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HE®POJIOTUI KAK OTIEJILHAA
JAUCIHUAUIIIINHA




KINHNYECKAd HE®POJIOTUI KAK
CAMOCTOATEJIBHAA JTUCITUIIJINHA

KRaccuueckuit B3ruian ua 60-x rr;

1. Hedppobmonicusa

2. VImMmyHOCyIIpeccus
3. Jlmamnm3s

1. Tpancmranranusa




30-E I'T: OBOCHOBAHUE HE®POIIPOTEKIIUHN

KoHuenuusa HeyKnoHHoro nporpeccuposaHna Xbll:
HapacTtatoulee yxygweHne nodye4yHou oyHKUUN ecTb
pe3ynbsraTt KOMMeHCaTOPHbLIX rMOMepPYINAPHbIX
reMognHamMn4ecKkmnx nusmeHeHuin (runepdpunesrpayms) B
OTBET Ha NOTepK Maccbl 4EUCTBYHOLWNX HEPPOHOB

Dietary Protein Intake and the Progressive Nature of Kidney Disease: — The Role of
Hemodynamically Mediated Glomerular Injury in the Pathogenesis of Progressive Glomerular
Sclerosis in Aging, Renal Ablation, and Intrinsic Renal Disease
Barry M. Brenner, M.D., Timothy W. Meyer, M.D., and Thomas H. Hostetter, M.D.

N Engl J Med 1982; 307:652-659 ‘




["MIIOTETUYECKU ITPUMEP TUIINYHOI'O TEUYEHU
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PE3VJIBLTATBHI PETPOCIIEKTUBHOI'O U

CC/IEJOBAHUA INHAMUEKHU

CEK® 3A 5 JIET 10 OBPAIIIEHUA K HE®POJIOTY U 5 JIET IIOCJIE

HABJIIOJIEHUSA Y HEOPOJIOTA (N=726)
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Fig. 1. Decline in MDRD GFR in the 5 years prior to and following nephrology referral with regression lines of summary pre- and post

referral GFR slopes (each point is a single GFR measure).

CpeaHAA CKOPOCTb CHUXKeHnA CKP

(mn/mun/1,73 m2/ropn):

no obpauweHus -5,4; nocne — 0,35

Chris Jones u gp. Nephrol Dial Transplant (2006) 21: 2133-2143




CKOPOCTDH CHUKEHUA CK® B 3ABUCHUMOCTHU OT
JJIINTEJIBHOCTHU HABJIIOJAEHUA
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ANHAMUKA PACNPOCTPAHEHHOCTU TXIH (4EA/MAH)
U EE TOAOBOM NPUPOCT (%)

c 2400
£ &
2 1,500 k:
. :
g [ ]
= 1,000 E
gsm £
E
B A
2 0

CamMbI¥ npocTon cnocob nokasaTb couMarnbHY 3HAYUMMOCTb — MpUMep
pocTta nonynsauumu 6onbHbIX ¢ TXIH,

*‘BaxHo ewe n 1o, YTo 3a roabl passutua 3MT, pocT nonynsauumn 60NbHbIX
Ha guanuse 3aMeTHO NnpeBbIlasn PocT Yucna 6osbHbIX Ha AgoAnarnusH
cTagusax

United States Renal Data System
2013 Annual Data Report




BBLIBO/IbI

o OcHoOBHEBIE METOIbI TUATHOCTUKHU U JICUCHUS,
XapaKkTepu3yIolre HeppoJoTHIO KaK OTAEeJIbHYIO
TUCIIUILJIINHY, BOIIJIN B KJIMHUYECKYIO IIPAKTHUKY
B 60-x T

o JlomomHmTE IbHBIM HAIIPaBJIEHUEM SIBUJIOCH
pa3BUTHE TEOPUHU He(PPOIIPOTEeKITNN, KOToOpas
NMeeT YHUBEPCAJbHBIN XapaKTep He3aBUCUMO
OT IIEPBUYHOTO IOPAKEHUS II0UEK

o HecmoTpsa Ha ycnexu HeppOoIIpoTEeKIIMY YHCJIO
oosbHBIX mosrydalonux SlIT HeykIoHHO pacTeT




XBII KAK TEPMUH A
OIUITEMAOJIOTUYECKUN
KATAJIN3ATOP»




