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Please read this leaflet carefully and use as directed by your physician. 
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En1lish Name: Evrcnw• Capsules 
IComposltlon(ln gred im ts)J 
Activeingredimt: roxadustat 
Roxadustat Capsules 20mg: Each capsule contains 20mg of roxadwtat 
Roxodustat Capsules 50mg: Each capsule contains 50mg of roxadwuu 
Chemical name ; 
[[(4-Hydroxy - l-mcthyl-7-phcnoxyisoquinulin-3•yl)carbooyl]11.mino]accucacid 
Chemical s tructure OH 0 

n 0Y~TTOH 
~ 0 ~ N o 

Molecularformula:C,.H1.,N1O, 
Molccularweight:352.34 
Excipienl5 

CH3 

Capsule contents: Lactose Monohydratc, M1crocrystallioc Cellulose, Povidonc K.30, CrosCilnucllosc Sodiwn, Magncsiwn Stcaratc 
Capsule shell (20mg): Gelatin, Iron Oxide Yellow, Titanium Dioxide 
Capsule shell (50mg): Gelatin, Allura Red AC, Iron Oxide Yellow, Titanium Dioxide 
Edible prmtmg lllk: Shellac, Ethanol, lsopropanol, Butyl Alcohol, Propylene Glycol, Ammoma Solution, Iron Oxide Black, l'otaSSium Hydroxide 
IDescrlptionJ 
Roxadustat Capsules 20 mg: Capsules with opaque yellow cap and body, with "FG20" printed m black on the cap, containing white to yellow powder or 
granules. 
Ro:udustat Capsules SO mg : Capsules with opaque red cap and body, with "FGSO" prin1ed in black. on the cap, containing white to yellow powder or 
granules. 
ll nd lcatlon1I 
The product it indicated for patientll "'ith anemia caused by chronic kidney di,c:ase (CKD), including dialysis-dependent (DD) Md non-dialysis-depcndcnl 
(NDD)patients 
IStrcngchsJ 
( 1)20mg;(2)!i0mg 
fDosage and AdmlniJtntion j 
Thctreatmcntwiththisproductmustbeinitiatcdunderthesupervisionofhealthcareprofessionals. 
Recommended dose 
The starting dose should be !U:lectcd based on body weight: 70 mg (45 to < 60 kg) or I 00 mg ~ 60 kg) for dialysis-dependent (DD) chronic kidney disease 
(CKD) patients with anemia; 50 mg (40 to< 60 lc.g) or 70 mg(~ 60 lc.g) for non-dialysis-dependent (NOD) CKD patients with anemia, administered orally 
three time1 per week (TIW). Physicians may adopt an individualized dosing regimen based on patients' specific clinical condition. For example, for stage S 
CK.D patienu with anemia not on dialysis, the starting dose may be increased to 70 mg (40 to <:60 lc.g) or 100 mg P-60 kg), administ~ orally three times 
per week. The product must not be taken on conMXUtive days. 
Roxadustat treatment should not be continued beyond 24 weeks of therapy ira clinically meaningful increase in hemoglobin (Hb) levels is not achieved. 
Alternative explanations for an inadequate ~ponsc :should be sought and treated before r1:-1wtmg roxadustal 
Patients currently lreaccd with erythropoietin with s1ablc hemoglobin levels within !he targe1 range may experience flucruations m Hb levels after converting 
toroxadustatConversionshouldonlybeconsidercdbasedonbenelit-riskwessmentwhenthereisavalidclinicalreason. 
Conversion of non-dialysis patients otherwise stable on crythropo1cs1s-st1mulating agent (ESA) treatment has no! 'oeen mvestigalcd. A dec1SLon to treat these 
paticntswithroxadustat5houldbcbasedonabencfit-riskconsiderationforthcmdividua!paticnt. 
Research indicatcs that intake of food will not significantly affect the exposure of roxadustat. therefore the drug can be taken on an empty stomach or with 
food.Forpaticntsundcraoinehemodialysisorpcri1oncaldialysis,roxadustatcanbeta.kenatanytimebcforcorafterdialysis 
lfyoumis.sadose, skipthcmisscddoseandtakcyournextdoseatyourrcgularlyscheduledmne 
Dou•Adj uttmt nl 
The symptoms and outcomes of anemia vary with age, gender, and the overall burden of the disease, assessment ahould be made in combination with patients' 
specific clinical condition for physicians. During the initial treatment period, it is recommended to moni tor the hemoglobin (Hb} levels every 2 weeks until 
siabilizcd, and c:vcry 4 weeks lhcrcaftcr. Roxadust.111 dose should be adjusted ba5Cd on Hb levels to achieve and maincain rm Hb level of I 00 to 120 g/L, while 
minimizing the need for blood transfwion. The dose c1.11 be adjusted every 4 weeks, by taking into account both the current Hb level and the change in Hb 
level over lhc past 4 weeks. The rccumrm:ndcd Jose adjUlitmc:nt rules ~ shown in Table I. 
Tab le 1· Rondus1a1 DoreAdj u1tmen1 R uin 

Ch11age In Hb Jeni over H b Level •t tbeTime of Dose Adjustment (&IL) 

r revio os4Weeb(K,IL) <105 I 105 10<120 I 120to<l30 I 

>---.-1:·-,~0-I0--+---~-------1:--N-o ,~1un-,,---+:--N_o "'-""~•~• --<: v'e
1~!1~ 0

~~d dr~!~i:~ :;:,~~t~h~: 
>-------+---~----+---~---+--~------< Hb levd is <120 g/L, at a dose 

>10 Nochange I I I tha1isreducedbyonestep. 

