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Supplementary Appendix 1: Eligibility criteria of EASL 2017 guidelines.

EASL 2017 eligibility criteria
(clinical reference standard)

HBV-infected individual

First-degree family
history of HCC/cirrhosis?

YES

NO
Y

Decompensated cirrhosis?

YES

NO

sliffness measurament.

Compensated cirrhosis associated
with any detectable HBV DNA level?
Based on either histopathology or liver

YES

NO

Y

Significant fibrosis
and
HBY DMA =2,000 IU/mL
and
ALT =40 IW/L

HBY DNA >20,000 IU/ml

OR and

ALT =80 IU/L

OR

HBV DNA >200,000 IU/ml
and
HBeAg-positive
and
aged at least 30 years

None of the three

Non-eligible for
antiviral treatment

Any of the three

Y

Eligible for

antiviral treatment

Please note that these algorithms correspond only to the transcription of more complete

guidelines into decision algorithms for eligibility to treatment for the purpose of our analysis.
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518 Supplementary Appendix 2: Eligibility criteria of two comparative algorithms. WHO 2015
519 guidelines, and TREAT-B decision algorithm.

WHO 2015 eligibility criteria TREAT-B decision algorithm
| HBV-infected individual |
HBV-infected individual I
l yEo First-degree family YES
Decompensated cirrhosis? history of HCC/cirrhosis?
luo 1"°
\ \J
YES Clinical signs of YES
APRI>2:07? decompensated cirrhosis?
NO lno
aged at least 30 years Simple scoring system
and
HBV DNA >20,000 IU/mI YES \
and
ALT >19 IU/L (female)
ALT >30 IUL (male)
NO
A
Tolal score <2 points Total score 22 points
Non-eligible for Eligible for ]
antiviral treatment antiviral treatment
Non-eligible for | Eligible for
520 antiviral treatment antiviral treatment

521 Please note that these algorithms correspond only to the transcription of more complete

522  guidelines into decision algorithms for eligibility to treatment for the purpose of our analysis.
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523  Supplementary Appendix 3: Geographic origin of included cohorts in the derivation and

524  validation sets

Cohort

Addis Ababa, Ethiopia
{A. Johannessen et al., 2017-2022|

Gambia
[PROLFACA, 2016-2020}

Thies, Sencgal
(Sow at o), 2022)

Cakar, Sensgal
{Seydi & Wandoler, unpublished)

Senogal
(PROLIFICA, 2016}

Cape Town, South Africa
{Spearman & Sonderup, unpublished)

Ouagadougou, Burkine Faso
{Alice Guingané et o, in writing)

Blantyre, Malawi
A Stockdale et ol., 2022)

Lusaka, Zambia
{Vinikoor et oi., 2018-2020|

Dakar, Senegal
(Hopital Principal de Dakar, 2011-2018)

Burfina Faso
(PROULIFICA, 2019}

Cape Town, South Africa
{Maponga et af,, 2018-2020)

525
526

783

153
105
102
91
82
77
32
24
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527
528

529

Supplementary appendix 4: Clinical and laboratory parameters associated with the

treatment eligibility determined by the EASL 2017 guidelines (N=2,928)

. No. with missing EASLnon-eligible EASL eligible
Variable . . p-value
information (n=2530) (n=398)

Male sex 1474 (58:3%) 291 (73-1%) <0-001
Age (years) 35+11 (33) 35+10 (33) 0-361

230 1688 (66-7%) 272 (68:3%) 0-522
HBeAg 92 (4-0%) 145 (38:1%) <0-:001
ALT (1U/L) 27418 (23) 58164 (39) <0-:001
AST (1U/L) 29+21 (26) 64+75 (41) <0-001
Platelets (10°/L) 244482 (237) 201+96 (186) <0-:001
GGT (1U/L) n=584 30+29 (23) 69196 (40) <0:001
Bilirubin (mg/dL) n=796 0-7+0-9 (0-6) 1-4+3-1 (0-7) <0-001
INR n=2803 1-1#0-1 (1-1) 1-3+0-4 (1-1) 0-002

Values are reported as meantstandard deviation (median), or n (percentage).
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530 Supplementary Appendix 5: Simplified scoring system enabling to assess treatment

531 eligibility at the district hospital level

Parameter Category Reference B Regression distance Points
Aref. * B

Scoring system available in Tier2 (district hospital level)

Platelets (10%/L) >150 5-298 -1.467 0 (base category) 0
100-149 4-828 0-690 1
<100 4-437 1-264 2
AST (IU/L) <40 3.239 0-794 0 (base category) 0
40-79 4-094 0-679 1
>80 4-883 1-305 2
ALT (1U/L) <40 3-157 1-223 0 (base category) 0
40-79 4-094 1-147 1
>80 4771 1.974 2

532

533  Multivariable regression analysis enabled the quantification of the risk increase or decrease
534  associated with changes in the parameters' values. Normalization using a constant facilitated
535 the generation of distances within a practical and usable range. Rounding the normalized
536  distances resulted in a simplified point-based system.

