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Statistics at a Clance: The Burden of Cancer Worldwide

*» Cancer is among the leading causes of
death worldwide. In 2012, there were 14
million new cases and 8.2 million
cancer-related deaths worldwide.

» The number of new cancer cases will
rise to 22 million within the next two
decades.

* More than 60% of the world’s new
cancer cases occur in Africa, Asia, and
Central and South America; 70% of the
world’s cancer deaths alsc occur in
these regions.

The World Health Organization’s website &
has more information about cancer
statistics across the world.

2012 > 2030

WORLDWIDE CANCER CASES
ARE PROJECTED TO INCREASE BY

FROM 14 million 10 21 million

WORLDWIDE CANCER DEATHS
ARE PROJECTED TO INCREASE BY

§.60%

FROM 8 million 70 13 million
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Top 10 global causes of deaths, 2016

Deaths (millions)

Ischaemic heart disease
Stroke
Chronic obstructive pulmonary disease

Lower respiratory infections

Alzheimer disease and other dementias

Cause Group
Trachea, bronchus, lung cancers

Communicable, matemal, neonatal

Diabetes mellitus i and nutritional conditions
Road injury B Noncommunicablediseases
Diarrhoeal diseases I injuries

Tuberculosis

Source: Global Health Estimates 2016: Deaths by Cause, Age, Sex, by Country and by Region, 2000-2018, Geneva, World Health Organzation; 2018, |

- - - o r |

OHKo3a6oneBaHUA — 0gHA U3 BeAYLMUX NPUYUH CMEPTHOCTU BO BCEM MUpEe

Mo oueHkam BO3 B 2018 r cmepTHOCTb OT OHKO3ab60/1eBaHum - 9,6
MWIZIMOHOB CNy4YyaeB

Haubonee 3HaUMMbIMU NPUUUHAMU CMEPTHU ABAAIOTCA 3/10KaYECTBEHHDbIE
HoBOO6pa3oBaHuA:

*  Jlerkux (1.76 mnH cmepTen)

*  Toncton KMWKK (862 Tbic cmepTen)

*  enyaka (783 Tbic cmepTeit)

* [leyeHu (782 Tbic cmepTeit)

*  MosnouHol kenesbl (627 Tbic cmepTeit)

Pak Tpaxeun, BPOHXOB U JIeTKUX
* 6 MEecCTo cpeau rpuy4nH CMepTU BO BCEM MUpe
* 4 mecTo cpean NPUYNH CMEePTU B Pa3BUTbIX CTPAHaX

Top 10 causes of deaths

in high-income countries in 2016
Crude death rate (per 100 000 population)
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ischaemic heart disease

Stroke

Alzheimer disease and other dementias
Trachea, bronchus, lung cancers
Chronic obstructive pulmonary disease
Lower respiratory infections

Colon and rectum cancers

S 2 Cause Group
Diabetes mellitus

B Injuries
gt

Communicable, matemal, neonatal
Kidney diseases and nutritional conditions

Noncommunicable diseases
Breast cancer

Source: Gioda! Hesitn Estimates 2016: Deatns 0y Cause, Aze, Sex, Dy Country and by Region, 2000-2016. Geneva, Worid Hesitn Organization; 2013,
World Sank Fist of economies {June 2017). Washington, DC: The World Sank Groap; 2017 httpsy//dstaheipdesk woriddank. orz/knowiedzedase/articies/S053 15-worid-Dank-country-end-iending-groups).




—

Global burden of 87 risk factors in
204 countries and territories, 1990—
2019: a systematic analysis for the
Global Burden of Disease Study 2019

—

The Lancet 2020 3961223-1249
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ONMN npu pa3snnyHbIX 3a60N€BaHNAX U COCTOAHUAX

n=1,277
n=1,566
n=2,738
n=1,631

n=539

n=758 [

n=647
n=866

n=7,735 [

n=946
n=2,989
n=3,277

n=1,519 E

n=433
n=1,243
n=1,418
n=2,938
n=2,720
n=6,777

Sepsis 68.4%
Pneumonia 52.5%
Congestive heart failure 47.4%
Acute myocardial infarction 46.4%
Chronic kidney disease 45.6%
o D> Lymphoma 33.6%
Liver disease 33.1%
Rheumatic disease 21.5%
D Solid cancer 21.0%
Hypertensive disease in pregnancy 6.1%
Mechanical ventilation 63
Critical care 60.3%

[ (] B HSCT 55.9%

Cardiac surgery 52.2%
Vascular surgery 50.0%
Thoracic surgery 47.3%
Usage of contrast media 34.2%
Abdominal surgery 27.2%
Obsetric procedures 1.0%

()”n

0%

20% 40% 60% 80%

Zeng et al, CJASN 2014
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HenocpeactBeHHO Mpamoe Bo3geiicTeue
CBA3aHHOE C ONYX0/blo Xmuonpenaparos

