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INTRODUCTION

Risk Indicators for Disease Severity

RESULIS

Odds Ratios and 95% CL OR LCL UCL
- Nonalcoholic fatty liver disease (NAFLD) is highly prevalent in both children and adults. . . . . _
Sustained ALP Elevati | | 4586 286 7399
- The overall aim of TARGET-NASH is to determine the natural history of NAFLD and to Sustained ALP Ele‘,’a,tlon and Risk Factors for Disease Severlty in Adult HeHainE SYaton | ; |
evaluate treatment regimens used in usual clinical practice. TARGET-NASH Part|0|pants [N =1756] Diabetes o] 2849 2322 3406
- The aim of the current analysis is to evaluate the relationship between sustained elevation . . | |
in alkaline phosphate (ALP) and disease severity across the NAFLD spectrum. NAFLD Cirrhosis NASH NAFL Osteoporosis/Osteopenia | = 1343 0954 1905
SUMMARY Sustained  No Elevated  Sustained  No Elevated  Sustained  No Elevated BMI (>=30 vs <30 -a— 2.357 1875 2.963
Elevated ALP ALP Elevated ALP ALP Elevated ALP ALP
M ETH 0 D S (N=88) (N=597) (N=24) (N=699) (N=3) (N=345) Age (>=50 vs <30 | 1675 1334 2.103
Age at Study Sex (Male vs Female) hH 1196 0978 1.464
. TARGET-NASH is a longitudinal observational study of participants followed at 55 sites (41 Entry (years] 61.0 (88) 63.0 (596) 08.0 (24) 96.0 (699) 48.0 (3) 09.0 (343) Race (Non-white vs White] —— 2.959 2337 3.746
academic/14 community) in the U.S., and includes patients across the entire spectrum of Median (n) — T T T T T T ]
NAFLD. 0 c 4 0 8
, , , : , : Gender (%)] Note: ORs and CLs are from a forward, step-wise logistic regression model (significance level for entry=.25, significance level to remain in
« [PData from medical records [mc[udmg narratives, [abs’ Imaging, pa[ho[ogy} procedures’ Female 64.8 57.6 87.5 50 1 33 3 50.1 the model=0.1] fit with the following predictors of disease severity: sustained ALP elevation, osteoporosis/osteopenia, age at enrollment
and outcomes) are centrally abstracted and monitored for completeness and accuracy. Male 35.2 42.4 125 40.9 66.6 499 inciudes the folowing rsk indicators for disease severly. diabees race, Bl at enroliment (dichotomous responsel, SUstained ALP
. Of the 3970 participants anrolled in TARGET-NASH this analysis included 1756 SUbjECtS elevation, age at enrollment (dichotomous response), sex and osteoporosis/osteopenia.
who had >2 values of ALP for analysis. Race (%)
0
- Participants were grouped by disease severity (NAFL, NASH, NAFLD cirrhosis) as defined by White 83.0 80.7 91.7 67.1 100.0 46.7 S U M M ARY & C 0 N C LU S I 0 N S
pragmatic case definitions.
- A sustained elevated ALP level was defined as 2 consecutive values >1.5*ULN (ULN=125
. . S ) . BMI (kg/m?) (%) - The study population comprised 115 participants with sustained elevated ALP, 88 (/7%])
{l‘é’lt]e:’wé‘ieae?(%rl‘ug;"frt;i‘:hz eve required altvalues <LoULR. Farticipants with < ALP 30 20.9 19.0 8.7 23.0 33.3 60.5 NAFLD cirrhosis (median ALP=102.6 IU/L), 24 (21%) NASH (median ALP=198.2 IU/L), and 3
ysIs. >=30 79.1 81.0 01.3 77.0 66.7 39.5 (2%) NAFL (median ALP=196.0 IU/L) and 1,641 with non-elevated ALP, 597 NAFLD cirrhosis
- (Clinical variables and outcomes of subjects with sustained elevated ALP were compared (36%, median ALP=87.5 IU/L), 699 NASH (43%, median ALP=76.2 IU/L), and 345 NAFL (21%,
to those with non-elevated ALP among the three disease severity groups. Alkaline Phospha- median ALP=71.2 IU/L).
tase (IU/L)" 192.6 (88) 87.5 (597) 198.2 (24) 76.2 (699) 196.0 (3) 71.2 (343) . The sustained elevated ALP group with NAFLD cirrhosis had a higher MELD score (14 vs 9]
Median (n} and more decompensating events (66% vs 35%) compared to the non-elevated ALP
DISEASE CATEGORY sy
labetes (% . . . .
NG 25 ) 35 3 625 56.2 100.0 74 8 - There was no difference in age, gender, or osteoporosis/osteopenia among the same two
Yes 75.0 67.7 375 43.8 0 25.2 Jroups.
D E F I N ITI 0 N S - |n the TARGET-NASH population, 7% of participants have sustained elevated ALP. This
Osteoporosis or group is more likely to have cirrhosis and among those with cirrhosis have higher MELD
Osteopenia (%)? scores and a higher likelihood of decompensating events compared to those with
NASH Confirmed by biopsy: No 89.8 88.9 83.3 90.6 100.0 02.8 non-elevated ALP
- Steatohepatitis by Brunt criteria OR NAS total score = 4 Yes 10.2 11.1 16.7 9.4 0 1.2 - Sustained elevated ALP was independently associated with increased disease severity
Clinical diagnosis: and this correlation persisted after including known risk factors for disease progression
+ ALT > 19 U/L for adult female (22 child), > 30 U/L for adult male (26 child) MELD Score3 such as diabetes and obesity.
and: Median (n] 14.0 (89) 0.0 (509) 7.0 (15) 1.0 (328) 13.0 (2} 1.0 (88)
- Hepatic steatosis on biopsy or CT/US/MRI and;
- > 1 of the following: BMI > 30, type Il diabetes, dyslipidemia Any Decompen STAT E M E N T & D I S C LD S U R E S
sating Event (%)
NAFLD History of NAFLD with: No 34.1 64.7 100.0 08.7 100.0 99.4 TARGET-NASH is a collaboration among academic & community investigators, the
Cirrhosis 1) Liver biopsy with fibrosis stage = 4 OR Yes 6.9 39.3 0 13 0 0.6 pharmaceutical industry, and NASH patient community advocates. TARGET-NASH is
2) Liver biopsy with fibrosis stage = 3 and 1 > clinical signs of cirrhosis OR sponsored by TARGET PharmaSolutions, Inc. TARGET thanks the study staff, nurses, health
3) 2 or more clinical signs of cirrhosis OR 1 : care providers and patients at each study center for their contributions to this work.
4) FibroScan® elastography result > 11 kPa Average of all available ALP values. Listings of Principal Investigators and Industry Partners are available upon request by
;Qstﬁopor:osis or osteopenia as indicated in participant medical history, adverse events or reported use of emailing info@targetpharmasolutions.com.
isphosphonate.
NAFL Any participant not meeting criteria for clinical NASH or cirrhosis 3MELD Score is derived at visits where creatinine, total bilirubin and INR are all non-missing. The MELD Score Andrew deLemos, MD disclosures: nothing to disclose
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summarized is a participant's worst available MELD Score.
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