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Serum ALT is commonly used to assess liver disease activity Table 1. Patient Demographics and Disease Characteristics No Demographic or Disease Characteristics were Associated with Figure 5. Eligibility of CHB Patients for Treatment?
« ALT day-to-day variability: 10-30%° (ALT ULN 43M/34W U/L) Significant Liver Disease (ALT ULN 30M/19W U/L)
« CHB: ALT monitoring every 3-6 months is recommended? EALT SEALT 5o
« Significant liver disease may be present, despite normal range ALT N = Iéo N = 12"75 vaiue * None of the following variables was associated with Knodell fibrosis score
- - . . . . 0o/ b H H
(NRALT)3® Yy 5658 > 3 or Knodell necroinflammatory score = 6 in patients with IE ALT i‘:_/T" Jore Op“;‘ﬂzr"’bsu“li'"g
_ mean + SD 394115 | 388+120 (ALT ULN 43M/34W UIL): 100 -
What is normal ALT? range 20-65 16-69 - Age (below/above 40 years old) - 88%
« Depends on ‘control’ population (high prevalence of NAFLD) > 40 yrs old 32 (53.3%) 607 (47.6%) - Gender 5 Z 80 -
« New recommendations for ALT ULN:"® Gender (% men) 63% 76% 0.031 - Asian/non-Asian ethnicity 2 = 1170/1335
- Men: <30 U/L Race (% Asian) 42% 41% 0.930 - HBeAg status =Y 60 -
- Women: = 19 U/L HBeAg positive 17 (28%) 748 (58.8%) <0.001 - HBV viral genotype a crayieEs
Baseline HBV DNA (log., copies/mL) <0.001 - Baseline ALT \?, < 40 -
mean + SD 6.3+1.3 78+12 - Baseline HBV DNA °
Obj ectives range 3.6-9.0 2.2-10.9 20 -
caseline LT (GL) =0.001 Fi 3. Baseline ALT > 2 X ULN in Patients with Liver Fibrosi
igure 3. aseline > in Patients wi iver Fibrosis
« Evaluate concordance between = 2 ALT values < 60 days apart giag =20 44'2_2*2%1 = 14‘;.652-;:415%7.0 g (ALT ULN 30M/19W U/L) 0 I
 Evaluate liver histology with a single NRALT g. S —— ALT U/L ULN (A‘IlI3PI\gi?e‘:1‘:\sls) (slo":\"'a/:gr\"t\’s)
. Identify risk factors for significant liver disease, despite NRALT IE ALT: intermittently-elevated ALT; PE: persistently-elevated ALT I {(1170-873)/873 X 100
- Examine association of established and new ALT ULN values with liver 26% fients usi o Baseline ALT > 2 X ULN. AASLD Guidelines?
disease severity Figure 1.  Liver Histology in Patients with IE ALT, vs PE ALT ALT" U’:;’g(;’;/;;"‘,vsa‘/f_'"g ' ’
100 7 90%
4 0 c
£3 Conclusions
ALT ULN 43M/34W U/L = ﬁ 542/600
Methods £ In selected patients with CHB enrolled in 4 registrational
100- Knodell Fibrosis Score 23 100, Knodell Necroinflammatory Score 26 g+ 607 431/600 n selected patients wi enroliea in 4 registrationa
Analysis of 1335 selected CHB patients who were successfully screened and g.f < ] trials:
enrolled into registration trials of TDF (102, 103) and ADV (437, 438) 2. 00 80% ss 40
* Pretreatment ALT measured on = 2 occasions (screening, baseline): 0c0.030 P<0.001 ° r§ 20 - « Patients with IE ALT values using established
- All patients had = 1 screening ALT > ULN ‘% 60 | ‘g 60 - 56% ALT ULN (43M/34W U/L) often have significant liver
- Intermittent ALT elevation, 2 1 NRALT (IEALT) & 47% 5 0 , disease, which cannot be excluded by a single
- Persistent ALT elevation, all ALT values > ULN (PE ALT) o o 43M/34W  30M/19W NRALT test
: : w 1 = 1 ALT ULN U/L - :
« Using established ALT ULN: o 40 o 40 (All Patients) (All Patients)
=S X . :
- Men: <43 U/L; Women: < 34 U/L (43M/34W) Knodell Fibrosis Score > 3 . . < : .
. Using new ALT ULN: 20 - 20 2(542-431)/431 X 100 I(E;Ia_IrIBy r:g::: ;estmg of NRALT (e.g., <2 months interval) in
- Men: < 30 U/L; Women: < 19 U/L (30M/19W) Ve preveal levated ALT
* All patients had a liver biopsy between screening and baseline visits 0 EALT  PE ALT 0- EALT  PEALT yi : : : S :
- Patients with IE ALT and PE ALT (ALT ULN 43M/34W U/L) Figure 4. Baseline ALT > 2 X ULN in Patients with Liver - May identify patients with underlying liver disease
were compared for: Necroinflammation (ALT ULN 30M/19W UJ/L)
- Age (below/above 40 years old) * Usil:g ALT 30M{1 W U/L o
- Gender Figure 2. NRALT at Baseline in IE ALT Patients with Significant Liver - 34% more patients are eligible for treatment
- Asian/non-Asian ethnicity Disease 29%?* more patients using (ALT > 2 X ULN)
- HBeAg status ALT ULN 30M/19W U/L - Most patients with significant underlying liver disease
- HBV Yiral genotype > 100 - 90% have ALT > 2 X ULN
- Baseline ALT =5
- Baseline HBV DNA level ALT ULN 43M/34W U/L =X 807 926/1026 e Studies are now required in the general population of
- Significant liver disease (defined as Knodell fibrosis score = 3 or 100 - £ A 60 - patients with CHB
Knodell necroinflammatory score = 6) ~ 89% 2 2 7161026
» Relationships were explored between significant liver disease and the < g0 79% 9.':’ 2 40 - f
variables listed above (using Cochran-Mantel-Haenszel test) L g § References
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