HOBBI TEPMHUH — XPOHUYECKAS BOJIE3Hb
INOYEK (XBII)

o 1999 r. Ilosasaenue dpopmyasr MDRD nisa pacuera CKO

o 2002 r. NKF (CIIIA) BBes1 TEpMUH 1 OIIyOJIHUKOBAJI
rkiaccucpuramnmo XbII:

Ee BHegpeHMe IIOTHIIO BOIIPOC 00 aKTUBHOM BELISBJICHUH
pauHey XBIll 1 ee BEICOKOM pacIpocTpaHEeHHOCTH

o 2007 r. Ilnernym Ilpasienunsa Hayunoro Oo01rectBa
Hedposoros Poccun - Bompoc 0 HE0OX0TZHUMOCTH CO3JaHUSI
HaIIMOHAJIBHBIX pekoMeHnganmit mo Xbll

o 2008 r. Pexomennmaiun HUM Hedposroruu CIIGI'MY mm.
axaia. U.11. I1asioBa

o 2012 r. Pekomernnanmu KDIGO ‘




ONPEAEJIEHUE XBII - HAJIMYUE JIIOBLIX ITIPU3HAKOB
[MOBPEKJIEHUSA IMIOYEK, TIEPCUCTUPYIOINNX B TEUEHUE TPEX U
BOJIEE MECSIIEB BHE 3ABUCUMOCTHU OT HO30JIOTUYECKOTO
JIMATHO3A.

CK®D <60 mia/muu/1,73 m2

Ul
23

JI100011 mpu3Hak
mMecsiLieB

IIopasKeHUud IIOYEK




PACNPEAEAEHUE PACNPOCTPAHEHHOCTU CA,, CEPAEYHO-
COCYAMUCTbIX 3ABOAEBAHUK U XBI (MCCAEAOBAHME
NATIONAL HEALTH AND NUTRITION EXAMINATION 2005-201

CLLA)

MNone 77% None 81.5% Morne 79.2%

0,

NHANES participants 2005-2010, age 20 & older; single-sample
estimates of eGFR & ACR.

[MosiBneHne noHaTnsa XbI BbiBeno 60ne3Hn novyek Ha nepBoe MecTo Mo
pacnpocTpaHeHHOCTH




YACTOTA BbIIBAEHUA XBI1 KOAEBAETCA OT 6 AO 13%

Country [Ref]. [city or area] Period (year) N Mean age Obesity DM HTN eGFR
{ years) (%) (%) (%) equation

Poland [22] 2011 2413 67 51 NR 6.7 31.9 CKD-EPI 5.8
Tanzania [23] [Moshi area] 2014 481 70 45 NR 12.7 28.0 MDRD 7.0
Italy [24] 2008-12 7552 84 57 26.4 11.8 50.1 CKD-EPI 7.1
India [25] [Delhi, Chennai] 2010-11 9797 76 43 17.8 19.0 32.5 CKD-EPI 7.5
Spain [14] 2004-08 2746 21 50 26.1 9.2 24.1 MDRD 9.1
Malaysia [26] [Western area] 2011 876 76 43 NR 19.6 38.4 CKD-EPI 9.1
Switzerland [15] [Lausanne]  2003-06 6317 67 52 15.7 3.4 37.0 CKD-EPI 10.0
Norway [13] [Trendelag] 1995-97 65 181 70 50 15.9 3.4 44.8 MDRD 10.3
MNetherlands [12] [Groningen] 1997-98 2489 29 49 NR NR NR NMDRD 10.4
China [17] 2007-10 47 204 93 50 NR 7.4 35.4 MDRD 10.8

: modified :
Australia [20] 1999-2000 10 949 54 51 2R 8.5 29.0 CKD-EPI 115
England [16] 2009-10 5799 67 50 24.7 74 341 CKD-EPI 11.9
Canada [18] 2007-09 3689 45 52 23.0 63 163  CKD-EPI 12.5
USA [19] 1999-2004 13233 78 46 30.8 6.8  27.1 MDRD 13.1

- Y

L. De Nicola and C. Zoccali Nephrol Dial Transplant (2016) 31: 331 —-335




JTINHAMUKA OBHIETO YMCJIA BOJbHBIX XBII 3-5 CT,
HAXOJISAMINXCA HA TUCHAHCEPHOM HABJIIOJEHUU B I'HIT

2005 r.

2006 r.

2007 r.

2008 r.

