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WSC: cell wall integrity and stress-response component 1, REJ: receptor for egg jelly, TRP: transient
receptor potential, PKD: polycystic kidney disease, LDL-A: low density lipoprotein class A,

GPS: proteolytic G protein—coupled receptor proteolytic site, PLAT: polycystin, lipoxygenase, and alpha
toxin
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MEK |
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517 4. aunFAgIuneaiiianedlsa autosomal dominant polycystic kidney disease lngians
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PeglutesfdinfetnaasnnudldTannanas lawn Calcium, PDE, TSC2/TSC1 49103

)}
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fagludasdihAassfinuddUFanaufiam T6un ACE, cAMP, Vasopressin, V2R, PKA,
Src, MEK, ERK, RHEB, mTOR %%

AC-VI: adenylyl cyclase 6, BRAF: v-raf murine sarcoma viral oncogene homolog B1, CAML: calcium-
modulating cyclophilin ligand, CDK: cyclin-dependent kinase, CFTR: cystic fibrosis transmembrane
conductance regulator, ER: endoplasmic reticulum, ErbB: erythroblastic leukemia viral oncogene
homologue receptor, ERK: extracellular signal-regulated kinase, FC: Fc receptor, IP3: d inositol
1,4,5-trisphosphate, MAPK: mitogen-activated protein kinase, MEK: mitogen-activated protein kinase/
extracellular signal-regulated kinase kinase, mTOR: mammalian target of rapamycin, PC1: polycystin-1,
PC2: polycystin-2, PDE: phosphodiesterase, PKA: protein kinase A, PLC: phospholipase C, R: receptor,
RAS: rat sarcoma, RHEB: Ras homolog enriched in the brain, Src: Src protein, TKI: tyrosine kinase
inhibitor, TSC: tuberous sclerosis proteins tuberin (TSC2) and hamartin (TSC1), SOC: stored-operated

channel, V2R: vasopressin V2 receptor
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A1519N 2. LaAIAIANNLY (sensitivity) ANAINALNTY (specificity) LAZAIANGNABY

(accuracy) Tunnsitiagalsm autosomal dominant polycystic kidney disease LLﬂqmm‘ﬁmeq
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2928l o p
: N19ASINRAATICIIA (95% CI) (95% CI)
=1 Qi 0.893 0.971
Tulasanaesing (0.843, 0.940) (0.943, 0.994)
>2 Qath 0.848 0.994
15-29 v
Tulasanaesing (0.788, 0.906) (0.979, 1.000)
>3 Qaih 0.817
! o 1.000
Tulnsanaaatng (0.750, 0.877)
>2 03U 0.828
N 1.000
Tulnurazdng (0.764, 0.896)
>1 Quth 0.980 0.948
Tulasanaesing (0.953, 1.000) (0.911. 0.980)
30-39 -
>2 guin 0.964 0.983
Tulasanaesing (0.928, 0.992) (0.960. 1.000)
>3 Qaih 0.955
! o 1.000
Tulnsanaaadnag (0.917, 0.991)
52 Qaih 0.900
N 1.000
Tulnurazdng (0.829, 0.960)
>1 gah 0.939
! o 1.000
Tulnsanaaadna (0.898, 0.976)
40-59 -
>2 0N 0.982
! o 1.000
Tulnsanaaatnag (0.955, 1.000)
>3 Quth 0.970 0.981
Tulnsanaaedng (0.925, 1.000) (0.956, 1.000)

Cl: confidence interval
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Revolutions in Global Health

d. o a a = 1 Q{I | a 9:; 11 (1)
AN519N 4. LARIANBTULADIANNHNALNATDIEUANS ° WLﬂuﬁWLM@‘U@Qﬂ’WLﬂﬂQQu{Lu P

Genes

Proteins

Subcellular localization

Extrarenal manifestations

Autosomal dominant polycysti

c kidney disease

PKD1 Polycystin 1 Primary cilium,
tight junctions, adherens
junctions, desmosomes,
focal adhesions

