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Outcome OBI negative OBl positive p-value

CD4+ T-cell count change (baseline to year 1), -1(=75-52) 72(23-121) 0.01
CDA+ T-cell count change (year 1 to year 2), n=70 18 (~102-78) 32(-101-6) 03
Log HIV VL change (baseline to year 1), =73 0.10 (=0.33-0.46) 0.13 (=0.04-0.26) 09
Log,o HIV VL change (year 1 to year 2), n=89 0.00 (~0.40-0.57) 0.03 (~0.34-0.26) 06

OB, occult hepatitis B infections; HIV, human immunodeficiency virus; VL, viral load.
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Outcome OBI negative OBI positive p-value

CD4+ T-cell count (baseline), n=72 406 (328-510) 361 (279-477) 03
CDa+ T-cell count (year 1), n=88 441 (320-575) 358 (284-474) o1

CD4+ T-cell count (year 2), n=71 414 (336-563) 415 (278-542) 05
Log, HIV VL (baseline), n=73 4.1(37-47) 41(40-45) 10
Logi HIV VL (year 1), 11=89 40(35-46) 45(42-5.0) 002
Log,, HIV VL (year 1), n=89 4.1(3.4-48) 42(39-47) 03

OB, occult hepatitis B infections; HIV, human immunodeficiency virus; VL, viral load.
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Variable Incidence/100 Hazard p-value

person-years ratio

(95% ClI) (95% CI)
Female 217 (144-327) Ref

<001

Male 48.0 (26.6-86.6) 32(1.5-6.8)
Age, years
<5 312(209-46.6) Ref "
>35 193 (10.4-35.8) 05(02-1.1) )
HIV VL, copies/
mL
<400 79 (11-56.0) Ref "
>400 284/(202-40.0) 23(03-17.1) :
CD4+ Tcell
count, cells/mm3
<450 351 (235-52.4) Ref o0
>450 159 (8.3-30.6) 0.4(02-09) .

HIV, human immunodeficiency virus; VL, viral load; CI, confidence intervals.
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Used for OBI

estimation
n=90

Female 245(50.3) 72(80) 05
Male 60(19.7) 18(20)

Age, years 32(28-39) 32(29-40) 07
CD4+ T-cell count | 456 (350-593) 416 (344-547) 02
LogHIVVL(IQR) =~ 414(344-467)  4.11(3.70-472) 02
ALT bU/L (IQR) 17 (12-22) 15(12-20) 05
AST U/L (IQR) 22(18-28) 24(19-30) 03
PLTx107L(IQR) 255 (223-308) 276 (240-323) 005
GGT baseline, 19(14-33) 17(13-26) 03
UL (IQR)

APRI (IQR) 021(0.16-029) 020 (0.17-0.27) 09
FIB4 (IQR) 075(061-093) 070 (0.56-0.88) 03

HBY, hepatitis B virus; HBsAg, hepatitis B surface antigen; OB, occult hepali
fections; HIV, human immunodeficiency virus; VL, viral load; IQR, interquartile range;
ALT, alanine aminotransferase; AST, aspartate aminotransferase; PLT, platelet; GGT,
gamma-glutamyltransferase; APRI, AST-to-platelet ratio index; FIB-4, Fibrosis-4 index. NB,
some participants have missing results.
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HBV negative (HBsAg and HBsAg positive OBl positive

OBI negative) n=8/382(21%) n=11/76 (14.5%)
n=65/84 (77.4%)

Sex, n (%), n=84

Female 51(78.5) 5(625) 10(909) 03

Male 14(215) 3(37.5) 1(9.0)

Age, years, median (IQR) =84 33 (29-40) 31(26-36) 34(27-37) 06

CD4+ T-cell count, cells/mm’, median (IQR), n=81 410(317-511) 435 (305-631) 361 (279-477) 05

Log, HIV VL, copies/mL, median (IQR), n=82 416 (3.80-4.70) 413 (2.81-4.43) 415 (4.00-4.46) 06

ALT baseline, U/L, median (IQR) =79 151 (12:8-19.6) 234(213-33.1) 150 (122-17.6) 0.04%
AST, U/L, median (IQR), (IQR), n=83 232(193-302) 309 (21.2-42.8) 212(17.9-28.4) 03

