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Uudised gastroenteroloogiast

* Helicobacter pylori infektsiooni uued rahvusvahelised
ravijuhised

* Management of Helicobacter pylori infection — the

MaastrichtV/Florence Consensus Report; Gut 2017

* Kroonilised pdletikulised soolehaigused:
* Uued bioloogilised ravimid: vedolizumab, tofatsitinib
* Effektiivsus endiselt < 50%

e Mikrobioom



Uudised gastroenteroloogiast
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@ * Fookus kvaliteedile

* Protseduurid muutuvad invasiivsemaks




Uudised gastroenteroloogiast

|
' * Hepatoloogia on hetkel kdige kiiremini arenev ala
gastroenteroloogias

* Krooniline C — viirus hepatiit

* Mittealkohoolne maksasteatoos/steatohepatiit



Krooniline C — viirus hepatiit

e Eestis umbes 20.000 nakatunut

* 20% patsientidest tekib maksatsirros, 3% tsirroosihaigetest aastas
haigestub maksavahki

100
. . . [ All genotypes
* Ravi kuni aastani 2014: g, Boroveer T 2 o s
. >
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Nature Reviews | Drug Discovery

Chen SL, Int J Med Sci 2006; Manns P Nature Reviews Drug Discovery 2013



Krooniline C — viirus hepatiit

e Uued otsesed antiviraalsed ravimid (DAA)

100

* Ravi lUhike (8 — 12 nadalat) .
* Efektiivsus suur: >95%
* Korvaltoimeid vaga harva, kerged :

20
10

* 100% kompensatsioon > fibroos F2

; . * Itaalia ,real life” kohort, 953 patsienti, GT 1-6
) ” ’ ’
Hind langenUd' ca. 7500¢ e 1. pdlvakonna ravimid, ravi 2015 - 2018

Gentile | et al. Efficacy of the “first wave” Direct Acting antivirals against HCV infection: results from the Italian LINA
(Liver Network Activity) cohort New Microbiologica, 42, 2, 94-100, 2019



Krooniline C-viirus hepatiit

* Maailma tervise organisatsioon (WHO) eesmark: HCV eliminatsioon aastaks 2030!

e Gruusia HCV eliminatsiooni Goal
programm

* Koostoo CDCga ja Gileadiga

_ Elimination of HCV by ensuring prevention,
- O diagnostics and treatment of the disease

o200 Targets
puniCEc | 90-95-95

6 | By 2020
d on August 18/ 2015 :

| Approve :
- — v’ 90% of people living with HCV are diagnosed

v' 95% of those diagnosed are treated

v' 95% of those treated are cured

* C-hepatiidi epideemia likvideerimis-strateegia eesmargid ja tegevusplaan Eestis aastaks 2018—
2030. Eesti Gastroenteroloogide Seltsi ja Eesti Infektsioonhaiguste Seltsi visioon Eesti Arst 2017;
96(4):192—-193. HCV skriinig eemaldatud jargmisest tervishoiu strateegia kavast



Economic and social
value arising from

Long-term medical
cost avoided

Other medical cost
avoided

Productivity loss avoided

Transmission prevented

DAA-based therapy

SVR > 90%
More eligible patients
Fewer side effects
Can cure large proportion of all
HCV patients
Greater reduction in CHC
lifelong management cost
More cirrhosis avoided
(-61% DCC vs PR)™

More HCC cases avoided
(-45% vs PR)™
More liver transplant cases
avoided
(-50% vs PR)™

More EHM management
cost avoided

High success rates, avoid
re-treatment

Less need for on-treatment
monitoring

Greater productivity gain

TasP with high treatment
efficacy and accessibility

IFN-based therapy

SVR 40%—75%

More contraindications

More side effects

Impact of cure at population level

limited

Treatment failure requires
re-treatment

Need adverse event monitoring
and management

Xie Q et al. World J Hepatol 2019 May 27; 11(5): 412-488



Krooniline C — viirus hepatiit ®
* Probleem ei ole enam raviefektiivsuses, vaid patsientide ?1_

(narkomaanid, kindlustamata patsiendid...)
e Skriinig: Anti HCV IgG

* Transaminaasi tous

* Vereullekanne enne 1994

» Tatoveering/piercing

e Piisiv/varasem i/v narkootikumide tarvitamine

* Seksuaalsed riskirithmad: homoseksuaalsed mehed

identifitseerimises ja ravi kattesaadavuses riskirthmades ~ (




Mittealkohoolne maksasteatoos/steatohepatiit

Healthy liver

Miks?