OcnoXXHeHuA
XNPYPFNYEcKoro [lpyrmne @akTopbl
JIeYEHUA-ONYX0Neun

ApantmnpoBaHo 13 A Vijayan, KDIGO Controversies Conference 2018



MexaHunambl OMNMN y nayuMeHTOB C OHKO-3aboneBaHnAMMU
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CBA3aHHbIE C 3/10KaYeCcTBEHHbIM 3abo1ieBaHuem

MnepKanbumemma Ba3oKoOHCTpMKUMA, aerngpaTtaumsa Permppataumsa, budocdpoHatbl, HriMbuTopsbl RANKL

MHBa3mnAa onyxonu CoasneHue KaHanbLeB XvumunoTtepanua

AKCTpameaynAaPHbIN CoasneHue KaHa/iblLes XumumoTtepanwus

remonoas

MapanpoTenHbl O6CTPYKUMA KaHaNbLEB, INTOMEPYNSPHbIE Permgparayma, XummoTtepanuma, SKCTPaKopnopaabHble MeToabl
NOBPEeXAEHUA, KaHabLLEBbIE MOBPEXAEHUA, yAaneHna MOHOK/NOHaAbHbIX 6enkos
COCyauCTble NoBpeXaAeHUA

TpomboTnyeckas AKTUBaAUMA KOMNEMEHTA Xnmmnotepanua, KOMNJeMeHT-6/10KMpyoLLLan Tepanums

MWKPOAHrnonaTua

CBA3aHHbIEe C IeYeHuem

CuHApOM Nn3unca O6CTPYKLMA KaHaNbLEB, BA3OKOHCTPUKLIUS, Pernapataums, aHTU-ypuKemmuyeckas Tepanusa, ocdaT-
onyxonu TyOYyNnOTKOCUYHOCTL buHaepsbl
HedpoToKcMyHOCTb KnetouyHas TOKCUYHOCTb,MHTEPCTULNA/bHBIN HEDPUT, OTMeHa HepPOTOKCMUYHOIO NpenapaTta, KOPTUKOCTEPOUAbI B
XMMMoTEpPannu CUHAPOM KanUNNAPHOM YyTEUKU, TNOMEPYNAPHbIE HEKOTOPbIX C/TY4anX

noBpexaeHua
TpomboTnyeckas Mpsmoe TOKCHMYecKoe BO3aEeNCTBME Ha SHA0TENNN, OTmeHa HeppPOTOKCMUYHOrO NpenapaTta, KOPTUKOCTEPOUAbI B
MWKPOaHrMonaTus MMMYHO-0MNOCPeAOBaAHHOE NMOBPEXAEHNE HEKOTOPbIX C/Ty4anX, KOMMNIeMEHT-6/10KMpYtoLLLAA Tepanus,

NAa3maobmeHbl B HEKOTOPbIX CNyHaAax

Kidney injury and disease in patients with haematological malignancies. Nature Reviews Nephrology. doi.org/10.1038/s41581-021-00405-7



www.kidney-international.org KDIGO executive conclusions

KDIGO Controversies Conference on M) Check for updates.
onco-nephrology: kidney disease in hematological OPEN
malignancies and the burden of cancer after kidney

transplantation
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Table 1| Research priorities for kidney disease in

hematological malignancies

Research priorities

CuHAOpom nNnsmnca onyxonm

MHoOecTBeHHaa muesioma y

LUnnmnap-HedponaTtua .
M3 .

TpaHcnAaHTaUMA NoYKa npwu
MWENOME U aMUNOMA03E Ha :
Ananuse

[lo3npoBaHue UMTOCTATUKOB NpKN .
XBM C36-C5 ctaaumn

HoBble meToabl copbuumn B
remaTtonorMm/oHKonormm

Ucnonb3oBaHue ICA y NaUMEHTOB C
remo6nactoszamm u XBI1 :

Define the optimal dosing of xanthine oxide inhibitors for preventing tumor

lysis syndrome and define the target level of uric acid

Increase the knowledge base on the role of phosphorous and xanthine in

tumor lysis syndrome

Evaluate how febuxostat compares with allopurinol in onset of action, effectiveness
in lowering uric acid, and safety in the medium and long-term'”

Explore whether therapeutic plasma exchange improves kidney or overall outcomes
in multiple myeloma patients with high serum free light chain levels

o Detemine whether there is a threshold level for serum free light chains
Investigate combining efficient free light chain removal techniques with effective
but tolerable chemotherapy'
Examine whether bisphosphonate is associated with adverse risks (thrombotic
microangiopathy, nephrotic syndrome) in hemodialysis and peritoneal dialysis
with multiple myeloma