Thedoscstepsarcas _follows: 20, 40,50,70,I00,120,l!iO,and200mg. 
For example, a dose increases at a dose of 70 mg results in 100 mg iu the new dose. A dose reduction at a dose of 150 mg results in 120 mg as the new 
dose 

Abbreviations: f - doscmcn:asc;! • doscreducuon 
Notes 
lJrue/ncrrast.SandH.tductioru 
• Dosc1ncrcascs{T)andreduc11onsU)aremadcaccordingtopre,..sctdoscsteps 
• The recommended maximum dose is 2.5 mg/kg 
D01e Adjustment far Rapid Hb levtl fncrease 
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Specl1I Population1 
Geriarrir:Po1ienu:Nosta.r1ingdosc1dJustmen1isncccssaryforpaticn1sagcd6Sandabovc. 
Pediarrir: Paiieflls: The safety wid efficacy of ruxadustat in pediatric J»9ticnts wider 18 years of age have nut been established. 
Parfe,us with hl!patlc Impairment: No adjwtment of the starting dose level is required in patients with mild hcpa1ic impairment (Child-Pugh Class A). Toe 
safety and efficacy of roxadwtat have nol been studied in patients with moderate or severe bcpat1e impainnen1 (Child-Pugh Class B or C). It is recommended 
toclosclymonitorthehcpaticfunc1ioninthcsepat1cntsandrcducethestartingdose 
IAdvcrscRtactfons l 
Ad verse Reactions fro m Clinic al Tria ls 
Thi.~ Paclc..age ln~ert ~ummari1.es the adverse reaction, potentially associated with roxadustat observed in clinical trials and !heir approximate incidence rates 
Because clinical trialsarcconductedundcrawidevarictyofconditions,theincidenceratesofadvenereactionsobservedinadrugclinicaltrialcannotbe 
dircctlycomparedtothoseobservedinanotherdrugcliniealtrialandmaynotrcfleetthcactualincidcnceratesobservedinclinicalpractice. 
Sum m ary or Safety Data 
In China, safety data were obtained from two Phase 2 clinical trials and two Phase J clinical trials : mcludingone Phase 2 study FGCL-4592-047 (N•91) 
involving NOD CKD padents with anemia, one Phase 2 study FGCL-4592-048 (N-96) involving DD CKD patient with anemia, one Phase 3 srudy FGCl,· 
4592-808 (N• l!i4) involving NOD CKD patients with anemia, and one Phase 3 study FGCL-4592-806 (N=305) involving DD CKD patients with anemia. In 
these clinical tnals, a total ofS54 subj«:U were treated with roxadustat, 229 subjects received the drug for >6 month! and 102 subject5 for~! year. Toe dose 
ranged from 1.2-2.5 mg/kg (50-180 mg) TIW m the Phase 2 studies and from 1.2-2.5 mg/kg (20-200 mg) TIW in the Phase 3 srudics. 
Inthcglobaldevelopmentprow-amofroxadustat,includmasrudiesconducted in China, atotalof947healthysubJe<:tsand 12.386chronickidneydiscase 
patients with anemia were received lhe study drug. Among the healthy subjects, 863 received roxadwtat and 84 received placebo; among the CK.D patients 
with anemia, the,e were 5,994 NDD patienu wi!h anemia and 6,392 DD patients with anemia. Of these, 7,227 patienu received roxadustat, while the 
remainingS,IS9patientsreceivedeilhcractivecomparators(i.e.,cpoctina!fa,darbepoctin)orplacebo. 
Adverse Reactions In t he C li nk•! Trials la C hina 
LJJ) CKl) pnh'e,,l.f "1;,,,+ uAem/g 
FGCL-4592-806 was a randomized, open-label, active-controlled (cpoctin alfa) Phase J study evaluating lhc efficacy and 5afcty ofrolladustat for treatment 
of anemia in patients with dialysis-dependent CKD. Patients were randomized in a 2:1 n1t10 10 receive treatment with either 01111 roxadustat or cpoctin alfa. 
The study included a 26-wcck initial treatment period followed by a 26-week extension treatment period (for subjects randomized to the roxadustat group 
only). Table 2 hsts the adverse reactions reported during the 26-week initial treatment period of FGCL-4592-806 with an incidence rate of~!% and SC\'Crity 
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patients. 
Table 2. Advene R eactions" wit h the reported In cidence rates of ~ t •/, a nd Severi ty Grade o f ~ during th e 26-weck Initial Treatm ent Period of Study 

FGCL-4592-806 

Syst,m O r gan C lus 
PrcfuredTer m 

Eye Disor ders 
Eyelid Edema 

Gastroln1esttnal Disorders 
Abdominal Discomfort 
Abdominal Distension 
Dyspepsia 
Flatulence 
GastrocsophagealRefluxDisca.sc 
Nou,ea 
Vomiting 

Gtnera l Dhordcn and Ad ministration Sitt Cond!tlon1 
Asthenia 
ChestDiscomfon 

ln rcct1on1andl nfestations 
Lung Infection ~ 
UpperRcsp1ratoryTract lnfection 

lnvesU~• tlou1 
ALT/AST Increased • 
Blood Glucose Increased 

Met1 bollsm and Nutri tion Dlsor den 
Decreased Appetite 

Nervou1SystemUlsord ers 
Dizzmess 

Raplr11ory, T horacic a nd Med luUnal DiJorden 
Hiccups 

Vucular Disorden 
Hypertension ' 