 Patsientide arv suur ka/eriti perearstikeskustes

* Osal patsientidest tosine prognoos

* Hetkel puudub efektiivne ravi, ravimifirmade huvi on suur
-> palju uuringuid, kiire areng

Fatty liver

VOLKS

KRANKHEIT

FETT
LEBER

Fiva I




Class. Drug
Incretin based Liraglutide (GLP-1
therapy analoguel

Exenatide [Synthetic

exendin-4)

Sitagliptin (DDP-4
inhibiter)

SGLT-2 Canagliflozin
inhibitor Ipragliflozin
Luseogl flozin

PPAR Pioglitazane (FPAR

agonists agonist)

Elafibranor (Dual

PPAR/5 agonist)

Saroglitazar {Dwal

PPARx/ agonist)

MSDC -0602 [FPARY

sparing TZD)

FxR-bile
acid axis

Obeticholic acid

G5-7674 (Selective

Farnesoid X
receptor agonist)

INT-7&7 (Dual FXR/

TGFR agonist)
Waolixibat
ASBT inhibitor

Sevelamer (Bile acid

sequestrant}

{Synthetic bile acid]

Latest phase of development
in NAFLD
Proof of concept phase b trial

completed (approved for use in
type 2 diabetes)

Proof of concept phase b trial
completed in patients with MASH
and diabetes [approved fior use in
type 2 diabetes)

Phase lla trial In NAFLD completed
Approved for use in type 2
diabetes

Ipragliflozin: Rodent studies
completed.
Lusseogliflozin: Rodent studies
completed (all approved for use in
type 2 diabetes)

Phase llb trial completed
Approved for use in type 2
diabetes

Phase llb trial in MASH completed.
Global phase |l trial recruiting

Phase lla trial in MASH and
diabetes completed.
Approved for treatment of
dyslipidaemia in diabetics

Phase llb

Phasze llb trial in MAFLD completed
in US, Global phase Il trial
recruiting
Approved for use in PBC in the
us

Phase lla recruiting

Phase | trial anticipated

Phase lla trial in MASH
recruiting

Animal studies anly

Pre-clinical data

Improved steatosis, ALT, and
insulin sensitivity; hypertension
and cardiac hypertrophy also
reduced #*

Improved steatosis 25421

Improved steatosls and Insulin
sensitivity '

Ipragliflozin: improved steatosis,
apoptosis and fibrosls 4342
Luseogliflezin: imgproved
steatosis and fibrosis ™

Improved inflammation and
fibrosis 1

Improved steatosis, inflammation
and fibrosis °7

Reduced steatosis, NASH
and fibrosis™

Reduced transaminases,
histobogical MASH, and stellate
cell activation ™

Improved steatosis'®*

Reduce serum transaminases,
hepatic steatosis and fibrosis in
NASH®

Improved histalogical MASH in
mice??®

Improved glycaemic control in
rats™; improved glucose
tolerance, reduced hepatic
trighyceride and total cholesterol
concentrations, and improved
NAFLD activity scores in mice™

Reduced steatasis and lobular
inflammation in mice ™

Clinical data

Histology: MASH resolution
Monhistalagical: weight loss.
improved diabetic control

a 2832

Results from phase b trial not
published
Monhistolagical: Improved insulin
resistance and weight loss
(diabetics)™* "

Histelogy: improved hepatocyte
ballooning and reduction in NAS
scores In diabetic subjects with
MNASH.?* (Nonhistalogical studies
have shown mixed results for
steatasis?4 and no

improvement in serum markers
3738

Monhistological: weight loss ** and
improved ALT/FLI demonstrated
in trials for T2DM (Canagliflozin,
Ipragliflozin) 474552

Histology: improved hepatic
steatasis, inflammation,
ballooning and fibrosis
Monhistalogical: reduction in
death, myocardial infarction and
stroke in patients with T2DM

Histology: MASH resclution in
those with MAS=4" &7

Naonhistalogical: improved ALT,
HBAl: and serum triglycerides,
improved steatosis on USS 4948

57.59

Monhistalogical: Improved fasting
glucose and HBAL: in patients
with diabetes™

Histology: improved MAS scores
and fibrosis™

Class Drug
Hormone BMS-P24036
signalling (Fibroblast growth
factor 21 analogue)

