YHuBepcanbHaa oTBeTHaA
peaKkuua neyeHn Ha
BOCNaJsieHue,
XapaKTtepusylow,ancsa
ANPPYy3HbIM U3MEHEHUEM
CTPYKTYpbl OpraHa
BCneacTBMe 3ameLleHuUs
napeHXnmbl Nne4yeHu
COeAUHUTENIbHOM TKaHbIO.
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OTtBeT 3Be344aTbIX KZ1IETOK Ne4YyeHu Ha nospexxaeHue

NHcynnHonoaobHbIN
$aKTop pocra TpombouuTtapHbIn
daKTop pocTa

dnbpoHeKTUH
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0-omcymcmeyem
1-pacwupeHue nopmasnbHbIX MPAKMOS
3-mocmoeuodHblii pubpos

4- yuppos

0- oTcyTcTByeT

1-pacwmpeHue 4yacTm TpakToB +/- pubpo3Hble cenTbl
2-pacwmpeHmne 601bLUMHCTBA TPAKTOB +/- pUBPO3HDbIE CENTDI
3-+ egUHMNYHDbIE NOPTO-NOpPTa/ibHbIE CeNTbl

4-+ NOPTO-LEeHTPaNbHbIE CEenTbl

5-MHOrouymnneHHble cenTbl C eAMHUYHbIMU Y3/1aMHU

6-umnppos3

0-oTcyTcTBYET
1-pnb6po3 nopTanbHbIX TPAKTOB 6e3 cent
2-®nbp03 NOPTa/IbHbIX TPAKTOB C €4UHUYHbIMU CeNnTamm

3-MHOroYMc/ieHHble cenTbl

4- ynppos
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Bedossa et al, Hepatology 2003
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Viral hepatitis fibrosis staging with MR T1 mapping and iron-corrected
T1 measurements in the regions of interest.

Examples of transverse liver MR T1 maps from 4 patients with

viral hepatitis (left column).

The white circles indicate typical areas of interest corresponding

to tissue volume of 25-30 ml,

wherethe TLand T2  would be measured in order to estimate cT1,
which is included for each patient.

The corresponding liver biopsy slides stained

with Sirius Red for fibrosis (Ishak FO—F6; magnification 4x)

for each patient are shown for comparison (right column).

The appearance of the MR T1 map and the quantitative

measure of fibrosis (cT1), clearly correlate with the degree

of fibrosis as assessed by the Ishak score.
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-(Mmogenu mbliwwm).

B xo4e XpoHWYeCcKoro noBpexaeHus nevenu, Ly-6Chi
MaKpodarm MoryT NPMHATb BOCCTAHOBUTEIbHOTO peHOoTHN,
XapaKkTepuaytowmxca skcnpeccuei Ly-6Clo M cnocobHOCTb K
Pa3NoKEHMUIO Ype3MepPHbIX 6&1KOB BHEKIETOYHOIO MATPUKCA C
nomolulpbto metannonporenHas (MMP-9,-12, -13) u
MHAyumnposaTb anonTto3 HSC . CX3CL1 (ppaKTankumH)
cnocobcTBYET BbIXKMBAHWUIO BHYTPUMEUYEHOYHbIX MaKpodaros u
MOXKeT Bbi3BaTb co3peBaHue JIn-6C + knetok. OxBaTe
bparmeHTOB KNETOK, NOJIY4EHHOM M3 anonTo3a KeTOK MOXKET
cnoco6cTBOBATL Aa/IbHENLLEMY YKPENAeH IO
BOCCTAHOBUTE/IbHbIE QYHKUUKM NeveHn makpodarn. PyHKuma
HenaBHoO 3aBepboBaHHbIX /In-6Clo MoHoOUMTOB ANA
pereHepupytoLein nevyeHn ewe NpeacTomT yCTaHOBUTb. B
Lenom, 3T MexaHU3Mbl NPUBOAAT K Aerpagaunm
BHEKNETOYHOIo MaTpMKca Npu paspelleHnmn pnbposa neyeHu.



Histological, Virological and Clinical evidence for the Regression of Liver Fibrosis in
patients treated for chronic hepatitis C. Cohort studies of treated chronic hepatitis C
patients with long term follow up biopsies (minimum 18months after end of treatment).

