Varicella and Zoster Q and A, July 27, 2016

Varicella
Q1:  How many doses of varicella vaccine, along with follow up varicella IgG titers, are recommended before someone is classified as non-converter? 
A1:  CDC recommends two doses of varicella vaccine for all persons who do not have other evidence of immunity, and does not recommend post-vaccination serology for anyone.  Two doses of varicella vaccine given at appropriate intervals are sufficient evidence of immunity without any serologic testing.  Currently licensed varicella antibody tests are not always sensitive enough to detect vaccine-derived antibodies.
Q2:  Can PROQUAD can be administered right before the 13th birthday?
A2:  Yes.
Q3:  Why is 1980 the cut off year, in that you stated persons born before that year can be expected to have varicella immunity, but not those born in that year or after?
A3:  Because serologic evidence of VZV infection has been documented in 96%–97% of U.S.-born adults aged 20–29 years and in 99% of those aged >30 years tested during 1988–1994,
U.S. birth before 1980 is considered evidence of immunity except for health-care personnel (HCP), pregnant women, and immunocompromised persons. For these three groups, certainty regarding immunity is desirable because of the possibility of nosocomial transmission to high-risk patients; transmission of the virus to the fetus, which might result in congenital varicella syndrome; and the possibility of severe disease. See “Evidence of Immunity” at http://www.cdc.gov/mmwr/pdf/rr/rr5604.pdf.  

Q4:  Should we accept history of chickenpox on our immunization information system in healthcare personnel?
A4:  If the person has had a diagnosis, or verification of diagnosis, by a health care provider, yes, history can be accepted as evidence of immunity.  You should check with your local or state immunization information system to be sure they can accept such history.
Q5:  If an adult has proof of one varicella vaccine but is unsure about the second, should they be tested first before giving the second dose? 
A5:  CDC does not recommend post-vaccination serology for anyone.  Currently licensed varicella antibody tests are not always sensitive enough to detect vaccine-derived antibodies.  Persons who have proof of one dose varicella vaccine should receive a second dose of vaccine  
Q6:  Would there be a problem if a healthcare worker were to receive two varicella vaccinations, if they had a negative titer, but thought they had previously received the vaccine, but with no documentation?
A6:  CDC recommends vaccination for any person who cannot document immunity, whether from prior infection or vaccination.  Persons already immune will not likely have any adverse events after vaccination, other than possibly some local pain.
Q7:  Are there any precautions that need to be taken for recently vaccinated patients with varicella-containing vaccines and immunocompromised visitors, or relatives?
A7:  Healthy, vaccinated persons have a minimal risk for transmitting vaccine virus to their contacts.  Transmission was documented very rarely and only when the vaccine recipient developed a rash after vaccination.  Vaccine recipients who have a vaccine-related rash, particularly health care personnel and household contacts of immunocompromised persons, should avoid contact with persons who are at high risk for severe varicella with complications and who do not have evidence of immunity.

