Dual Therapy With Metformin and Sodium Glucose Co-Transporter-2 Inhibitors (SGLT2-i) Improves Mortality in Cirrhotic Patients
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T2DM Cirrhosis Characteristics

T2DM NASH Cirrhosis Characteristics

oo T2DM NASH Cirrhosis
Baseline Characteristics After Propensity Score Matching Ba:elcijr;?nﬁharacteristics Aﬁerepcr)?;?:iity Sco_re Matching R I
Background et e S| __ s | Results
ig:r?n:te:r:us:;m 63.58 + 13.66 63.28 + 11.23 0.570 Age (Mean £ SD) 57.98 £ 1545 99.57 + 11.52 0.203
Gender . . . .
Gender s e e XS T2DM cirrhotics on mono metformin therapy had higher
. . . . . Women 81 (53.29 82 (53.95 0.908 . .
Metformin is the first-line treatment of type 2 diabetes Women 2 o 0307 T o A mortality risk (RR 1.91, 95%Cl 1.42-2.56, p<0.001) and
] ] Bla.ck or African American 144 (12.82) 162 (14.43) 0.268 Asian 10 (6:58) 10 (6:58) 1:000 . .
medications. o T v those on dual metformin and SGLT2i therapy.
American Indian or Alaska Native 10 (0.89) 10 (0.89) 1 American Indian or Alaska Native 10 (6.58) 10 (6.58) 1.000
Unknown 157 (13.98) 155 (13.8) 0.903 Unknown 16 (10.53) 20 (13.16) 0.478
" Tal I I " Ethnicity Eth:ii:it;,nic or Latino 16 (10.53) 14 (9.21) 0.701 - . .
T2DM is a common comorbidity of cirrhosis, and studies 71047 ETURS 05 opene oL Lol D s T2DM NASH cirrhotics on mono metformin therapy had
. . . Unknown 34 (22.37) 33 (21.71) 0.890 . . .
show that chronic hyperglycemia can exacerbate liver - e e Comortidties _ — S equivalent mortality risk (RR 1.0, 957%Cl 0.43-2.33, p=1),
" " ertensive Diseases . . - yperiensive biseases . ) :
disease progression. venvigh, Obesty RS 566 504) 0615 101 6649 o7 6352 compared to those on dual therapy.
Heart Failure 330 (29.39) 305 (27.16) 0.241 Heart Failure 35 (23.03) 28 (18.42) 0.322
Metabolic Disorders 838 (74.62) 878 (78.18) 0.047 Metabolic Disorders 115 (75.66) 117 (76.97) 0.787

Values are n (%) or Mean * SD.. Abbreviations. T2DM: Type 2 Diabetes Mellitus; NASH: Non-Alcoholic Steatohepatitis;
SGLT2i: Sodium Glucose Co-transporter 2 Inhibitor.. Age is defined as age of patient when treated with Metformin or
Metformin and SGLT2i. Comorbidities are defined as having a diagnostic code in the EMR anytime before starting
Metformin or Metformin and SGLT2i treatment

There is limited research on the impact of dual anti-
diabetic therapy on mortality and hepatic decompensation
in cirrhosis, particularly in non-alcoholic fatty liver disease

(NAFLD).

Values are n (%) or Mean £ SD. Abbreviations. T2DM: Type 2 Diabetes Mellitus; SGLT2i: Sodium Glucose Co-
transporter 2 Inhibitor. Age is defined as age of patient when treated with Metformin or Metformin and SGLT2i
Comorbidities are defined as having a diagnostic code in the EMR anytime before starting Metformin or Metformin
and SGLT2i treatment

Dual metformin and SGLT2i therapy was not associated

with lower risk for becoming decompensated across sex,
Whites, Non- Whites and in our NASH subset.