PKD2 Polycystin 2 Primary cilium,

centrosome,

endoplasmic reticulum

Liver, seminal vesicle, pancreas, and
arachnoid cysts, intracranial aneurysms,
aortic root dilatation and aneurysms,
mitral valve prolapse, abdominal wall

hernias

Autosomal recessive polycystic kidney disease

PKHD1

Fibrocystin

Primary cilium; apical

membrane

Congenital hepatic fibrosis, Caroli’s

disease

Tuberous sclerosis complex (autosomal dominant)

TSC1 Hamartin Cytoplasmic, microsomal | Facial angiofioromas, forehead patches,
and cytoskeletal shagreen patches, subungual fibromas,
compartment, tuberin hypomelanotic macules, cortical tubers,
interaction subependymal nodules, giant cell

TSC2 Tuberin Cytoplasmic, microsomal astrocytomas, cardliac rhabdomyomas,
and cytoskeletal pulmonary lymphangioleiomyomatosis
compartment, interacts
with polycystin 1

Von Hippel Lindau disease (autosomal dominant)

VHL pVHL Cytoplasm, endoplasmic | Retinal and/or central nervous system

reticulum (required for

ciliogenesis)

hemangioblastomas,
pheochromocytomas, pancreatic cysts,

and epididymal cystadenoma

Medullary cyst

ic kidney disease (autosomal dominant)

MCKD1

Unknown

Unknown

Gout

MCKD2

Uromodulin

Secreted anchored

protein

Gout
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Genes

Proteins

Subcellular localization

Extrarenal manifestations

Nephronophthisis (autosomal recessive)

NPHP1 Nephrocystin1 | Primary cilium, Retinitis pigmentosa (Senior-Loken
centrosome, adherens syndrome), ocular motor apraxia
junctions, focal (Cogan syndrome), congenital hepatic
adhesions fibrosis, peripheral dysostosis (cone-

shaped epiphyses), truncal cerebellar
ataxia

NPHP2; INVS | Inversin Primary cilium, Situs inversus, ventricular septal defect
centrosome, adherens
junctions

NPHP3 Nephrocystin3 | Primary cilium/ Retinitis pigmentosa (Senior-Loken
centrosome (predicted) | syndrome), ocular motor apraxia

(Cogan syndrome), congenital hepatic

NPHPA4 Nephrocystind | Primary cilium, . . . .

fibrosis, peripheral dysostosis (cone-
centrosome, adherens .

shaped epiphyses), truncal cerebellar
junctions .

ataxia

NPHP5; IQCB1 | Nephrocystins | Primary cilium

NPHP6; Nephrocysting | Centrosome

CEP290

Joubert syndrome (autosomal recessive)

JBT2 Unknown Unknown Cerebellar vermis hypoplasia with

abnormal superior cerebellar peduncles

NPHP1 Nephrocystin1 | Primary cilium, ) )

(molar tooth sign), mental retardation,
centrosome, adherens . .
hypotonia, irregular breathing, and eye-
junctions, focal "
movement abnormalities
adhesions
NPHP6; Nephrocysting | Centrosome
CEP290

Bardet-Biedel syndrome (autosomal recessive)

©
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Genes Proteins Subcellular localization | Extrarenal manifestations
BBS1 BBS1 protein | Centrosome Pigmentary retinopathy, distal limb
BBS? BBS2 protein | Centrosome anomalies, renal abnormalities, obesity,
hypogenitalism in men, and mental
BBS3; ARL6 | ARL6 protein | Centrosome retardation
BBS4 BBS4 protein | Primary cilium, centrosome
BBS5 BBS5 protein | Centrosome
BBS6; MKKS | BBS6 Centrosome
chaperonin
BBS7 BBS7 protein | Centrosome
BBS8; TTC8 | TTC8 protein | Primary cilium, centrosome
BBS9; PTHB1 | PTHB1 protein | Undetermined
BBS10 BBS10; Undetermined
C120rf58
BBS11 TRIM32, E3 Cytoskeleton

ubiquitin ligase

Meckel-Gruber syndrome (aut

osomal recessive)