PLT x 10//L, median (IQR), n=80 280 (244-327) 244 (212-332) 220 (214-303) 02

GGT baseline, IU/L, median (IQR), 7=69 162 (11.4-26.5) 243 (15.4-40.0) 17.2(139-23.8) 06

APRI, median (IQR), n=80 0.20 (0.17-027) 039 (0.15-0.42) 0.23(0.19-0.32) 05

FIB4, median (IQR), n=77

081 (050-1.41) 0.73(0.61-0.96) 09

HBY, hepattis B virus; HBsAg, hepatits B surface antigen; OBI, occult hepatitis B infection; HIV; human immunodeficiency virus; VL, viral loads IQR, interquartile range; ALT, alanine
aminotransferase; AST, aspartate aminotransferase; PLT, platelet; GGT, gamma-glutamyltransferase; APRI, AST-to-platelet ratio index; FIB-4, Fibrosis-4 index. NB, some participants have
issing results; *Chi-squared p-values for categorical data and Kruskal-Wallis p-values for continuous variables.
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Treatments Assay

PCR
ospC"

Infected Untreated (OG) 303 33 33
Infected Untreated (IP) S 5/5 55
Infected Untreated (SC) 22 22 212
Adocillin (IP) 415 415 B
Bactrim (OG) 515 515 ND
Disulfiram (OG) 5/5 55 ND
Carbomycin (SC) 515 515 55
Dapsone (0G) s [ s

35 315 315
Cefotaime (1P) s [ s
Loratadine (OG) s 25 25

ND, Not done; OG, oral gavage; IP. intraperitoneal; SC, subcutancous. A Number of mice
positive for at least one tissue/total number of mice tested.





OPS/images/fmicb-14-1293300/fmicb-14-1293300-t004.jpg
Treatments Cultures of Xenodiagnostic

Ticks
BSK-HA  mBSK-  Combined
na Cultures?

Infected

3 ND 73
Untreated (OG)
Infected

5/5 303 5/5
Untreated (IP)
Infected

12 1 112
Untreated (SC)
Adlocillin (IP) 45 ND 4Is »
Bactrim (0G) 5/5 ND 515 0.1071°
Disulfiram (0G) 3/ ND 35 ”
Carbomycin (SC) 415 45 4is 05238°
Dapsone (0G) s 3i5 305 r
Rifampicin (OG) s 25 25 »
Cefotasime (IP) s s 15 00476
Loratadine (0G) 3i5 35 305 r

ND, Not done; OG, oral gavage; I, intraperitoneal; SC, subcutancous. Combined cultures
compared to a=0G control group, b=IP control group, ¢=SC control group. A Number of
pooled ticks per mouse positive/total number of mice tested. * Statistically significant. Fisher
exact test, the result is significant at p<0.05.
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Treatments Infection confirmation

mBSK-II" Combined cultures®
Infected Untreated (OG) 33 ND EE)
Infected Untreated (IP) 55 ND 55
Infected Untreated (SC) 22 ND n
Adlocillin (IP) + Bactrim (OG) 515 ND 55 1
Disulfiram (OG) + Bactrim (OG) 55 ND 515 "
Disulfiram (OG) + Azlocillin (IP) 415 s s 1
Doxyeycline (OG) + Cefiriaxone (IP) o5 s s 0.0008
Doxyeycline (OG) + Ceftriaxone 0.0003%
o5 s s
(IP) + Carbomycin (SC)
Dapsone (OG) + Rifampicin (OG) o5 (& s 00179
Dapsone (0G) + Clofazimine (OG) /s & /s 00179
Dapsone (0G) + Clofazimine (OG) + Rifampicin 00179
s s s
(0G)
Cefotaxime (IP) + Loratadine 0.0008
o5 s s
(0G) + Doxyeydline (OG)
Cefotaxime (IP) + Doxycycline (OG) [ o5 o5 0.0008*
Cefotaime (IP) + Carbomycin (SC) o5 /s s 0.0013%

ND, not done; OG, oral gavages IZ,intraperitoneal; SC, subcutaneous. * Statisticaly sgnificant,Fisher exact test,the result is significant at p< 0,05, “Number of mouse positve for atleast one
sueftotal number of mice tested.