Roudustat N-204 
N o/, 

1.0% 
1.0% 
l.()G/4 
l.()G/4 
1.0% 
2.9'/, 
2.0% 

3.4% 
1.0-/4 

0.5% 
l.0% 

1.0-/4 
1.0% 

EpoetJnalfaN=I OO 
N Y, 

OJ)"/4 
0.0¾ 
0.00/4 
0 .0¾ 
0.0¾ 
0.00/4 
0 .0"/1 

0.0"/t 
0.0"/t 

O.Oo/, 
0.0% 

1.0"/4 
l.Oo/, 

a:Anadverscrcact1onisdcfinedasanadvcrsccvent(AE)thatiscons1deredtoberclatcdorpornblyrelatcdtostudydrugbythcmvcst1gator aJJdthcsponsor 
b: Adverse reactions with an incidence rate of <I¾ and a severity grade of~3 (according to CTCAE). 
c: ALT/AST with transient elevations. 
d: Study sites had different criteria to n:port hypertension AE. According to the analysis ofblood pressure change from the baseline. !he mean blood pressure 

(Mean Arterial Pressure, MAP) did not increase in roJadustat group, also !here was no increase in antihypertensive medication use. The causal relations.hip 
betwcentheadverscreac:tionhypcrtensionandroxadustatisunclear. 

Of the 111 subjects participated in the extension treatment period (Weeks 27-52) of Study FGCL--4592-806, there were 4 cases of hypertension (3.6%) with 
adverse reaction incidence rates o~ I%, which were similar to those observed during the 26-wcclc. initial treatment period. 
NDD CK.D patients with um:mia 
FGCL-4592-808 was a randomized, mu!ticen1cr, double•blind, placebo-controlled srudy conducted in the NOD CKD patient with anania. Patients were 
randomized in a 2: I ntio to receive either roxadustat or placebo treatment. The srudy included a 26-week initial rreannen1 period followed by a 26-weck 
extension treatment penod. The imt1al treatment period comprised an II-week double-blind treatment period followed by an 18-wcek open-label treatment 
period. Table 3 lists all advene reactions with the reported incidence rates of~I¼ (adverse events arc coded by McdDRA 19.1 and listed by System Organ 
Class and Preferred Term) during the double-blind, placcbo-conuolled 8-week treatment period of Study FGCL-4592-808 
Tab le J. Ad verse R eactions• with the Reported l nddenee Rates beln ii: ? t •;. during the 8-week Double-Blind Treatment Period or S tudy FGCL-4592-808 

Systen1 0 rgan C lass 
Preferred Term 

GastrolntutlnalDlsorden 
Nausea 
Abdominal Pain 
GastrointestinalHemorrha&e 
Gastrocsophagea!RefluxDiscase 

CeneralDi1ord ersandAdmlnistration S iteCondlt lon1 
Oedema Peripheral 
ChestDiseomfort 

Investigations 
ALT/AST lncrta'lt!d • 

Meta bollsmandNotri tion Dlsa rd ers 
Decreased Appetite 

MU1e uloslc.eletal and Con nective Tissue Diso rders 
MwdcFatigue 
Myalgia 
Arthnilgia 

SklnandSubcutan eousTbsueDlsorden 
Ro,h 
Drug Eruption 

V• scular Dlso rders 
Hypertension 

RoxaduJ!at N• IOI 
N •1, 

3.0% 
1.0% 
1.0'/, 
1.0% 

2.0-/4 
1.0¼ 

2.0-/4 
2.0-/4 
1.0¾ 

2.0-,{. 

1.0¾ 

P la c~bo N•5 I 
N % 

2.0"/4 
0,0'/, 
0,0'/, 
0.0"/D 

2.0% 
0.0¾ 

0.0% 
0.0% 

a:Anadvcrscreactionisdcfinediuanadversceventthatisconsidcred10bcrela1cdorpossiblyrelatedtos1udydrugbythcinvcs1igatorandthcsponsor 
b. Transient ALT/AST elevations in the RoxadU5tat group 
A total of 131 patients (roxadustat group: N=87, placebo group: N"-44) entered the open-label initial rreatmcnt period to receive roxadU5tal treatment. During 
the Week 9-27 initial treatment period or Study FGCL-4592-808, adverse reactions with the reported incidence rate of?:1% included 4 (3. 1 %) cases of 
ALT elevation and 2 (1.6%) cases of AST elevation. Ad\·crse reactions with a reported incidence rate of<!% but with severity o~ included cold sweat, 
hypcrtension,ccrcbcllarinfarction,aodbloodprcssureincreased,withcachoccurringin l(0.8%)casc.Theadversereactionsreportcdduringthc52-week 
cxtcnsiontrcatmcntperiodofthestudywcn:sim1lartothoseobservedinthcinitialtreatmcntperiod. 
CudinYnrnler Mveae funls in Cnmnlrtrd Id1)1 In Ch io• 
Erythropoiesisstimulatingagents(ESAs)havebecnreportedtopotentiallyincrcasetheriskofcardiova.'iCUlare\'entsinCK.Dpatients. Thissectiondescribcs 
cardiovascularadverseeventsobservedinroxadostatclinical trials . The cardiovascular adverse events includemyocardialinfarction,cardiacfailure, 
cerebrovascularaccidenu,thrombosis,andseverehypertension,asreportedinthcstudy 
Two randomized clinical trials have been conducted with subjects on dialysis. In the Phase 2 Study FGCL-4592-048, 74 subjects received roxadustat 
treatment; in the Phase 3 Study FGCL-4592-806, 204 subjects received 6 montJ15 of initial treatment wilh roxadustat, with 111 or these subjects continuing 
treatment for up to I year. Two randomized clinical trials have been conducted with subjects not on dialysis, In the Phase 2 Study FGCL-4592-047, 61 
subjectsrcce1vedroxadustattreatment,andinlhcPhasc3StudyFGCL-4592-801!,128subjectsreceivcd6monthsofroxadustat1reaunent. The incidence 
ratcsofcard1ovasculareventsinthcseclinicallrialsarelistcdinTable4. 

