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Background: Mass administration of azithromycin to children 1 to 59 months of age has been shown
to reduce mortality among infants and children in this age group in some areas of sub-Saharan Africa.
The largest effects have appeared to be among infants younger than 12 months of age, within 3

months after treatment; this observation motivated the design of the current trial.
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Mass Administration of Azithromycin to Infants in Mali to Reduce Mortality.
1498-1508

10.1056/NEIMoa2504644 [doi]

BACKGROUND: Mass administration of azithromycin to children 1 to 59 months of age
has been shown to reduce mortality among infants and children in this age group
in some areas of sub-Saharan Africa. The largest effects have appeared to be
among infants younger than 12 months of age, within 2 months after treatment;
this observation motivated the design of the current trial. METHODS: In this
trial, we randomly assigned villages in Mali, West Africa, in a 3:4:2 ratio to
receive distributions of placebo, azithromycin two times a year, or azithromycin
four times a year. Infants 1 to 11 months of age received, in doses of 20 mg per
kilogram of body weight, placebo every 3 months (control group); azithromycin at
two quarterly visits from January through June and placebo at two quarterly
visits from July through December (twice-yearly azithromycin group); or
azithromycin every 3 months (quarterly azithromycin group). The primary outcome
was death within 3 months after eligibility had been confirmed, analyzed in the
intention-to-treat population. RESULTS: From December 2020 through December 2822,
a total of 1151 villages were enrolled in the trial; 386 villages were randomly
assigned to the control group, 511 to the twice-yearly azithromycin group, and
254 to the quarterly azithromycin group. Among all the villages, 149,098 infants
received at least one dose of placebo or azithromycin, with a total of 82,600
person-years of follow-up; 968 deaths were recorded. Mortality was 11.9 deaths
per 1000 person-years at risk in the control group, 11.8 deaths per 1000
person-years in the twice-yearly azithromycin group (incidence rate ratio, 1.00;
95% confidence interval [CI], ©.83 to 1.19), and 11.3 deaths per 1600
person-years in the quarterly azithromycin group (incidence rate ratio, ©.93; 95%
CI, ©.75 to 1.15). Adverse events were rare, and the percentages of infants

with adverse events were similar in the three groups. Mortality among untreated
children 12 to 59 months of age was similar across groups. CONCLUSIONS: Mass
administration of azithromycin in Mali, limited to infants 1 to 11 months of age,
did not result in lower infant or child mortality than placebo, regardless of
whether azithromycin was delivered twice yearly or quarterly. (Funded by the
Gates Foundation; LAKANA ClinicalTrials.gov number, NCT84424511.).

Copyright ©® 2825 Massachusetts Medical Society.

Haidara, Fadima Cheick

Haidara FC

Center for Vaccine Development-Mali, Bamako.
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A Phase 3 Trial of Telitacicept for Systemic Lupus Erythematosus.

1475-1485

18.1056/NEJMoa2414719 [doi]

BACKGROUND: Telitacicept, a new dual inhibitor of the cytokines B-lymphocyte
stimulator (BLyS) and APRIL (a proliferation-inducing ligand), showed efficacy in
adults with active systemic lupus erythematosus (SLE) in a phase 2b trial when
added to standard therapy. METHODS: We conducted a phase 3 trial in China in
which participants with active SLE were randomly assigned (in a 1:1 ratio) to
receive telitacicept (168 mg) or placebo subcutaneously once weekly for 52 weeks,
in addition to standard therapy. The primary end point at week 52 was a response
on the modified SLE Responder Index 4 (SRI-4), with a response on this composite
measure defined as a reduction of at least 4 points in the Safety of Estrogens in
Lupus Erythematosus National Assessment-Systemic Lupus Erythematosus Disease
Activity Index (SELENA-SLEDAI) score (ranging from © to 185, with higher scores
indicating greater disease activity), no new disease activity as measured on the
British Isles Lupus Assessment Group index, and no worsening in the Physician's
Global Assessment score. RESULTS: Of 433 adults screened, 335 underwent
randomization (167 to the telitacicept group and 168 to the placebo group). At
week 52, significantly more participants receiving telitacicept had a response on
the modified SRI-4 than those receiving placebo (67.1% vs. 32.7%; adjusted
difference, 34.5 percentage points; 95% confidence interval [CI], 24.3 to 44.7;
P<0.801). A reduction of at least 4 points from baseline in the SELENA-SLEDAI
score had occurred in 78.1% of the telitacicept group and in 40.5% of the placebo
group (difference, 29.6 percentage points; 95% CI, 13.1 to 46.1). Adverse events
that were considered by the investigator to be related to the trial regimen were
more common with telitacicept than with placebo (74.9% vs. 50.8%). Such events
that occurred more frequently in the telitacicept group than in the placebo group
included upper respiratory tract infection (31.7% vs. 19.0%), a reduced serum IgG
level (15.6% vs. 1.2%), a reduced serum IgM level (15.8% vs. ©.6%), and
injection-site reactions (12.6% vs. 0.6%). CONCLUSIONS: In this 52-week trial
involving participants with active SLE who were receiving background therapy, the
incidence of a clinical response was higher with telitacicept than with placebo.
However, the incidence of upper respiratory infections, reduced immunoglobulin
levels, and injection-site reactions was also higher with telitacicept. (Funded
by RemeGen; 18C01@ ClinicalTrials.gov number, NCTP4082416.).
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