NGM-282
{Recombinant FGF-
1% variant)

De novo Aramchol (arachidic
lipogenesis/ and cholic acid
lipidl conjugate)

MDI-0107%4 (Acetyl
Co-A carboxylase
inhibitory

MGL-3196 (thyroid
hormane receptar
beta [THR-f)
agonist)

Antioxidant Vitarmin E

Cysteamine
{Aminothiod)

Emricasan (Caspase
inhibitory

Selonsertib (ASK-1
inhibitor)

Targeting
apoptosis

Anti- Cenieriviro {C-C
inflammatory chemokine receptor
types 2/5
antaganist)

BETT1023 (Anti-VAP
antibody)

Gut IMM-124e (IlgG-rich
microhiome extract of bovine
colostrum)

Simtuzumab (LOXL2
antibody]

Anti-fibrotic

GR-MD-02 (Galectin
inhibitor)

Latest phase of development
in NAFLD

Phase lla trial evaluating effect on
hepatic fat content measured by
MRS in MASH registered but not
yet recruiting

Phase lla trial in NASH recruiting

Phase |la complete, Phase b trial
recruiting

Fhase | trial completed. Phase II
recruiting

Phase 1 complete. Phase |la trial
recruiting

Phase |lb trials completed

Proof of concept phase llb trial in
children with NAFLD completed

Phase llb in NASH and MASH
cirrhosis recruiting

Phase |l trial in MASH and fibrosis
and cirrhasis recrulting

Phase |Ib trial completed. Phase Nl
trial opening soon,

Fhase lla trial in NAFLD open

Phase lla trial in NASH ongoing

Phase |Ib trial terminated

Phase lla trial completed, further
proof of concept phase llb in
MASH related cirrhosis and portal
hypertension ongoing

Pre-clinical data

Improved insulin sensitivity,
reduced hepatic fat content, and
de novo lipogenesis in rats™

Reduction of hepatic fat, ALT, and
improved MAS scores®

Reduced de novo
lipogenesis’ 105

Increased fatty acid oxidation,
reduced lipogenesis and hepatic
fat content. and improved insulin
sensitivity in rats™

Reduced hepatic steatosis as well
as reduced plasma FFA and
trighycerides ¢

Reduced steatohepatitis ' and
fibrosis*®’

Impraoved MAS score and
fibrosis'™!

Reduced hepatic fibrosis.
steatosls, and insulin resistance
in mice™

Animal data: reduced
inflammatony cell recruitment
and fibrosis (mice)]'™

Improved ALT and glucose
tolerance’!!

Reduced collagen cross linking in
fibrasis models only™™*

Reduced hyaluronic acid in
mica’1®

Clinical data

Marhistological: reduction in liver
fat content by MRS at higher
dose!™®

Monhistological: reduced de novo
lipogenesis in ohese adults™

Reductions in LDL cholesterol of
up to 30%, and trend to reduce
trighycerides™®

Histology: reduced steatosls and
impraved NAS scores®
Manhistological: reduced
ALT 59,73

Results of proof of concept phase
llb trial not published
Manhistological: reduced AST,
ALT and CK-18 fragment levels
{children)!?®

Monhistological: reduced ALT and
markers of apoptosis'®?

Histology: improved fibrosis
demonstrated in phase lib trial
using selonsertib in combination
with simtuzumaby [with no
additional henefit of
5imtu2umh:|9°

Histology: Did not meet primary
endpoint of 2 point reduction in
MAS, but reduced fibrosis
{secondary endpoint}™

Results of phase |Ib trial in NASH
and fibrosis not published
Histology: no benefit from the
addition of simtuzimab to
selomsertib in phase Ilb
combination trial®®

Results of phase lla trial not
published

Townsend SA: Aliment Pharmacol Ther. 2017;46:494—507.