Table 4. Incident Ratu of Cardiovascular Events In Rondustat-Trratrd Subjects in China (Phase 2 and 3 Sludies) 

DD CKD Subjects NOD CKD SubjttU 

Myocardial Infarction 

Hypcrtcnsic;in(scvcr<:) 

Advent Ructkiris from G lob al Ph ·ot.a l P hue 3 Cli n ic.al Trials a n d Post~m arketing F.xperlrn ce 
In the roxadustal global CKD Anemia development program, a total of 6 pivotal Phase 3 studies ha\'e been complc1cd, including 3 studies comparing 
roxadust.at with placebo in NOD CKD patients with anemia (FGCL--4592-060/ ANDES, 1517-CL-0608/ALPS, and DS740C00001/0LYMPUS) and 3 sl\Jdics 
comparing roxadwtat with cpoetin alfa in DD CKD patients with anemia (FGCL-4592-063/IIIMALAYAS, FGCL-4592-064fSIERRAS, D5740C00002/ 
ROCKIES). TJ:lese 6 Phase 3 clinical tnals include~ 81 SO patients with CKD, of whom 4326 received 1oxadU5tat (7185.9 patieut cxpoi,ure yea.is, PEY), 1940 
received epoctm a !fa (3743.6 PEY), and 1884 received placebo (2323.2 PEY). 
DD CKD patlenis with anemia 
Adverse reactions were dctermmed based on pooled data from 3 randomized open-label acuvc-controllcd studies (FGCL-4592-063, FGCL-4592-064, 
DS740C00002), invo lving 3880 patients. Of these, 1940 pa1ients were treated with roxadustat and 1940 patients were treated with cpoetin alfa. The mean 
duration of expo~~e for patients receiving roxadustal was 1.71 years, wilh 63% of paticnu expo~d for > 1 year and 43% of patients exposed for> 2 years. 
For patients recc1vmg epoctin alfa. the mean duration of exposure was 1.93 yc:an, wilh 71 % of palicnts exposed for > I year and 52o/. of patients exposed for 
>2ycan. 
In a subgroup analysis of 1526 DD patients who starteddialysii wilhin 4 monlrul before receiving their first dose of either roxadustat (N• 760) or cpoelin alfa 
(N=766)(incidentdialysis [lD]paticnts),themeandurationofexposwetoroxadustatwas 1.45 ycan,withSlo/eofpaticntsexpos«lformorethan I year 
and 30% or patients exposed for more than 2 years. The menn duration of exposure to epoctin olfa wns 1.55 years, with 54% of patients exposed for :> 1 year 
and 34% of patients exposed for > 2 years. The incidence of adverse reactions reported in !his subgroup was consistent with that observed in the overall DD 
patients. 
NOD CKD patients with anemia 
Adverse reactions were detennmcd based on pooled data from 3 randomized double-blind placebo-controlled studies (FGCL-4592-060, 1517-CL-0608, 

~~~~xl~~~u:~ii!~~~~;r:~~:1::~::1.~r::~ ;e; 7'f•t~1~:n~x:xd;: ri ;~s~a:l~~tsJ~%~f;:1\~;:~~~I~~~ ;11; ;:~ 
For the placebo group, the mean duration of exposure was 1.23 years. with 53% of patients exposed for> I year and 21'/o of patients exposed for > 2 years 
Adver.re R~adions 
Adverse Drug Reactions are listed by MedDR.A System Organ Class (SOC) and frequency, as detailed in Table 5. Frcqut'ncy c11tegoric:s arc: defined as 
follows: Very common(~ lflO},c:ommon~ lflOOto < l/10),uncommon~ 111,000to <: 1/ 100),rare~ 1/10,000to <: 111,000), vcrymre{<: 1/10,000),and 
notknown (cannotbecstimntedfromtheavailabledata) 
TableS AdvencRcactio ns 

System Organ Class (SOC) Fnqu en ey 

Sepm 

Secondary hypothyroidism 

Ncrvoussystemdisordelli 

Vascular disorders Vcrycommon Hypertension, vascular acceu thrombosis (VAT)1 

Occpvcinthrombosis(DVl) 

Verycommon Nausea,diarrhea 

Constipation 

Dcm1atitis Exfoliative Generalized (DEG) 

1 This adverse reaction is associated with CKD patients who were on dialysis while receiving roxadustat 
PescrimionofSell!C1edAdvmeBwclions 
SldnReacrions 
Dcnnati1;ts exfoli_ativc generalized, part of severe cutanCOU.'I advcrx reactions (SCARs), has been ,cportcd during post-marketing surveillance 11I1d has sl1own 
anassoc1ationwtthroxadustattrcatment(frcqucnc:ynotknown). 
[Contraindications) 
The use of roxadustat 1s contramd1cated m 1he followmg patients 
• Womcnwhoarcprcgnantorbrcastfeeding 
• Patientsw1thknownhypcrsc:nsitivitytotheacti,·esubstanccoranyofthccxcipients. 
[Precautions] 

I. HemogJobin level monitoring: In CKD patients, hemoglobm levels should not exceed the upper limi1 of lhe target value recommended for 
use. E~cessively high hemoglobin levels and a rapid inc:rellSe in hemoglobin may increase the ri51c.s or deep vein thrombosis and vascular access 
thrombosis.Duringthctrcatmcntwiththisproduct,thedoscofro,c.adustatshouldbcadjustcdbascdonthcl lblcvc\tomaintainthellhlevclwithin 
the range: or 100-120 g/L. After starting treatment or adjusting the dose, monitor the Hb level every 2 weeks until it reaches and stabilizes within the 
target r.u1gt, 11ftc:r which monitoring can be done every 4 weeks. If the Hb level incrtll3cs by more thllll 20 g/L within 4 wcclc.s, necessary actions 
should be taken, such as reducing the dose or suspending the trcaunem (sec "Dose Adjusuncm" section in (Dosage and Administration] for dcu1ils). 