‘Compared 10 OG control group.

Compared to OG + 1P control group.

P +SC control group.

0G +1P+5C control group.
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Treatment  Concentration Dose  Route
(Ix per (OG, IP,

day) o)
Controls
Infected,
0.2mL/
untreated (OG Water oG 3
mouse
Curl)
Infected,
0.2mL/
untreated (IP PBS P 5
mouse
Curl)
Infected,
0.09% Saline +5% 0.2mL/
untreated (SC sC 2
DMSO mouse
Cul)
Total 10
Therapies
Adocillin 15mg/mL. 100mg/kg. i 5
10mg/mL 625mg/ 0G 5
Bactrim*
kg
Disulfiram 20mg/mL 100mg/kg 0G 5
Carbomycin 25mg/mL 200mg/kg sC 5
Dapsone 5mg/mL 15mg/kg 0G 5
Rifampi 10mg/mL 30mg/kg 0G 5
25mg/mL 100 P 5
Cefotaxime 4 vy
mouse
Loratadine Smg/mL 20mg/kg 06 5
Total w0

OG, oral gavage P, intraperitoneals SC, subcutaneous. *Bactrim = Trimethoprim-
Sulfamethoxazole (TMP-SMX) (62.5 mg/kg = TMP component).
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Treatments Cultures of tissues

BSK-HA  mBSK-  Combined

A Cultures?

Infected

3 ND 3
Untreated (OG)
Infected

5/5 ND 55
Untreated (IP)
Infected

22 ND 10
Untreated (SC)
Adlocillin (IP) 415 ND 45 "
Bactrim (0G) 5/5 ND 55 ”
Disulfiram (OG) 5/5 ND 55 r
Carbomycin (SC) 515 5i5 515 I
Dapsone (0G) 3/ 3/ 35 0.4643
Rifampicin (0G) 3i5 35 35 0.4643°
Cefotasime (1P) s s 115 00476
Loratadine (0G) 3i5 3i5 35 0.4643°

ND, not done; OG, oral gavage; I, intraperitoneal; SC, subcutaneous. Combined cultures
compared to a=0G control group, b=IP control group, ¢=SC control group. » Number of
mice positive for atleast one tisue/total number of mice tested. * tatisticaly significant.
isher exact test, the result s significant at p < 0.05.
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NAS direct NAS culture

Estimated bases 275Gb 242Gb
Data produced 4241GB 44.77GB
Reads generated 579.85k 164M
Estimated N50 6.07kb 497Kkb

Elapsed time 22h20min 27h 18min
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Culture ID hsp65 rpoB 16SrRNA  Number of Number of N50read Meanread Mean read

reads bases length length quality
NB18193 * + + 638,707 408,202,430 568 639 137
NB18254 + + + 570,988 359,167,245 568 629 13.73
NB18212 + + + 563,289 322,558,743 563 572 1365
NB18191 * + + 756,804 464,220,866 565 613 136
NB18211 + + + 676,936 419,171,718 566 619 13.68
NB18216 + + + 363,303 229,970,748 567 632 1364
NB18249 + + + 283,064 172,922,714 567 610 1332

“+” successful PCR amplification.
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Mycobacterial culture Culture-independent PCR

Final Tissue -

culture GeneXpert
Culture Lesions RD-PCR MTB/RIF 156110//51081
ID Tissue type score Gender  result Spoligotyping ultra Ct-values

MTB
DETECTED

NBI8193 Lung 2 Adult Female M. bovis SB1474 HIGH 158
MTB
DETECTED

NB18254 Retropharyngeal 2 Juvenile | Female M. bovis SB1474 HIGH 151
MTB
DETECTED