Mittealkohoolne maksasteatoos/steatohepatiit

20102008 114807 n

Definitsioon: e I

e Rasvasisaldus maksakoes > 5% (ultraheli
sensitiivsus rasvmaksale tletab 50% alates
30% rasvumisest!)

e Signifikantne” alkoholitarvitamine
Vé“StatUd: (6\ 3Og/pl Q: Zog/p) Most common concurrent diseases

® AFLD-Alcoholic fatty liver disease
® Drug-induced fatty liver disease
® Hepatitis C virus-associated fatty

» Sekundaarne maksasteatoosi pdhjus | oreis b
vilistatud e

» Haemochromatosis

» Autoimmune hepatitis
* Coeliac disease

» Wilson's disease




Mittealkohoolne maksasteatoos/steatohepatiit
Mittealkohoolne rasvmaks (NAFLD)

A
Va —~
Maksasteatoos Steatohepatiit (NASH) Maksatsirroos
- Steatoos - Steatoos - Tusistused
- Poletik - Maksavahk
- ,Ballooning”
-+ Fibroos
- Maksavahk
Esinemissagedus: - 25% - 3% -0,3-0,5%
(10% maksasteatoosist) (10-25% NASHIst)
Patsiente Eestis: - 250.000 - 30.000 - 3000 - 7500

Chalasani N et al: The Diagnosis and Management of Nonalcoholic Fatty Liver Disease: Practice Guidance From the
American Association for the Study of Liver Diseases HEPATOLOGY, Vol. 67, No. 1, 2018



PatofUsioloogia

Maksasteatoos: -
oy e . . TCOD ™.
- positiivne energiabilanss -> =
triglutseriidide ladestumine -
maksarakkudesse ®“‘°°"fs"£,_s”;eﬂi--"'z sl e\
- Insuliinresistentsus -> vahendatud ( derived signals
lipolUUs ——
» ‘ } @s,",
.o \_ A oy
Steatohepatiit (NASH): VL)
- Proinflammatoorsed signaalid o
. — Chyl
rasvkoest ja soolest adipose (@ wioL
Fruktoos tissue  “SER
- Mikrobioom

intestine

Tilg et al. Hepatology 2010



Mittealkohoolne maksasteatoos/steatohepatiit

Soder C et al. Hepatology 2010:

- 118 rasvmaksa patsienti : 28 aastat
jalgimine

- NASHi patsientidel oluliselt halvem
Prognoos

Surmapodhjused:
1. Kardiovaskulaarsed haigused

2. Ekstrahepaatilised malignoomid
3. Maksaga seotud haigused

(Uldpopulatsioonis 12. kohal!)

Time (years)

B 108 1
Only fat
075
g
3 el | Fat + infl, ballooning, fibrosis
3
@
0.2
8 G 7 Ondy fat (8)
93 4] 52 Fat+infl ballooning, fitrosis (109)
008 T ¥ T i
10 Fi m

Tanes

Time (years)

Table 5. The Cause of Death in the Deceased Patients
with NAFLD

Stage of Fibrosis

Cause of Death 1 2 3 B 0 Missing
Cirrhosis 2 1 1
Perforation of

Intestine 1
Liver cancer 1 1 3
Extrahepatic cancer 2 6 1 2 1
Diabetes ; 1
Cardiovascular 4 6 3 1 1
Alcohol abuse 1
Polsoning/accident 1 1 1

The number of patients with fibrosis stage 0-4 is given for each group of

patients with a specific cause of death



Maksasteatoos — metaboolhe sUndroom

 Marchesini et al. 2003, Hepatology
- Metaboolse sindroomi esinemissagedus :
Tavapopulatsioonis: 22%
Maksasteatoosi haigetel (N: 43): 53%
NASH haigetel (N: 120): 88%

- Maksasteatoos pluss metaboolne siindroom
— suurenenud NASHi risk (OR 3,2)

— suurenenud risk raskele fibroosile (OR 3,5)

P Blutdruck

mind. 130/85 mm Hg
und/oder Einnahme
blutdrucksenken-
der Mittel

Fettstoffwechsel

P Triglyceridwert:
mindestens 150
Milligramm pro
Deziliter (mg/dl)
und/oder Einnahme
fettsenkender Mittel

P HDL-Cholesterin:
Manner: niedriger als
40 mg/dl
Frauen: niedriger als
50 mg/dl

P Bauchumfang
Manner mind. 102 cm
Frauen mind. 88 cm

P Zuckerstoffwechsel
Nichternblutzucker
(Plasmaglukose):
mind. 6,1 Millimol
pro Liter (entspricht
110 mg/dl)



Maksasteatoos — kardiovaskulaarsed haigused

VIR
P <)M fior al

i

e 2839 patsienti Il. tilubi diabeediga
* Maksasteatoos 69,5% patsientidest

* Maksasteatoosi olemasolu on | I I 1
Peripheral Composite end

soltumatu arteroskleroosi
ris kifa ktO r Coronary Cerebral Sil

Fignre LA - anid SCX-0
seTEHoRE | (I LI Dt arri |'-I'"u"‘-\."-._|..|-\.||I"I|.'||"___"- +2E. P LU o ddfere