Study, n Viralagic Ganotype  n (%) Fibrosis stage at indax Timing of Treatment Langth of Histological responss on repaat biopsy “irnlogic rezsponse  Clinical responsa
[Ref.] response at biopsy repeat biopsy  regime follow-up {end of study)
study entry (mEan) [mean)
Tsubocta 93 Adl GT 1: 93 Moan Scheuer fibrosis score 152 £+ 87 mo  Standard 536 + 14.0 Mean Scheuer fibrosis score: 1.5 £ 0.7 No reported n.r
(1597), SEVR 4 2% fcombined grps A, B and C): after EOT IFM-o course mao (v=. pretreatment score 2.3 (p <0.0001 )} wvirologic relapses
a7 23204 Faor Grp © where posi-treatment biopsies during follow-up
Patients divided into 3 grps weare laken 22 yr after EOT the decrease in
RT study accarding o langth of time fibrosis stage was also significant
between EOT and o= 0.0024
post-treatment blopsy:
Grp A (=1 wr),
Grp B (1-2 yr),
Grp C (22 yr)
Marcellin 80 Al GT 1 69 Cirrhosis: 22+1.3yr IFM-ct 4y Improved histology in 94% of patients 1 patient had Deaths: n = 1 (from
(1997, SVR 33% n=5 aftar EOT [differant [decreasa =2 painls on Knodell scora) definite relapse paritonaal
28] in AB/G9 regimes carcinomatosis related
Mo cirrhosis: patients according to NEB: Total Knodell score - activity as well as to colon cancer)
P cohort n=7T5 treatment trial) fibrosis
study Mo patienls
developad HCC or
Patients decompensated liver
included disease
from 6
RCTs of
IF M-ox
Reichard 26 Al GT 1: 23 Scheuer -3 5x1.8yr IFM-o1 course 5.4 + 1.6 yr Mean fibrosis score post-freatment = 1.0 2126 had a late No decompensated
{19049), SVR 41% n =22 after EOT [duration of after EOT (vs. pre-treatment score 1.9 (p = 0.0008)) wvirologlcal relapse  cirrhosis
=] coursa varied All 4 cirrhotic patients had a decrease in =2 yr after EOT HCCiliver-ralated
P cohart Cirrhosis: batween trials) fibrosis stage on post-treatment deaths not
study n =4 {al bicpsy specifically reported
compensated)
Mean fibrosis score
pre-treatment = 1.9
Georgs 150 A GT 1: 60 Scheauer 4 yr IFM-o2Zb = REBW: 5 yr 3949 (80%) had a Mo patients with HCC developmeant:
[2009), SVR n=75% stage 1:n = 27T after EQT n= 146 decrease in fibrosis stage definile relapse n = 2 (both cirfhotic
[34] (53%) [y (reported as pre-treatment)
P cohart Schauar FEG-IFM-aZa + madian 10/12 (B3%) patients with advanced fibrosis/
study zstage 2: n= 116 REBWV:n=4 of 65 ma) cirrhosis had decreased fibrosis scores Mo patienis developed
decompensated liver
Total: m= 145 disease
Deaths:n = 1
[recurrent liver cancer
post OLT)
Toccaceli 112 Sustained GT 1: 112 Mean Knodall fibrasis scora: 2.5 £ 1.2 yr Slandard 3 v 29066 (44%) of suslained respondear grp with Mo lale virolagic Mo liver-related deaths,
(2008) responder®: Sustained Susiained responder after EOT IFM-a course manimum abnormal index fibrosis score had decreased relapses in decompensated
[100] n =87 responder Grp{n=8T) 1.2+1.1 (range 12-T6 fibrosis score post-treatment, 37 (56%) had  sustained eirrhosis or HCC
arp 55%; ) im an unchanged scora. None had increased responder grp occurmead
RT Relapsers: Relapsers susiained sCora
multi- n=25 Relapsers M=25k16x1.2 responder grp 3421 relapsers with abnormal index fibrosis
canire &0% score had decreased score after
study 2+ 0.7 yr after treatment, 15 had unchanged score and 3
EQT {range had increased score (p <0.001 wvs. SVR grp)
12-31.4 mo)in
ralapsars
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