Investigate biomarkers for predicting risk of cast nephropathy

Determine whether donal deposits in the kidney are sufficient cause to start treatment
o Develop a registry to help detemine the number needed to harm vs.
the number needed to treat
Determine the percentage of light chain staining in kidney biopsies
Determine how (and whether) to find the clone as a target of chemotherapy

Determine the optimal duration of remission of myeloma and amyloidosis prior to
transplantation
Develop a registry of transplant patients to detemine the following:
o How to diagnose extrarenal organ dysfunction of amyloid
o Whether there is a benefit of parallel bone mamow transplantation and kidney
transplantation
o Whether it is possible to expand the kidney donor pool

Conduct postmarketing studies to generate data on dosing in CKD G3b-G5D
Investigate whether there is a clinically relevant difference between dosing based on
creatinine clearance vs. eGFR

Determine how the dialysis session should be adapted for drug administration
Explore whether there are specific preventive strategies to avoid renal toxicity of
cytotoxic agents or calcineurin inhibitors'®

Determine whether adsorbent devices offer a benefit over anti-iL-6 therapy approaches
Determine whether there is an indication for using new adsorbent devices in the
setting of AKI stage 3 with need for kidney replacement therapy

Generate data on safety of ESAs in CKD patients with hematological cancer
Determine target hemoglobin levels in CKD patients with hematological cancer
Evaluate newer oral ESAs in CKD patients with hematological cancer

Kidney International
Volume 98 Issue 6 Pages 1407-
1418 (December 2020)



MpuuuHbl ONMN npu Aumdomax/neitkosax

OcHoBHOe 3aboneBaHue VA _ ~/1€KAPCTBEHHDbIE NOBPEXAEHUA

OnyxoneBasa MHPUABLTPALMA NOYEK JlekapcTBeHHaA HeEPPOTOKCUYHOCTb MNeLnPUIYECKmxX
npenapatoB (TMA, OKH, OTUH, ob6cTpyKumMa KaHanbLEB U
JiekapcTBeHHblie MH)

O6CTPYKLMA MOYEBbIX NyTEN 3aOPIOLNHHbLIMM CUHAPOM NKu3nca onyxonm (moyekmcnaa HepponaTtus,

nmmooysnamu HedpPOKaNbLMHO3)

MnepKkanbunemuna NpepeHanbHoe Oll BcheacTtesme aHOPEKCUU, PBOTHI,
anapeu

MNapaHeonnactuyeckue N'H lNoparkeHne noyek npu cencuce

OKH Bcneactsue nusouumypun (npm OMA n XMMAN) JleKkapcTBeHHaA HePPOTOKCUHYHOCTb APYrUX NPenapaTos —
HMBC, aHTMbuoTtnkos, MAND/BPA, anypetukos (OKH, OTUH)

OTWH BcneactBmne remodaroyumTapHOro CUHAPOMA KoHTpacT-nHAayLmMpoBaHHasa HepponaTtua

ABC

Perazella MA, Rosner MH. Oncology, 2018



Bospacr (ner) 53.7 £ 15.5 48.7 £ 16.5 0.005
My>KcKoit non 82 (70.7) 180 (72.3) 0.75
eHckuit non 34 (29.3) 69 (27.7)
OnntenbHoCTb NpebbiBaHUA B CTaLMOHape 3(1-17) 3 (1-14) 0.62
MeamaHa KpeaTMHMHA NpW NOCTyNAeHUn Mr% 0.8 (0.4-2.6) 0.8 (0.4-11.1) 0.39
MeamraHa MaKCMMa/IbHOTO YPOBHA KpeaTUHUHA Mr% 2 (0.9-11.3) 1 (0.6-25.9) <0.001
Cragusa numoombl | 4(9.3) 19(9.1) 0.17

I 7 (16.3) 32 (32.3)

Il 10 (23.3) 24 (24.2)

\Y 22 (51.2) 34 (34.3)
AvypeTyky 24(20.7) 16 (6.4) dakrTopbl pucka OMNM npu anmepomax
BaHKOMULUH 17 (14.7) 17 (6.8) 0.02
AmdoTepuumH B 7 (6) 9 (3.6) 0.28
AMUHOINNKO3MAObI 11 (9.5) 3(1.2) <0.001
nBN 12 (10.3) 11 (4.4) 0.03
Basonpeccopbl 16 (13.8) 15 (6) 0.01
Xumunotepanusa R-CHOP 26 (22.4) 68 (27.3) 0.31

CHOP 26 (22.4) 60 (24.1) 0.79

R-CVP 13 (11.2) 8(3.2) 0.004

CVP 8 (6.9) 11 (4.4) 0.32

ABVD 12 (10.3) 42 (16.9) 0.11

DHAP 17 (14.7) 16 (6) 0.009
Cencuc 38 (57.6) 26 (17.2) <0.001
CVHAPOM N13MCa ONYXON 18 (15.5) 10 (4.0) <0.001
OnntenbHocTb NpebbiBaHMA B cTauMoHape <7 aHeW 72 (62.1) 202 (81.1) <0.001
OnnTenbHocTb NpebbiBaHMA B CTaLMoHape >7 AHen 44 (37.9) 47 (18.7)