Q8:  Is there a timeframe for how long after receiving varicella or MMRV vaccine someone could receive or donate blood?
A8:  The American Red Cross recommends persons who receive varicella, MMR, or zoster (shingles) vaccines wait at least four weeks before donating blood.  Please see http://www.redcrossblood.org/donating-blood/eligibility-requirements/eligibility-criteria-alphabetical-listing for more information.
Q9:  Is there any information on why the combination vaccine ProQuad not be given if the doctor orders MMR and varicella for the first dose of these vaccines?
A9:  An approximate twofold increased risk exists for febrile seizures among children aged 12 to 23 months who received the first dose of MMRV vaccine compared with children who received MMR and varicella vaccines separately. One additional febrile seizure occurred 5 through 12 days after vaccination per 2,300 to 2,600 children who received the first dose of MMRV vaccine compared with children who received the first dose of MMR and varicella vaccine separately but at the same visit. No increased risk for febrile seizures was observed after vaccination with MMRV vaccine in children aged 4 through 6 years.  Therefore, CDC and ACIP recommend the separate MMR and varicella vaccines be given for the first dose of each vaccine, unless the child’s parent or guardian requests otherwise.  For the second dose at any age (15 months through 12 years) and the first dose at age 48 months through 12 years, use of MMRV vaccine generally is preferred as opposed to separate injections of its equivalent component vaccines (MMR vaccine and varicella vaccine). More information is at http://www.cdc.gov/mmwr/pdf/rr/rr6204.pdf, and http://www.cdc.gov/mmwr/pdf/rr/rr5903.pdf.  
[bookmark: _GoBack]Q10:  If children younger than 12 months of age are at high risk of chickenpox why is the vaccine not available at that age?
A10:  The vaccine has not been evaluated in children less than one year of age.  It is likely most mothers will have antibodies from prior chickenpox or vaccination that were passed onto the infant prior to birth, and which in some infants can persist after age 6-9 months, possibly until about 12 months of age.  The maternal antibodies passed onto the infants may interfere with the immune response to vaccine.   Therefore, vaccination is recommended beginning only at 12 months of age.
Q11:  If the wrong diluent is used what is the time interval for revaccination when the error is discovered?
A11:  One should wait at least four weeks (28 days) after such an error to revaccinate, to avoid having possible interference with the subsequent dose’s immune response by the improperly reconstituted dose. 
Q12:  If a child receives a dose of varicella vaccine, then develops the disease, should this child receive a second dose of varicella vaccine?
A12:  If the diagnosis of varicella is documented by a health care provider, then no further vaccination is necessary.
Q13:  If an immunocompromised health care provider (form an organ transplant) is scheduled to be in a clinical setting, his/her varicella titer is negative, and he/she cannot receive a live vaccine, do you suggest they are allowed to enter the clinical setting?
A13:  This question is difficult to answer.  Ideally, the person would be assigned either to care for non-high risk patients for varicella, or to non-patient care duties to avoid the possible increased risk of varicella infection in the health care setting.  However, he/she also has a risk outside the health care setting for varicella infection.  If exposed to varicella, such persons should receive varicella immune globulin (VariZig), and should also be furloughed during the eight through 21 days after exposure, and up to 28 days if they received VariZig.  See http://www.cdc.gov/mmwr/pdf/rr/rr6007.pdf, and http://www.cdc.gov/mmwr/pdf/wk/mm6228.pdf for more information.
Q14:  Do we need to do pregnancy testing prior to administering varicella vaccine?
A14:  No.  Before vaccination with varicella vaccine, CDC recommends asking all child-bearing age women “Are you pregnant or is there a chance you could become pregnant during the next month?”  If the answer is no, you may vaccinate the woman. If yes, defer vaccination until after pregnancy, or until the patient is certain she is not pregnant.
Additional information about varicella vaccine and pregnancy follows from the summary of the Merck varicella vaccine pregnancy registry results, which monitored pregnancy outcomes in pregnant women inadvertently vaccinated with varicella vaccine.  The registry was closed in 2013.  More information is at http://www.cdc.gov/mmwr/pdf/wk/mm6333.pdf:    
“From inception of the registry in 1995 through March 2012, no cases of congenital varicella syndrome and no increased prevalence of other birth defects have been detected among women vaccinated within 3 months before or during pregnancy. Although a small risk for congenital varicella syndrome cannot be ruled out, the number of exposures being registered each year (approximately two varicella-susceptible women exposed during the high-risk period for congenital varicella syndrome) is now too low to improve on the current estimate of the risk.”

Q15:  If you have a record of varicella and the vaccines were given under the age of 13 but less than 3 months apart. Is this considered not immune?
A15:  Retrospectively, such doses can be counted as valid, the person can be considered immune, and no revaccination is necessary, as long as the doses were received at least 4 weeks (28 days) apart.
Q16:  What is protocol for an active varicella exposure in a newborn nursery?
A16:  This type of exposure will lead to multiple interventions, and should be prevented by assuring immunity among health care personnel, and lack of illness among visitors.   Details about infection control procedures can be found in CDC’s “2007 Guideline for Isolation Precautions: Preventing Transmission of Infectious Agents in Healthcare Settings” at http://www.cdc.gov/hicpac/pdf/isolation/Isolation2007.pdf.
Q17:  What are the guidelines for those who state they had chickenpox as a kid?
A17:  If the person can provide documentation by a health care provider of the illness -- either diagnosed at the time of acute disease or diagnosis verified later based on information provided by the person, then he/she can be deemed immune.  If not, they can either have serologic testing done, and if not immune, be vaccinated with two doses of varicella vaccine, or just proceed with two doses of vaccine without testing.
Zoster
Q1:  Have there been any reports of pericarditis/inflammatory response following shingles vaccine in elderly persons?
A1:  We have not identified any publications about such events after zoster vaccination.  To look for reports of pericarditis or myocarditis or inflammatory processes after zoster vaccination, we searched data from the Vaccine Adverse Event Reporting System (VAERS). VAERS is a vaccine safety system managed by CDC and the Food and Drug Administration (FDA) which accepts reports of possible side effects (also called “adverse events”) following vaccination. The system is not designed to determine whether a reported adverse event was caused by vaccination, but it serves as an early warning system and helps CDC and FDA identify areas for further study. 
Since 2006 when zoster vaccine was first licensed in the United States, over 23 million doses have been distributed.  To date, VAERS has received 11 reports of pericarditis or myocaridits after zoster vaccine when given alone or concurrently with other vaccines. Six of the reports were “serious”, and the remaining five were non-serious.  A serious report is one that resulted in death, life threatening illness, hospitalization or permanent disability. Ages of patients ranged from 52 to 83 years with a median of 62 years. Onset interval from vaccination to first symptom ranged from the day after vaccination to 16 days with a median of 8.5 days among the four reports that provided an onset interval. 

