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Case of KK

KK is a 62 y/o female (she/her) with BMI 27kg/m2, DM2 (last A1c: 
7.8), HTN, HLD and hx of tobacco abuse (quit, >30 pk yr hx)

• Labs by PCP remarkable for “normal” liver enzymes with AST 36 and 
ALT 22 and plts of 122 x 103

• Lung cancer screening protocol CT chest is negative but mentions “liver 
not fully evaluated, but nodular liver contour, correlate clinically for 
cirrhosis”

• You advise PCP to obtain LSM, ultrasound and clinic consultation with 
you: LSM returns 22.3 kPa (IQR: 9%)

• Liver ultrasound: nodular contour, no hepatoma, no ascites



Overview of Terminology

Hepatic Cirrhosis

Compensated Cirrhosis
Compensated Cirrhosis 

with Clinically Significant 
Portal Hypertension

Decompensated 
CirrhosisTe
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• No clinically significant portal 
hypertension (HVPG < 10)
• CTP Class A

• Clinically significant portal 
hypertension (HVPG ≧ 10)
• Usually CTP Class A

• Ascites, variceal hemorrhage 
and/or hepatic encephalopathy
• CTP Class B/C

• Median survival is 12+ years
• Goals:
   - Treat underlying etiology

• Median time to decompensation is 
~2 yrs
• Goals:
   - Treat underlying etiology
   - Prevent/delay decompensation

• Median survival is 1.8 years
• Goals:
   - Treat underlying etiology
   - Treat decompensation
   - TIPS and/or transplant

Adapted from Diaz-Soto et al. Therap Adv Gastroenterol. 2022.



Pathophysiology of Portal Hypertension
w/ Impact of Carvedilol

• Regenerative 
nodules and 
fibrous tissue

• Endothelial 
dysfunction + 
decreased NO 
availability = 
increased hepatic 
vascular tone

Carvedilol Impact
• ⍺-1 antagonist = decreased hepatic vascular 

tone (functional component)
• β-1 effect = decrease cardiac output leading 

to decreased venous portal flow
• β-2 effect = decrease splanchnic vasodilation 

leading to decreased venous portal flow

Adapted from Diaz-Soto et al. Therap Adv Gastroenterol. 2022.



PREDESCI Trial

Population Intervention

• 201 patients with compensated 
cirrhosis and clinically 
significant portal hypertension 
w/none or small, non-bleeding 
esophageal varices (no ascites)

Outcomes

• Incident decompensated 
cirrhosis (ascites, variceal 
bleeding or overt 
encephalopathy)

• Death

Randomized Followed

• Responders to IV propranolol:
– Propranolol up to 160mg BID
– Placebo

• Non-responders to IV propranolol:
– Carvedilol upto 25mg/day
– Placebo

Villanueva et al. Lancet. 2019



PREDESCI Trial
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PREDESCI Trial
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PREDESCI Trial
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PREDESCI Trial

Regarding ascites, the benefit of β blockers 
versus placebo was slightly more apparent 
in the carvedilol stratum (HR 0.22, 95% CI 
0.02–1.94) than in the propranolol stratum 
(0.50, 95% CI 0.22–1.18).

“
”Villanueva et al. Lancet. 2019.



PREDESCI Trial

Villanueva et al. Lancet. 2019.



Carvedilol Meta-Analysis

Villanueva et al. JHep. 2022.



Carvedilol Meta-Analysis

Villanueva et al. JHep. 2022.



AASLD 2023 Summary

• Use LSM <20kPa and plt >150 x 
103 to identify those who do not 
need EGD screening for varices

LSM = Liver stiffness measurement; CSPH = Clinically significant portal hypertension

Adapted from Diaz-Soto et al. Therap Adv Gastroenterol. 2022; Kaplan et al. Hepatology. 2023. (ePub ahead of Print).



AASLD 2023 Summary

* Based on PREDISCI trial, 
carvedilol outperformed 
propranolol

LSM = Liver stiffness measurement; CSPH = Clinically significant portal hypertension

Adapted from Diaz-Soto et al. Therap Adv Gastroenterol. 2022; Kaplan et al. Hepatology. 2023. (ePub ahead of Print)



AASLD 2023 Summary

a) Small (<5mm), no 
red signs, no CTP-C

b) Large (>5mm), red 
spot signs, CTP-C

CSPH = Clinically significant portal hypertension

Adapted from Diaz-Soto et al. Therap Adv Gastroenterol. 2022; Kaplan et al. Hepatology. 2023. (ePub ahead of Print).



AASLD 2023 Summary

Kaplan et al. Hepatology. 2023. (ePub ahead of Print).



Case of KK – Revisited

KK is a 62 y/o female (she/her) with BMI 27kg/m2, DM2 (last A1c: 
7.8), HTN, HLD and hx of tobacco abuse (quit, >30 pk yr hx)

• Labs by PCP remarkable for “normal” liver enzymes with AST 
36 and ALT 22 and plts of 122 x 103

• Lung cancer screening protocol CT chest is negative but 
mentions “liver not fully evaluated, but nodular liver contour, 
correlate clinically for cirrhosis”

• You advise PCP to obtain LSM, ultrasound and clinic 
consultation with you: LSM returns 22.3 kPa (IQR: 9%)

• Liver ultrasound: nodular contour, no hepatoma, no ascites



Case of KK - Revisited

KK is a 62 y/o female (she/her) with BMI 27kg/m2, 
DM2 (last A1c: 7.8), HTN, HLD and hx of tobacco 
abuse (quit, >30 pk yr hx)

Compensated Cirrhosis with Clinically 
Significant Portal Hypertension

Carvedilol 6.25mg qBedtime x 2 days, then 
increase to 12.5mg qBedtime (or 6.25mg BID)



Questions?

Varun.Saxena@kp.org
or

Varun.Saxena@ucsf.edu


