background:
· Shingles: Rash and radicular pain that follows a dermatome pattern caused by the reactivation of the Varicella Zoster Virus (VZV)

· Lifetime incidence: 10-20%, 

· Incidence rates peak in elderly

· likely from decline in cell mediated immunity to VZV.

· Second episode is uncommon

· Only about 4% will get second episode

· Men and women are affected equally

· While many complications can be possible, mostly commonly, it is postherpetic neuralgia. The frequency and severity of which also increases w/ age.

· Has significant impact on quality of life

· Hypothesis: vaccination would decrease incidence and/or severity, of zoster and postherpetic neuralgia among older adults. (by boosting cell mediated immunity) 

Methods: 
· enrolled 38,546 adults >=60 years old (98-2001)
· history of varicella or resided in the U.S. for at least 30 years. 

· Immunocompromised persons and those unable to adhere to the study protocol were excluded. 

· randomized, placebo-controlled, double-blind clinical trial at 22 sites, in which adults 60 years of age or older received either the live attenuated Oka/Merk VZV vaccine or placebo. 

· Median age= 69 (flowchart)
· Herpes zoster diagnosed according to clinical and laboratory criteria. 
· Pain and discomfort associated with zoster were measured repeatedly for six months.
· Primary end point: burden of illness due to herpes zoster,
· Ie incidence, severity, and duration of pain and discomfort. 
· secondary end point= incidence of postherpetic neuralgia.

· Efficacy End Points 

· "herpes-zoster burden-of-illness score: represents average severity of illness;

· The secondary end point = incidence of postherpetic neuralgia, 

Results 
Confirmed Cases for the Efficacy Analyses 

· Of the 1308 suspected cases, 984 (75.2 percent) were confirmed. 24 excluded b/c occurred <30 days; 3 excluded 2/2 2nd episode of zoster. Remainder:  957 (315 in the vaccine group and 642 in the placebo group); 

· Burden of Illness Due to Herpes Zoster 

· The herpes-zoster burden-of-illness score was significantly reduced in the vaccine group as compared with the placebo group (P<0.001)
· VEBOI was 61.1 percent (95 percent confidence interval)
· Incidence of Postherpetic Neuralgia 

· There were 107 cases of postherpetic neuralgia, 27 in the vaccine group and 80 in the placebo group (0.46 case vs. 1.38 cases per 1000 person-years, respectively; P<0.001) 

· VEPHN was 66.5 percent
· the cumulative incidence of postherpetic neuralgia was significantly lower in the vaccine group than in the placebo group (P<0.001) (Figure 2A). 
· Incidence of Herpes Zoster 

· The overall incidence of herpes zoster per 1000 person-years was significantly reduced by the zoster vaccine, from 11.12 per 1000 person-years in the placebo group to 5.42 per 1000 person-years in the vaccine group (P<0.001) The VEHZ was 51.3 percent (95 percent confidence interval, 44.2 to 57.6). Time-to-event analysis, the cumulative incidence of herpes zoster was significantly lower in the vaccine group than in the placebo group (P<0.001) (Figure 2B). The VEHZ was 37.6 percent among subjects 70 years of age or older and 63.9 percent among younger subjects (P<0.001). There was no difference in VEHZ according to sex. 

· Duration and Severity of Herpes Zoster 

· The median duration of pain and discomfort among confirmed cases of herpes zoster was shorter in the vaccine group than in the placebo group (21 days vs. 24 days, P=0.03). S

· the mean herpes-zoster severity-of-illness score (AUC) among confirmed cases of herpes zoster was lower in the vaccine group than in the placebo group (141.2 vs. 180.5, P=0.008). 
· For almost every level of the severity-of-illness score, there were fewer cases of herpes zoster in the vaccine group than in the placebo group. 
· Vaccine Safety in the Total Study Population 

· Overall, the numbers and percentages of deaths were similar in both study groups. 
· During the first 42 days after vaccination, the number and types of serious adverse events were similar in the two groups
· varicella-like rashes at the injection site occurred more frequently among those in the vaccine group than among those in the placebo group, 

· In the adverse-events substudy, a significantly greater number of subjects in the vaccine group had one or more adverse events than in the placebo group
· systemic adverse events assessed as vaccine-related occurred more frequently among vaccine recipients.
· In the substudy, during the 42 days after vaccination, significantly more subjects in the vaccine group had serious adverse events than in the placebo group. 

· The number of subjects who had one or more hospitalizations was similar in the two groups. No hospitalization among subjects in either group was considered to be related to the vaccine. 

Discussion 

· Herpes zoster and PHN cause considerable morbitity in this population.

· Approx 1 million cases of zoster our each year.

· Zoster: Vaccine appears to lower incidence of zoster, along with reducing the pain associated w/ zoster. 

· PHN: decreased the incidence and burden of illness.

· Although the effect of zoster vaccine on the incidence of herpes zoster was less among older subjects than among younger subjects, the effect of the vaccine on the severity of illness was greater among older subjects, so that the VEBOI, the primary end point of the study, was maintained at 55.4 percent. 

· efficacy of the zoster vaccine reflects its ability to boost immunity to VZV in vaccinated subjects

· The greater number of early cases of herpes zoster in the placebo group, as compared with the vaccine group, and the fact that no vaccine virus DNA was detected, indicate that the vaccine did not cause or induce herpes zoster. 

· Basis for the vaccine is the ability boost cell mediated immunity, but the the minimum potency of the vaccine used in the study was 14x more than the Merk-Varivax. 

· Study says: there is nothing to suggest the current vaccine would be effective in protecting the elderly from zoster or PHN. And say they Don’t recommend the use of the current vaccine for protection against herpes of PHN.