404

Percentage

Targher G et al. Prevalence of nonalcoholic fatty liver disease and its association with cardiovascular disease
among type 2 diabetic patients. Diabetes Care. 2007 May;30(5):1212-8


https://www.ncbi.nlm.nih.gov/pubmed/17277038

Steatohepatiit — maksahaiguse progressioon

* Fibroosi progressioon on seotud
- Metaboolse sindroomi olemasoluga
- Vanusega

 Steatohepatiit pohjustab > 50%
Jkriptogeensetest” tsirroosidest

Figure 2. Etiologies of underlying liver disease for hepatocellular
carcinoma (HCC). HCCs were most commonly associated with
chronic viral hepatitides. The second leading cause for HCC was

* Steatohepatiit: kdrge maksavahirisk ka o seapste.
patsientidel, kellel tsirroosi ei ole! » 162 HCC patsienti, NASH 2. kdige sagedasem
pohjus

e 42% NASHi haigetest ilma tsirroosita

Ertle J et al. International Journal of Cancer 2010



Steatohepatiit — maksasiirdamine

| — I AFLDNASH  — Y ALD  s—CYALD Cryptagenic |

* NASH on USAs juba 3. kodige

sagedasem maksasiirdamise - \/\

naidustus

=
bt
(=]
L=

1000

200

e Kbige kiiremini kasvav T —— /

.e . e s 200 / e
maksasiirdamise naidustus

ar

Number of Transplants

2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014
Year

Fig. 1.
Annual trends in the number of adult liver transplants performed in the USA between 2004

and 2014 by etiology. Based on Organ Procurement and Transplantation Network (OPTN)
data as of October 5, 2015. Data for hepatocellular carcinoma are not included

Patel J et al. Nonalcoholic Fatty Liver Disease: Key Considerations Before and After Liver
Transplantation. Dig Dis Sci. 2016 May ; 61(5): 1406-1416



Mittealkohoolne maksasteatoos/steatohepatiit

* Vahekokkuvote:

* Maksasteatoos vaga sage probleem (25% elanikest)

* Eriti steatohepatiidi (NASHi) haigetel on suurem kardiovaskulaarne ja maksaga
seotud haigestumus ja suremus (10% maksasteatoosi haigetest)

e Kisimused:
» Kas otsida (skriinida) maksasteatoosi Glekaalulistel patsientidel, diabeetikutel?

» Kuidas diagnoosida steatohepatiiti (histoloogiline diagnoos)? Igalt patsiendilt
maksabiopsia”?

 Kuidas/kui tihti jalgida maksahaigust? Maksavahi skriining?

* Ravi?



Mittealkohoolne maksasteatoos - ravijuhised

‘o : EPRE 2. JOURNAL OF
" a0,
Clinical Practice Guidelines %0 EASL‘HEPATOLOGY

CrossMark

EASL-EASD-EASO Clinical Practice Guidelines for the management
of non-alcoholic fatty liver disease™

European Association for the Study of the Liver (EASL)*, European Association for the Study
of Diabetes (EASD) and European Association for the Study of Obesity (EASO)

Journal of Hepatology 2016 vol. 64 | 1388-1402

HEPATOLOGY E"AASLD

PRACTICE GUIDANCE | HepATOLOGY, VOL. 67, NO. 1, 2018

The Diagnosis and Management of
Nonalcoholic Fatty Liver Disease:
Practice Guidance From the American
Association for the Study of

Liver Diseases

Naga Chalasani," Zobair Younossi ©,7 Joel E. Lavine,” Michael Charlton,” Kenneth Cusi,” Mary Rinella,” Stephen A Harrison,”
Elizabeth M. Brunt,* and Arun J. Sau_rmf



Mittealkohoolne maksasteatoos/steatohepatiit

* Metaboolse sindroomi skriining kdikidel maksasteatoosi haigetel

* PlUsiva maksanaitajate tdusuga patsientidel otsida pdhjust, s.h.
valistada maksasteatoos

* Maksasteatoosi skriining ulekaalulistel ja metaboolse sindroomiga
patsientidel: ALT, AST, GGT, ultraheli



Maksasteatoos - diagnostika

Table 3. Protocol for a comprehensive evaluation of suspected NAFLD
patients.