MSK1 MSK1 protein | Centrosome Occipital encephalocele,
hydrocephalus, polydactyly, and
MSK3 Meckelin Centrosome ) - )
fibrocystic liver disease
Orofacial digital syndrome type 1 (X-linked)
OFD1 OFD1 protein | Centrosome Oral (eg, cleft tongue or palate), facial

(eg, broad nasal root) and digital

abnormalities

Glomerulocystic kidney disease (autosomal dominant)

HNF13

HNF-113
transcription

factor

Nucleus

Maturity-onset diabetes of the young

(MODY), genital tract abnormalities
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NN9A59A3LATIZRTWANIINUENSTN (genetic testing)

Autosomal dominant polycystic kidney disease HanL1FAINNNTNANERUGUBIEY
PKD1 waz PKD2 Anadudauaasnisnsaaiiu Ae fu PKDT 3 pseudogenes e fuils
asuaviieuty PKD1 Uszannfetas 97 vinliinaliafiadld@asaunsonsaaaay
1§41 mananenifugiAatueguuiiu PKDT laeglu pseudogenes™

AltuuAIsaas Auauanisldnaian whole-genome sequencing Saqumslddy
maumﬁLmﬂzﬁmq%qmmumm‘ﬁmmm;Jﬁ‘umimm@m@ummmﬁﬁuﬁmmﬁu PKD1
way PKD2 34l#Finnssnsanuilu Mallawaarachchi wazansy 11Tl o.a. 2016 uaz A6, 20217
Fatiu Faagng DNA fiRunsiATauuLd azlAFuNNIATIAMINITNAEAUGLAY whole-
genome sequencing LL@ziﬂgmﬁiﬁ@zNﬁunﬂﬁLﬂmzﬁumﬁmmmmwLquQﬁ‘Lugﬂﬁ 7
%qmm:ﬁ@gﬂmwdwmiﬁﬂm

zﬁ’m?ﬁimmﬁﬂﬂmﬁmdwmmm’mﬁuﬁﬂﬁﬂuﬁﬂwmsﬁ@ﬂ (autosomal recessive
polycystic kidney disease, ARPKD) mmﬂwmmmmnmmm&wuﬂu&u polycystic k|o|ney
and hepatic disease 1 (PKHD1) sﬁuﬂuﬂuwmmmlum Usznaumag 86 exons u@ﬂmﬂu
Atloe ARPKD AuaUnil fmf«m:mmmﬂm@nmawuﬁiuﬂu@u iy PKD1 uay PKD2
flugu fariu maila whole genome sequencing Fegnihanldlunisnsaadiaszisingnn

pnelc®
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Al variants in PKD1 and PKD2 with BQ and MQ >20