NB18212 Lung 2 Juvenile | Female M. bovis SB1474 Low 25
MTB
DETECTED

NBI8191 Parotid 1 Adult Female M. bovis SB1474 MEDIUM 16

MTB
DETECTED
NB18211 Tonsil 1 Adult Female M. bovis SB1474 MEDIUM 168

MTB
DETECTED

NB18246 Pooled head 0 Female M. bovis SB1474 HIGH 156

MTB
DETECTED
NB18249 Lung 3 Adult Female M. bovis SB1474 MEDIUM 163

Sample source, speciation using conventional molecular methods, and results of GeneXpert MTB/RIF Ultra applied on tissue homogenates is reported.
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Antigen(s) Putative antigen function/ Adjuvant Current References

other features development stage

PhiD Histidine-triad protein D Aluminum hydroxide, Phase 1 completed Brookes et al. (2015)
aluminium phosphate, AS02

PlyDI Cholesterol-dependent toxin Aluminum hydroxide Phase 1 completed Kamtchoua et al. (2013)
PlyD1+PcpA + PhtD | A trivalent vaccine containing Ply, PcpA, and | Aluminum hydroxide Phase 1 completed Brookes et al. (2015) and Ren
PhiD etal. (2015)
PHID-CV/dPly/PhtD-  Vaccine formulations containing Aluminum phosphate Phase 1 and Phase 1/2 safety  Lerous-Roels et al. (2014),
10730 pneumolysin toxoid (dPly) and PhtD each at and immunogenicity Prymula etal. 2014),
cither 10 g (PHD-CV/dPly/PhtD-10) or completed, Odutola et al. (2016, 2017),
30pg (PHID-CV/dPly/PhiD-30). Phase 2b infants vs. AOM, and Prymula etal. (2016)

Phase 2 carriage

and non-inferiority to PCV-10

Pep, Monovalent, and bivalent vaccine containing | Aluminum hydroxide Phase 1 completed Bologa etal. 2012)
PepA + PhD choline-binding protein A and PhtD
wSp Streptacoccus preumoniae whole-cell vaccine  Aluminum hydroxide Phase 1 and 2 completed NCT02543892 (2018) and

Keech et al. (2020)

PruBioVax Detergent extract of TIGR strain with non-  None Phase 1 completed (adults)  Entwisle etal. (2017)
toxic Ply
Salmonella Typhi Alive vector expressing pneumococcal None Phase 1 (dose-escalation trial) | Frey etal. (2013)
expressing PspA surface protein A completed
PsaA Pneumococcal surface adhesin A involved in  Aluminum hydroxide, cholera  Phase 1 completed Briles et al. (2000a), Kong
bacterial adherence and virulence toxin (CT), etal. (2013), Gonzdlez-Miro
nanogel based delivery system, etal. (2017), and Wang et al.
bacterium-like particle (BLP) (018)
delivery system
PspA+PIyD Abivalent vaccine containing PspA and PIyD | Not available Phase 1a completed NCT04087460 (2022)
CpbA+ L460D Afusion protein consisting of the choline | Alum Animal studies Mann et al. (2014)
preumolysoid ding protein A peptide and L460D, a
nontoxic pneumolysoid
Mav A multiple-antigen vaccine (MAV) prepared | None Animal studies Chan etal. (2022)
from Streptococcus preumoniae TIGR4 lysates
Elongation factor Tu | Surface protein involved in the catalysis of  FCA Animal studies. Nagai etal. (2019)

(EF-Tu) aminoacyl-tRNA bi

ing to the ribosome,

inhibits protein synthesis

Lyts A murein hydrolase involved in Aluminum hydroxide Animal studies Ren etal. (2015) and Corsini
nasopharyngeal colonization and cell etal. (2016)
separation

PspAB, A recombinant PspA-based protein vaccine | Alum Animal studies Akbari etal. (2019)

consisting of the B region fragments from
clades 110'5 of both families 1 and 2

Pneumococcal Whole-cell pneumococcus lacking pep27 and | None Animal studies Kim etal. 2019)