* Baasprogramm Lovel  Variabie

Initial 1. Alcohol intake: <20 g/day (women), <30 g/day (men)

* An dmnees 2. Personal and family history of diabetes, hypertension
and CVD
d ALT, AST, GGT 3 BMI, waist circumference, change in
e s . body weight
o B-/C—h e patl Id | Se rO|OOg|a 4.  Hepatitis B/Hepatitis C virus infection
. 5, History of steatosis-associated drugs
o U Itra h e I | m a ksa St 6. Liver enzymes (aspartate and alanine transaminases

(y-glutamyl-trans-peptidase))
7. Fasting blood glucose, HbA1c, OGTT,

e Selle alusel tihti jUba (fasting insulin [HOMA-IR])
8. Complete blood count

m a ksa SteatOOSi ka htl us 9, Serum total and HDL-cholesterol, triacylglycerol, uric

acid

[ ) Ki n n ita m ise kS ja fi b roos i/NAS H i 10. le_l:zra;:nu:;graphy (if suspected for raised liver

Extended * 1 Ferritin and transferrin saturation

Va. | iSta m ise ks S u u n ata 2j Tests for coeliac and thyroid diseases, polycystic ovary

ga St roe nte r0|008| VV'le 3. iir::;;:iare liver diseases (Wilson, autoimmune

disease, al-antitrypsin deficiency)

*According to a priori probability or clinical evaluation.



Steatohepatiidi (NASH) diagnoos

NASH on histoloogiline
diagnoos, aga me ei saa 25%
elanikest teha maksabiopsiat

Head mitteinvasiivsed markerid
puuduvad

Kaudne marker: fibroos!

Elastograafia:

g — e -

NAFLD fibrosis score

Online calculator

noninvasive system that identifies liver fibrosis in patients with NAFLD
Hepatology 2007;45(4):846-854 doi:10.1002/hep.21496

Age (years)
BMI (kg/m?)
IGF/diabetes
AST

ALT

BMI: body mass index
IGF: impaired fasting glucose

NPV: 88-93%
PPV: 82-90%

Fibroosi ei ole: < - 1,455
Raske fibroos: > 0,676



Maksasteatoosi ravi

e Hetkel toestatud medikamentoosset ravi ei ole

* Oluline: metaboolse siindroomi/kardiovaskulaarsete haiguste
optimaalne ravi

* Nii statiine kui ka metformiini voib patsientidele maarata
(dislipideemia/diabeedi ravi eesmargil)!!

* Ravi statiiniga katkestada 10 x transaminaaside tousu puhul voi plsiva 5 x
transaminaaside tdéusu puhul

* Metformin: kliiniliselt relevantne maksakahjustus: < 10 juhtumit maailmas
kirjeldatud. Voimalik positiivnhe mdju maksasteatoosile.



Maksasteatoosi ravi: elustiili muutus

>

=.04"

e Kaalu langetamine vahendab

maksasteatoosi!! | .

* 337 patsienti steatohepatiidiga 3:;’ ©

* 52 nadalat interventsioon: dieet pluss _:gé w .
aeroobne trenn 200 min/nddalas 5

* Maksabiopsia enne ja parast ;% .
interventsiooni ) »

 Kriitiline piir: vahemalt 7% [ “ _
kaalulangust T

* Vahemalt 5% kaalulangust saavutasid
ainult 30% patsientidest

Vilar-Gomez E et al. Weight Loss Through Lifestyle Modification Significantly Reduces
Features of Nonalcoholic Steatohepatitis. Gastroenterology. 2015 Aug;149(2)



https://www.ncbi.nlm.nih.gov/pubmed/25865049

Maksasteatoosi ravi: elustiili muutus

e Kaalu langetamine 7 - 10% kehakaalust 6-12
kuu jooksul

e Dieet: e )
« Vihendada kaloraazi 500 — 1000kcl vérra paevas T o M A o N
* Vahemere dieet (palju koogivilju, kiudaineid, kala Y A
(omega-3)
* Fruktoosi mitte tarvitada!
* Alkoholi tarvitamist piirata

* Juua kohvi (2-3 tassi paevas)