Primary Outcome Secondary Outcome

Mortality After Propensity Score Matching (I;Z::nobni\npeedn:aet?zrf After Propensity Score Matching
Metformin Metformin + SGLT2i RR (95% CI) P Metformin Metformin + SGLT2i RR (95% CI) P . .
Al 1123 1123 1.91 (1.42-2.56) <0.001 Al 1123 1123 1.25 (0.93-1.67) 0.131 Discussion
Aims Diﬂmographic Subgrovp ! Diﬂmographic L 627 627 1.21 (0.82-1.8) 0.341
en 627 627 1.55 (1.07-2.25) 0.020 en 21 (0.82-1. .
Men Age 60-79 397 397 2.2(1.34-3.62) <0.01 Men Age 60-79 307 397 0.97 (0.59-1.6) 0.902 Improved mortality seen in T2DM cirrhotics on dual
We sought to determine whether T2DM cirrhotic patients omer o o 34l 000 Women v 191 29 Ok 195 o242 tformi d SGLT2i th be be due to beneficial
Women 492 492 2.4 (1.46-3.93) < 0.001 Women 492 492 1.29 (0.84-1.96) 0.242 meuormin an | thera mMmaype pe due 10 beneftiCla
d | tf ' d SGLT2-| th had rtalit Women Age 60-79 288 288 1.86 (0.99-3.5) 0.048 Women Age 60-79 288 288 1.12 (0.66-1.89) 0.683 _ Py y S
on dual metformin an -l therapy had a mortality Nomen Aqe 4055 e 142 1 (0.43-2.33) 1,000 Women Age 40-59 142 142 0.99 (0.43-2.29) 0.983 effects of SGLT2Is on patient comorbidities rather than
" " " White 768 768 1.59 (1.1-2.29) 0.013 White 768 768 1.31 (0.91-1.88) 0.141 " " "
beneflt and reduced hepatlc decompensatlon Versus Non-White 185 185 1.11 (0.48-2.54) 0.812 Non-White 185 185 1.01 (0.43-2.34) 0.987 thelr Ilver ISSUGS
metformin alone. NASH » 152 152 1(0.43-2.33) 1 NASH » 152 152 1.17 (0.55-2.51) 0.683

Abbreviations. SGLT2i: Sodium Glucose Co-transporter 2 Inhibitor P values indicate significance between patients treated
with Metformin monotherapy and patients with Metformin and SGLT2i dual therapy - Combined Hepatic Decompensation

Abbreviations. SGLT2i: Sodium Glucose Co-transporter 2 Inhibitor
P values indicate significance between patients treated with Metformin monotherapy and patients with Metformin and SGLT2i dual

There may be underreporting of NASH patients in the

therapy \a/\;?ig:;‘ined as having any EMR diagnosis codes for following: ascites, hepatic encephalopathy, and gastric or esophageal database since our analysis relied in part on patients’
. having ICD-10 codes (K76.0, K75.8). Further prospective
Methodology 3 Year All-Cause Mortality 3 Year All-Cause Mortality studies in patients with biopsy-confirmed NASH and from
| - | o won underrepresented populations are needed to investigate
Retrospective cohort study on T2DM cirrhotic patients, 05.0% - - our outcomes.

95.0% -

including a NASH subset using TriNetX
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Propensity score matched analysis comparing patients on 2 oo S | Conclusion
metformin and those on metformin and SGLT2-i Z 3 ..
o We found a potential mortality benefit in T2DM cirrhotic
Our primary outcome was all-cause mortality and our 75.0% - 30.0% - patents on dual metformin and SGLT2-1 therapy versus

Log-rank p < 0.001 Log-rank p = 0.106

secondary outcome composite hepatic decompensation
over three years defined as having any diagnosis code for
hepatic encephalopathy, ascites, and gastric or esophageal
varices.

metformin alone.
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There was no clear effect on the risk of hepatic
decompensation.
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— T2DM Cirrhotic Patients on Metformin
— T2DM Cirrhotic Patients on Metformin + SGLT2i

— T2DM NASH Cirrhotic Patients on Metformin
— T2DM NASH Cirrhotic Patients on Metformin + SGLT2i