2. B lood p rl'!ls ure monitoring: Hypertension was observed as an adverse event in clinica l trials, though these may be influenced by factors such 
as undcrlymg disease and d!alys1s, and the relationship to lhe drug 1s not yet clear. The poss1b1 lny of blood pressure iocrcascs_durmg roxadus~t 
treatmentforancmiacannotberuledout Thercfore,bloodprcssurcshouldbemonitoredbcforestaning, atthestart, anddunngtreatmentw1th 
roudustat. Patients with poorly controlled hypertension were excluded from chnical trials, so those with uncontrolled hypertension should use this 
product with caution. 

3. Patients with moderate lo severe hepatic Impairm ent: The efficacy and safety of this product have not been established in patients with moderate 
and severe hepatic impairment (Child Pugh Class B and C). For these patients, treatment should only be initiated after a thorough assessment or 
thepatient'srisk-benefit.Patientsshouldbec:\oselymonitoreddwingdoseadjustments,and!hestartingdo1eofroxadustatshouldbcappropriatcly 
reduced(sec"DoseAdjustment"in[DosageandAdministration)fordetails) 

4. Serio us infection: Serious infections, including fatal ones, have been reported in both DD and NOD CKD paticnu with anemia treated with 
roKadustat. Toe causal relationship bciween roxadustat and serious infections has not been established. In the study or DD CKD patients with 
anemia, the incidence of serious infections was similar in patients treated with roxadU5tal compared to those treated with cpoetin alfa (24.4% and 
14.3/100 PY with roxadustat versus 24.6'1, and !2 8 /100 PY with epoe1inalfa); the most commonly rcponed serious infections were pneumonia, 
seps1~, and _pentorutn. In the study of NOD CKD pauen_t with ~cm1a, senous infcct~ons occurred more frequently but at snmlar cxposurc•adJusccd 
rates 1n pattents treated with roxadustat (18.9%, 12.4 patients with events per 100 paucnt years of exposure [PY]) compared 10 placebo (12.9%, 10.6 
patients with events per 100 PY), with !he most common serious mfections bcina pnewnonia. sepsis. and urinary tract infection. In DD patients. the 
incidence of fatal infections was similar betwt>en treatment groups (2.4%. 1.4'100 PY with roxadustat versus 2.4%. I .VIOO PY with epoctin alfa) 
However, there was a numerical imbalance in the subgroup of patieots "'"ho started roxadostat within 4 months of beginning dialysis (2.5%, I. 7f l 00 
PY with roxadustal versus 1.4%, 0 .9/100 PY with cpoetin alfa). In NOD sl\Jdies, the incidence of f'atal infections was higher in the roxadustat group 
(3 .6%, 2 .0/ 100 PY) compared to the placebo group (2.1%, 1.2/100 PY). Fatal infections were most pronounced in severe NOD CKD patients with 
anemia (e.g. cGFR <10 ml/min/1.73nf) who were just started roxadustat treatment and in NOD CKD patienu with anemia who started dialysis 
whilconroxadusta1.R1sk-bcncfitprofilcshouldbcassesscdcarefullybcforestaningroxadustattrcatmentinpaticntswilhac1ivcsc\·creorscrious 
infections. It is recommended to monitor patients for symptoms and signs of infection during treatmem with roxadustal and advise them to contact 
their doclors if signs or symptoms of mfcct1on appear. Suspected mfec11ons should be promptly assessed and treated 

5. Sepsis: Sepsis was one of the most commonly reported serious infections and included fatal e\'cnts. Patients with signs and symptoms of sepsis (e.g., 
aninfcctionthatspreadsthrougboutthebodywithlowbloodprcssureandthepotcntial fororganfailurc)shouldbepromptlycva luatedandtrcated 
accordingtostandardofcarc 

6. Ottp Vein Throm bosb: In clinical trials involving DD and NOD CKD puients with anemia, those treated with mxadustftl had a higher incidence 
of deep vein 1hrombosis (DVT) compared lo patients receiving placebo nr epoetin alfa. Treatment with roxadustat should be considered after a 
thoroughassessmentofthepatient'srisk-bcncfitprofile.Patientsshouldbcadviscdtocontacttheirdoctorsirthcycxpcriencesignsorsymplomsof 
DVT. DVf should be promptly assessed Md treated. 

7. VasculuAccen Th rumbusb; In clinical trials involving DD and NOD CKD patients with anenua, thuse treated with roxadus1at had an increased 
incidence of vascular access thrombosis (VAT) compared to those receiving placebo or epoe1in alfa. In studies involving DD CKD patients with 
anemia, the highest incidence of VAT 111 roxadwtat-trcated patients occurred within the first 12 weeks oftrcatmenl and \O;hen hcmoglobm levels 
mcrcased by more than 20 g/l over 4 w«ks. Hemoglobin levels should be closely monilorcd for !he first 12 weeks of treatment. Dose adjwtments 
or discontinuation should be made as needed, following the dose adjustment guidelines (Table I). Treatment shou ld be stancd after careful 
assessment of patient's risk-benefit profile. Patients wilh VAT should be promptly assessed and treated. 

8. Seizu res: In clinical trials involving DD and NDD CKD patient with anemia, those treated with ro1adustat had a higher incidence of seizures 