< Yes
Allele Frequency >5% in 1000G data set classify DOES NOT
pRan | [ves AFFECT FUNCTION
¢ No
Allele Frequency is greater than expected for disorder (>2%) classify LIKELY DOES
AND YES NOT AFFECT
Muiltiple in-silico analysis predicts no impact OR reported as likely neutral in PKD Database FUNCTION
Jy No
Synonymous variant predicted NOT to impact splicing and not in conserved region classify LIKELY DOES
AND | YES NOT AFFECT
Reported as likely neutral in PKD Database FUNCTION
¢ No
Reported as likely neutral in PKD Database classify LIKELY DOES
AND | YES NOT AFFECT
Multiple in-silico analysis predicts no impact FUNCTION
<+ No
nonsense, frameshift, canonical +/- 1 or 2 splice sites, initiation codon, single or multi-exon
deletion
classic ADPKD phenotype FUNCTION
AND
vanant absent in 1000G cohort
¢ No
Variant absent in 1000G cohort
AND
Variant predicted pathogenic in PKD Database
AND .
Multiple in-sil b6 seodioss . classify LIKELY
ultiple in-silico ana]:;g pr pathogenic YES > AFFECTS FUNCTION
Segregates within family
AND
classic ADPKD phenotype
¢ No
Variant absent in 1000G cohort
AND
classic ADPKD phenotype -
AND YES classify LIKELY
Multiple in-siico analysis predicts pathogenic AFFECTS FUNCTION
AND
Protein length changes as result of in-frame deletions/insertions
-L No
Synonymous variant predicted NOT to impact splicing and not in conserved region classify LIKELY DOES
_ _ . ‘ AND _ _ | YES NOT AFFECT
Variant found in a patient with an altemate molecular basis for disease FUNCTION
¢ No
Muttiple in-silico analysis predicts variant has no impact classify LIKELY DOES
AND YES NOT AFFECT
Vanant found in a patient with an alternate molecular basis for disease FUNCTION

¥ No

| VOUS (if reported as hypomorphic in PKD Database, report as hypomorphic)

12
a

g1 7. TUABUNITATIAILATIEVIWANUGNTTN
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AINTHATAINITHANY" >

v . . . . v

Eﬂﬂﬁﬂiﬁ‘ﬁ autosomal dominant polycystic kidney disease @MH1TONINELDINITIHAL
ANNNTUEAINAINNANEY TIBNALTANNALNFA ] Fadl

1. inannisynauaedtaninln® wu daancziiunes daagzeananas
flaannzans pnnsuladings (unu

a 3 A =3 | ¥ v @ v

2. AN ARty 1y Uanvies wiuviad s

3. nannazunndeuresgaunluln wu daanziuben dideseenlugan
Talumanuilaanny nazindelunaiuiaanny wzisaln (renal cell carcinoma) Lumu

4. \{inanANNAaUNFTaadtazdy 7 Inusaniu wu leAgauilusy (polycystic
liver disease) 13ANABAABALLNNAILUANDY (intracranial aneurysm) NIZLARADAN LN

% o v . H o 3 | A v oo .

guinlulEiaiuanes (arachnoid cyst) pailusuaau Mevilugdeadeuiala lsa mitral
valve prolapse NNMEWIRALUALLANLER (congenital hepatic fibrosis) lsanszilenanld
(diverticulosis) lsanaananltliwes (bronchiectasis) 94191 seminal vesicle NATHUATEN

Turme (unu

(] =\

ngaLdulsA
Autosomal dominant polycystic kidney disease tiulsanfinsaiulsanLLADs

[~1 1 = v 901 ] v dj a o a v as
Humesld 19\ﬂ%m’nm’mq\mﬂﬂmm\rm T NTRAAINNNTANIUITAAN LRI INITN
se92243lm (glomerular filtration rate, GFR) azlaa@unsntiauannisaiulsaluszazusnued
lsale ANNNIATTIUNNTINE (W UTUNTIHA9Y autosomal dominant polycystic kidney
disease azHN1TULENA autosomal dominant polycystic kidney disease aaniilu 2 wiln
AN Mayo classification® lagutainaiaanaanisfanalsm Laguiiailu Mayo class 1 @4
@ 1 Y Aa o . . . . . =l % 1
nAanaNNLaaNNaN®=NE typical autosomal dominant polycystic kidney disease (Hfatinas]

QA 9 o
VTﬂmﬁmaﬁw) wae Mayo class 2 Mmilu atypical autosomal dominant polycystic kidney
disease (Hpaunlulaiasdnafaaviagaunlianunnsiy)