1104

1181

1219

1273

HaHHble pernctpa MHU, C.MMNeTtepbypr, KoHakoBa U.H.




| BO3PACTHAY CTPYKTYPA XBII




MN3MEHEHHUE BO3PACTHOI'O COCTABA (%) ¥ BOJIBHBLIX
I'HI1 B 2013 I' 10 CPABHEHUIO C 2005 T

HaHHble pernctpa NHLU, C.lNeTepbypr, KoHakoBa U.H.



BO3PACT 1 XblI

HunHamuka BbisiBneHns XbI1 B npoueHTax oT nonynsaymm

B pa3HbIX BO3PACTHbIX rpynnax
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NIH Publication No. 12-3895 June 2012 www.kidney.niddk.nih.gov
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YACTOTA BBLIABJIIEHUA XBII B PA3HBIX
BO3PACTHBIX I'PVIIIIAX (N=7115)

cumxenne CRO <60 ma/mun cam:renne CK® <60 mu/mun

NI aJIbOYMUHYPUSA

M

40 y—— —
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Y 3HauYMTENBLHOM YacTn BONbHbIX CTapLuen BO3pacTHOM rpynnbl
eaNHCTBEHHbIN KpuTepuin XbI1 aTto cHmxkeHne CK® Hmxke 60

Girndt M, Trocchi P, Scheidt-Nave C, Markau S, Stang A: The prevalence of renal
failure—results from the German Health Interview and Examination Survey for
Adults, 2008—-2011 (DEGS1). Dtsch Arztebl Int 2016; 113: 85-91




VIEJIBHBIN BEC KPUTEPUEB JIMATHOCTUKHU
XBII B PABHBIX BO3PACTHBIX I'PVIIIIAX

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

18-30 31-45 46-60 61-75 >75

- AnbOymMuHypus

- CK® < 60 mur/MmuH + anp0yMUHYPHS

CK® < 60 ma/munu ‘

James MT, Hemmelgarn BR, Wiebe N, Pannu N, Manns BJ, Klarenbach SW, et al. Glomerular
filtration rate, proteinuria, and the incidence and consequences of acute kidney injury: a cohort
study. Lancet 2010;376:2096-103.

Age (years)




YACTOTA BBIABJIEHUA XBII 3-5 CT I10
KPUTEPHIO TIOBBIIIEHUS KPEATUHUHA
(DIIMIEMUOJIOTUYECKOE VCCJIEIOBAHUE)
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Fig. 2 Cumulative incidence of chronic kidney disease according to age at diagnosis and gender. pmip: per million population

Ayav et al. BMC Nephrology (2016) 17:174



BbIBO/IbI

o llosBinenue nousatusa XbBII npmBesio k pocty ee
perucTpaIumn

0 3HauuUTeJIbHAasa 4YacTh 00JIbHBIX
00yCJIaBJIMBAIOIINX 3TOT POCT - JIUIIA CTAPIIIEro
BO3pacra

o OcuoBauueM nyada quaraoctuku XbBII y
3HAYMNTEJIbHOT'O YMCJIa JIUIL CTaplilel BO3pacTHOU
TPYIIIBI COAYKUT n3oaupoBanHoe cHmkenne CKO
Hxe 60 mu/mua/1,73 M2




CE® KAK ®AKTOP PUCKA U EE
| HOPMAJIBHBIE 3HAYEHU Y




HoPMAJIBHAY IIOTEPI CEK®

JIlmHaMHBKa rogoBOTro KJINPEeHca

KpeaTUHNHA B 3AaBUCHUMOCTH OT
BO3pacra
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OUHAMHWKA KJIUPEHCA KpeaTUHUKHA 0,67 -0,32 -0,57 -1,24 -1,49 -3,25 -0,75

Lindeman RD, Tobin J, Shock NW. Longitudinal studies on the rate of decline in renal
function with age. J Am Geriatr Soc 1985;33: 278-85




HECOOTBETCTBUE YACTOTEI XBII 1 HEOPOCKJIEPO3A 110
JAHHBIM HE®@POBUOIICUU B PA3HBIX BO3PACTHLIX I'PYIIIIAX
(*KMBLIE TOHOPLI IIOYKH, N=1203)
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Rule et al. Ann Intern Med. 2010 May 4; 152(9): 561-567.