compared to !hose receiving placebo or epoetin alfa. During the init1al months of roxadustat treatment, patients should be closely monitol"W for any 
premonitory new-ologic symptoms. Treatment should be started after careful &lsessmcnt of patient's ri~k-btncfit profile. Pa1ients should be advised to 
promptly contact their doctors if they experience new-onset seizures, premonitory symptoms, or an increase in the ~quency or severity of seii:ures. 

9. Secondary h ypothyroidism: Cases of secondary hypothyroidism have been reported with the use ofroxadustat. These reactions were revcnible 
upon roxadus1a1 withdrawal. Monitoring of thyroid function is recommended as clinically indicated. 

I O. Ro~adusli!.t should not be co-administered with ES As 
I I. Athlc1csshoulduscthismcdicationwithcau1ion 

[UselnPr cgri• nt andLactatlngWom enl 
Pregn ao t Wome o 
Clinical trials wi1h roxadustat have not been conducted in pregnant women . Reproductive toxicity studies 1n animals demonstrated roxadus1a1 can 
reduce foetal and pup body weight. Therefore, roxadustat is contraindicated in pregnant women. Women of childbearing age should use highly effective 
contraceptivemethodsduringtrcatmentandfor7daysaftcrthclastdose 
Lae1atingWomen 
It is currently unlmown whether roxadustat is excreted in human milk.. A study in rats has shown Cl\Cretion ofroxadustat in milk., potentially ltading to 
increased mortality, slowed gro"'th, and delayed development in offspring. Corucquently, roxadustal is contraindicated in lactating women 
[UttlnCh lldren J 
Thcsafctyandcflkacyofroxadustatinpcdiatricpatientsundal8ycan;ofagchavcnotbcencstablishcd. 
IUselnGerlatrlcPatlen ts) 
No dose adJwtment based on age is required for pacients over 65 years old. Analyses of hemoglobin levels and roxadustat doses in subjects aged ~!i and <65 
years from Studies FGCL-4592-1!06 and FGCL-4592-801! showed no significant differences in hemoglobin levels or roxadustat doses between the two age 

'""~' [Drug l nlcractlonsJ 
Patients with CKD often use multiple medications concurrently. The following are drugs that require caution when used in conjwx:tion with roxadustat 
Pliospl!a1ebinders.orafiron 
Co-administration ofroxadustat (200 mg) with scvelamer carbonate (2400 mg) or calcium acetate (1900 mg) decreased roxadustat AUC by 67% and 46% and 
C... by 66% and 52%, respectively. Roxadustal should be taken at least I hour before or after the use of phosphate binders, oral iron, magnciium/aluminum
containing antacids, o r other multivalent cation-containing drugs and mineral supplements. This restriction does not apply to lanthanum carbonate, as co
adm1nistra1ion with lanthanum carbonate did not result in a clinically meaningful change m roxadwtat AUC ore_. 
A.ctivatedad,orptiw:charcoal 
Co-administratioo with oral adsorptive charcoal (Krcmc:z:in®) OOC5 1101 have a clinically meaningful effect on roxadwta1AUC or c_. 
Probenecid (UGT and OATJIOA r3 inhibitor) 
Co-administration ofroxadustat (100 mg) with probenecid (SOO mg, BID) results in a 2.3-fold increase in roxadustat AUC and a 1.4-fold mcrcase m C_,. . 
Caution 1s advised when startmg or stoppmg concurrent treatment with probenecKI, other OAT1/0AT3 mhlbttors (e.g., tcnflunonudc), UOT miubuors (e.g., 
valproic acid), and UGT inducers (e.g., rifampin), Dose adjwtment ofroxadus1at may be considered if necessary. 
Statins 
Co-administration of roxadustat (200 mg) with simvastalin (40 mg) mcrcascs the AUC and c;..,. ofsimvastatin by 1.8- and 1.9-fold. respectively, and the 
AUC and c_ ofSimvastatin acid (the active metabolite ofSimvastatin) by 1.9- and 2.8-fold, respectively. Time-separation of dosing by 2, 4. or 10 hours 
docsno1m·t·gatelh's ' 1crac ·on 
Co-administration ofroxadustat (200 mg) with Rosuvutatin (10 mg) increases the AUC and c_ orRosuvutatin by 2.9- and 4.5-fold, respectively. 
Co-admiaistration ofroxadusl.11 (200 mg) with Atorvastatin (40 mg) increases the AUC and C-.. of Atorvastatin by 2.0- llnd !.3-fold, respectively. 
lntemctions arc also expected when co-admini5tered with other statins (or an OATPIBI substrate such ns Glyburidc) 
To avoid statin overdose: and po1en1ial effects on slc.c:lctal muscles (e.g., myalgia, myopathy, and rare rhabdomyolysis), it is recommended tn consider reducing 
Uicdoscofstalinaudtomonitorforadverscrcactionswhenuscdwithroxadustat 
Gemfibrozil (CYP2C8 and O,ffP/81 inhibi1or) 
Co-administration of roxadustat (100 mg) with Gcmfibrozil (600 mg BID) increased roxadustat AUC by 2.3-fold and c_ by 1.4-fold. Cauuon is advised 
when initiating or discontinuing concomitant treaunent w1thGemfibrozil, other OA'll'IBI inhibiton (e.g., cyclosporine), CYP2C8 inhibitors, and CYP2CI! 
inducers (e.g., Rifampin).Doseadjustmcmofroxadustatmaybeconsideredifneccssary 