Imﬂ,umgu typical Autosomal dominant polycystic kidney disease (Mayo class 1)
azuuznifanunsaiulsasansinFunaslnyussaaugs (height-adjusted total
kidney volume, HITKV) Aagl CT 138 MRI @difun1sdnniuansasnlunisfamanisanitin
lsA289 autosomal dominant polycystic kidney disease WHaRNNNTANENWLINAY TKV
ANNANANUSILRINNIN9ARTRNAdlsA autosomal dominant polycystic kidney disease

289NN U @ N7lon AnNdulatings Jaanzihuaen uaz nsildsAuialuiagnay®

®
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= 1§ va o i = o ~ o
AelannsdAngNANNIALITaINTaRa BN uadlamaLTRsllaeieuiuent
aFnsouLnguAuld Mayo class 1 aanlunaun 5 nga AuA class 1A-class 1E @4n17
! ! dy | v o ! Yo a o a a dy [
wianguuuufiazdaliainisodnngudoaniaanndsdluniniinlealngeds

szazgnvingla

UEneslavsuaudiugs
FaddnsnaNng)

; i : : ! : : c|ass 1E :

R—— deemneens oo p e i

7 Class 1D

w H H i H H H i H H H H - . a']q m)
15 20 25 30 35 40 45 50 55 60 65 70 75 80
519 8. nauansAlamslalfunnaiugs (height-adjusted total kidney volume) Fie

angiLae ivanlengurtliaaanilu 5 ngu mx Mayo classification

AINNTTATIENERIINTANAIVDIAFINIINTBIBILA (estimated GFR) Turilag
autosomal dominant polycystic kidney disease Mayo class 1 Lﬁﬂuﬁui{ﬂwu‘?ﬁmﬂmﬁﬁ
F9N18WTausd (healthy kidney donors) W31 Kilael autosomal dominant polycystic kidney
disease Migndnaglungu Mayo class 1A, 1B, 1C, 1D uay 1E aziidnsnisnrasadln
(estimated GFR) apadlseanny 0.23, 1.33, 2.63, 3.48 WaT 4.78 Na./u/1.73 m3.N./Al
PNAAL LA ey 0.03, 1.13, 2.43, 3.29 uay 4.58 Na./ANi/1.73 Re.a/al muanau
Tuwands Tedaiusiunzumnslafidals @1laa ADPKD figninatlungu Mayo class 1A,

1B, 1C, 1D uay 1E azinaiisduneslsnmnsla Uszanns dasniniasay 1.5, 1.5-3, 3-4.5,
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4.5-6, uazaINnInFesay 6 Aetl) saziiudngtlaagninetly Mayo class 1C-1E dn1g

PN HIWIAYIUTIULR LazHinTanatteIdngINITNTadLedln (estimated GFR) 159n91 Mayo

class 1A-1B A3aANg Mayo class 1C-1E tilu rapid progressor

BR5INSNIBI2RNLA (estimated GFR)
(ml/min per 1.73 m2)

100

70

10 EBLIAN

#HaIINIA
Usuasla

0 2 4 6 8 10 12 14 16 18 20 @

519 9. NI MUARITRIINITAARITBIDFIINITNTBIUBILA (estimated GFR) Tuitlae ADPKD

Mayo class 1 WguAugiaatdanalandsenioudaus®

UBNANULIRNNTAUIN PROPKD score LWa iyinuneimennstilsATaAnsa@ely
nmeaiulsalihilulsalnFefissuzgavinanseslaiunistintdanaunuls end-stage renal
disease, ESRD) A4m1319%1 547 adnslsfimuiaresdiatazindeteludiloaniieinis

Al v i = ARG A oo aa o oA 1o o6 v o
vngiaeengesndn 35 T wazdslaifiannis vizedednnsatadanlidaian wusiilivin

. . v . A o @1) & XAva (% o
genetic testing wazld genetic score tNavNWNENENTilsALNU® atifdauldaiilade
nasnsnliwennsadlsatiaansdaslumeaiiulsaliiiulsalnFeissargainansals