JINATIABOH CK® BBIPAKEHHBIN B IIEPITEHTUIIJIAX (2,5-97,5) B 3JJ0POBOI
[TOIIVJIALIMM B 3ABUCHMOCTH OT BO3PACTA

fden
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JF. Introduction of the CKD-EPI equation to estimate glomerular filtration rate in a
Age group (years) Caucasian population. Nephrol Dial Transplant 2011;26:3176-81.
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CE® KAK KPUTEPUM ITPOTHO3A

Tatnuua 4, Wxana KDIGO 2012 pas ouenkn komGunuposanioro pucka TTH w CCO y Gonkrx ¢ XBIT 8 3asucHmocTy

o7 yposHa CKS w ansBymuiypum
AnsOyMuRypHA'
Al A2 A3
OnTuMansHag W
Crajum XBIN HE3HAYHTENBHD Bhicokas QueHh BLICOKAR
NOBLILEHHAA
<30 mr/r 30-300 mr/r 2300 mr/r
<3 MI/MMON 3=30mr/mmone | 230 mr/mMons
C1 | Bucokanwmommamancias | 290 Yiae petiu Bucori
2 Heatauutentho chwena | 60-89 Huupmmhﬂ ) Kl
OO, Cda YME]EHHO CHANEHI 45-50 Bhicoknlt
MM T T (g Cywpctaeno ciokena | 30-44

4 1 PA3K0 CHItKEH | 1529
Ch TMH ¢15

"AnbOYMHHYPMR ONDELEARETCR KK OTHOWEHHE ANbOyMUHKDEETHHIM B PAS0B0H (MDELIOYTHTENHO YIPEHHER] NODLIK MO,
ansGymimyous seite 300 mr/r cooreeTcTayer yposr npoTestHymint Bwwe 0.5 1/, CKO paccwmwBaercs no gopwyne CKD-EPT; )

"HH3KHA prck - T8, kak 8 ofilel nomynaus. Mok OTCYTCTAMH NDHHAKOR NOBDEXAAHHT NONEK kaTaropid CXQ C1 i C2 He YRoRRETRODAKT
KRRTEDIIM BT,
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CEPJIEYHO-COCYJIUCTAL JIETAJIbBHOCTH B

SABUCUMOCTHU OT CKR® B PABHBIX BO3PACTHBIX

['PYIIITIAX
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Nagai K, Sairenchi T, Irie F, Watanabe H, Ota H, Yamagata K (2016) ‘

Relationship between Estimated Glomerular Filtration Rate and

Cardiovascular Mortality in a Japanese Cohort with Long-Term Follow-Up.

PLoS ONE 11(6): e0156792. doi:10.1371/journal.pone.0156792




BO3PACTAHUE PUCKA CMEPTHU B 3ABUCUMOCTHU OT BO3PACTA
U CK® Y AMBYJIATOPHBIX MAIIMEHTOB (N=2 598 548)
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50-59 0. 76 1.73 1.95 2.62 .78 10.07
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B3aMmocBA3b He Bbi3blBaeT COMHEHMﬁ, OAHAKO ANA CTaplwux

BO3pPacTHbIX rpynn (65 neT un ctaplie) NeTaNbHOCTb CYLLECTBEHHO ‘
yBeIM4YMBaeTca ToNbKOo Nnpu CHUXeHumn CK® Huke 50

O’Hare A. M. u np. J] Am Soc
Nephrol 2006, 17: 846-853,




BBIBOJIbI

o B rpynmne mosknibix jgull camskenrne CRO B
npenegax 59-45 mu/mMuH (coorBercTByeT XBII 3a
CTaJIUM) MOKET COOTBETCTBOBATH BO3PACTHOM
HOpMeE

o Nsonuposanunoe camxenne CK® B mpenesax
59-45 mu/MuH y uIl cTapiie 65 JieT He IPUBOJIUT
K HapacTaHHUIO PUCKOB O0IIIeH 1
CepPaeYHO-COCYIUCTOM JIeTAJIbHOCTH




KAK OTHOCUTLCH, TIPAKTUYECKUE BOITPOCEI

o B m1000M ciyuae cHm:kaeTcsa PyHKIIMOHAIBHBIN
pe3epB, a 3HAUUT HapacTaeT PUCK OCJOKHEHUU U
OIIII (Hampumep, B MHTEPBEHIIMOHHOMI