Increased roxadustat plasma exposure could potentially lead to a rapid rise in Hb levels when roxadustat is used wilh Ocmfibrozil or Probcnecid. This risk. 
can be mitigated by regular monitoring ofHb level! and appropriate do!IC adju.~tments. For infonnation on the use or Probenecid or Gemfibrozi\ in pal\enl~ 
withCKD,pleaserefertorelevantPaclc.agelnscrtsofthestproducts 
Omeprazo!,(gastricacidinlribitor) 
Co-administration of roxadustol with Omcpmzole did not show a clinically meaningful effect on roxadustat AUC or c_. No interactions are anticiplltcd 
beiwccnroxadwtatandotherpro1onpwnpinhibitors. 
CYP4J0inhibiticmlinduc1iunpo1ential 
Co-administration of roxadustat did not show a clinically mcanmgful effect on the AUC or c_ of drugs metabolized byCYP286 (bupropion), CYP2C8 
(ros1ghtazonc), or CYP2C9 (S•warfarin) enzyme. No clinically significant interactions (CYP metabolism inhibition) are expected when roxadwtat is used 
with drugs metabohzed b)'. CYP enzymes. 
Roxadustat has shown no 1nduct1on or CYP enzymes in vitro at clinically relevant concentrations. 
In vitro CYP450 enzyme inhibition studies assessing the inhibition o f a panel ofCYP enzymes (CYPIA2. 2A6. 2B6, 2C8. 2C9, 2Cl9, 2D6. 2El. and 
JA4/3A5) revealed that roxadustat is a mixed-type inhibitor ofCYP2B6, 2C8. and 2C9, with K; values of 110, 16. and 140 µmol/l , respectively. Roxadustat 
is a non-competitive inhibitor ofCYP2A6 and 3A4/3A5, with K, values of340 and 460 µmol/L, respectively. Roxadustat shows minimal direc1 inhibiti on of 
CYPIA2, 2D6, and 2El (ICSO > 500 µmol/1.). Although theeffedsofroxadustaton the phannacoldnetics ofCYPIA2, 2A6, 2Cl9, 2D6, 2EI, and 3A4/JA5 
substrates ha\'e not been assessed m bumans, the absence of clinically meaningful drug interactions with CYP2C8, 2C9, and 2B6 probe substrates suggests 
that inhibition of other CYP enzyme subs1rates arc 1111likely. 
Clopidogrd 
Co-administrat ion of roxadustat witl1 C\opidogrcl did not affect roxadU5tat cxpo5urc 
(Overd ose] 
Ille nwmnum tolerable dose ofroxadustat m humans has not yet been established. Single supratherapeutic doses ofroxadustat !i mglkg (up to 510 mg) was 
administered m healthy subjects, and up to 400 mg TIW in CKD patients with anemia in clinical studies 
Overdose may result in enhanced phannacodynamic effects, such as a rapid increase in Hb lev.cls or an elevated bean rate, including tachycardia. In the 
event of an overdose. symptomatic and supponive treatment should be adopted. If Hb levels become excessively hiah. treauncnt with roxadustat should be 
temporarily discontinued. Roxadustat is not significantly removed by haemodialysis 
[Cllnlul Tri.1lsl 
Pbase301alys i1Stud y FCCL--'5~2-806 
S tudy806wasorandomized, multicenter,open- labe l, active-controlled study that demonstrated lhe efficacy andsafetyofroxadustatin correcting and 
maintaining Hb levels in CK.D patients on dialysis (either hcmodialysis or peritoneal dialysis) who had previously been treated with cpoctin alfa. A to tal 
of305 CKD patients with baseline Hb levels ranging from 90 to !20 g/L (mean -104 g/L) were enro lled and randomized in a 2:1 ratio to receive either 
ur.l administration ofroxadustat capsules (204 paticou) or epuctio alfa for injection (101 patients). ibc initial dose ofroxadustat capsules was based on 
body weight. with staning dose of 100 mg (for pa1ients weighing 45-60 kg) or 120 mg (for patients weighing~ kg), Trw. Patients rccei\'ing epoetin alfa 
continued the tr previous dose of cpoctin alfa for 26 weeks of treatment. Patients in roxadustat group received the medication for a 26-wcclc. initial treatment 
period, followed by a 26-wcck extension treatment period, totaling 52 weeks 
Baseline characlcristics were similar between the two trcaunent groups, with comparable baseline Hb levels (104.2 g/l in the roxadustat group versus 104.7 
g/L in the cpoetio alfa group), and similar proportions of patients with baseline Hb <100 a/l.. Both groups had a mean CKD history of9.3 years and had been 
on dialysis for 4.4 to 4.5 years. Prior to enrollment, both groups had similar weelc.ly doses of cpoclin al fa (-7600 IU). or these patients, 89Ye or patients were 
on hemodialysis, and 1he rest ofp1tienl.'l were on peritoneal dialysis Patients ranged in age from 18 to 74 years, with no 1ignificant differences in gender. 
bcight,weigh1,andbodymassindCltbe1WecnfWogroups. 
The primary cmcacy endpoint was the mean change in Hb level from baseline everaged over Weeks 23 to 27. This analysis used Hb values obtained from the 
ccntrallabora1ory. BasclincHblevelwasdefinedasthcavcrageofthclas13ccntrallaboratoryHbvalucsasscssedpriortothcfin:tdosc:ofthcstudydru8. 
Atotalof304patientswercincludcdi11thcfullanalys1ssc1(FAS)population(ro~adustatgroup:204paticnts,cpoctinalfagroup: 100paticnts),and294 
paticntswerc111cludtdinthcperprotocolset(PPS)popula1iun(ru.udustatgruup: 196patients,r..1}0Ctinalfagroup:98paticnts). 