Sunnsthtanaunule santedeanialunisudanatladanannsailsasng 7 13lumnean 6
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ANSI9N 5. NTVuIanenngnilea oaaNtasslunisaiulsaliiiuleelaFesiryay
anvnelagld PROPKD score’

Hadendea AZLUY
AT S 1
Hpusulalinganeueny 35 1 2
Hensvnaszuuilasnaznieuany 35 1 2
ANNNAUNANIRUGNTTN
PKD2 mutation 0
Nontruncating PKD7 mutation 2
Truncating PKD1 mutation 4
ATULUTIN 0-9
. _______________________|
nsuilana

0-3 AZWUY : ANLAENAN
rﬁi’]ﬁﬁﬂﬁmmqﬁlﬁm ESRD 70.6 1J
ANNBEFIUERIINTHAILEIERTINIINTBILEILH 2 Na./WNT/1.73 Fg.3./]
Tnefialaffuslnadi 25 uay 75 Wil 0.6, 3.4 Ha/unT/1.73 A.3./4]

negative predictive value 0.814

4-6 AzULY : ANALRENUNANY
Median age lun13iim ESRD 56.9 1l
ANNBEFIUARINNNIAARIIBIERIINNTNTBITRILA 3.4
Tneauefdudlngdl 25 uaz 75 Wity 1.9, 4.8 Na/ANT/A1.73 Ag.a./Al

7-9 ATLUU : mwtﬁimga
Adiaegnuengfiiia ESRD 49 1
ANNBEFIUARINNNIAARIIBIERIINNTNTBITRILA 4.4
Tneaudefdudlngdl 25 uaz 75 winfu 2.1, 6.6 Na/ANT/A1.73 Ag../A)

positive predictive value 0.909
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A15199 6. JadanennsailsativannaiaaslunsaiiulsaliiiiulsalnFessssozqainey

paslaiunsintanaunuls Tugilaelsagainlule

tlasawannsal

130 A lUNshUaNS

Femnrn1nrasaedlanaudtasaumingd

INOUTIANDNE (€GFR indexed for age)

ladmziuanu@esteslnanlsagen

Tuls anafalaansanaunausansasls

o

ABRIINT8AAIIRIDATINITNTBUBILA
>5 Na./10/1.73 A7.9./1)

138 >2.5 Na./UN/1.73 A9.8/5 T

ARNIINITANAILDIBAIINTNTDILRILALN
azgauariinnamannuanesnnngn Tungaisl
ANBMIINTTNTBILRILANINNGN 60 HA./UNT/
1.73 p7.4.

a A v 1%
QWQLHG’\IVLWQWFJQ’]H@'] LV@@HTQN@QELLQ

A o P 4

8RN TANTULRILTNRT LR
NINNINTREAT 5 ADL LUNNTIADENILIDE
3 A9 WATLAREATINNNNAUALNLIRE

=
6 LU

v o [ v
Fasa1AanN 179l NRTlnAINN1TATIAANs
CT scan 39 MRI

v o va o
pavenAuidaatnnylunisdntFunnsls

Mayo class 1C, 1D, 1E

k4 s ar v
mmmﬂﬂmmmﬂ?‘mmﬂmqnmimwmw
CT scan 78 MRI

pesedegidaaTnnylunisdndsanmsle

ﬂ"J”]SJEI’VJI’LmNWﬂﬂ"JI’W 16.5 93, ANNNITATIA

posdans TR lugasenytanndn 45 1

laianansoudanalalugianangion
a1adnsudsilsau llasannisdnaniy

& o a v
EI’]')VLWHLLHULV] ALAUBINIG

PROPKD score #1131 6

T EA o v
lalusinenlunisnennsoifilaeengias

N1 35 1l wavdalafiannig

N199NE

Wuangueanisinen autosomal dominant polycystic kidney disease ABNNITZAD

nmadenaadls idnsnisnsesaslnanasinngs ialdlilsaadullglealnzaiereas

v Ay o o I/L a (42)
APANIENRBINTITNITLILANIAULNU [ﬂlu‘ﬂ@ﬁ
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N15AILANANAULATR