Apep27AcomD whole | comD genes

cell vaccine
Peumococcal A whole-cell pneumococcal vaccine based on | None Animal studies Jang etal. (2019)
TIGR44lgt whole cell | [gt-deficient TIGR4 strain
vaccine
BLP, bacterium-like particle; CpbA, choline-binding protein A; dPly, detoxified pneumolysin; EF-Tu, elongation factor Tu; FCA, Freund's complete adjuvant; L460D, non-toxic

pneumolysoid with the L460D substitution; LytB, an endo-f-N acetylglucosaminidase; lgt, prolipoprotein diacylglycerol transferase gene; NA, not available; OM, otitis media; PlyD1,
detoxified pneumolysin derivative; PhtD, polyhistidine triad protein D: PhtE, polyhistidine triad protein E; PsaA, pneumococcal surface adhesin A; Pcpa, pneumococeal choline
binding protein A; PHID, non-typeable Haemaphilus influenzae protein D; PCY, pneumococeal conjugate vaccine; wSp, Streptococcus pnewmoniae whole cell vaccine; WCA, whole cell
antigen; g, microgram.
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Antibody Concentration Dilutiol Company/Reference Cat #

Recombinant anti-ACE2

antibody 0.231 pg/pl. 1:5,000 Abcam ab108252
Flotillin-2 (B-6) 0.2pg/pl. 155,000 Santa Cruz Biotechnology 5628320
Protein A (HRP Conjugate) - 1:1,000 Cell Signaling 12291
Actin 2pg/pl 155,000 Santa Cruz Biotechnology sc-47778
mAb HBB 3/775/42 (DPPIV) - 15,000 Hauri et al. (1985) )
HSI9 (S1) - 1:2,500 Beaulieu etal. (1989) :
Soucui mos BN 0Apglul 155,000 ThermoFisher Scientific 31430

Secondary antibody HRP

Goat anti-rabbit IgG HRP gyl 155,000 “ThermoFisher

tific 31460
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Historical control Historical control

T AL(L A;l)a:uleor;xs TTFi(e’\lld:s 7a)lone TI%SE%Z\‘/’::“ placebo remdesivir
= (N=521) (N=541)
Age, years
Mean (SD) 49.8(10.5) 51.0(8.6) 47.0(16.2) 59.2(15.4) 586 (14.6)
Median (Min - Max) 52.4(28.7-59.4) 51.7(39.7-59.4) 53.0 (28.7-59.3) 60 (21-95) 59 (21-94)
Sex, . 06)
Male 6(60.0) 5(71.4) 1(333) 332(63.7) 352(65.1)
Female 4(40.0) 2(286) 2(66.7) 189 (36.3) 189 (34.9)
Comorbidities, no./total no. (%)
None 3/10(30.0) 17(14.3) 2/3(66.7) 97/517 (18.8) 97/531 (18.3)
One Or More 7/10(70.0) 6/7(84.7) 1/3(333) 420/517 (81.2) 434/531 (81.7)
Type of comorbidity, no./total no. (%)
Hyperlipidemia 5/10(50.0) 4/7(57.1) 1/3(333) NA NA
Ischemic heart disease 2/10(20.0) 2/7(28.6) 03 57/521 (11) 69/541 (13)
Obesity 3/10(30.0) 3/7(429) 0/3 234/518 (45.2) 242/531 (45.6)
Hypertension 4/10 (40.0) 4/7(57.1) 0/3 264/519 (50.9) 269/532 (50.6)
Type 2 diabetes mellitus 4/10 (40.0) 3/7(429) 1/3(33.3) 158/519 (30.4) 164/532 (30.8)
Clinical status, baseline score of 5, no. (%)
10 (100) 7(100) 3(100) 203 (39.0) 232(429)
Time from symptoms onset to study enrollment, days
Median (IQR) 7(3-11) 9(3-15) 6(3-7) 9(7-13) 9(6-12)
“Treatment with TTFields
Duration, days
N 10 7 3 NA NA
Median (IQR) 35(2-4) 4(25-9) 2(1.5-3) NA NA
Usage, %
N 10 6* 2% NA NA
Mean (SD) 55.9(22.1) 67.2(20.1) 44.8(9.2) NA NA

*Excluding one patient (from each group) due to missing data.
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Treatments

