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Ocno)xHeHusi rnomepysioHe(puUTOB

CHMXeHMe YpOBHA CbIBOPOTOYHOro anbbymMmmHa Ha kaxabin 1,0 r/an
yBenM4nBaeT OTHOCUTENbHbLIU PUCK 3a00fIeBaeMOCTU U CMEPTHOCTHU

OTeK Jierkmx, otek mosra (aknamncus), OlNH

Tpombo3bI: nepughepuyeckue ghrieb6ompombo3bi (29%), TIJIA (17-28%),
mpom603 rnoyeyHbix eeH u apmeput (11%) — npeumyuwecmeeHHo npu MH

HedpoTuuecknn kpus (runoBonemMus): 2unnomeH3usi, aHopekcusi, 6osu e
)Xueome, po)xernodobHasi apumema, s1iuxopaoka

UHdekunn (nmmyHoaepuLUT) — NTHEBMOHUU, KOXKHbIE MHDEKLUN y aeTen
OcTteomansuuma (runokanbumemus)
[MporpeccupoBaHue atepockneposa (amcnunungemus) — puck CC3

Y B3pocCnbIX, HE3aBUCUMO OT F’MCTONIOrMYECKOro BapmaHTa, pUCcK pasBuTus
TXINH B TeueHue 2 net npu MY > 3,8 r/lcytkm coctaBnsaet 35% (npu MY <2,0
r/cyTkn — nuuib 4%)

Lenbto Tepanuun AensdaeTcd CHMXxXeHmne nNnportenHypmn, ymeHbleHume 4acTtoTbl

o0b0ocCTpeHUn, 3amearieHMe nporpeccupoBaHms 3aboneBaHus
D.S. Cattran et al, KI 2007 72 (12) 1429-1447



NmmynocynpeccuBHoe aeiicrsue M@K ocHoBaHO Ha
0J10KaJIe CHHTEe3a YPUHOBBIX HYKJICOTHI0B
(uarudoupoBanue UM®PI" nogasiisieT KOHBEPCHIO
TUNOKCAHTHHA B T'YaHU/IUH)

M®K B 5 pa3 0oJ1ee 3¢pPpeKTUBHO HHTHOUPYET
u3zopopmy UMDPII" Il Tuna, sxcnpeccupyemyro B
aKTUBUPOBaHHBIX T- 1 B-tum¢ponurax, yem usogopmy I
THIIA, IKCIEPCCUPYEMYIO 00JBIIMHCTBOM APYIHX KJIETOK
M®K unrudupyer npojaundepauuio T u B 1iumdpounros,
BbI3bIBACT ANOINTO3 aAKTUBMPOBaHHBIX T-1MMdouuTos,
CHUZKAET CHHTE3 AHTUTEJ U MOAABJIAEeT MUTPALMIO
BOCHAJIMTEIbHBIX KJIETOK B KIY004YeK
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Mycophenolate mofetil

Mechanism of action of mycophenolate mofetil
Expert Reviews in Molecular Medicine @ 2000 Cambridge University Press

*M®K nHruoupyeT MoJIeKyJbl aAre3uu, NPoJaudepanu0 Me3aHTHAJTbHbIX KJIETOK

(3KcneprMMeHTBI HA MOeJIM 5/6 He(PPIKTOMHUM Y KPBHIC)

*M®K cHMKaeT NPOTEHHYPUIO (YMEHbIIAS MOTEPI0 He(PPUHA) U YJIYYIIACT BHIAKHBAEMOCTh
(3kcnepuMenTaabHbId aapuaMuuHOBbI HC y kpbic, 3xkcnepumenTaabHblii BH y Mbimieir)
*M®K He BbI3bIBaeT HEPPOTOKCUYHOCTH U OTHOCUTEJIBHO XOPOIIO NEPEHOCUTCH MO0 CPABHEHMIO C

APYTHMHM HUMMYHCYNPeCCAHTAMU

*M®K mmpoko ucnosib3yercs y 00JbHbBIX MOCJI€ TPAHCIUVIAHTALMH COJMAHBIX opranoB (MM® -c¢

1996r.) 1 B Jie4eHUN CHCTEMHBIX AayTOMMMYHHBIX 3200/1eBaHUS
Dooley et al, J Am Soc Nephrol1999; Gaubitz et al, Lupus 1999; Alison, Immunopathology 2000, Adu, Lupus 2001, Sepe et al,

Kidney Int, 2008, V 73




NMpenapatbl MOK

MAUDOPTUK

720 mg 2 p/cyt (2 x 360 mg
TA0JIeTKH)