International Journal of Nephrology Volume 2014
CMepTHOCTb 17 (14.7) 17 (6.8) 0.02



OcTpbivi numdoneinkos: ammbpounagHaa UHGUAbTPaAUUA
) 1% '

[McTonormnyeckoe nccnegoBaHue m
MmukpodoTtorpadpum E.C. Cronapesuny




CuHapom nusmnca onyxonu
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Knaccupumkaumsa cuHapoma nm3mca onyxonm
CAIRO-BISHOP

labopaTopHble KpUTepum KanHunyeckne Kputepum

» OMM: nosblWweHne
KpeaTuHWHa B 1.5 BbiWwe
BEPXHEWN FPAHULbI HOPMbI

» K>6.0 Mmonb/n nnu
nosbiwWeHune Ha 25% ot
NCXOOHOTO

> Ca<7mr/an nam > HapyleHna putma cepaua

nosbiweHne Ha 25% ot » Cynoporw
NCXo04HOro

» P>4.5 mr/on nnu
nosbiweHune Ha 25% ot

NCXOAHOro BpemeHHble nHTepBabl:
> MoueBas Kucaota > 8.0 Ot 3 aHen no XT go 7 axen nocne XT
Mr/01 UV NOBbILLEHWE Ha MoKeT bbiTb boablUe NPU CONUAHbBIX

25% oT ucxogHoro OMYXOJIAX



Table 1. Risk Assessment Based on Disease Type*

CuHapom nusmnca onyxonu

Low Risk intermediate Risk N High Risk
Leukemia Leukemia Leukemia
— CLL receiving only alkylating agents — AML with WBC < 25 x 10°/L — ALL
— CML (excluding blast crisis) — CLL receiving targeted and/or biological — AML with WBC 2 25 x 10%/L
therapies — Burkitt's leukemia
- CML-BC

Lymphoma Lymphoma Lymphoma
— Anaplastic large-cell lymphoma — DLBCL with LDH > ULN (non-bulky) — Advanced Stage lymphoblastic lymphoma
— DLBCL with LDH WNL — Mantle cell ymphoma (blastoid variants) with — Burkitt's lymphoma
— Mantle cell ymphoma (blastoid variants) with LDH LDH > ULN (non-bulky) — DLBCL with LDH > ULN (bulky)

WNL — Peripheral T-cell iymphoma with LDH > ULN — Mantle cell lymphoma (blastoid variants) with
— Peripheral T-cell lymphoma with LDH WNL (non-bulky) LDH > ULN (bulky)
— T-cell lymphoma with LDH WNL — T-cell lymphoma with LDH > ULN (non-bulky) — Peripheral T-cell lymphoma with LDH > ULN
— Transformed lymphoma with LDH WNL — Transformed lymphoma with LDH > ULN (non- (bulky)
— Cutaneous T-cell lymphoma bulky) — Transformed lymphoma with LDH > ULN (bulky)
— Follicular lymphoma — Early Stage lymphoblastic lymphoma with LDH <
— Hodgkin's lymphoma 2% ULN
— Mantle cell lymphoma (non-blastoid variants)
— Marginal zone B-cell lymphoma
— Small lymphocytic lymphoma
Other Other . '
— Solid tumors (excluding neuroblastomas, germ- Other — Myeloma with extramedullary disease and LDH >

cell tumors, and small cell lung cancer) — pheupoblastoma ULl 4 : ; g
— Multiple myeloma — Gemm-cell tumors - Myeloﬁbrosns - Intermediate-2 risk or High-risk
— MDS — Small cell lung cancer disease

— Plasma cell leukemia

*Renal dysfunction elevates the patient to the next risk

level; Bulky disease is defined as any mass 2 10 cm




daKTOpb! PUCKA Pa3BUTUA CUHAPOMAE IN3MCA ONYXONU

CBA3aHHbIE C ONYXO0/bIO CBA3aHHbIE C NaLMEeHTOM CsA3aHHble ¢ XT

L Onkorematonoruyeckue  MNpeawectsyrowasa X6l U TapretHas Tepanus
3aboneBaHuA ¢ 60abLION 1 [ipyrve HeppoTOKCUUYECKHue * BeHeToknakc (MHrMbutop BCL-
MaCcCOW ONyXo/u BO3/EMNCTBUSA 2)

