SUPPLEMENTAL FIGURES AND FIGURE LEGENDS

Supplemental Table 1. Ex vivo '°F-FDG uptake, represented as %ID/g, in tissues
following terminal biodistribution study in (A) treatment-naive (vehicle) mice, and (B)
celgosivir-treated mice following lethal S221 DENV2 inoculation. LN = Lymph nodes.

A

Naive 1 d DENV2 (Vehicle) | 2 d DENV2 (Vehicle) | 3 d DENV2 (Vehicle) | 4 d DENV2 (Vehicle)
Tissue Mean SD n Mean SD n Mean SD6 n Mean SD n Mean SD n
Blood 0.55 0.11 12 0.42 0.09 6 0.36 0.03 6 0.47 0.1 12 0.86 0.48 12
Heart 6.63 575 12 102 4.35 6 16.96 8.48 6 10.5 6.86 12 482 155 12
Lungs 3.13 0.52 12 259 017 6 2.71 0.36 6 3.63 0.55 12 494 137 12
Kidney 1.83 0.62 12 1.14 0.22 6 1.3 0.34 6 157 0.29 12 266 147 12
Spleen 2.6 0.48 12 263 055 6 3.15 046 6 10.56 2.65 12 126 233 12
Liver 1.33 022 12 117 0.32 6 0.98 0.08 6 166 0.22 12 2.06 1 12
Stomach 284 091 12 248 043 6 265 0.38 6 3.02 049 12 515 2.19 12
Pancreas 145 027 12 1.05 0.18 6 1.3 0.25 6 1.23 0.2 12 1.91 0.4 12
S.Int. 2.91 0.77 12 1.91 0.36 6 1.78 0.36 6 6.34 2.38 12 38.28 8.19 12
L.Int. 5.11 0.89 12 3.76  0.58 6 3.85 0.63 6 5.81 1.68 12 144 495 12
Mesenteric LN | 2.51 0.77 12 144 0.89 6 1.14  0.98 6 492 256 12 496 1.09 12
Muscle 3.47 2.8 12 593 1.62 6 512 296 6 5.7 3.59 12 238  1.41 12
Bone 2.55 0.8 12 2.21 0.73 6 3.39 145 6 5.03 1.39 12 5.1 1.6 12
Thyroid* 6.5 2.44 12 712 0.76 6 8.39  1.81 6 8.61 2.24 12 529 1.38 12
Brain 8.76 2.32 12 6.69 1.81 6 504 0.75 6 12.56 3.67 12 10.1 1.89 12

* Represented as % ID/Org

B
3 d DENV2 (Celgosivir) | 4 d DENV2 (Celgosivir)

Mean Mean SD n Mean SD n
Blood 0.39 0.06 6 0.38 0.08 6
Heart 1467 6.25 6 1229 7.52 6
Lungs 3.31 0.78 6 2.72 0.67 6
Kidney 1.34 0.35 6 1.06 0.24 6
Spleen 7.67 1.72 6 7.22 1.41 6
Liver 1.38 0.24 6 1.24 0.33 6
Stomach 2.52 0.37 6 2.54 0.45 6
Pancreas 1.27 0.16 6 1.09 0.25 6
S.Int. 3.44 0.78 6 7.64 2.18 6
L.Int. 4.87 0.62 6 5.29 1.00 6
Mesenteric LN [ 2.90 1.61 6 2.89 1.36 6
Muscle 5.44 3.36 6 8.72 3.26 6
Bone 4.09 0.91 6 5.42 1.20 6
Thyroid* 9.36 1.54 6 9.82 2.53 6
Brain 6.70 1.46 6 7.26 1.76 6

* Represented as % ID/Org



Supplemental Figure 1. (A) Serial in vivo "®F_FDG-PET/CT imaging of three
representative mice M1, M2, and M3 (n=3 mice per cohort, with treatment naive (vehicle
control) group performed three independent times), followed by (C) ex vivo '®F-FDG DAR
imaging in M1, and M2, and spare mice M4 and M5, 4 days post DENV2 infection (n=4
mice per cohort). (B) Ex vivo '"8F_FDG DAR in representative control pre-DENV mice (n=2
mouse per cohort).
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Supplemental Figure 2. Ex vivo characterization of tissue-specific (A) virus and (B) TNF-
a and (C) IL-6 cytokine levels lethal IC DENV2 murine model infected with mouse-adapted
S221 DENV2 strain following treatment with vehicle control (n=12), and with celgosivir
g.i.d. (n=6). Between Day 3 and Day 4 treatment-naive and celgosivir-treated groups: *,
P<0.05. (D) "®F-FDG tissue uptake, represented as mean %ID/g + SEM; Mean values
compared by two-way ANOVA with multiple comparisons; Versus Naive: **, P<0.001,
***P<0.0001; Versus Rx: ¢, P<0.001.
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Supplemental Figure 3. Representative panel of serial "®F-FDG-PET/CT MIP images of
lethal S221 infected mice that are (A) treatment-naive (vehicle control) or (B) had
celgosivir treatment q.i.d. at day 2 post-infections (n=3 mice per imaging arm; with imaging

of treatment-naive group performed three independent times).
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Supplemental Table 2. Ex vivo '®F-FDG uptake in tissues, in (A,B) non-lethal and (C,D)
lethal EDEN2 DENV2 ADE at different time points post-infection compared to naive non-
infected control, represented as %ID/g (A,C) and as Localization Ratio (LR), following
normalization to non-infected mice (B,D). LN = Lymph nodes.

