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Table S1: Trial blood monitoring schedule and proposed real-world monitoring for each treatment regimen.

DAY | DAY | DAY | DAY | DAY DAY DAY DAY
1 3 5 7 10 12 14 28
All trial participants
Creatinine, Urea, Potassium and X X X X X X X X
Sodium
Full Blood Count X X X X
ALT X X X X
AmBisome arm
Creatinine, Urea, Potassium and X X
Sodium
Full Blood Count X X
ALT X X
Control arm
Creatinine, Urea, Potassium and X X X X
Sodium
Full Blood Count X X X
ALT X X

ALT denotes alanine aminotransferase



Table S2: Mean (+SD) empirical resource use per participant by trial arm over the 10-week trial period for all

AMBITION-cm participant.

Resource

AmBisome (n=406)

Control (n=407)

Hospitalisation

Hospital admission, per bed-day 12-98 (9-06) 12-:93 (7-12)
Hospital readmission, per bed-day 1-77 (5-15) 1-62 (5-01)
Lumbar puncture 5-66 (5-77) 6-01 (6:50)
Blood Tests

Chemistry 4-11 (1-70) 4-34 (2-08)
Chemistry plus ALT 4-24 (1-86) 4-18 (1-73)
Full blood count 5-10 (2:74) 5-18 (2:58)
CD4 count 0-85 (0-40) 0-85 (0-43)
HIV viral Load 0-49 (0-56) 0-50 (0-54)
Microbiology

CSF analysis 1-:52 (0-94) 1-:56 (1-10)
Urine culture 0-098 (0-42) 0-093 (0-40)
Bacterial blood culture, aerobic 0-18 (0-56) 0-14 (0-50)
Sputum culture, mycobacteria 0-015(0-12) 0-0098 (0-099)
Sputum AFB 0-030 (0-17) 0-027 (0-18)
Sputum GeneXpert 0-094 (0-32) 0-088 (0-32)
CSF GeneXpert 0-24 (0-51) 0-22 (0-49)
Radiology

Chest x-ray 0-41 (0-66) 0-37 (0-60)
CT Head 0-14 (0-41) 0-12 (0-35)

Cryptococcal specific treatment

Fluconazole, per 200mg

255-06 (99-77)

21293 (91-76)




Flucytosine, per 500mg 137-02 (45-57) 69-50 (21-18)
AmB, per 50mg 0 7-74 (2:26)
L-AmB, per 50mg 11-17 (2-21) 0

Other treatment

5% dextrose, per litre 1 (0) 6-56 (1-41)
0.9% normal saline, per litre 2(0) 13-12 (2-83)
Intravenous potassium, per ampoule 1 (0) 6-56 (1-41)
Oral potassium, per tablet 11-71 (1-33) 33-32 (7-98)
Oral magnesium, per tablet 5-86 (0-67) 16:66 (3-99)
Blood transfusion, per unit 0-20 (0-79) 0-43 (1-02)
Thrombophlebitis treatment (oral) ¥ 0-012 (0-11) 0-049 (0-22)
Thrombophlebitis treatment (IV)+ 0-0074 (0-86) 0-020 (0-14)
Bacteraemia¥ 0-027 (0-16) 0-030 (0-17)

* AFB denotes acid fast bacilli; ALT alanine aminotransferase; AmB amphotericin B deoxycholate; CSF
cerebrospinal fluid; CT computerised tomography; L-AmB liposomal amphotericin.
T A standard, complete course of antimicrobial treatment for the indication listed.



Figure S1: Survival to discharge from hospital and discharge data from the AMBITION-cm trial indicating the
proportion of participants who survived admission and the proportion of those who survived admission and were
discharged between days seven and nine.
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Figure S2: The proportion of the total in-trial per-participant costs attributable to different groups of resource
units (US$ 2020) in the Malawi setting.
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Figure S3: Health Care cost of In-Trial Resource Use for 1) Botswana, 2) South Africa, 3) Uganda and 4)
Zimbabwe. A) A cost-effectiveness plane presenting the incremental costs and death benefit (%) in the
AmBisome arm after 10,000 bootstrap iterations (2,000 selected at random are shown) with the red dot denoting
the mean and the ellipse showing 95% confidence intervals of the simulation and B) Cost-effectiveness
acceptability curve of the AmBisome arm against the control. The red line denotes the cumulative probability of
AmBisome being more cost effective than the control treatment at a particular willingness to pay (WTP). The
dashed line denotes the cumulative probability of negative health benefits.
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Figure S4: Health cost of Potential Real-life Resource Use for 1) Botswana, 2) South Africa, 3) Uganda and 4)
Zimbabwe. A) A cost-effectiveness plane presenting the incremental costs and death benefit (%) in the
AmBisome arm after 10,000 bootstrap iterations (2,000 selected at random are shown) with the red dot denoting
the mean and the ellipse showing 95% confidence intervals of the simulation and B) Cost-effectiveness
acceptability curve of the AmBisome arm against the control. The red line denotes the cumulative probability of
AmBisome being more cost effective than the control treatment at a particular willingness to pay (WTP). The
dashed line denotes the cumulative probability of positive health benefits.
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