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PHARMACOKINETICS OF TECOVIRIMAT IN PERSONS WITH MPOX: RESULTS FROM ACTG 5418

▪ Tecovirimat is an FDA-approved oral antiviral medication for human smallpox 

and is being used widely for mpox treatment.1

▪ The antiviral efficacy of tecovirimat has been demonstrated in animal models, 

with survival and clinical/virologic responses observed in non-human primates 

(NHP) at doses of 3 and 10 mg/kg/day, respectively.2

▪ The PK and safety of tecovirimat in humans have been primarily evaluated in 

healthy volunteers,3 with results in a small number of persons with mpox only 

recently becoming available.4

▪ The Study of Tecovirimat for mpox (STOMP/ACTG 5418, NCT05534984) is an 

ongoing international randomized (2:1) clinical trial of the efficacy of tecovirimat 

for mpox. STOMP includes an open-label arm for those with severe disease, 

immunosuppression, pregnancy and those aged <18 years.

▪ Here, we report intensive PK results among a subset of participants in the open-

label arm. 

BACKGROUND

▪ Tecovirimat exposures were lower in people with mpox in comparison to prior data 

modeled in healthy volunteers.

▪ Despite lower exposures, C12h across all participants exceeded mean effective 

Cmin values in NHPs receiving 3 and 10 mg/kg/day.

▪ Future work will explore factors associated with tecovirimat PK and assess 

relationships with clinical and virologic outcomes to evaluate the clinical relevance 

of these PK differences.
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RESULTS

Table 1. Baseline Demographics

▪ Intensive PKs were conducted on a subset of participants on study day 8 

(steady-state) following an observed dose of tecovirimat with a moderate-high fat 

meal. All participants received 600 mg twice daily. 

▪ Blood samples were collected pre-dose (time 0), 1, 2, 3, 4, 6, 8 and 10 hours 

post-dose. Tecovirimat concentrations were quantified by liquid chromatography 

tandem mass spectrometry (LC-MS/MS).

▪ PK parameters were calculated using noncompartmental methods with predicted 

AUC0-12h and C12h determined from the terminal phase of the post-dose curve

(Phoenix WinNonlin®, Certara, Inc.)

▪ Simulated concentration-time profiles using parameter estimates from the U.S. 

FDA’s population PK model were generated (Phoenix NLME®, Certara, Inc.). 

These were generated using each participant’s weight and used the absorption 

rate for fed state with an adjustment for infection status.3

▪ Predicted C12h were also compared to mean Cmin values associated with survival 

and clinical/virologic response in NHPs (minimum and maximum effective doses 

of 3 and 10 mg/kg/day, respectively).

METHODS

Table 2. Intensive PK Results for Open-Label Arm

Data presented as median (minimum, maximum) a Reported in 5 with HIV, 4 without HIV
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▪ To determine the steady-state PK of tecovirimat in people with mpox.

OBJECTIVE

Randomized Arms Open-label

Eligibility Requirements for Open-Label Arm: 

• Protocol-defined severe mpox disease

• Severe immune suppression or skin conditions 

placing an individual at high risk for severe disease

• Participants age <18 years

• Pregnancy

• Breastfeeding

• Concomitant potent inducers of UGT1A1/4 

YesNo

Tecovirimat exposures were lower in people 

with mpox than healthy adults, although 

concentrations remained above the effective 

Cmin for the drug in non-human primates

PK Parameter
Pregnant

(n=1)

Non-Pregnant

With HIV
(n=7)

Without HIV 
(n=5)

Total
(n=12)

AUC0-12h (mg*h/L)a 9.22
9.13

(6.95, 13.1)

10.9

(10.7, 12.5)

10.7

(6.95, 13.1)

Cmax (mg/L) 1.42
1.75

(0.97, 2.84)

1.78

(1.44, 1.83)

1.77 

(0.97, 2.84)

Cavg (mg/L) 0.77
0.76

(0.58, 1.09)

0.90

(0.89, 1.04)

0.89 

(0.58, 1.09)

C12h (mg/L)a 0.18
0.24 

(0.18, 0.43)

0.30

(0.22, 0.36)

0.26 

(0.18, 0.43)

Tmax (h) 3.92
4.0

(2.0, 6.18)

3.02

(0.0, 6.0) 

3.02

(0, 6.18)

T1/2 (h)a 2.13
3.6

(2.91, 3.80)

3.07

(2.90, 3.31)

3.17

(2.90, 3.80)

Vz/F (L)a 199.7
320

(196, 471)

236

(221, 265)

265

(196, 471)

CLss/F (L/h)a 65.1
65.7

(46.0, 86.4)

55.3

(48.1, 56.3)

56.3

(46.0, 86.4)

Ratio of A5418 C12h / NHP Cmin 

NHP 3 mg/kg/day Cmin

(0.037 mg/L, n=6)
4.61

6.52 

(4.97, 11.6)

8.07

(6.03, 9.76)

6.95

(4.97, 11.6)

NHP 10 mg/kg/day Cmin

(0.169 mg/L, n=6)
1.01

1.43 

(1.09, 2.55)

1.76

(1.31, 2.13)

1.52

(1.09, 2.55)

Figure 2. Concentration-Time Profile and Comparison with Day 8 PK results from FDA popPK 

Model​ Simulation.

Key: Data presented as geometric mean (95% CI); Red diamond indicate the pregnant participant.​ Lower bound of gray shading 

indicates 5th percentile and dotted line indicates 50th percentile exposure estimates based on U.S. FDA’s modeling and simulation of 

tecovirimat in fed humans receiving 600 mg BID (Day 14).3 Dashed line (---) represents the AUC or C12 in NHPs receiving 3mg/kg of 

tecovirimat and dash-dotted line (-•-) represents NHPs receiving 10mg/kg.2

Key: Data presented as median±IQR. Shading indicates median±IQR of the simulated exposure based on U.S. FDA’s model in fed 

humans receiving 600 mg BID (Day 14).3 Left: linear scale; Right: logarithmic scale. TAD: time after dose.
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Figure 1. Study Design of ACTG 5418.

Characteristic N=12a Characteristic (Continued) N=12a

Sex at birth, n(%) HIV coinfectionb, n(%) 7 (54%)

Male 11 (92%) HIV RNA <200 copies/mL, n(%) 4/7 (57%)

Female 1 (8 %) CD4 count <200 cells/mm3, n(%) 2/6 (33%)

Race/Ethnicity, n(%)
Clinical Laboratory Value, median (range)

White 6 (55%)

Black or African American 5 (45%) Albumin (g/dL) 4.1 (3.5-4.5)

Unknown 1 ALT (U/L) 21.5 (12-75)

Hispanic/Latino, n(%) 6 (50%) AST (U/L) 22 (13-38)

Age (years), median (range) 34 (<18-51) Serum Creatinine (mg/dL)c 0.93 (0.73-1.1)

Weight (kg), median (range) 77.8 (56.6-102.8)

BMI (kg/m2), median (range) 25.2 (19.8-29.6)

Figure 3. PK Results by HIV Status with Comparison to PK Target in NHPs and FDA popPK 

Model​ Simulation.

a Pregnant participant excluded from summary statistics.
b Concomitant ARVs include BIC/F/TAF(n=4), EVG/c/F/TAF (n=1), 

DTG/3TC (n=1), DTG+DRV/c+TAF/FTC (n=1).
c Reported in 9 patients.
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