MHUKO(EHO0JIAT HATPUHA — COJIb

MHUKO(EHOI0BOU KUCJIOTHI
(M®K)

AKTHBHO-AEHCTBYIOIIIEE
BelleCTBO: MUKODEHO108a

Kucjsioma

ITo3aHee BLICBOOOXKIEHHE,
KHUILIEYHO-PACTBOPUMAS
000J109YKa

BricB00OKIEHNE B TOHKOM
KUIICYHHUKE

CENNCENT

1000 mg 2 p/cyT (2 x 500 mg
TA0JIeTKH)

2-MOop(}0IMHOITHIIOBBIN IPUp
MHUKO(EHOTI0BOU KUCJIOTHI
(M®K) — npoJsiekapcTBO
AKTHBHO-AEHCTBYIOIIIEE
BellleCTBO: MUKOPEHO0108a0
Kucjioma

HemenaenHoe BLICBOOOKICHHUE

Kumeynopacreopumas 000/104Kka odecneyuBaet npsamyro gocrasky MOK B
TOHKHMI KMIIEYHUK U 3a10UTy BepxHuX ot1aea0B JKKT or ee mo00ouHOr0 1elcTBUs
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Mycophenolate mofetil in primary glomerulopathies (Review)

V Sepe, C Libetta, M G Giuliano, G Adamo and A Dal Canton

[lpyumeHeHne MMO® y nauneHToB ¢ BMU n OCIC

Reference

“Mendizabal S,

2005 (35)

Gellermann J,
2004 [36]

Day JD,
2002 (37]

Choi MJ,
2002 [38]

Serum creatinine,
mag/dL

Basal End
M+SD

NA b> 85

c~. 90 11627

NA NA

1.1+0.4 1.0£0.3

Proteinuria
Basal End
M+SD
>40 mg/m?/h,
Alb<2.5 g/dL NA
NA NA
NA NA
41422 ©1.342.2

Remission rate

Partial Resistant
N
0 0
0 0
0 0
1 3

Deterioration

MMF, mycophenolate mofetil; Complete, complete remission defined as proteinuria less than 0.3 g die ' or urine protein-to-creatinine ratio (U,/) < 0.3 with serum creatinine
within 10% of its baseline value; Partial, partial remission defined as at least a 50% reduction of proteinuria and total proteinuria less than 3gdie ' or U, <2.5 and serum

creatinine within 10% of its baseline value; Resistant, increase of proteinuria < 50% or any reduction of proteinuria but still >3 g die ™' with serum creatinine within 10% of its
baseline value; Deterioration, any increase of proteinuria =50% and/or increase of serum creatinine > 10% from its baseline value; End, last follow-up; NA, not available.

“Definitions from Mendizébal et al.>* Complete remission: reduction of proteinuria to <4mgm *
proteinuria with normal serum albumin (>3 gdl ). Relapse: presence of proteinuria by urine |

“Creatinine clearance ml per min per 1.73m’.
“1Cr-EDTA clearance ml per min per 1.73m’,

Iive patients relapsed during the first month of treatment achieving remission early after.

Ui

Reference

#\Mendizabal S,

2005 [35]

Cattran DC,
2004 [33)
Montané B,
2003 (40}

Choi MJ,
2002 (38)

bSerum creatinine, mg/dL

Basal End

NA &> 85

91.52:0.8  ¢1.5610.9

£118+35 10437

23+1.5 25:1.9

Proteinuria, g/die

Basal End
M+SD
A2 gl NA
8.10£5.2 96.8346.13
1316 093,542
°4,7£5.1 €92.212.5

Complete Partial

9 1
0 4
0 1
1 5

Detericration

(9]

Alb, serum albumin; MMF, mycophenolate mofetil; Complete, complete remission defined as proteinuria less than 0.3 gdie ' or urine protein-to-creatinine ratio (Upse) <0
with serum creatinine within 10% of its baseline value; Partial, partial remission defined as at least a 50% reduction of proteinuria and total proteinuria less than 3gdie ' o
Upe < 2.5 and serum creatinine within 10% of its baseline value; Resistant, increase of proteinuria < 50% or any reduction of proteinuria but > 3 g die " with serum creatinine
within 10% of its baseline value; Deterioration, any increase of proteinuria =50% and/or increase of serum creatinine > 10% from its baseline value; End, last follow-up.
“Definitions from Mendizébal et al.** Complete remission: reduction of proteinuria to <4mgm ?h ' with normal serum albumin (>3 gdl ). Partial remission: persistence o
proteinuria with normal serum albumin (>3 gdl ). Deterioration=relapse: presence of proteinuria by urine dipstick (Albustix +++) on 3 nonconsecutive days.

