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Treatment of herpes simplex gingivostomatitis with aciclovir in children: a randomised double blind placebo controlled study

BMJ 1997;314:1800
This randomised, double blind, placebo controlled study was designed to examine the efficacy of oral aciclovir suspension for treating herpetic gingivostomatitis in young children. 72 children were enrolled. After a swab from the oral lesions for viral cultures and blood for serological tests for herpes simplex virus were obtained, the children were assigned the next available study number by using a randomised number table with a block size of eight. Thirty six children were randomly allocated to receive aciclovir and 36 to receive the placebo. Ten children whose viral cultures were negative for herpes simplex virus and whose serological results remained negative during convalescence were excluded from the clinical evaluation, as was one child whose parents refused to continue with the follow up after day 2. Thus, the final study population comprised 61 children with positive cultures for herpes simplex virus; 31 children were in the group receiving aciclovir and 30 were in the placebo group.  Children receiving aciclovir had oral lesions for a shorter period than children receiving placebo (median 4v 10 days (difference 6 days, 95% confidence interval 4.0 to 8.0))
1. Please select the statement that best describes the group assignment method

a. Patients were randomly assigned to the acyclovir and placebo groups prior to viral culture results

b. Patients were randomly  assigned to the acyclovir and placebo groups following viral culture results

c. It is likely that randomization was performed properly, as there were equal numbers in each group

d. It is unlikely that randomization was performed properly, as there were equal numbers in each group

2. Please pick the statement that best describes the investigators’ approach to data analysis

a. The investigators used intention-to-treat analysis, i.e., “analyze what you randomize” analysis

b. Investigators did adhere to intention-to-treat analysis and follow up was sufficiently long and complete.  Approximately 15% of the children tested negative for gingivostomatitis and were not analyzed
c. Investigators did not adhere to intention-to-treat analysis; ~15% of the children were not analyzed in the groups to which they were randomized
d. Though children were randomized after culture results were obtained, this represents an approach that would be consistent with typical clinical practice (treatment for gingivostomatitis is held until culture results available)
3. Block randomization differs from standard randomization in the following way:

a. Each participant who is block randomized, has an equal chance to be assigned to the acyclovir or the placebo group

b. One approach in block randomization is that participants are randomly assigned to either the acyclovir or placebo group.  If four children have been assigned to one of the groups, all the subsequent children are assigned to the alternate group until the block is complete (in this case, until 8 children have been assigned).  Then the process repeats
c. Block randomization and standard randomization are notably different, but share the characteristic that both methods are designed to develop groups that have identical numbers of participants assigned to each group

d. It is much more typical to find block randomization used in a single center study with a large number of participants, then in a multi-center study with each site enrolling relatively fewer patients
