Poster Number: 14

The Risk of Drug Induced Liver Injury In
Agomelatine in Taiwan: a population-based

retrospective cohort study

W.M. Ke, P.H. Chao, W.W. Chen

Taiwan Drug Relief Foundation
10F.,No. 22, Aiguo E Rd, Zhongzheng District Taipei City, 100, Taiwan

Introduction

Agomelatine is a novel antidepressant and has been associated with drug induced liver injury (DILI).In Taiwan,
agomelatine was approved in July 2011and after 7 years of post-marketing surveillance, Taiwan National ADR Reporting
Center has received no report related to agomelatine.

Aim

Characteristics Agomelatine Mirtazapine Trazodone p-value
Episodes 16,763 84,659 5,653
_ _ _ _ _ _ Total episode length(person-year) 3172.49 15209.58 938.07
This study aimed to investigate the prescription pattern of  Average episode length (days, [a1-a3) 67.11 [14-72] 63.06 [14-59] 57.90 [7-42]

: : : = - : g Average defined daily dose (unit, [Q1-Q3]) 0.99 [1-1] 0.77 [0.5-1] 0.60 [0.5-0.67]
agomelatlne In Talwan’ phySICIan Compllance to Ilver Age (mean [Q1-Q3]) 50.84 [37-63] 53.04 [39-66] 49.53 [37-60]
function test monitoring for patients treated with  cender <.0001

: : . Male 5,752 34.31% 36,714 43.37% 3,124 55.26%
agomelatine, and the extent of liver toxicity among ol T T YT
aggme|atine users. Unknown 8 0.05% 58 0.07% 7 0.12%

Cohort Entry Year <.0001
2012 1,420 8.47% 19,849 23.45% 1,148 20.31%
2013 5,468 32.62% 27,598 32.60% 2,067 36.56%
MethOds 2014 6,238 37.21% 25,408 30.01% 1,649 29.17%
2015 3,637 21.70% 11,804 13.94% 789 13.96%
Specialties <.0001
Patients who have been exposed to agomelatine, P P00 s cess vam 170 301
mirtazapine (similar mechanism of action) and trazodone  othes 782 4.67% 19,165 22.64% 3,022 53.46%
. - - . Concurrent Medications
(similar adverse effect) since June 2012 were included. "7 Lses 935% 7763 9.17% s 819% 0.005
Both outpatient and inpatient claims data of included Mood stabilizers 715 4.27% 5,030 5.94% 405 7.16% <.0001
Antipsychotics 4,515 26.93% 26,880 31.75% 1,614 28.55% <.0001

patients were collected, and the date of first exposure of

Liver Function Test

one of the three drugs was defined as the index date.  petes Done  40663202% 26896 4656% 1,397 32.82% <0001
Reimbursement data for laboratory testing and selected . pone 665 18.82%  3.578 2019% 167 2186% 01891
ICD-9-CM codes were used as proxy to study the AR 233 S 764
o : c 12 week Done 180 11.79% 1,025 14.47% 42 10.45% 0.0114
outcome. Descriptive and Cox-regression model were Atrisk 1,527 7,085 402
employed N analysis. i el ADonek 723 13.77% 573 15.46% 222; 14.56% 0.5921
tris 3,707
Res u Its Characteristics Agomelatine Mirtazapine Trazodone
DILI occurrence
The number of prescriptions increased from about 2,000  >°* e e e e R S R
per month to about 8,000 per month from July 2012 to Under pre-existing DILI history 97 058% 690 0.82% 52 0.92%
May 2015! and 90% Of these prescrlptlons Were g:t:zzzaixn:::gzziggxgzand persisted after discontinued Zg 83(25‘;: 33? 83%73‘;2 2451 ggj‘z
prescnbed from clinics. The drug exposure for DILI occur at risk window after stop medication 25  015% 257 030% 11 0.19%
agomelatine, mirtazapine, and trazodone were 3172.49, (oo ror 00 persomyears " . o
1520958 and 93807 perSOn_yearS respective|y, Wthh 570,572.2,572.4Liver necrosis, hepatic coma, hepatorenal syndrome] 17  0.10% 400 0.47% 17  0.30%
572.8,573.(3,8,9)[Hepatitis] 183 1.09% 987 1.17% 75  1.33%
COrreSpondS to 6375 932 and 981 DILI events per 100 277.4, 50.1, 50.9[Bilirubin disorder, liver biopsy] 2 0.01% 29 0.03% 0.00%
person-years. No statistical significant difference was V472 sossltiver transplantation 000% 1 000% 0-00%
observed among these groups. However, risk factors
associated with DILI include female, late cohort entrance, |
. . . . g . Variables OR 95%Cl
on hemodialysis, concomitant viral hepatitis and a history  yesicaton
of ischemia stroke. Agomelatine 1000 i
Overall, compliance of baseline liver function testing was  1..cdone 185 0808 - 1563
low (32.02%, 46.56% and 32.82% for agomelatine,  cender o
mirtazapine, and trazodone, respectively) and remains Female 1.270 1141 - 1.414
i i Cohort Entry Year
low during treatment period. onor Entry 000
2013 0.924 1.217
C I 2014 1.142 0.991 1.317
- 2015 1.470 1.226 1.763
Onc USIons Backgroud History
Hemodialysis 1.998 1.229 - 3.248
HBYV infection 2.333 1.863 - 2.922
No obvious DILI risk with agomelatine use was observed in Taiwan HCV infection 2.056 1.623 - 2.605
population. However, low rate of liver function testing, especially in g tsie, o oo T e
patient population at risk for DILI, should be noted. Hepatocellular carcinoma 0.313 0.231 - 0.424
Hemorrrahgic stroke 1.011 0.721 - 1.419
Ischemic stroke 1.307 1.062 - 1.608
Myocardiac ischemia 0.881 0.609 - 1.274

Y &

Drug Relief Foundation