wuziblinanauaasuladin daandwidewinty 110/76 ua.isen lugtlafian
18-50 Tl Afldmsnansasuedlannnndn 60 sa./Aunii/1.73 me.a. videaglunga Mayo class
1C-1E 1flaeanniinnsfnen HALT-PKD study A*? wuan intensive blood pressure control
ansnszaenslmasganlulald wenanifuuziilugtlesfil intracranial aneurysm
LAY valvular heart disease andat daugtlasau - ANanasuladings wushliaouay
ANNAULATA UaandanviTawinny 130/85 du.Usan

ANWANNTANEN HALT-PKD study B* wuzinlyilien angiotensin converting enzyme
inhibitor (ACEI) Ve angiotensin Il receptor blocker (ARB) Wugmawsn Inauuztinlald
Ressafan Weasnnldnuinflsslamiiiafinainnisld ACEl fauu ARB wnditaiix
wradsnauAnpNaulatinlalanailmang wueililden beta-blocker, dihydropyridine

calcium channel blocker ¥i7a #n9uilaa1e

= =1
nsALANINADLTLAEN
= 45) wosLa/e q/ﬂa I = inﬂy v i
NNaNsFANEN CRISP* wuzihliannalssnalanesnivlseynuiasnd 2.3 n.
| e | = a a = = = o = =
Aadu (indu lodes 100 Hadlua vivainasund 6 n.) iesannisiulsenunaalomes
Azduiusiuniaiaavaesaxaulain Wnndayivluilasioz wazniozunandau

NINTLULNLALATUADALADA

o %
NNFANUN
AMNNANITANH PREVENT-ADPKDY® wuzinlianunlviieane wald urine
osmolarity TIRENINYTANAL 280 NARDAALNA/A. LB LANANITELIINITNAIEDT LN
. dJ [~ d'd o v 95 d? = d' [~ d? v
vasopressin datfluasninavinbigaunlulpenaawnniu uazinalilad@essonuls

nsanatlsmu
wuziN AN Aal i lUdsfunsulsenuAadu 0.8-1 0. AanlanTNuININg

~ o o 1 = ool . o o = I/L I/La/(47)
LUANANNNITINNA ﬂﬁ‘lﬂu@ymr)ﬂ@ﬂ intraglomerular pressure LAZTGIETEADNITIADNUYDILA LA

NTAIUANNAINUADIY
wuztliaruAunddluesiazatuaNtinvin iali body mass index (BMI)
s a ° 1% o ° (48)
agluinouilng uazuuziiliaennnanigaiiiane
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nsALANTEAL LN
i liAuANsLAL LDL teandnviselyiaiy 100 8n./aa. uasiaisanliie statin
Nl eGFR ANNTN 60 NA./UN91/1.73 M9.4. VizaddeLNtan 1“0

nsananadnm
wuztn AU aaanTUUsen usadL Tadiie 800 NN, deazdaesiuc
N1343514 fibroblast growth factor 23 (FGF-23)“

L4 = [~
N5SNEIAIELADALLIUNS A
° YVar . v 1 =1 1 o a aa a L
WU plasma bicarbonate TANINNINWTBVINAL 22 AARBAIINLAUA/A.
Taanuzinlisulsenuinuald 2-4 dnamaradu warianTanld sodium bicarbonate

PNNIRLT

msldfeniadSuilaaunisaiiulsa (disease-modifying agents)

Lﬁmmnmaﬁﬁﬂmwudﬂﬂ?mmmmqqﬁﬂﬂm HANNANTUSALNTANAILBIART
nsnsaseadls Asfinimaaesiheda 1 feangrstdudduusiaznalnsasmainga
Tuln alfifeszaenssnsrunresfuepailuls uazszaeninudonsadls®