To convert values to pmol per |, multiply by 88.4.
“Creatinine clearance ml per min per 1.73m?.
9Calculated using table data from Cattran et al.>”.

.
Upre:

‘One patient relapsed after first month of treatment achieving remission early after, P < 0.05 vs basal.
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Mycophenolate mofetil in primary glomerulopathies (Review)
V Sepe, C Libetta, M G Giuliano, G Adamo and A Dal Canton

NMpmumeHeHne MM® naumeHToB ¢ MH n IgA HedbponaTuen

Reference aSerum creatinine, mg/ol Proteinuria, g/die Remission rate
Basal End Basal End Complete Partial | Resistant | Deterioration
MiSD MiSD N’
Polenakovic p L ‘
M., 2003 [42] 1.1320.16° 0.98+0.13°¢ 4.44+0.16°1.99+0.29ve NA

Choi MJ, ; )

2002 [38)] 1.5+0.8 1.3+0.7° 7.7+4.8° @ 3.4413. 7 7 1
Miller G,

2000 [41] 21:13 2.1+1.49 92142 7.545.7 3 8 5

MMF, mycophenolate mofetil.

*To convert values to pmol per |, multiply by 88.4; Complete, complete remission defined as proteinuria less than 0.3 gdie ' or urine protein-to-creatinine ratio (U,,) <0.3
with serum creatinine within 10% of its baseline value; Partial, partial remission defined as at least a 50% reduction of proteinuria and total proteinuria less than 3 g die' or
Upre < 2.5 and serum creatinine within 10% of its baseline value; Resistant, increase of proteinuria < 50% or any reduction of proteinuria but still >3gdie " with serum
creatinine within 10% of its baseline value; Deterioration, any increase of proteinuria =50% and/or increase of serum creatinine > 10% from baseline.

®Not specified if 5.d. or s.e.m,; End, last follow-up; NA, not available,

€
uu"""
P=NS vs Basal.
°p<0.05 vs Basal. Reference Treatment effectiveness Treatment failure
Complete remission Partial remission Severa Significant
¢ Urinary protein excretion * 50% reduction in 24 h * ESRF [Frisch G, Maeas BD) ¢ Dacline of 25% or mora in
below 0.3 g/die [Tang ] protein excretion * Persistence of urinary protein the inuline clearance [Maes BD)
[Frisch G, Tang S] excretion that exceeded 50% ¢ 0.5 mg/dL increase of SCr
of the baseline value from baseline [Frisch G]
MMF CTRLs MMF CTRLs MMF CTRLs MMF CTRLs
N N N N

Maes BD,
2004 [43] NA NA NA NA 2/18 11 7/18 /11
Frisch G, ) y = . e
2005 [44) NA NA 3/14 2/15 5/17 2/15 10/17 715

Tang S, 5 : .
2005 [45] <L 12/20 1/20 4/20 5/20 > 4/20 14/20 NA NA

MMF, mycophenolate mofetil; NA, not available; ESRF, end-stage renal failure; SCr, serum creatinine; CTRLs, controls.



[Toka3aHunga K HazHa4dYeHuto
MWKO(EHONATOB

* He(bpOTUYECKUN CUHOPOM
- CTEPOMNA03aBNCUMbIN U/UMN YaCTo

peunanBUPYOLLINN,

- CTEPONOOPEINCTEHTHDIWN,

- PAQHEE HE NEYEHHbIN, NMPUN HANNYNK
npoTmBonokasaHum Kk KC n LIC (Taxenbin
caxapHbln anaber)



IleweHmne rmomepynoHepUTOB NHIIMbUTOPaMU
CUHTE3a HYKITeoTUa0B.
PesynbsraTtbl HabMoaeHNN.

* J[leueHne mnkopeHonaramu ObINO
Ha3Ha4yeHo 31 nauuneHTy.
OTmeHeHo Yy 3 nauueHToB — y 1 n3-3a
HEenepeHoCUuMoCTN Ny 2 n3-3a
HEKOMMMAaEeHTHOCTM.

* Habntoganuch 28 naumMeHToB B BO3pacTe
18-54 net ¢ ANUTENbLHOCTLIO NMpMemMa oT 2
no 35 mecsues.



BapuaHTbl rmomMmepyrnoHempUTOB
No AaHHbIM ODMOMNCUN MOYKK

* MesaHrnonponudpepatnBHbi 11 YenoBeK.
* bone3Hb MMHUManNbHbIX UBMEHEHUN -12.

