Supplementary Table S2. Sensitivity and specificity for the Inbios IgM ELISA for the detection of scrub typhus IgM antibodies compared to the
STIC and other diagnostic modalities.

ELISA
gl[‘)t-Off Sample timing ::sIN - Sensitiégy (95% S([;estz/iofig::y NP\(I: I()!36)5% PPV (95% CI)° AURO((:::): (95% p-value
0.1 STIC + 38 5 88.4 (74.9-96.1) 31.2(22.7-40.8) 87.2 (72.6- 33.6 (25.0- 0.60 (0.53-0.66) 0.008
VI + 765 314 85.7 (42.1-99.6) 26.2 (19.3-34.2) 5.3(2.0-11.2) 97.4 (86.5 0.56 (0.42-70) 0.678
PCR + 12027 328 91.1 (73.0-99.0) 28.9 (21.2-37.6) 94.9 (82.7- 19.5 (12.6- 0.60 (0.53-0.67) 0.041
IFA 4-fold rise + ?; 337 86.4 (65.1-97.1) 26.9 (18.8-36.2) 19.4 (12.1- 90.6 (75.0- 0.57 (0.48-0.65) 0.242
IFA 4-fold rise + Adm + ;g 219 96.6 (82.2-99.9) 30.9 (22.2-39.9) 24.8 (17.1- 97.4 (86.5- 0.64 (0.58-0.69) 0.002
0.2 STIC + gg :132 65.1 (49.1-80.6) 72.5 (63.1-80.6) 84.0 (75.0- 48.3 (35.0- 0.69 (0.60-0.77) <0.001
IVI + 350 729 71.4 (29.0-96.3) 63.4 (55.1-71.3) 8.6 (2.9-19.0) 97.9 (92.5- 0.67 (0.49-0.86) 0.106
PCR + g? 932 87.5 (67.6-97.3) 71.1 (62.4-78.8) 36.2 (24.0- 96.8 (91.0- 0.79 (0.71-0.87) <0.001
IFA 4-fold rise + :133 ?; 45.5 (24.4-67.8) 64.8 (55.0-73.8) 20.8 (10.5- 85.4 (75.8- 0.55 (0.44-0.66) 0.363
IFA 4-fold rise + Adm + :232 710 96.6 (82.2-99.9) 75.6 (67.0-82.9) 48.3 (35.0- 98.9 (94.2- 0.86 (0.81-0.91) <0.001
0.3 STIC + :232 ?3 60.5 (44.4-75.0) 84.4 (76.2-90.6) 60.5 (44.4- 84.4 (76.2- 0.72 (0.64-0.80) <0.001
VI + 157 922 71.4(29.0-96.3) 73.8 (65.8-80.7) 11.6 (3.9-25.1) 98.2 (93.5- 0.73 (0.54-0.91) 0.020
PCR + :233 127 83.3 (62.6-95.3) 82.0 (74.3-88.3) 46.5 (31.2- 96.3 (90.9- 0.82 (0.74-0.91) <0.001
IFA 4-fold rise ; 283 11045 36.4 (17.2-59.3) 74.1 (64.8-82.0) 22.2(10.1- 85.1 (76.3- 0.55 (0.44-0.66) 0.319
IFA 4-fold rise + Adm + gg 810 96.6 (82.2-99.9) 87.8 (80.7-93.0) 65.1 (49.1- 99.1 (95.0- 0.92 (0.88-0.97) <0.001
0.4 STIC + ;g 11088 58.1 (42.1-73.0) 89.0 (81.6-94.2) 67.6 (50.2- 84.3 (76.4- 0.74 (0.66-0.82) <0.001
IVI + 152 927 71.4 (29.0-96.3) 77.9 (70.3-84.4) 13.5 (4.5-28.8) 98.3 (93.9- 0.75 (0.56-0.93) 0.010
PCR + :235 14113 83.3 (62.6-95.3) 86.7 (79.6-92.1) 54.1 (36.9- 96.5 (91.3- 0.85 (0.77-0.93) <0.001
IFA 4-fold rise + 177 11161 31.8 (13.9-54.9) 77.8 (68.8-85.2) 22.6 (9.6-41.1) 84.8 (76.2- 0.55 (0.44-0.66) 0.336
IFA 4-fold rise + Adm + gg 814 96.6 (82.2-99.9) 92.7 (86.6-96.6) 75.7 (58.8- 99.1 (95.3- 0.95 (0.91-0.99) <0.001
0.5 STIC + 295 11151 58.1 (42.1-73.0) 89.9 (82.7-94.9) 69.4 (51.9- 84.5 (76.6- 0.74 (0.66-0.82) <0.001