* JleikoumTtos > 50 000 O Conyrcreytowmas XCH/ * ObuHyTy3ymab

* [losblweHune J1AT 3aboneBaHUA nevyeHun (MOHOK/IOHaNbHbIE aHTUTENA K

* Jlumdoma BepkutTa O Mmnosonemus CD-20)

e [OnddysHasn B- Q TnmbonagHas nHpuNbTpaLms e WN6pYyTUHNOG (MHrMBUTOpP BTK)
KPYMHOK/IETOYHAsA AMMPOMa MNOYEYHOM TKaHU e [AnHaumknunb (mHrmbutop CDK)

* JlnmdobnacTHbIN NENKO3 [J UcxoaHana runepypukemus

O ConnaHble onyxonum ¢ oyeHb
6onblION maccom

ApantmnpoBaHo 13 A Vijayan, KDIGO Controversies Conference 2018



HexoakkuHCcKaa numdoma: cMHAPOM NU3KUCA ONYXO/IM




I'Iopa)Kel-wm no4YyekKk npmm muenoaucnnactm4yeCKkom cMHaopome

Spectrum of Kidney Invelvement inPatients

’i“\ISN

TAOMAL SOCETY
W‘WCE&

with Myelodysplastic Syndromes

Methods and cohort Characteristics Pathologic Features
9 centers
@ France & Switzerland )r 58% 37 0/0
\ m’:,mm;ﬁom Acute tubulointerstitial nephritis
@ RaBoumesive Others:
840/0 Pauci-immune necrotizing GN
0 %D (16/19) presented with acute l“g;"r‘}:j:h‘:z:z&?“'°m'"y
* ik Iy Ig and C3 associated GN
Fibrillay GN
o0 Adult patients with 2.8 mg /dL Minimalchange disaase
MDS median serum creatinine at
N=19 diagnosis 4
, BE 58%  26%
Undergone a kidney 1.2 g/g Smmn  (11/19) received | (5/19) progressed to
biopsy Median urinary PCR =l immunosuppressive end stage kidney
f treatment disease

MDS, myelodysplastic syndrome PCH, protein to creatinine ratio

Schwotzer N et al, 2021 o
MJLC accoummnposaH c pAAOM ayTOMMMYHHbIX NOPaXKeHUU

MOYeK, MPENMYLLECTBEHHO 3TO OCTPbIN NHTEPCTULMASbHbIN
HedpuT, perke — pasNIndHble UMMYHOKOMMIEKCHbIE
FMOMEPY/IOHEPPUTBI

KI REPORTS

Kidney International Reporis VA by:
Dominique Tomacruz, MD

Kidney International Reports 2021 6746-754D0I: (10.1016/j.ekir.2020.12.030)



MpuunHbl OMNM NpU MHOXeCcTBEHHOW MUueome

Bosie3Hb OTN0KEHMA MOHOKAOHA/IbHbIX UMMYHOrobyamHos (LCDD, HCDD, LCDD/HCDD)
Amnnongos

MNponndepatMBHbIN NOMEPYIOHEPPUT C MOHOKNIOHANbHbIMM AEMO3UTAMM
C3-rnomepynonartums, accoummpoBaHHan ¢ napanpoteuHemunert (C3 MM and DDD)
dubpunnapHbIi rnomepynoHepduT

MMMYHOTaAKTOMAHbINA T1OMEPYNOHEPPUT

KpuornobynmHemuuyeckuit rnomepynoHedput

Kpuctannuyeckme Hepponatum

KpuctannrnobynmH-nHayumpoBaHHble Hedpponatmm

IgA-mmnenoma (Mmutmpyet IgA-HedponaTtuio)

MembpaHo3Haa HedponaTua, 06ycnoBAeHHada MOHOKNOHaJibHbIMU 12G-k K peuentopam pocdonmnasbr A2
UnnnHpp-Hedponatmna

MpoKcnmanbHaa TybynonaTua Nerkmx uenem

MNpepeHanbHoe OIM PBOTa, Anapes; neKkapcTeeHHan Tybyaonatma ¢ cosbrepatouum cuHgpomom (XT — nnaTuHa)

OKH 2sonouma npepeHanbHoro OMM, runoteHsua, HIMBC, peHTreHKOHTPacTHble BewecTsa

MeTtabonunyeckasn [Mnepkanbymemuma, CMHAPOM IN3UCa ONYXOoaun

HEePPOTOKCMYHOCTb

JlekapcTBeHHan TpaanumoHHaa XT; HOBbIe npenapaTbl - UHTUMOUTOPbLI NPOTEACOM, UMMYHOMOAYNATOPbI, UHIMOUTOPbI NPOTENH-
HePpPOTOKCMYHOCTb KnHa3 (BRAF, mTOR)

Mamta Shah, Mark A. Perazella, JON 2017; 1(3): 188 - 197
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MpuuynHbl ONMN nocne TPaHCN/IAHTAUUU TeMaTONMO3TUYECKUX CTBOJZ1I0BbIX K/N1ETOK