In addition to myocarditis or pericarditis, some of the diagnoses/symptoms among the 11 reports include: cardiac tamponade, eosinophilic myocarditis, cardiac failure congestive, and pneumonia.  
To answer your question regarding “inflammatory processes” after zoster vaccine, we search VAERS for reports of autoinflammatory disease or inflammation. VAERS contains 159 reports with these terms. Of those reports, eight were serious and 151 were non-serious. The most common symptoms among the eight serious reports, in addition to inflammation, were pain in the extremity, chills and myalgia. The most common symptoms among the 151 non-serious reports, in addition to inflammation, were erythema, pruritis, skin warm, pain and injection site erythema. 
Please keep in mind that a report to VAERS does not necessarily mean the vaccine caused the reported adverse event—only that the adverse event happened sometime after vaccination. Except in very rare instances, VAERS reports cannot determine that a vaccine caused any of the health events reported. Some other limitations of VAERS are:
       • Anyone can submit a report to VAERS, including health care providers, patients and family members.   
       • Serious adverse events are more likely to be reported than non-serious, even if they may be due to causes other than vaccination.
       • Reports vary in quality and completeness. They often lack details and sometimes can have information that contains errors.
       • VAERS does not collect data on the total number of persons vaccinated, so it cannot be used to calculate how often health problems occur after vaccination.

    To read more about the strengths and limitations of VAERS, visit our VAERS page. 
    This VAERS data search is for personal use and not intended for scientific publication. 
Q2:  Are people who have been immunized with chicken pox vaccine at risk to develop shingles?  Will they need to get Zostavax?
A2:  Persons who have received varicella vaccine are at risk for shingles, but the risk to date appears considerably less than the risk after wild varicella infection.  At present, there is no recommendation for zoster vaccination in persons who have received varicella vaccine.
Q3:  Are patients who are 59 years and younger, who have experienced herpes zoster, candidates for the zoster vaccine or do they need to wait until 60 years of age?
A3:  ACIP and CDC recommend zoster vaccine for persons 60 years and older, although the current zoster vaccine is licensed for persons 50 years and older.  ACIP concluded in 2014 that considering the burden of herpes zoster and its complications increases with age and the duration of vaccine protection in persons aged ≥60 years is uncertain, its recommendation remains unchanged; herpes zoster vaccine is routinely recommended only for adults aged ≥60 years.  More information is at http://www.cdc.gov/mmwr/pdf/wk/mm6333.pdf.  
Q4:  Can persons with renal failure receive zoster vaccine?
A4:  They may be vaccinated.  More information is at http://www.cdc.gov/mmwr/PDF/rr/rr5705.pdf.  
Q5:  Can persons receiving methotrexate receive zoster vaccine?
A5:  Therapy with low-doses of methotrexate (<0.4 mg/Kg/week), azathioprine (<3.0 mg/Kg/day), or 6mercaptopurine (<1.5 mg/Kg/day) for treatment of rheumatoid arthritis, psoriasis, polymyositis, sarcoidosis, inflammatory bowel disease, and other conditions are also not considered sufficiently immunosuppressive to create vaccine safety concerns and are not contraindications for administration of zoster vaccine.  More information is at http://www.cdc.gov/mmwr/PDF/rr/rr5705.pdf.
Q6:  What are the concerns if any, for persons with secondary adrenal insufficiency about receiving zoster vaccine?
A6:  They may be vaccinated.  If they are taking high dose corticosteroids (i.e., more than replacement doses of corticosteroids), please see http://www.cdc.gov/mmwr/PDF/rr/rr5705.pdf.  
Q7:  If patients have to be on steroids for a condition such as polymyalgia rheumatica long term and the steroids may never be discontinued, can they receive zoster vaccine?
A7:  As in the answer to the question above, if the dose of steroids is less than the equivalent of 20mg of prednisone per day, such persons may receive zoster vaccine.  As long as they are taking the equivalent of 20mg of prednisone or greater per day, they should not receive this vaccine.
Q8:  If a health care worker has history of shingles or has had the zoster vaccine, do they still need to be tested/vaccinated for varicella?
A8:  If the health care worker has a history of shingles documented by his/her health care provider, varicella vaccination is not necessary.  If he/she has received zoster vaccine without such a history, a dose of varicella vaccine should follow the dose of zoster vaccine in four or more weeks.  More information is at http://www.cdc.gov/mmwr/PDF/rr/rr5705.pdf (see last complete paragraph, page 21).
Q9:  Can we use shingles vaccine within 30 min of reconstitution?  For how many hours can Zostavax can be stored at 2-8 degrees Celsius?
A9:  The package inserts (see http://www.fda.gov/downloads/BiologicsBloodVaccines/Vaccines/ApprovedProducts/UCM132831.pdf, and http://www.fda.gov/downloads/BiologicsBloodVaccines/Vaccines/ApprovedProducts/UCM285015.pdf)  state both the refrigerator-stable and frozen vaccines must be used within 30 minutes of reconstitution.  If not used within 30 minutes, the dose should be discarded.  Frozen ZOSTAVAX may be stored and/or transported at refrigerator temperature between 36°F and 46°F (2°C to 8°C) for up to 72 continuous hours prior to reconstitution.