VI + 151 928 71.4(29.0-96.3) 78.6 (71.0-85.0) 13.9 (4.7-29.5) 98.3 (93.9- 0.75 (0.56-0.93) 0.009
PCR + :23(1) 14114 83.3 (62.6-95.3) 87.5 (80.5-92.7) 55.6 (38.1- 96.6 (91.4- 0.85 (0.77-0.94) <0.001
IFA 4-fold rise + 176 11152 31.8 (13.9-54.9) 78.7 (69.8-86.0) 23.3(9.9-42.3) 85.0 (76.5- 0.55 (0.44-0.65) 0.286
IFA 4-fold rise + Adm + §8g 18135 96.6 (82.2-99.9) 93.5 (87.6-97.2) 77.8 (60.8- 99.1 (95.3- 0.95 (0.91-0.99) <0.001




0.6 STIC + 24 19 55.8 (39.9-70.9) 90.8 (83.8-95.5) 73.6 (52.5- 83.9 (76.0- 0.73 (0.65-0.81) <0.001
VI :l- 140 939 57.1 (18.4-90.1) 79.3 (71.8-85.6) 11.8 (3.3-27.5) 97.5 (92.7- 0.68 (0.48-0.88) 0.045
PCR :l- :138 1;5 79.2 (57.8-92.9) 88.3 (81.4-93.3) 55.9 (37.9- 95.8 (90.4- 0.84 (0.75-0.93) <0.001
IFA 4-fold rise :l- 165 11163 27.3 (10.7-50.2) 79.6 (70.8-86.8) 21.4 (8.3-41.0) 84.3 (75.8- 0.55 (0.43-0.64) 0.473
IFA 4-fold rise + Adm :l- gg 826 93.1 (77.2-99.2) 94.3 (88.6-97.7) 79.4 (62.1- 98.3 (94.0- 0.94 (0.89-0.99) <0.001
0.7 STIC + 273 12106 53.5 (37.7-68.8) 91.7 (84.9-96.2) 71.9 (53.3- 82.3 (75.4- 0.73 (0.65-0.81) <0.001
VI ;- ?1 120 57.1 (18.4-90.1) 80.7 (73-86.8) 12.5 (3.5-29.0) 97.5(92.9 - 0.69 (0.49-0.89) 0.036
PCR ;- fg 1;7 79.2 (57.8-92.9) 89.8 (83.3-94.5) 59.4 (40.6- 95.8 (90.5- 0.86 (0.76-0.93) <0.001
IFA 4-fold rise ; 153 11175 22.7 (7.8-45.4) 80.6 (71.8-87.5) 19.2 (6.6-39.4) 83.7 (75.1- 0.52 (0.42-0.61) 0.726
IFA 4-fold rise + Adm ;- gé 837 89.7 (72.6-97.8) 95.1 (89.7-98.2) 81.3 (63.6- 97.5 (92.9- 0.93 (0.86-0.98) <0.001
0.8 STIC + 262 12117 51.2 (35.5-66.7) 94.5 (88.4-98.0) 78.6 (59.0- 83.1 (75.3- 0.73 (0.65-0.81) <0.001
VI :l- 2 1g3 57.1 (18.4-90.1) 83.4 (76.4-89.1) 14.3 (4.0-32.7) 97.6 (93.1- 0.70 (0.50-0.90) 0.022
PCR :l- fg 121 75.0 (53.3-90.2) 92.2 (80.1-96.2) 64.3 (44.1- 95.2 (89.8- 0.84 (0.74-0.93) <0.001
IFA 4-fold rise :l- 140 11188 18.2 (5.2-40.3) 83.3 (74.9-89.8) 18.2 (5.2-40.3) 83.3 (74.9- 0.51 (0.42-0.60) 0.863
IFA 4-fold rise + Adm :l- ;g 930 89.7 (72.6-97.8) 98.4 (94.2-99.8) 92.9 (76.5- 97/6 (93.1- 0.94 (0.88-1.0) <0.001
0.9 STIC + 222 12211 51.2 (35.5-66.7) 96.4 (89.6-98.5) 81.5(61.9- 83.2 (75.5- 0.73 (0.66-0.81) <0.001
VI ;- Z 1g4 57.1(10.4-90.1) 84.1 (77.2-89.7) 14.8 (4.2-33.7) 97.6 (93.1- 0.71 (0.51-0.91) 0.019
PCR ; %g 122 75.0 (53.3-90.2) 93.0 (87.1-96.7) 66.7 (46.0- 95.2 (89.8- 0.84 (0.75-0.93) <0.001
IFA 4-fold rise :l- ?1 11189 18.2 (5.2-40.3) 84.3 (76.0-90.6) 19.0 (5.5-41.9) 83.5 (75.2- 0.51 (0.42-0.60) 0.777
IFA 4-fold rise + Adm ;- ;; %11 86.2 (68.3-96.1) 98.4 (94.2-99.8) 92.6 (75.7- 96.8 (92.0- 0.92 (0.86-0.99) <0.001