\ fruits, vegetables, grains

(mostly whole), olive oil,
beans, nuts, legumes,

seeds, herbs & spices

e Liikuda

e aeroobne trenn 150 - 200 min nadalas




Maksasteatoosi ravi: bariaatriline kirurgia

* Ma ksa SteatOOS/SteatOh e pat| it ei Ole Eesti Haigekassa votab inimeselt ravi eest tasumise kohustuse iile
. - . . oo juhul kui on tiidetud sellised tingimused:
bariaatrilise kirurgia naidustus, aga:

° : : 2 Eesti Haigekassa kindlustatu, kehamassiindeks (BMI) =40 kg/m2 vii
Er neva d uuri ngu d n.a Itava.d .. kehamassiindeks (BMI) =35 kg/mZ2 koos olulise Olekaaluga seotud
Ma ksaSteatOOS| OI u I |St p05|t| |VS€t haigusega, mis eeldatavasti leevendub operatsiooni jargselt, naiteks:
dinaamikat parast bariaatrilist I6ikust

« || taipi diabeet

¢ I\/IetaanaliJUS: « Hipertoonia
. . » Obstruktivne uneapnoe
* Steatoosi paranemine: 88%

« Degeneratiivne liigeshaigus

patsientidest « Metaboolne haire (hiperlipideemia jt.)
* NASHi paranemine: 59% patsientidest

* Fibroosi paranemine: 30%
patsientidest

Nende tingimuste puudumisel tuleb ravi eest tasuda inimesel endal.

Fakhry et al. Bariatric surgery improves nonalcoholic fatty liver disease: a contemporary systematic review and meta-
analysis. Surg Obes Relat Dis. 2019 Mar;15(3):502-511 Laparescopic Sleeve

Laparoscopic Gastric 8ypass Gastrectomy Adjustable Gastric Band



https://www.ncbi.nlm.nih.gov/pubmed/30683512

Class
Incretin based
therapy

SGLT-2
inhibitor

FFRAR
aganists

FXR-hile
acid axis

Drug
Liraglutide (GLP-1
analogue)

Exenatide [Synthetic
exendin-4)

Sitagliptin (DDP-4
inhibitor)

Canagliflozin
Ipragliflozin
Luseogliflozin

Fioglitazone [FRARYy
agonist)

Elafibranor {Dual
PPAR~/4 agonist)

Saroglitazar (Dual
PPAR=/ agonist)

MSDC -0602 (FPARY

sparing TZD)

Obeticholic acid
{Synthetic bile acid)

G5-7674 (Selective
Farnesoid ¥
receptor agonist)

INT-7&7 (Dual FXR/
TGFR agonist)

Wolixibat
ASBT inhibitor

Sevelamer [Bile acid
sequastrant]

Latest phase of development
in NAFLD

Proof of concept phase b trial

completed (approved for use in
type 2 disbetes)

Pre-clinical data

Improved steatosis, ALT, and

insulin sensitivity; hypertension
and cardiac hypertrophy also
reduced ©7

Monhistalagical: weight loss.
improved diabetic control

Clinical data =
Histology: MASH resolution® 2432 AT
signalling

Latest phase of development

in NAFLD

Fhase lla trial evaluating effect on
hepatic fat content measured by
MRS im MASH registered but not
yet recruiting

Drug Pre-clinical data

BMS5-2846034
(Fibroblast growth
factor 21 analogue)

Improved insulin sensitivity,
reduced hepatic fat content, and
de novo lipogenesis in rats™

KICHhi- 287 Phaze |la trialin BIASH recoiting Eadurti

of hepatic fat, ALT, and

Proof of concept p
completed in pati
and diabetes (app
type 2 diabetes)

Phase lla trial in W
Approved for use
diabetes

Ipragliflozin: Rodes
completed.
Luseogliflozin: Ro
completed (all app
type 2 diabetes)

Phase llb trial com
Approved for use
diabetes

Phase llb trial in N,
Global phase [l tr)

Phase lla trial in M
diabetes campletd
Approved for tre;
dyslipidaemia in d

Phase llb

Phase lIb trial in N,
in U5, Global pha
recruiting
Approved for use
us

Phase lla recruiting

lImselt ei piisa Uhest ravimist — vajalikud on kombineeritud

Alates veebruarist 2020: 2. faasi kli
Aastaks 2020/2021 plaanis 3. faasi kliiniline uuring