Infected Untreated (OG) 3/3 33 3/3
Infected Untreated (IP) 5/5 5/5 515
Infected Untreated (SC) 22 22 22
Doxycycline (OG) + Ceftriaxone (IP) 5/5 o5 o5
Doxyeyeline (OG) + Cefiriaxone (IP) + Carbomycin (SC) 35 o5 s
Dapsone (OG) +Rifampicin (OG) /5 1/5 o5
Dapsone (OG) + Clofazimine (OG) 35 s s
Dapsone (OG) + Clofazimine (OG) + Rifampicin (OG) 35 s s
Cefotaxime (IP) + Loratadine (OG) + Doxycycline (OG) 25 1/5 o5
Cefotaxime (IP) + Doxycycline (OG) 35 s s
Cefotaxime (IP) + Carbomycin (SC) 35 s s

OG, oral gavage; IP, intraperitoneal; SC, subcutaneous. “Number of mice positive for Bb at least one tissue out of total number of mice tested.
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Treatment* Tissues Xeno Ticks

Culture® PCR PCR Culture" PCR PCR RT-PCR  RT-PCR
165° ospC? 16S ospA 16S ospA

Infected Untreated + + - + - - + + +
Group + + + + - . + + -

+ - - + + + + + +

+ + + - - - - + +

+ + + + - - + + +
Doxyeyline - - - - - - - - -
(0G) + Cefiriaxone (IP) _ _ _ _ N _ _ _ _

N N - - - - = - -
Doxyeyeline - - - - - - - - -
(OG) + Ceftriaxone _ _ - - - - - - -
(IP) + Carbomycin (SC)
Dapsone - - - - N/A N/A N/A N/A -
(0G) +Rifampicin (OG) _ - - = = = - - -

- - - - + - . - -
Dapsone - - - - - - - - -
(0G) +Clofazimine = = _ e - - - . .
(0G)

= + + = = = = = -

- . = . + B . . .
Dapsone - - - - - - - - -
(0G) +Clofazimine N _ _ - - - - - -
(OG) +Rifampicin (OG)

= - - - + - - - -

= = = - + . . - -
Cefotaxime - - - - - - - - -
(IP) + Loratadine _ _ N - _ - B = =
(0G)+Doxyeydline
(0G)
Cefotaxime - - - - - - - - -
(IP) + Doxycycline (OG) N _ _ - N = - = =

= = - - + - - - -

“Every row in each group represents one mouse. ACulture in BSK-H or mBSK-11. N/A=Not available. + = positve. - =negalive. a=at least rom one tissue and maimum 5 tissues, Tick

section represents the pooled ticks tested per mouse except for [FA where the results represent at least one tick positive per mouse.
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Historical control Historical control
placebo remdesivir
0 etal, 202

TTFields with
remdesivir
(N=3)

Secondary Allpatients  TTFields alone

endpoints (N=10) N=7)

Time to recovery, days
N 10 7 3 203 232
Median (95% CI) 5(2-6) 5 (2-not reached) 6 (5-not reached) 9(7-10) 7(6-8)

Duration of hospitalization, days
N i [ ad 3 NA NA
Median (IQR) 6(6-7) 6(5-7) 7(6-8) NA NA

*Including only results of patients with a baseline ordinal score for clinical improvement (OSCI) of 5. **Excluding one patient that withdrew consent after only 3 h of treatment.
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Additional secondary All patients

endpoints (N =9)*

Incidence of all-cause mortality, no.

Day 14 0
Day 28 0
Incidence of intensive care unit 0

admission, no.

Incidence of non-invasive ventilation or 0

high-flow oxygen use, no.
Incidence of invasive ventilation, no. 0

Incidence of Extra Corporeal Membrane 0
Oxygenation use, no.

“Excluding one patient that withdrerw consent afer only 3h of treatment and exacerbated
after study end.
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(N=232)
Day 15
90 (38.8)
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6(26)
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13(5.6)
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Al patients (N = 10)

System organ class/preferred term Low-medium Severe
(Grade 1-2) (Grade 3-4)

Number of patients with > 1 AE 2(20%) 1(10%)

General disorders and administration ste conditions
Medical device site pruritus 2(20%) 0
Multiple organ dysfunction syndrome 0 1(10%)

Injury, poisoning and procedural complications
Fall 1(10%) 0

Musculoskeletal and connective tissue disorders
Back Pain 1(10%) 0

Respiratory, thoracic and mediastinal disorders

Pickwickian syndrome 0 1010%)