A
Naive 1 d Non-Lethal 2 d Non-Lethal 3 d Non-Lethal 4 d Non-Lethal 5 d Non-Lethal
Tissue Mean SD n Mean SD n Mean SD n Mean SD6 n Mean SD n Mean SD n
Blood 0.62 0.09 8 0.41 0.06 8 0.38 0.06 8 0.37 0.05 8 0.54 0.08 8 0.60 0.19 8
Heart 278 1.15 8 1829 8.19 8 12.36  6.79 8 12.99 7.00 8 523 147 8 782 482 8
Lungs 258 1.09 8 299 030 8 312 051 8 3.70 1.00 8 381 0.62 8 420 0.70 8
Kidney 1.39 053 8 123  0.12 8 137 035 8 129 0.16 8 151  0.18 8 140 024 8
Spleen 335 231 8 548 0.82 8 6.89 1.27 8 8.96 1.74 8 16.42 8.49 8 10.32 1.06 8
Liver 285 4.53 8 130 0.14 8 148 0.19 8 1.08 0.1 8 1.03 0.15 8 1.31 030 8
Stomach 226 0.90 8 230 057 8 249 056 8 260 061 8 456 1.19 8 3.17 079 8
Pancreas 7.36 12.10 8 1.17  0.81 8 083 0.19 8 098 0.18 8 222 1.04 8 263 0.78 8
S.Int. 249 088 8 198 0.24 8 269 052 8 6.69 2.00 8 13.77 3.89 8 392 131 8
L.Int. 489 062 8 458 0.67 8 458 0.81 8 488 0.74 8 1521 3.35 8 967 3.25 8
Mesenteric LN | 2.71  2.90 8 312 117 8 437 172 8 369 154 8 30.00 58.75 8 558 3.04 8
Muscle 250 4.42 8 2.01 1.05 8 252 1.50 8 140 0.80 8 146 127 8 485 238 8
Bone 269 435 8 5,03 7.33 8 338 120 8 256 048 8 579 3.82 8 337 079 8
Thyroid* 505 1.21 8 586 7.35 8 8.34 1.55 8 867 3.27 8 12.62 4.25 8 821 2.50 8
Brain 10.13 4.05 8 9.28 1.38 8 10.09 1.72 8 10.33 2.69 8 13.92 1.43 8 569 093 8
* Represented as % ID/Org
1 d Non-Lethal 2 d Non-Lethal 3 d Non-Lethal 4 d Non-Lethal 5 d Non-Lethal
Tissue Mean SD n Mean SD n Mean SD n Mean SD n Mean SD n
Blood 0.66 0.05 ] 061 0.05 8 0.60 0.04 8 0.87 0.06 8 097 0.12 8
Heart 6.58 1.42 8 445 1.08 8* 467 112 8 1.88 0.33 8 281 074 8*
Lungs 1.16  0.18 8 121 0.19 8 143 0.25 8 148 024 8 163 0.26 8
Kidney 0.88 0.12 8 099 0.16 8 093 0.13 8 1.09 0.15 8 1.01  0.15 8
Spleen 164 0.41 8 2.06 0.52 8 267 068 8* 490 149 8* 3.08 0.76 8*
Liver 046 0.26 8 052 0.29 8 038 0.21 8 036 0.20 8 046 0.26 8
Stomach 1.02 017 8 110 0.18 8 1.15 0.19 8 2.02 034 8 140 0.23 8
Pancreas 0.16  0.10 8 0.1 0.07 8 0.13  0.08 8 030 0.18 8 036 0.21 8
S.Int. 0.80 0.1 8 1.08 0.15 8 269 044 8* 553 0.88 8* 157 0.27 8
L.Int. 0.94 0.06 8 094 0.07 8 1.00 0.07 8 3.1 0.28 8* 198 0.25 8
Mesenteric LN | 1.15  0.46 8 161 0.65 8 136 0.55 8 11.07 8.73 8* 2.06 087 8
Muscle 0.80 0.52 8 1.01 066 8 0.56 0.37 8 0.58  0.41 8 1.94 126 8
Bone 1.87 144 8 126 0.74 8 0.95 0.55 8 215 1.33 8 125 0.72 8
Thyroid 1.16 052 8 165 0.18 8 172 027 8 250 037 8* 1.63 022 8
Brain 0.92 0.14 8 1.00 0.15 8 1.02 0.17 8 1.37 0.20 8 0.56  0.09 8
*, P <0.05; relative to '1' (i.e. naive (%ID/g)/naive (%ID/g))
C 1d Lethal 2 d Lethal 3 d Lethal 4 d Lethal 5 d Lethal
