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Cirrhosis is a spectrum of disease
Stage Clinical 

classification
Dominant 

mechanisms Symptoms MELD VCTE
(kPa)

MRE
(kPa)

HVPG
(mmHg) ELF

< F3 Non-cirrhotic
Fibrogenesis and 

angiogenesis None < 8 2.93-4

F4
Compensated

Childs A/B
Minimal PHTN

Scar and x-linking
Decreased 

NO/Increased 
Intrahepatic 

Vascular 
Resistance

None 
(No varices)

≅ 8-14 >3.65 >5-10

F4
Compensated 

Childs B
CSPH

Dense, acellular 
scar and nodules None 

(+varices) <12 >10

F4 Decompensated
Childs C

Insoluble scar Ascites, VH, 
encephalop

athy

>15 > 20 >12
Too late?

Ideal point for 
intervention?

>9.8

>11.3

• Antifibrotics
• Disease modifying 

agents

• Portal pressure 
lowering agents

• Antifibrotics ?

> 25 > 6.5

> 5

Garcia Tsao et al, Hepatology, 2010; Sanyal, et al. Hepatology. 2019; Ajmera et al. Gastroenterology 2022; Loomba et al. 
Gut 2023

> 14

> 20
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Table: Liver related measurements in NASH cirrhosis Trials 
 

 Stratum A Stratum B Stratum C 
High Evidence Tier  

Portal pressure related measurements 
HVPG (mm Hg)

&
 ~ 5 6-10 > 10  

Varices Absent Absent Present e* 

Ascites Absent Absent Seen on Imaging only 

or recompensated  

Hepatic encephalopathy Absent Absent Absent-Minimal and 

recompensated 

Platelets count (10
9
/L)** > 150,000 <150,000 <150,000 

Child-Pugh Score CTP-5 CTP-5 CTP-6 

Histology Related Measures  
?Ishak Fibrosis stage 5 5-6 6 

NAS score ≥3 or 4 ≥3 or 4 None (cryptogenic) 

Function related measurements 
MELD <10 10-12 >12*  

Albumin (gm/dl) > 3.5 2.8-3.5 ≤2.8 

Bilirubin (mg/dl) < 1.3 mg/dL 1.3-2 mg/dL >2 mg/dL  

INR <1.2 >1.2 >1.2 

Good Evidence Tier 
Portal Pressure or/And Fibrosis (stiffens) related measurements 

VCTE
~
 14-20 21-25 > 25 

MRE 4.3-6.5 kPa 5-6.5 kPa >6.5 kPa 

Liver cT1 

 

825 – 875 

 

>875 

 

>875 

 

ELF <9.8 9.8-11.29 >11.3 

FIB-4 1.3-2.67
#
 >2.67-3.25

#
 >3.25 

Function related measurements 

Liver Frailty Index <3.2 3.2-4.3 ≥4.4 

Emerging Evidence Tier 
Portal pressure and Fibrosis related measurements 

Histoindex (SGH or B Index)  
SNOF score (see below) 

<10.85 >10.85 <11.78 

 

>11.78 

 PathAI (ML -HVPG DELTA) 
 

~1.51 1.93-2.59 <2.60 

Spleen cT1 (needs more 

studies) 

<1282 1282-1376 >1376 

ProC3  16.5 ng/mL ? ? 

Function related measurements 

HepQuant (DSI) <19 19-22 ≥22 

Methacetin breath test Collect more data Collect more data Collect more data 
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MRI measured adverse 
muscle composition 

Collect more data  Collect more data Collect more data 

• Those in red are highly recommended to assess in NASH cirrhosis trials 
• Those italicized are detailed below  
• & HVPG related issues in NASH cirrhosis are discussed in detail in the manuscript  
• ~ These numbers are confirmed in non-obese NASH (BMI < 30 mg/kg2 ).  
• * stratum C captures more advanced on verge of decompensation and 

recompensated patients ,,also all criteria need not be captured in all trials. Some 
patients have a mix of stratum b and c criteria 

• ** Cutt offs need to be discussed with the FDA/EMA based on the MOA and BMI prior to 
the study  

• ^ Depending on MOA and excretion. Needs discussion with FDA/EMA prior to the trial 
• # Few studies have shown that FIB-4 between 1.3-3.5 may still contain patients with 

cirrhosis 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 