KapIH0JIOTUI) — YYUTHIBATE KaK (paKTOp pHUCKA
OIIII

o Basxur! He Tosrpko adcosroTHbIe ITdpel CHO, HO 1
CKOPOCTH ee I1aJeHusI (BO BCeX Caydasx
sHaunuTeabHbIe Koebanusa CKR® B 100yi0 cCTOPOHY —
9TO (paKTOp pHCKa) — Bcerga ObITh TOTOBBIM K
IIporpeccuun

o Cumxkenue CKO Biuser Ha KIUPEHC MeIUKAMEHTOB
— IIePEeCYUTHIBATD 03y

o Pan mampaBiieHUE HepPOIIPOTEKIINY aAKTyaJILHEI U B
repOHTOJIOTUH (mueTa ¢ OrpaHuYeHHuEeM
JIETKOOOCTYIHBIX (pocdaToB)




ROHIIENIINA XBII V TOKNJIIBIX

1.  Ywmceso rIIoMepyIIpHBIX KJIYOOUKOB M UX pa3Mep UMET
CYIIECTBEHHYIO IIOJIOKUTEJIHHYIO CBSI3b C BECOM IIOUYKH

2. Umcyo KIIyOOYKOB CHHKAETCS C BO3PACTOM

3. IloBepxHOCTPH TejIa UMeeT IIOJIOKUTEJILHYIO CBSI3b C BECOM IIOUEK
1 OOIIIM 00HEMOM IIOUYEUHBIX KJIYOOUKOB, HO HE C UX YHCJIOM

4. IloBepxHOCTH TeJa UMeeT II0JIOKUTEILHYI0 B3AUMOCBI3b
yPpOBHEM MeTa00I13MAa

5. Apmanranus pUILTPAIIMOHHON BO3MOMKHOCTH IIOYKH K
MEeTa00JIMUEeCKIIM 3aIIPoCcCaM IIPOMCXOIUT Uepes3 YBeJIudeHe
pasMepa KJIyOOUKOB (TUIIepUILTPAIINSI), HO UX YHCJIA

o Eciu ypoBeHb HOpMAJIBHOI'O MEeTA00IM3MA ITOIKIJIOTO
YyeJIOBEKA He IMIPUBOIUT K rUneppuiIbTpanuu B
ocTaBIINXCA HeppoOHaAX, SHAYUT 3TO COCTOAHUE
HeJIb3sd HAa3BAaTh XPOHUYECKOI 00JI€3HBIO MOYEK U '
Hao00poT




ALBUMINURIA AS A RISK FACTOR FOR
ANEMIA IN CHRONIC KIDNEY DISEASE
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Fig 2. The risk of anemia in relation to the ACR and eGFR. By using generalized additive models, the risk (solid ling) and 95% confidence intervals
(dashed ling) of anemia in relation to the (A) ACR and (B} eGFR is estimated. Abbrevistions: ACR, albumin-to-creatinine ratio; eGFR, estimated glomerular

filtration rate.

Han JS, Lee MJ, Park KS, Han SH, Yoo TH, Oh K-H, et al.
(2015) Albuminuria as a Risk Factor

for Anemia in Chronic Kidney Disease: Result from

the KoreaN Cohort Study for Outcomes in Patients

With Chronic Kidney Disease (KNOW-CKD). PLoS

ONE 10(10): e0139747.




ERYTHROPOIETIN LEVELS IN ELDERLY PATIENTS
WITH ANEMIA OF UNKNOWN ETIOLOGY
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Fig 2. Plot of EPO versus hemoglobin, The comelation batween EPO and hemoglabin for each anemia
stiology is modeled by an exponential curve of best fit,

Gowanlock Z, Sriram S, Martin A,

Xenocostas A, Lazo-Langner A (2016) Erythropoietin
Levels in Elderly Patients with Anemia of Unknown
Etiology. PLoS ONE 11(6): e0157279. doi:10.1371/
journal.pone.0157279




AHEMUS KAK ®AKTOP
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Figure 1. Hemoglobin concentrations by age group and chronic kidney disease stage.
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CYIbBA OPUT'MHAJIBHBIX ITPEITAPATOB ITOCJIE
OKOHYAHUA ITATEHTHOUA 3AIINUTDLI
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OpuruHanbHble npenapatbl Bce bbICTpee TepsatoT JoN0 pbiHKa (3a 2 roga — Ha 60-80%), oaxe B cTpaHax, roe
npesanupoBanu (AnonHus, Vicnanusa, Utanusa) — 4to rosopmut 06 akTMBU3aLMM NPON3BOACTBA BOCNPOU3BEAEHH
npenapaTtoB