* MembpaHonponudpepatuBHbi — 16 (13
HUX 6 XXeHwuH ¢ CKB)



IleyeHune rmomepynoHepuUTOB
MHIIMOMTOPaMUN CUHTE3A HYKI1EOTUOB.
PesynbraTtbl HabntogeHum

* MukodeHonatsbl 1,44-2 r/cyT Ha3Ha4yanucob B
CBSA3U C PE3UCTEHTHOCTbLIO K CTEPONAHOU U
LMTOCTaTUYECKON Tepannmn, NpoBOANMOUN He
MeHee 6 MecsiLEeB.

« ConyTtcTBylowlasa Tepanua: npegHnsonoH 10 wmr,
MHrIMoumTopbl Al® n\nnm aHTaroHUCTbI
peLenTopoB aHrmoteHsnHa ll, nunocraTtukn.

« OueHMBanMcb KNMHNMYECKNE CUMMNTOMBI U
nabopaTopHble NokasaTenu, BKIo4Yas CyTOYHYIO
MPOTEUHYPUIO N OYHKLMOHANBbHYO CMOCOBHOCTb
MOYEK.



IleyeHune rmomepynoHepuUTOB
MHIIMOMTOPaMUN CUHTE3A HYKI1EOTUOB.
PesynbraTtbl HabntogeHum

Cpegmn naymeHToB, nonyvasLlLnx MMKodeHonaThl
B Te4YeHue 2-3 MecsLEeB

* Yy 5 O0ONbHLIX OTMEYEHO KIMMHNYECKOE
yryJlleHne n CHUxeHue npotenHypum c 4,6-6,8
r/cyt oo 1,5-2,1 r/cyr,

» 2 NauneHTa — 6e3 oTpuuyaTenbHON ANHAMUKM,

* y 1 bonbHOW HabngaeTcs KNMHM4YecKas
pemMmuccusa (3To naumeHtkaclH c
MUHUMaSTbHbIMW N3MEHEHNSIMN).



IleyeHune rmomepynoHepuUTOB
MHIIMOMTOPaMUN CUHTE3A HYKI1EOTUOB.
PesynbraTtbl HabntogeHum

B rpynne 605rbHbIX, NIPUHUMaBLLUNX
npenapaTtbl bonee 24 mecsiLEB,

* y 5 MaynmeHToB AOCTUrHyTa NosHag
KNMUHMYecKkaa peMmnccus, NpoTenHypus
OTCYTCTBYET,

* y 1 6ONBbHOU NMPOTENHYPUA CHU3NNACL C
6,2 r/cyt oo 0,9 r/cyT .



IleyeHune rmomepynoHepuUTOB
MHIIMOMTOPaMUN CUHTE3A HYKI1EOTUOB.
PesynbraTtbl HabntogeHum

B rpynne npuHumarowmx 3t npenapatsbl ot 10
0o 21 mecsua (14 yenoBek)

nonHaa pemuccus y 9 4yernosek,
HemnomnHaga y 9.

Y 6 nayMeHToB OO0 Havana nedyeHusd
npenaparamMm MUKOGEHONOBOW KUCIOTbI ObINn
OTMeY€eHbl Ha4varbHble HapyLUeHNS QYHKLUN
NoYekK, KOTopPble He CcTanu XyXe Ha ooHe
npoBOAMMON Tepanuu, y 3 N3 HUX - LNdpbI
MOYEBUHbI N KpeaTUHUHA KPOBU
HOpMann3oBanuch.



IleyeHune rmomepynoHepuUTOB
MHIIMOMTOPaMUN CUHTE3A HYKI1EOTUOB.
PesynbraTtbl HabntogeHum

Y Bcex naumeHToB
* YBENUYUIICA YPOBEHb anbbyMnHa B KPOBMU,

* CHM3WUIIOChb cpeaHee apTepuanbHoe
nasneHue,

* ¥ 19 BOOMbHbLIX — YMeHbLUNNACh
BbIpa)XeHHOCTb rMnepxonecTtepmHeMunn.

* OTMeYyeHa xopoluast NepPeHOCUMOCTb
npenapara.



IleyeHune rmomepynoHepuUTOB
MHIIMOMTOPaMUN CUHTE3A HYKI1EOTUOB.
PesynbraTtbl HabntogeHum

BbiBOoAbI: npenapatbl MUKOEHOOBOW
KMCMOTbI NO3BONAOT KynnpoBaTh
00O0CTpeHUs Hanbonee TAXKENbIX
FOPMOHOPE3NUCTEHTHbLIX popm 'H 1
nogaepXmBatb CTabUNbHYIO YHKLMIO
NoYyekK y 3TUX NauneHToB



Cnacnbo 3a BHUMaHue!