O Peakuus
TpaHCcNAaHTaT
NPOTMB X03ANHA

O Cunapom
CUHYCOUAa/IbHOM
ob6CTPYKLUMK

O TMA

O Cencuc

O lekapcTBeHHan
HepPOTOKCUYHOCTb

= High-dose econditioning and
allogeneic hematopoietic cell
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Hingorani S. NEJM 2016



MpuunHbl OMIM nocne TpaHCNIAHTAL MM reMaToNo3TUYECKUX CTBONOBbIX KNEeTOK

~ = —

n

—

O Mmnosonemus (HegoctaTouHoe
noTpebneHne XKNAKOCTU, PBOTA,
Anapes)

O Cencuc/wok

L NekapctBa (MHrMBbUTOPLI
KanbuuHespuHa, HMBC)

U lenatopeHanbHbIN CUHAPOM
(BEHO-OKK/1I03UBHbIE
3aboneBaHunA/cUHAPOM
CMHYCOUAaNbHOM 0OCTRYKLNNK)
disease/sinusoidal obstruction
syndrome)

O CuHApOM KannnnapHo yTeukun

1 Hu3KMi cepaeyHbin BbiIbpoC

(nepuKapauT/ruaponepuKap,
TaMnoHazaa)

- = -y = wWp

- > D ) \ / D ) ~ - — £~
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A
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L OcTpbint TYByNOHEKPO3

Wwemma (cencuc, LLOK)

* HedpoToKcHYHbIE NpenapaTbl
(Moa-copepraume
KOHTpPACTHble CpeacTBa,
aNMWHOINNKO3NAbi,
aMmboTEPULVIH,
unknodpocpamma/mpochamua,
LUMCnAaTUH, MeToTpeKcarT)

O OcTpbiit MHTEPCTULMANbHBIA HEePPUT

e JlekapcTBeHHbIN |
NHIMOUTOPbI MPOTOHHOM
nomnobl, HINBC, Tnasngossbie
ANYPETUKK, dypocemnl)

* MHOEKUMOHHDbIN
(nnenonedpuT, cencuc)

[ Cocyauncrbie noBpexaeHns
« TTN/TYC
e TpombH03 NOYEYHbIX BEH

_— e

DL

O BHyTpuKaHanbLeBas

obcTpyKumA
* CuHAapoOm nm3uca
onyxonu/ypatHas
HedpponaTua

* [lpeynnuntaumna 1eKapcTs B
KaHanbuax (aumknosup,
METOTPEKCAT)

L BHenoyeuyHas obCcTpyKUMA

() O6cTpyKumMsa moveBoro ny3bips
/MU MOYEeTOUYHUKA
(remopparnyeckmit UUCTUT NpU
NPUMEHEHUN
umknopochammaa, rpmbrosble
KOHINoMepaThl)

Singh N et al. Am J Kidney Dis. 2013;374:2256-67



Puck yxyaweHuna ¢yHKUMKM noueK nocne OMM y B3pocabiX C OHKOremaTtoaormieckumm
3aboneBaHMAMU

Risk for significant kidney function decline after acute kidney injury

in adults with hematologicmalignancy

COHORT METHODS OUTCOMES
m ¥ -~ 'a = HR(95% Cl) for i-year kidney function
outcomes (vs. referent participants)
m’opulaﬁon-based \ ( + AKi during \ eGFR decline 230%*

cohort (n=1,069) hospitalization (n=355)

* 2 18 years old * Referent parﬁcipgnts Incident CKD by eGFR (1 27’2 .
« New diagnosis of free from AKI during T2

: hospitalization (n=714
acute leukemia, v ( ) Death (AK! + eGFR decline)m
lymphoma * 1-year follow-up of

« Hospitalized within 3 kidney function "eGFR decline from baseline, prior to hospitalization
weeks of diaanosis outcomes (n=755) Risk for eGFR decline did not vary by AKI stage
g Results replicated in subgroup analyses by malignancy type

& A ‘

Heobxogyrmbl paHHME BO3LAENCTBMA ANS NPeaoTBpaLLeHNA
REPORTS May 2020 HapyweHna GyHKLMKN NOYEK, raBHaA AeTePMUHAHTA — HAaCKO/bKO
e A nauueHT Noaxo4nT ANA NPOBeAeHUA COOTBETCTBYIOLLLEM
XMMUOTEPANUU, TPAHCMNAHTALUM NOYKN U y4aCTUA B KIMHNYECKUX
nccaeaoBaHuAX

Kidney International Reports 2021 61050-1057DOI: (10.1016/j.ekir.2020.12.039)



KDIGO executive conclusions www.kidney-international.org

KDIGO Controversies Conference on M) Gheckfor updates
onco-nephrology: understanding kidney

impairment and solid-organ malignancies,

and managing kidney cancer

Jolanta Matyszko, Aristotelis Bamias, Farhad R. Danesh, Alicja Debska-Slizieri, Maurizio Gallieni, Morie A. Gertz, Jan T. Kielstein, Petra Tesarova,
Germaine Wong, Michael Cheung, David C. Wheeler, Wolfgang C. Winkelmayer, Camillo Porta Ali K. Abu-Alfa, Hatem Amer, Gernot Beutel,

MexaHnambl pa3sutusi OFI npu 3nokayecTBeHHbIX HOBOOOpa3oBaHUSAX COMNMMUAHBbIX OpraHoB
O lMNpepeHanbHble: MMNOBONEMUS, TMNOTEH3USA, BAa30OKOHCTPUKLINS, KAXEKCUs!