Vaga erinevad toimemehanismid:
Glikoosimetabolism: inkretiinanaaloga, SGLT-2 inhibitorid, PPAR

agonistid

* Sapphappe retseptor agonistid
e Apoptoosi inhibiitorid
e Poletikuvastased ravimid
* Fibroosi vastased ravimid

toimemehhanismid

Ida-Tallinna-Keskhaigla:

d NAS scores™

e renva
10 104,105

fatty acid oxidation,
lipogenesis and hepatic
bnt, and improved insulin
y in rats™™

hepatic steatosis as well
ed plasma FFA and
dag110

steatohepatitis '** and
27

NAS score and
1

hepatic fibrosis,

, andl insulin resistance
&

iniline uuring

ta: reduced

atory cell recruitment
heis (mice)™

ALT and glucose
111

Phase | trial anticipated

Phasze lla trial in MASH
recruiting

Animal studies onky

Improved histalogical MASH in
mice! 3

Improved glycaemic control in
rats™; improved glucose
tolerance, reduced hepatic
triglyceride and total cholesterol
concentrations. and improved
MNAFLD activity scores in mice

Reduced steatosis and Iobular
inflammation in mice 7

L

Anti-fibrotic

Simtuzumab (LOXL2
antibady]

Phase |lb trial terminated Reduced collagen cross linking in

fibrosis models only™*

GR-MD-02 (Galectin
inhibitor)

Fhase lla trial completed, further
proof of concept phase [lb in
NASH related cirrhosis and portal
hypertension ongoing

Reduced hyaluronic acid in
mica’1®

Clinical data

Manhistalogical: reduction in liver
fat comtent by MRS at higher
dose ™

Monhistological: reduced de novo
lipogenesis in obese adults™

Reductions in LDL cholesterol of
up to 30%, and trend to reduce
trighycerides '™

Histology: reduced steatosis and
Impraved MAS scores”
Manhistological: reduced
ALT 58,75

Results of proof of concept phase
libs trial not published
Morhistological: reduced AST,
ALT and CK-18 fragment levels
[children)*®

Maonhistological: reduced ALT and
markers of apoptosis'®

Histology: improved fibrosis
demanstrated in phase ik trial
using selonsertib in combination
with simtuzumaly [with no
additional benefit of
simtuzumab)™

Histology: Did not meet primary
endpaint of 2 point reduction in
MNAS, but reduced fibrosis
[secandary endpoint)™®

Results of phase |Ib trial in NASH
and fibrosis not published
Histology: no benefit from the
addition of simtuzimab to
selomsertib in phase Ilb
combinatian trial*?

Results of phase |la trial not
published

Townsend SA: Aliment Pharmacol Ther. 2017;46:494—507.



Maksasteatoos — ravi: Obetihoolhape

Primary endpoint (ITT): fibrosis improvement
by 21 stage with no worsening of NASH

* FXR retseptori agonist (sapphappe retseptor)

* Aktiveerimine parandab glikoosi metabolismi; lisaks ;| h
poletikuvastane ja fibroosivastane toime |

* Euroopa maksanadal 2019: 3. faasi uuring tulemused R

OCA 10 mg OCA 25 mg

(,REGENERATE"): 1,5 aasta etapp analiits e e
e Korvaltoimed: LDL tous, sugelus T ith noworseningof florosis.

40p

30l | =
* 2. ndidustus: primaarne biliaarne kolangiit (Ocaliva®) =7

e 1kuu ravi Saksamaal: 3079€

Placebo OCA 10 mg OCA 25 mg

* Odavam palgata flsioterapeute ja toitumisnoustajaid?! T T T




Kokkuvote

* Hetkel on hepatoloogia gastroenteroloogia kdige kiiremini arenev
eriala

 C- viirus hepatiit: probleem ei ole enam raviefektiivsuses, vaid
patsientide identifitseerimises ja ravi kattesaadavuses. Riskirthmad:
maarata Anti-HCV IgG

* Maksasteatoos/steatohepatiit:
» Sage, pohiprobleem kardiovaskulaarne haigestumus ja suremus
» Steatohepatiit: voib areneda tsirroosiks; kdrgem maksavahirisk

* Medikamentoosne ravi tuleb, hetkel: elustiili muutus, optimaalne metaboolse
sindroomi ja kardiovasulaarsete haiguste ravi

e Jalgimine:
* Maksasteatoos: perearst (gastroenteroloog iga 3-5 aasta tagant)
» Steatohepatiit (NASH): gastroenteroloog iga 6 — 12 kuu tagant