1.0 STIC + 221 12221 48.8 (33.3-64.5) 96.3 (90.9-99.0) 84.0 (63.9- 82.7 (75.0- 0.73 (0.65-0.80) <0.001
VI :l- :11 1g5 57.1 (10.4-90.1) 85.5 (78.7-90.8) 16.0 (4.5-36.1) 97.6 (93.1- 0.71 (0.51-0.91) 0.014
PCR :l- f; 134 70.8 (48.9-87.4) 93.8 (88.1-97.3) 68.0 (46.5- 94.5 (89.0- 0.82 (0.73-0.92) <0.001
IFA 4-fold rise :l- g 11290 13.6 (2.9-34.9) 85.2 (77.1-91.3) 15.8 (3.4-39.6) 82.9 (74.6- 0.49 (0.41-0.57) 0.887
IFA 4-fold rise + Adm :l- ;2 952 82.8 (64.2-94.2) 99.2 (95.6 -100) 96.0 (79.6- 96..1 (91.1- 0.91 (0.84-0.98) <0.001
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1.5 STIC + 20 23 46.4 (31.2-62.3) 97.2 (92.0-99.4) 87.0 (66.4- 82.2 (74.5- 0.72 (0.64-0.80) <0.001
VI ;- Z 126 57.1 (18.4-90.1) 86.9 (80.3 - 17.4 (5.0- 97.7 (93.4 - 0.72 (0.52— 0.007
PCR ;- ?Ig 126 66.6 (44.7— 84.4) 94.5 (89.1- 69.6 (47.1— 93.8(88.1— 0.81(0.71- <0.001
IFA 4-fold rise :i- ; 11291 13.6 (2.9-34.9) 87.0(79.2-92.7) 17.6 (3.8-43.4) 83.2 (75.0— 0.50 (0.42— 0.932
IFA 4-fold rise + Adm ;- ;g 964 79.3 (60.3-92.0) 100 (97.0-100) 100 (85.2— 95.3 (90.2- 0.90 (0.82 — <0.001
2.0 STIC :l- 200 12233 46.5 (31.2-62.3) 100 (96.7-100) 100 (83.2-100) 81.1 (73.3- 0,73 (0,66-0.81) <0.001
VI :l- 2 1g9 57.1 (18.4-90.1) 89.0 (82.7-93.6) 20 (5.7-43.7) 97.7 (93.5- 0.73 (0.53-0.93) <0.001
PCR :l- ?12 11209 58.3 (0.36.6— 95.3 (90.98.3) 70.0(45.7- 92.4 (86.5— 0.77 (0.67-0.87) <0.001
IFA 4-fold rise :l- g 11292 13.6 (2.9-34.9) 88.0 (80.3-93.4) 18.8 (4.1— 83.3 (75.2— 0.51 (0.43— 0.835
IFA 4-fold rise + Adm :l- ;g 995 69.0 (49.2-84.7) 100 (97.0-100) 100 (93.2— 93.2 (87.5- 0.85(0.76 — <0.001
25 STIC ;- 200 12233 46.5 (31.2-62.3) 100 (96.7-100) 100 (83.2-100) 82.6 (75.0- 0.73 (0.66-0.81) <0.001
VI ;- 2 1g9 57.1(18.4-90.1) 89.0 (82.7-93.6) 20 (5.7-43.7) 97.7 (93.5- 0.73 (0.53-0.93) <0.001
PCR :i- ?12 11209 58.3 (0.36.6— 95.3 (90.98.3) 70.0(45.7- 92.4 (86.5— 0.77 (0.67-0.87) <0.001
IFA 4-fold rise :i- g 11292 13.6 (2.9-34.9) 88.0 (80.3-93.4) 18.8 (4.1- 83.3 (75.2— 0.51(0.43- 0.835
IFA 4-fold rise + Adm :i- ;8 995 69.0 (49.2-84.7) 100 (97.0-100) 100 (93.2—- 93.2 (87.5- 0.85(0.76 — <0.001
3.0 STIC :l- 200 12233 46.5 (31.2-62.3) 100 (96.7-100) 100 (83.2-100) 82.6 (75.0- 0.73 (0.66-0.81) <0.001
VI :l- 2 1g9 57.1 (18.4-90.1) 89.0 (82.7-93.6) 20 (5.7-43.7) 97.7 (93.5- 0.73 (0.53-0.93) <0.001
PCR :l- ?12 11209 58.3 (0.36.6— 95.3 (90.98.3) 70.0(45.7- 92.4 (86.5- 0.77 (0.67-0.87) <0.001
IFA 4-fold rise :l- g 11292 13.6 (2.9-34.9) 88.0 (80.3-93.4) 18.8 (4.1— 83.3 (75.2— 0.51 (0.43— 0.835
