Supplementary Appendix

This appendix has been provided by the authors to give readers additional information about their work.

Supplement to: Marcellin P, Heathcote EJ, Buti M, et al. Tenofovir disoproxil fumarate versus adefovir dipivoxil
for chronic hepatitis B. N Engl J Med 2008;359:2442-55.
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Study GS-US-174-0103 Consort Diagram

n=176

Tenofovir DF (TDF)

N = 603 Screening Failures N=331
Screened Exclusionary Reasons:
Serology n=65
HBV DNA & ALT n=30
HBV DNA n=11
ALT n=178
Safety Labs n=9
n=272 Other n=38
Randomized
n==6
Not Treated
n =266
Randomized and Treated
Discontinued
Treatment Prior to n =290

Week 48 with No
Final Liver Biopsy
TDF =10
ADV =5

Adefovir dipivoxil (ADV)

Completed Week 48 without
Biopsy
TDF=7
ADV=1

Unusable Biopsy
TDF=2
ADV=5

n =157

Completed Double-Blind Treatment
(with end-of-blinded-treatment results)

n=79
Completed Double-Blind Treatment
(with end-of-blinded—treatment results)




< median HBY DNA
> = median HBV DNA

Dol AITAM R
Baseline ALIULN supgroup
o mmmlioe ALTONORI 44n ¢ AZ Qs an i an noih
< [rnediar ALl/ULIN 43 | ©o.07¢) oL | oL UT0)
~ = mamalia AT NI 4AC4 FOTFA 000N AN § AA Gosh
2 = ITedidnl AL ULIN o1 L 72.J70) auU | o%.070)

P—value for Treatment * Subgroup = ns
Baseline Knedell Necroinflammatory Score subgroup
< Median Sccre 89 { 57.4%) 21 ( 28.4%)
> = Median Score 205 { 86.1%) 51 ( 42.5%)
P—value for Treatment * Subgroup = ns
Baseline Knedell Fibrosis Score subgroup
< Median Sccre 112 { 84.7%)
> = Median Score 182 ( 83.1%)
P—value for Treatment * Subgroup = ns
Previous Lamivuding/Emtricitabine Experience

24 ( 316%)
48 { 40.7%)

< =12 Weeks 257 { 885%) 57 { 29.8%)
> 12 Weeks 37 { 725%) 5 ( 62.5%)
P—value for Treatment * Subgroup = ns

Genotyre at Baseline
HBVY Genotype A 55 { 79.7%) 9 ( 28.1%)
HBV Genotype B 29 { 61.7%) 11 { 40.7%)
HBV Genotype C 53 { 73.6%) 11 { 28.9%)

HBV Genotype D 137 ( 64.8%)
P—value for Treatment * Subgroup = ns
Normal ALT at Baseline

39 { 355%)

No 282 { 59.6%) 72 ( 34.6%)
Yes 12 { 57.1%) 0
P—value for Treatment * Subgroup = ns

Cverall 294 ( 89.0%) 72 ( 335%)

AN NalL 08 AQL AA AQ/N
33.3% (22.25%, 44.4%)
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30.2% (27.0%, 48.0%)

29.0% (16.2%, 41.9%)
43.6% (33.8%, 53.5%)

33.2% (20.5%, 45.8%)
42.4% (32.3%, 52.6%)

38.7% (30.7%, 46.7%)
10.0% (—12.9%, 33.0%)

51.6% (33.3%, 69.8%)
21.0% (—2.2%, 44.1%)
44.7% (27.0%, 62.3%)
205% (18.5%, 405%)

35.0% (27.19%, 42.9%)
57.1% (36.0%, 78.3%)

355% (27.8%, 43.2%)



< median HBYV DNA 212 { 95.5%)

> = median HBV DNA B4 ( 80.4%) 30 { 25.6%)

P —value for Treaiment * Subgroup = ns

Baseline ALT/ULN subgroup
< median ALT/ULN 190 { 86.8%) 41 ( 41.0%)
> = median ALT/ULN 186 { 83.8%) 51 { 44.3%)
P—value for Treatment * Subgroup = ns

Baseline Knedell Necroinflammatory Score subgroup
< Median Score 138 ( 89.0%) 36 ( 48.6%)
> = Median Score 222 { 93.3%) 52 ( 43.3%)
P—value for Treatment * Subgroup = ns

Baseline Knedell Fibrosis Score subgroup
< Median Score 157 ( 90.8%) 32 { 42.1%)
> = Median Score 2083 { 92.7%) 58 ( 475%)

P—value for Treatment * Subgroup = ns
Previous Lamivuding/Emtricitabine Experience

< =12 Weeks 330 { 88.0%)

> 12 Weeks 45 { 90.2%)

P—value for Treatment * Subgroup = ns
Genotyre at Baseline

75 ( 39.3%)
17 ( 70.8%)

HBVY Genotype A 64 { 92.8%) 12 ( 37.5%)
HBVY Genotype B 41 { 87.2%) 14 (51.9%)
HBV Genotype C 62 { 85.1%) 13 ( 34.2%)

HBV Genotype D 184 ( 87.2%)
P—value for Treatment * Subgroup = ns
Normal ALT at Baseline

50 { 455%)

No 355 { 87.7%) 89 ( 42.8%)
Yes 21 (100.0%) 3 ( 42.9%)
P—value for Treatment * Subgroup = ns

Overall 376 { 88.3%) 92 ( 42.8%)
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354% (14.3%, 56.5%)
519% (34.8%, 69.0%)
417% (314%, 52.1%)

44.9% (37.4%, 52.3%)
57.1% (20.5%, 93.8%)

455% (38.2%, 52.8%)



< meciian HBYV DNA ) {
>= meciia’n nBv Bi"\if—’\ 148 ( 72.5%) 80 ( 68

< median ALT/ULN 152 { 85.4%) 67 ( 67.0%)
> = median ALT/ULN 160 ( 77. 3"0) 80 { 62.6%)
P—value for Treatment * Subgroup =

Baseline Knedell Necroinflammatory Score subgroup
< Median Score 95 ( 613%) 38 { 514%)
> = Median Score 217 ( 81.2%) 109 ( 90.8%)
P—value for Treatment * Subgroup =

Baseline Knedell Fibrosis Score subgroup
< Median Score 121 { 69.9%) 50 { 65.8%)
> = Median Score 191 ( 87.2%) 97 ( 82.2%)
P—value for Treatment * Subgroup =

Previous Lamivuding/Emtricitabine Experience
< =12 Weeks 272 { 72.5%) 126 ( 65.0%)
> 12 Weeks 40 { 78.4%) 21 ( 87.5%)
P—value for Treatment * Subgroup =

Genotyre at Baseline
HBVY Genotype A 58 { 81.2%) 25 { 78.1%)
HBV Genotype B 31 { 66.0%) 19 ( 70.4%)
HBV Genotype C 57 { 79.2%) 27 ( 71.1%)
HBV Genotyge D 147 ( 69.7%) 72 ( 655%)
P—value for Treatment * Subgroup =

Normal ALT at Baseline
No 300 { 74.1%) 45 ( 69.7%)
Yes 12 { 57.1%) 2 ( 28.6%)
P—value for Treatment * Subgroup =

Overall 312 ( 73.2%) 147 ( 684%)
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