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BACKGROUND
Tecovirimat is available for the treatment of mpox (formerly known as monkeypox) in Europe and the United States,
on the basis of findings from efficacy studies in animals and safety evaluations in healthy humans. Evidence from

randomized, controlled trials of safety and efficacy in patients with mpox is lacking.

METHODS

We conducted a double-blind, randomized, placebo-controlled trial of tecovirimat in patients with mpox in the
Democratic Republic of Congo (DRC). Patients with at least one mpox skin lesion and positive polymerase-chain-
reaction results for clade I MPXV were assigned in a 1:1 ratio to receive tecovirimat or placebo. All patients received
supportive care. The primary end point was resolution of mpox lesions, measured in number of days after

randomization. Safety was also assessed.

RESULTS

From October 7, 2022, through July 9, 2024, a total of 597 patients underwent randomization — 295 to receive
tecovirimat and 302 to receive placebo. The median time from randomization to lesion resolution was 7 days with
tecovirimat and 8 days with placebo; the competing-risks hazard ratio for lesion resolution was 1.13 (95% confidence
interval [CI], 0.97 to 1.31; P=0.14). Results were similar whether patients began the trial regimen within 7 days after
the reported onset of symptoms (competing-risks hazard ratio, 1.16; 95% CI, 0.98 to 1.37) or more than 7 days after
onset (competing-risks hazard ratio, 1.00; 95% CI, 0.71 to 1.40). Overall mortality was 1.7%, which was lower than
the case fatality rate of 4.6% reported in the DRC in 2023. At 14 days, the percentages of patients who had blood,
lesion, and oropharyngeal samples negative for MPXV by PCR were similar in the two groups. Adverse events
occurred in 72.9% of the patients in the tecovirimat group and 70.5% of those in the placebo group, and serious

adverse events were reported in 5.1% and 5.0%, respectively.

CONCLUSIONS
Tecovirimat did not reduce the number of days to lesion resolution in patients with mpox caused by clade I MPXV. No

safety concerns were identified.
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BACKGROUND
Bloodstream infections are associated with substantial morbidity and mortality. Early, appropriate antibiotic therapy

is important, but the duration of treatment is uncertain.

METHODS

In a multicenter, noninferiority trial, we randomly assigned hospitalized patients (including patients in the intensive
care unit [ICU]) who had bloodstream infection to receive antibiotic treatment for 7 days or 14 days. Antibiotic
selection, dosing, and route were at the discretion of the treating team. We excluded patients with severe
Immunosuppression, foci requiring prolonged treatment, single cultures with possible contaminants, or cultures
yielding Staphylococcus aureus. The primary outcome was death from any cause by 90 days after diagnosis of the

bloodstream infection, with a noninferiority margin of 4 percentage points.

RESULTS

Across 74 hospitals in seven countries, 3608 patients underwent randomization and were included in the intention-to-
treat analysis; 1814 patients were assigned to 7 days of antibiotic treatment, and 1794 to 14 days. At enrollment,
55.0% of patients were in the ICU and 45.0% were on hospital wards. Infections were acquired in the community
(75.4%), hospital wards (13.4%) and ICUs (11.2%). Bacteremia most commonly originated from the urinary tract
(42.2%), abdomen (18.8%), lung (13.0%), vascular catheters (6.3%), and skin or soft tissue (5.2%). By 90 days, 261
patients (14.5%) receiving antibiotics for 7 days had died and 286 patients (16.1%) receiving antibiotics for 14 days
had died (difference, —1.6 percentage points [95.7% confidence interval {CI}, —4.0 to 0.8]), which showed the
noninferiority of the shorter treatment duration. Patients were treated for longer than the assigned duration in 23.1%
of the patients in the 7-day group and in 10.7% of the patients in the 14-day group. A per-protocol analysis also
showed noninferiority (difference, —2.0 percentage points [95% CI, —4.5 to 0.6]). These findings were generally
consistent across secondary clinical outcomes and across prespecified subgroups defined according to patient,

pathogen, and syndrome characteristics.

CONCLUSIONS

Among hospitalized patients with bloodstream infection, antibiotic treatment for 7 days was noninferior to treatment

for 14 days.
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