537 NB: the reference is expressed as the natural logarithm of the continuous variables.

538
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539 Supplementary Appendix 6: Tier-specific HEPSANET algorithms to identify people eligible
540 for antiviral therapy in sub-Saharan Africa*
Tier1 (Primary care) Tier2 (District hospital)
l HBV-infected participant ] I HBV-infecied particpant |
: l
First-cagree family YES First-degree family YES
history of HCCicirrhosis? history of HCClcirrhosis?
[ ’
dao st sigrat Lo et
Limitad fo jaundice l»o
& Yus fevel
lno Simple scoring system
NO
Total score <2 points Total score 22 ponts
Non-eligible for Eligible for Non-eligible for ENgible for
antiviral treatment antiviral treatment antiviral trestment antiviral treatment
Tier3 (Regional/provincial hospital) Diagnosis performances
[ Hevansected partcipant | in the validation dataset
i
First-dogree family ves Tier1 Tier2
history of HCClcirrhosis?
c_ml - - AUROC = 0-63 [0-60-0-65] | AUROC = 0-83 [0-79-0-86]
downmu':‘:muh? Se = 89%, Sp = 37% Se =79%, Sp=87%
S Tier3
- Se = 91%, Sp = 84%
Total score <2 points Total score 22 points
Noa-eligtile for Eligile for
antiviral treatment antwiral treatment

541
542
543  AUROC, sensitivity (Se) and specificity (Sp) reported here correspond to that measured in
544  the validation dataset.
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545  Supplementary Appendix 7: Subgroup analysis for the performance of tier-specific
546  HEPSANET algorithms to identify people eligible for antiviral therapy according to the EASL
547 2017 guidelines (derivation dataset: n=1,452)

548

Test n (%) AUROC [95% ClI] p-value Se (%) Sp(%)
District hospital (Tier2)
Overall 1452 0-83 [0-79-0-86]  ----—-—- 79 87
Sex 1452 0-462

Female 516 (35-5) 0-85[0-78-0-91] 77 92

Male 936 (64-5)  0-82[0-78—0-86] 80 83
Age (years) 1452 0-725

<30 378 (26:0) 0-82[0-76-0-88] 79 85

>30 1074 (74-0) 0-83[0-79-0-87] 79 87
Excessive alcohol intake 991 0-941

No 872 (88-:0) 0-83[0:79-0-88] 81 86

Yes 119 (12-0)  0-84 [0-74—-0-93] 83 84
Region 1452 0-127

West SSA 1370 (94-4)  0-84[0-80-0-87] 80 87

East/South SSA 82 (5-6) 0-74 [0-63—-0-86] 74 75
Hospital/community 1452 0-735

Hospital-based 777 (53-5) 0-82[0-78-0-87] 79 85

Community-based screening 675 (46-5) 0-83 [0-78-0-89] 79 88
Regional hospital (Tier3-HBeAg)
Overall 1439 0-88 [0-85—-0-90]  ---—--—-- 91 84
Sex 1439 0-215

Female 510 (35-4) 0-90 [0-85-0-95] 90 90

Male 929 (64-6) 0-86 [0-83-0-89] 92 81
Age (years) 1439 0-010

<30 378 (26-3) 0-82 [0-77-0-88] 85 79

230 1061 (73-7) 0-90 [0-87-0-93] 94 86
Excessive alcohol intake 979 0-666

No 863 (88-2) 0-90 [0-87-0-92] 95 84

Yes 116 (11-8) 0-88 [0-81-0-95] 94 82
Region 1439 0-036

West SSA 1365 (94-9) 0-88 [0-86—0-91] 91 85

East/South SSA 74 (5-1) 0-77 [0-68-0-87] 89 66
Hospital/community 1452 0-045

Hospital-based 764 (53-1) 0-86 [0-82-0-89] 89 83

Community-based screening 675 (46-9) 0-91[0-87-0-94] 95 86

Regional hospital (Tier3-DNA)

Overall 1452 0-85[0-82-0-88]  -------- 88 82
Sex 1452 0-370
Female 516 (35-5) 0-86 [0-80-0-93] 82 91
Male 936 (64-5) 0-83 [0-80-0-86] 90 76
Age (years) 1452 0-998
<30 378 (26:0)  0-84 [0-80-0-89] 92 77
>30 1074 (74-0)  0-84 [0-81-0-88] 86 83
Excessive alcohol intake 991 0-561
No 872 (88-0) 0-88[0-85-0-91] 92 83
Yes 119 (12-:0)  0-85 [0-77-0-93] 89 81
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Region 1452 0-998
West SSA 1370 (94-4) 0-84[0-81-0-87] 86 82
East/South SSA 82 (5-6) 0-84 [0-78-0-90] 100 68
Hospital/community 1452 0-066
Hospital-based 777 (53-5) 0-82[0-78-0-86] 87 78
Community-based screening 675 (46-5) 0-88 [0-83-0-92] 89 86

549
550
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