Tissue Mean SD n Mean SD n Mean SD n Mean SD n Mean SD n
Blood 0.48 0.1 6 042 0.03 8 0.5 0.09 8 128 0.62 8 115 1.03 &
Heart 10.19 7.39 6 13.71  7.08 8 7.1 4.26 8 409 087 8 11.01  6.19 3
Lungs 3.06 051 6 351 063 8 Bi51 0.9 8 4.8 1.33 8 501 065 &
Kidney 134 0.26 6 1.78 0.79 8 1.3 0.24 8 512 582 8 266 1.16 3
Spleen 567 091 6 6.19 113 8 1252 6.05 8 13.62 5.26 8 1317 15 &
Liver 134 0.32 6 154 0.18 8 1.1 0.22 8 2.04 065 8 2.6 0.7 3
Stomach 262 082 6 241 063 8 241 067 8 4.4 1.41 8 415 265 &
Pancreas 121 027 6 095 0.25 8 1.65 0.89 8 322 077 8 2214 3512 3
S.Int. 209 037 6 4.33 0.9 8 1861 6.97 8 2761 7.76 8 13.78 8.38 &
L.Int. 467 1.18 6 437 0.56 8 859 328 8 19.65 7.46 8 17.54 9.47 3
Mesenteric LN | 2.52  0.63 6 417 205 8 447 218 8 123 179 8 517 0.64 3
Muscle 1.73  0.71 6 2.26 1.6 8 261 206 8 124 062 8 2.1 1.76 3
Bone 216 061 6 438 3.96 8 7.91 13.49 8 6.86 5.84 8 4.03 1.6 3
Thyroid* 9.82 1.9 6 1.1 267 8 1472 14.46 8 752 167 8 13.43 08 3
Brain 11.25 228 6 12.33 3.14 8 11.57 2.62 8 13.87 5.86 8 10.54 8.12 3
* Represented as % ID/Org
D 1d Lethal 2 d Lethal 3 d Lethal 4 d Lethal 5 d Lethal
Tissue Mean SD n Mean SD n Mean SD n Mean SD n Mean SD n
Blood 0.77 0.08 6 0.68 0.04 8 0.81 0.07 8 206 037 8 1.85 0.96 &
Heart 367 1.21 6* 493 1.15 8* 256 0.66 8* 147 024 8 3.96 141 3*
Lungs 119 0.19 6 136 0.22 8 138 024 8 186 0.33 8 194 032 &
Kidney 0.96 0.15 6 128 0.26 8 094 0.14 8 368 1.56 8* 191 0.55 3
Spleen 169 043 6 1.85 047 8 374 111 8 407 114 8* 3.93 099 &
Liver 047 027 6 0.54 0.30 8 039 0.22 8 072 0.41 8 091 053 3
Stomach 1.16  0.22 6 1.07 0.18 8 1.07 0.18 8 195 0.35 8 1.84 072 3|
Pancreas 0.16  0.10 6 0.13  0.08 8 022 0.14 8 044 0.26 8 3.01 326 3*
S.Int. 084 0.12 6 174 025 8 747 1.36 8* 11.09 1.77 8* 553 2.06 3t
L.Int. 096 0.11 6 0.89 0.06 8 176  0.25 8 402 057 8* 359 113 3*
Mesenteric LN | 0.93 0.36 6 154 064 8 1.65 0.69 8 454 290 8* 191 073 <)
Muscle 069 045 6 090 061 8 1.04 0.71 8 0.50 0.32 8 0.84 067 3
Bone 0.80 047 6 163 1.07 8 294 244 8* 255 165 8* 150 0.92 &
Thyroid 194 023 6 220 026 8 2.91 1.04 8* 149 017 8 266 024 3
Brain 1.11 0.18 6 122 0.20 8 1.14 0.19 8 137 0.28 8 1.04 049 &

)

*, P < 0.05; relative to '1' (i.e. naive (%ID/g)/naive (%ID/g))



Supplemental Figure 4. Ex vivo characterization of tissue-specific (A) virus and (B) TNF-
a and (C) IL-6 cytokine levels in non-lethal and lethal DENV2 murine model infected with
clinical DENV2 isolate EDEN2. Mean values compared by two-way ANOVA with multiple
comparisons; Non-lethal vs lethal: *, P<0.05.
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