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between Metformin vs No Metformin arms for isoniazid (top), concentration-time profiles for isoniazid, rifampicin, and pyrazinamide
rifampicin (middle) and pyrazinamide (bottom) in a virtual cohort stratified by metformin co-administration. Points indicate observed
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Characteristic No Metformin Metformin Overall simulated cohort that received an extra Rifampicin dose (LLOQ) are shown as dashed blue lines (LLOQ/2) for both observed and
N =35 N =43 N=78 (+150mg). Boxes and whiskers show the median and 95%  simulated data for visualization purposes. Isoniazid, rifampicin and
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No. of males 23 (666) 26 (606) 49 (636) estimates, and grey shaded bands indicate historical adult respectively.
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Fat-Free Ma.ss (kg) ) 47.2(41.8,53.2) 45.9(40.3,51.1) 46.8 (41.0, 51.9) Primary finding: Lower rifampicin and isoniazid exposure in metformin arm, consistent with prior reports.®
Body mass index (kg/m?)  22.4(20.0,26.3) 21.3(19.0,23.3) 21.8(19.6, 24.0) Pyrazinamide: No statistically significant difference between arms in this study.
Creatinine clearance Rifampicin exposure: Simulations showed that one additional 150 mg virtual capsule restored exposure towards the non-
(mL/min)® 104 (85.0, 130) 111 (86.6, 122) 110 (86.6, 123) metformin group.
Bilirubin (umol/L) 6.0 (4.0, 7.0) 5.5(4.0, 7.0) 5.5(4.0, 7.0)
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Efavirenz-based Diseases (NIAID), part of the National Institutes of Health. MJR supported and funded by the NRF.
1(2.9%) 0 (0%) 1(1.3%)
Treatment National Institute of
Dolutegravir-based 31 (89%) 30 (70%) 61 (78%) REfe rences m Allergy and FUL%DEL
0 0] (0] . .
Treatment 1. WHO. Global TB report 2025. Geneva; 2025. 7. StottKE, et al. JAC. 2018;73(9):2305-2313. Infectious Diseases PARAMETERS
—— AND ——
d Fat_free mass WaS Calculated according to Janmahasatian et a|.5 2. Wijk M, et al. Clin Infect Dis. 2025 8. Daskapan A, et al. Clin Pharmacokinet. 2019;58:747-766. ADDITIONAL
. - GRAPHS AND TABLES
. . . . mi , et al. IntJ Infect Dis. . admapriydarsini C, et al. . ;75(3):425-434.
b Creatinine clearance was calculated using the Cockcroft—Gault method © o omse el intyintect i 207 T TR el B e R % T
4. Naicker N, et al. Front Pharmacol. 2020 10.  Wijk M, et al. CPT: Pharmacomet & Sys Pharm. Research % Full model parameters
5. Janmahasatian S, et al. Clin Pharmacok. 2005;44(10):1051-65 2025;6(14):1042-1049 RF Foundation S sakiian SCAN ME
\ ) 6. Cockcroft DW, et al. Nephron. 1976;16(1):31-41 “- ' ’



https://ucthpc.uct.ac.za/
https://ucthpc.uct.ac.za/
https://ucthpc.uct.ac.za/
https://ucthpc.uct.ac.za/
https://ucthpc.uct.ac.za/
https://ucthpc.uct.ac.za/
https://ucthpc.uct.ac.za/
https://ucthpc.uct.ac.za/
https://ucthpc.uct.ac.za/

	Slide 1