O PeHanbHbIe: rmomMepyrnonatuu, Ty6yJ'IOI/IHTepCTl/ILI,VIaJ'IbeIe noBpexXaeHnd, peHoBaCKyldpHbIe
noBpexXageHund

O MNMocTtpeHanbHble: obcTpykuma MBI, 3agepxka moyencnyckaHms, HedoponuTnas

Stefano, Kunitoshi Iseki, Edgar A. Jaimes, Kenar D. Jhaveri, Artur Jurczyszyn, Riimeyza Kazancioglu, Abhijat Kitchlu, Christian Kollmannsberger,
Amit Lahoti, Yang Li, Manuel Macia, Takeshi Matsubara, Dionysios Mitropoulos, Eisei Noiri, Mark A. Perazella, Pierre Ronco, Mitchell H. Rosner,
Maria Jose Soler Romeo, Ben Sprangers, Walter M. Stadler, Paul E. Stevens, Vladimir Tesar, Verdnica Torres da Costa e Silva, David H. Vesole,
Anitha Vijayan, Ondrej Viklicky, Biruh T. Workeneh, Motoko Yanagita, Elena Zakharova

Kidney International (2020) 98, 1108-1119



ONMMN y nauneHTOoB C NOYEYHO-KNETOYHbIM PaKOM

> 7000 naumMeHTOoB, NepeHecLInX PpaamKanbHYO MAN YAaCTUYHYO HEPPIKTOMMUIO

Variables PN (waeiimiiag) -~ /RN (paguxansaas)
N 2278 4795

Age (years), mean * SD 62 £9 64 = 10

Gender (% female) 3.5 3.7

Time point pPCK® <Cotdl PN RN
Presurgery 78.5. 13194 .. 81.3.2.189 772 X 19.6
Immediately after surgery 604 * 202 71.0*x 222 553 *17.0
At least 180 days postsurgery 60.5 * 20.5 74.8 = 203 536 * 16.7
Last eGFR obtained 619X 218 738*X 219 562193
postsurgery

Streja E, et al. NDT, 2018



OHKO03abo/ieBaHUAMM

Qutcome in

BanaHue TMNOHATPUEeMUN Ha BblXKNUBaeMOCTb NaLLUEHTOB C

n of Definition of Median OS in multivariate
Study Country Cancer type patients hyponatremia univariate analysis p-value analysis p-value
Kimura et al. Japan NSCLC 109 Not reported 4.40 versus 6.95 mos 0019 Not reported NS
(PUOLY138) Good PS 76 44versus95mos 0281 RR,2.4;95%Cl, 0302
subset 1.1-54
Kim et al. Korea  Gastric cancer 39 =133 mEqg/L. 25 versus 87 days 002 RR,4.57:95% Cl, <.001
(2007) 22 1.99-10.52
Jacot et al. France  NSCLC 301 Not reported 4.1 versus 18.7mos  <.0001 IR, 1.99; 95% CI, <.05
(2008) [19] 1.04-3.77
Vasudev ct al. UK RCC 212 <139 mEg/L Not reported <.10  HR, 1.18: 95% (I, 004
(2008) [20] 1.05-1.30
Jeppesen et al. Denmark RCC 123 <136 mEg/L 5.5 versus 18.6 mos  <.001 IR, 1.86: 95% CI., 014
(2010) [21] (HR, 2.43; 95% CL 1.12-3.11
1.51-3.92)
Aggerholm- Denmark GIST 80 <135 mEg/L. 15 versus 61 mos <.0l HR, 3.3 <<.04
Pedersen et al.
(2011) [23]
Hospital-admitted
cohorts
Hampshire ctal. UK Hematological 7,869 <130 mEqg/L Not performed - OR, 2.47: 95% CI, <.001
(2009) |25] malignancies 1.70-3.60
Waikar et al. LISA Metastatic 6,612° <135 mEy/l. Not performed - OR, 2.05;"95% CI, .005
(2009) [26] cancers 1.67-2.53
Doshi et al. USA All cancers 3,357 130-134 mEg/L. Not reported - HR,2.04:°95% Cl, .01
(2012) |27] 1.42-291
120-129 mEg/l.  Not reported - HR, 4.74:°95% ClI, <.01
3.21-7.01
<120mEg/L.  Not reported - HR,346:"95% Cl. .04

1.05-11.44

Castillo J. Oncologist.