IFA 4-fold rise + Adm :l- ;g 995 69.0 (49.2-84.7) 100 (97.0-100) 100 (93.2— 93.2 (87.5- 0.85(0.76 — <0.001
3.5 STIC ;- 109 12243 44.2 (29.1-60.1) 100 (96.7-100) 100 (82.4- 82.0 (74.4- 0.72 (0.65-0.80) <0.001
VI ;- 2 1g9 57.1 (18.4-90.1) 89.7 (83.5-94.1) 21.1(6.1- 97.7 (93.5— 0.73 (0.53— <0.001
PCR ;- ?Ig 113‘10 54.2 (32.8-74.4) 95.3 (90.1-98.3) 68.4 (43.4- 91.7 (85.7- 0.75 (0.64-0.85) <0.001
IFA 4-fold rise :i- g 12202 9.1 (1.1-29.2) 88.0 (80.3-93.4) 13.3(1.7-40.5) 82.6 (74.4- 0.49 (0.42-0.55) 0.693
IFA 4-fold rise + Adm :i- 103 ZE 65.5 (45.7-82.1) 100 (97.0-100) 100 (82.4-100) 92.5 (86.6- 0.83 (0.74-0.92) <0.001




4.0 STIC + 17 26 39.5 (25.0-55.6) 100 (96.7-100) 100 (80.5-100) 80.7 (73.1- 0.70 (0.62-0.77) <0.001
VI :l- g 129 28.6 (3.7-71.0) 89.7 (83.5-94.1) 11.8 (1.5-36.4) 96.3 (91.6- 0.59 (0.41-0.77) 0.177
PCR :l- 1? 11330 45.8 (25.6-67.2) 95.3 (90.1-98.3) 64.7 (38.3- 90.4 (84.1- 0.71 (0.6)-0.81) <0.001
IFA 4-fold rise :l- g 12202 9.1 (1.1-29.2) 89.8 (82.5 -94.8) 15.4 (1.9-45.4) 82.9 (74.8- 0.50 (0.43-0.56) 0.876
IFA 4-fold rise + Adm :l- 1; ?; 58.6 (38.9-76.5) 100 (97.0-100) 100 (80.5— 91.1 (85.0— 0.79 (0.70— <0.001
4.5 STIC ;- (7) 13263 16.3 (6.8-30.7) 100 (96.7-100) 100 (59.0-100) 75.2 (67.3- 0.58 (0.53-0.64) <0.001
VI :i- g 1(7)9 0(0-41.0) 95.2 (90.3-98.0) 0(0-41.0) 95.2 (90.3- 0.48 (0.46-0.49) 0.714
PCR ;- ; 12318 12.5(2.7-32.4) 96.9 (92.2-99.1) 42.9(9.9 - 85.5 (78.7 — 0.55 (0.48— 0.080
IFA 4-fold rise ;- ‘11 12233 4.6 (0.1-22.8) 96.3 (90.7-99.0) 20.0 (1.0-71.6) 83.2 (75.5- 0.50 (0.46-0.55) 0.852
IFA 4-fold rise + Adm ;- ‘71 12024 24.1 (10.3-43.5) 100 (97.0-100) 100 (59.0-100) 84.8 (77.9- 0.62 (0.54-0.70) <0.001
5.0 STIC :l- (1) 14223 2.3 (0.6-12.3) 100 (96.7-100) 100 (2.5-100) 72.2 (64.3- 0.51 (0.49-0.53) 0.110
VI :l- 8 139 0 (0-41.0) 99.3 (96.2-100) 0 (0-97.5) 95.4 (90.7- 0.50 (0.49-0.50) 0.954
PCR :l- (1) 12444 0 (0-14.2) 99.2 (95.7-100) 0 (0-97.5) 84.1(77.3- 0.50 (0.49-0.50) 0.842
IFA 4-fold rise :l- (1) 12227 0 (0-15.4) 99.1 (94.9-100) 0 (0-97.5) 82.9 (75.3- 0.50 (0.49-0.50) 0.650
IFA 4-fold rise + Adm :l- i 1228: 3.5(1.0-17.8) 100 (97-100) 100 (2.5-100) 81.5 (74.3- 0.52 (0.48-0.55) 0.131

Data analysed using 2x2 cross-tabulation and ROC curves, for each STIC combined or individual components and data stratified by ELISA cut-off OD

ranging from 0.1 to 5.0. Abbreviations: a= positive predictive value / b= negative predictive value/ c= Area under receiver operator characteristic curve.