IMS MIDAS, Market Segmentation, June 2010




CPABHEHUE DAIIOATHUHA AJIB®A U EI'O KOIIUM I10
COCTABY U30®0OPM U BUOJIOTUYECKOA AKTUBHOCTHU
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Fig. 1. Physicochemical and biological characteristics of non-innovator epoetin products available outside uf the United States and Europe.
(A} Isoelectric focusing (1) western blot (i) isoform distribution of 11 non-innovator epueﬂns compared to Eprex (E). The table shows the location
where each sample was obtained. (B) Bioactivity, determined by an in vivo bioassay in mice, was higher than specifications in four samples (137-226%)
and below specifications in two samples (71-75%) [35].

Schellekens H. NDT Plus (2009) 2 [Suppl 1]: i27-i36 Schellekens H. Eur J Hosp Pharm
2004;3:43-7.
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KAYECTBO BUOAHAJIOTOB MOMKET BbLITH BBIIIIE,
YEM KAYECTBO OPUT'MHAJIBHbBIX 3IIO9THUHOB

no. Pe3ynbraTtbl: [lpoTecTnpoBaHHbie 310
— NPOAYKTbl UMESNN pasnmMynsa B COCTaBe,
coyeTaHum n3oopmM 1 akTUBHOCTU

- . . BbiBogbl: KayecTtBo bmoaHanoros 6b1no
4 . -l TaKUM Xe U [axe Bbllle, 0COBEHHO B

OTHOLWWEHNN aKTUBHOCTW, KOTOpPAadA y

@6  Eprox  Binocrit Retacrit Dynepo

kDa opurnHaribHbIX rnpenapartoB 3HA4YNTEIIbHO
Fig. 2 SDS-PAGE gel of the four EPO products under non-reducing oTIin4yanachb OT TOM, 4yTO 6b|na YK838H8 Ha
conditions yn a KO B Ke .

Table Il Comparison of Content and Potency of the Four EPO Products Tested

Declared potency Content HP-SEC, Content ELISA (IU/ml) In Vivo potency (1U/ml) Ratio total AUC fluorescence/total
(IU/ml) UV280nm (IU/ml) AUC UV280 nm from HP-SEC
Eprex 10,000 [1,699+453 13,694 £273 12,884 (10,860-15,285) 6.57 £0.37
Binocrit 10,000 10,961 =162 12,942 216 | 1,404 (9,458-13,752) 6.62+0.27
Retacrit 10,000 9,586+ 103 1,122 20 1,016 (8,942-13,571) 6.74+0.07
Dynepo 20,000 20,564+ 269 23,208 =906 15,694 (13,421-18,352) 6.60x0.11

Brinks et al. Pharm Res (2011) 28:386—-393




Tema et ol Conadiay soarmal of Ky Health ol Disnase 1014, 128 .

i i o 1728 G cremmome Table 2 Projected uptake rates of epoetin SEB in Canada,

fﬁ? ..I: :'-Iu ..-I-I-“ .-.';-.: - b I 1 years 1 tu 5
Epoetin SEB uptake rates
A : . ' Year 1 Year 2
A budget impact analysis of the introduction of . .
i H

erythropoiesis stimulating agent subsequent
entry biologics for the treatment of anemia of Table 3 Expected nu
R . : Canada, years 1

chronic kidney disease in Canada
e / Year 1 Year2 Year3 Yeard4 VYear5
Number of/SEB users 052 4393  B344 13785 17826

r of epoetin SEB users in

SEB=su uent entry biologic.

Table 9 Net budget impact due to adoption of epoetin 5
SEBs for years 1 to 5, and cumulative impact over 5 ygars Bo3aMoXXHOCTH BroKEeTHOM

Year Total drug cost  Total drug costin  Net budget QKOHOMUIN N NMpUHUMUNbI
in without SEB  SEB scenario ($) impact [$) NfaHOBOro BBOAA BUoaHarioros
scenario ($)
Ha npumepe KaHaabl

Year 1 262,665,144 228,045,878 ( —34,619,266
Year 2 293,803,997 253,494,088 —40,309,908
Year 3 317,499,168 272,223,786 —45,275,381
Year 4 330,514,535 281,003457 —49,511,077
Year 5 329,951,320 278,742,875 —51,208,445
Cumulative  1,534,434,163 1,313,510,085 —-220,924,078

total \ )
SEB = subsequent entry biologic.
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