2012:756-65.



MPUUYMHBI TMNOHATPUEMUM Y NALUEHTOB C OHKO3aboeBaHUAMM

L Xupypruueckne emellaTenbcTsa
O UHdbeKumm
O OAnapesn
O CuHapom HenponopLunoHanbHOW NpoayKuum AAM
= Onyxonu
e Jlerkme — paK JIerkOro 1 Me3oTeInoma
e KT — pak gBeHaguaTUNEPCTHOMN KULLIKW, NOAKENAYA0YHOW XKene3bl, TONCTON KULLIKK
* MouenonoBaa cMcTema — afleHOKapLUMHOMA HaANOYEYHMKOB, PaK WENKM MATKU, pak
MOYETOYHMKA/MOUYEBOro Ny3bipa, pak AUYHUKOB
e Jlpyrue — onyxonu mo3ra, Kapumonua, capkoma KOuHra, nemkos, aimnmeoma, HazopapuHreasbHbie
KapUuWHOMbI, HerMpobnacTtoma (0/1bPaKTOPHOM AMKU) U TMUMOMA
= JlekapCTBeHHbIE CpeacTsa
* Luntoctatnkm (BUHKPUCTUH, unKnodocdamua, umcnnatui, upocdamma)
* (O6e3bonunsatowme (NnperabanuH, Tpamanon)

* MHorue xumuonpenapaTbl Bbi3bIBaOT PBOTY, ABASAIOLLYIOCA MOLLHbIM CTUMY/IOM BbICBODOOXKAEHUS
ALl

Shepshelovich D, et al. Medication-induced SIADH: distribution and characterization according to
medication class. Br J Clin Pharmacol. 2017 Aug. 83 (8):1801-1807



CuHApPOM HenponpounoHanbHoI npoayKuuu Al y oHKonornyeckux 60bHbIX

Table 1| Etiology of the SIAD in cancer patients

I. SIAD directly associated with malignancy
1. Primary paraneoplastic endocrine effect
« Small-cell lung cancer
« Head and neck cancer
« Other malignancies
2. Malignancy with brain involvement (primary or metastatic)
3. Malignancy with pulmonary involvement (primary or metastatic)
II. SIAD not directly associated with malignancy
1. Antineoplastic drugs
Increase vasopressin production/release
« Vinca alkaloids: vincristine, vinblastine
Alkylating agents: cyclophosphamide, ifosfamide
Platinum compounds: cisplatin, carboplatin
Methotrexate
Interferon o
Interferon y
« Imatinib
Increase water permeability of distal nephron
« Cyclophosphamide
Unknown
« Brivanib
« Cetuximab
« Pazopanib
« BRAF/MEK inhibitors
« Selinexor
2. Pulmonary infections
3. Pain
4. Nausea

BRAF, v-Raf murine sarcoma viral oncogene homolog B; MEK, mitogen-activated
protein kinase kinase enzyme; SIAD, syndrome of inappropriate antidiuresis.

Kidney International (2020) 98, 870—-882; https://doi.org/10.1016/j.kint.2020.05.015



3aKn4yYeHue:

O MNpuunHbl ONM npu oHKoNOrMYecKux 3aboneBaHNAX MHOroobpasHbI
L O6wwme ans Bcex oHKO-3ab01eBaHMU NPUUNHDI:
* a/IMMeHTapHas rmnoBoAeMUA
*  notepu Xnakoctm vyepes KKT
* noboyHble apdeKTbl IEKAapCTBEHHOM Tepanum (obesbonmsatolime npenapaTbl, aHTUOUOTUKMN,
npotnsoonyxonesble J1C)
* NPUMEHEeHMe NoA-CoAEPKALUMX PEHTIEH-KOHTPACTHbIX BEWECTB
* CEenTUYecKMe OC/IOKHEHUS
e  0OCTPYKUMA MOYEBbLIX NYTEN OMYXONEBLIMU MAacCaMm AU TMMPOY3/1amu
* CUHAPOM HenponopLunoHaabHOM npoaykumu AAr
0 Cneuunduyeckme, xapakTepHble AJisl OTAE/ibHbIX OHKO-3a00/1eBaHUi NMPUYKH:
* CunHapom nmsuca onyxonu (NpenmyLecTBeHHO TMMPOMbl)
*  JlumdponaHaa nupunbTpaumna (Ammdoomsl, NERKO3bI)
* UwnnnHaposasa Hepponatmsa (MHOXKECTBEHHAss MMENOMA)
* [unepkanbumemma (MHOKECTBEHHAA MMeNoma)
* [loTeps maccbl AeNCTBYOWMX HEPPOHOB (NOYEYHO-KNETOYHAN KapLUMHOMA)