(gﬂﬁ 10 uaz 11%9)

Tolvaptan

AN 9ANEN TEMPO 3: 4% Gl multicenter double-blinded placebo-controlled
trial Tovilugiilagr ADPKD 9ot 1,445 118 @) 18-50 1 Tadlifzanmslnachatios 750 ua.
Wazd creatinine clearance a8N9Uag 60 Na./unl 19 tolvaptan 90-120 un. ABAUTELNL
gvaan ARRNELeuIuetNtee 3 1 (3zazinaLean 4.6 T) wudfm@juﬁiﬁé”u tolvaptan
Aomansvsnsruinredinnsln Gesas 2.8 Wisunufesay 5.5 Aetl p<0.001) wa
dmsnsaaastasdasininsasaadlail 3 1 mndnguilldfuavaan (6.8 1euiy
10.1 N&./UN/1.73 A8, p<0.001) WANLNHNATNLAENABAUNINNGN LL@zLﬁfamuﬁﬂqm@jm
drelian 2 T lunnsdnen TEMPO 4: 45" wLdn6RINNNTaaAe98AIINNINIBILedlAT)
30 2 71 lunquill#u tolvaptan tiu sndnguitldvaenasneiiind Ayneada uindy

NUMBATINTULN LU UFHRT I ARl A LANANeT Y

®
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A9UN17ANEY REPRISE vinnnsAnmuuuiaganulugilas autosomal dominant
polycystic kidney disease a1uat 1,370 918 NUTNATlmatntiay 750 wa. utiertae
aanflunguieny 18-55 T (Hensinisnsasedln 25-65 1a./UN71/1.73 A.H) WATNGNT
a1 56-65 1 (Hamansnsesaasln 25-44 wa/un9/1.73 m3.4.) WuINguHLeg
18-55 T1lA tolvaptan HénsINsanastesansnIsnsesaedlnil 1 U mndingailasu
EIADN (2.34 WLUNL 3.61 Na./UW/1.73 #9.4. p<0.001) dqunquitlaeans 56-65 Ty
VL 1 | o | { Ad'l/L‘i/ ‘VVL IVLV (52)
NnUANNLANANTEnIngalauazlaleen

1aq11u tolvaptan flaiflugnatapaaninangiudndidsednsnnlunisszas
NM99EN8IUATBILTHATLA TraBdRIINTARAITaIRTININTaadlals Feaztinllg
lsalaaisrsazgainensadlasunistindanaunulananas Insgiaanunaglalsslend
anenid laun gilae ADPKD #ideny 18-55 1 damsinisnsesaedlasinndtvzeniniu
25 3a./UW/1.73 g, HFanmslnatnatias 750 ua. 8 PROPKD score #NN37 6 AZLUU
VIRRERTINIANAIBIRIININIBBILANINNGN 5 1A /WW/A1.73 Fig.. Aetl wiasnndn
2.5 N8./UNW/1.73 R34, A 5 U

1RAITTLIUD tolvaptan A9 8Nz metabolize W11 CYP3A5 wazd efflux W11 OAT3
channel a3ARssEiinsedalisensannuenau lnsanzenduilaains enazyinlusilasoy

& LA = ] 1 v aa <
2ANNINTY (polyuria) Hilaanaznanamu (nocturia) Adlaimasliludilaeinisganuaesnig
a = N = = = 1 A Tyne = v o
wuilaanay dnnozaneun dnnglanoluaengs veliasisoanunle enfinadnames

o v ¢ o & v =2 = a 1 o o < 1 v
vinlmeulasdiugeauls [spsinisnaaiamupnisyinnuassiuiiussas uazlinosld
Tudthandlsasiuaniauniesiuuds uanaintidslimgldlu filaaiisanssd iuayns®

Somatostatin analog

Somatostatin analog aanfNanN Gi protein-coupled receptor (SSTR1-5) %ddauﬁﬁ\‘i
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