In the FAS population, roxadustat met non-inferiority crileria bu1 not supenority critcna (ps0.0718). Notably, in patients receiving roxadustat, Hb levels 
increasedsignificantlyhigherthaninthoserecch·ingepoetinalfa(Espo.,asear\yasWeek2andcontinuedthroughoutthestudy,dcspitesimilarbasclineHb 
levels(~J04g/L)(SceTable6andf1gurcl) 
In the PPS population, roxadustat met both non-inferiority and supcrionty criteria, with Hb level improvements in the roxadwtat group being significantly 
bettcrthanintheepoctinalfagroup(p-0.037) 
Table 6. Mean Hb Value and C ban&e from B111eU11e Aven ged over Weeks 23 to 27 (FAS and PPS) 

~ ... ~:ver aged 

Week 23-27 

FAS 
N 
Mean(SO) 
LSMean(SE) 
9!i%CI 

PPS 
N 
Mean(SD) 
LSMean(SE) 
9!i% CI 

Ko:udustat(N•204) 

O bserved 
Valucs(g/L) C FB (g/L) 

164 164 
111.9(9.63) 7.3(11.21) 

7.4(0.88) 
S.7•9.1 

164 164 
112.0(9.47) 7.5(11.01) 

7.7(0.86) 
6.0-9.3 

t:poelin AICa(N= l00} 

Observed 
Val11e(g/L) CFB(e,IL) 

94 94 
109.3(g.13) 4.6(10.12) 

S.2(1.01) 
3.2-7.1 

93 93 
109.3(8.16) 4.6(10.16) 

5. 1 (1.01) 
3.1 -7.1 

Trea tm ent 
DIITerenct 

(g/L) 

2.2(1.25) 
-0.2-4.7 

2.6(1.24) 
0.2-5.0 

p-Va lue 

CFB ""change from baseline: SD • standard deviation: LSMcan = least squares mean: SE• standard error of the LSMean, Cl= 95% confidence interval 



figure J. Mun (±SE) Change In Hb level rrom Baseline In DD CKD Patlenu (PPS) 
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BL .. baseline; SE• standard cnor of the mean. 
Approximately 901/, of patients treated with roudwtat for 26 weeks mainllinW a mean Hb level ?:: 100 g./L during the final 4 wtcks oftrcatmmt. The meM 
dose of roxadwta1 at Weck 26 was 73 mg TIW. Approximately 96% of patients on roxadustat who completed the 52-wcek extension period maintained Hb ~ 
100 g/L at the end of tn:atmcnt. The mean dose of roxadustat at Week 52 was 53 mg TIW. 
Among ESA byporcsponsive patiCllU with baseline Hb <100 g/L, while on stable doses of ESA prior to randomization, 94.4% achieved Hb ~ 100 g/L, and 
83.J¾achie,·cdHb~I IOgfl..aftcrupto 26wccksofroxadustattJcatmcnt. 
In a subgroup analysis by baseline C-reactive pn,tcin (CRP), a mark.er of inflammation, roxadustat effectively r.1scd md maintaiacd Hb levels across all CRP 
levels, with comparable roxadustal doses, whereas cpoe1in alfa showed less efficacy in patients with inflammation (lower Hb levels in patients with elevated 
CRP levels dcspile higher doses of cpoctin alfa; see Figure 2). The efficacy difference between roxadustat and epoctin alfa wu statistically significant In 
patients with mOammabon (subgroup with elevated CRP), p-o.0047 
Figure 2. Muo Rondustat and Epodin Alfa Dom: and Change ofHb Levels ovtr 11me by CRP Sul).g:roups In DD CK.D Patients 
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BL'"' baseline; ULN - upper limit ofnormul; CRP - C•reuctive protein; SE - standa.rcl error of the mean 
Ironlcvcl:Ironutilizationimprovcdinroxa.dusta.t-lfeutcdpallentscompare<ltotheepoetinalfagroup,n..9i11dicatcdbyhighcrmcanscrumironlevel1,hig.her 
mcantransferrin,a.ndhigbertotalironbindingcapacity(TIBC).AlthoughroxadustaMreatedpatientJexpcricncedgrcaterinereucsinllblcvehcomparedto 
tl1e cpoctin alfa group, the 1e<luctions iu mean transfcrrin saturation {TSAT) and fcrritin levels were smaller. Roxadulitat effectively achieved treatment goals 
rcgardlcssofbasclinc:ironsta1wanddidnotn:quircroutincusc ofin1n1vcnousiron. 
Cholesterol level Mean total cholcs1ero\ levels decreased m the roxadustat group in the early stage compared to the cpoctin alfa group and n:maincd 
throughout the treatment period (p<0.000 1). Thcrcduc1ionincholc51crolwith roxadustatwasindcpcnden1ofandadditivetotheuscor1ipid•lowering 
agents (statins) (Figure 3). Roxadusta1 led to a reduction in mean tota.l cholesterol levels in both subgroups (with and without statins), wberus there wu no 
reduction m mean total cholesterol levels among cpoc1in alfa.treatcd pahcnu without us10g Stalins. 
FIKurt l.. Total Cholesterol by Concomitant Slatin Use in DD CKD Patients 
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Phu, 3 NDD CKD Sludy FGCL-4592-808 
Study 808 was a randomized, multiccntcr, double-blind, placebo-controlled study designed to a!SCM the efficacy and safety ofroxadwtat in treating NDD 
CKD patients with 1111cmia. The study wu divided into an initial 8·~a:k doub\c .. blind, placcbo-comrolkd period followed by an additional 18 weeks cf 
open•labclpcriodwhcrcallpatientsinbothtrcatmcntgroupJrcccivedroxad\JljUlt,Asubsctofpatienuinthcroxad\1$t1tgroupc:ontinucdintoA11opcn·labcl 
extensionpcriod,rcceivlngup10S2wccksofroxadustat. 
The study enrolled a total of 154 patients with baseline Hb levels ranging from 70 to 100 g/L (mean-119 git.). These patients were randomized in a 2:1 ratio, 
w1tbthctrcatmentgroupsrece1vingc1thcroralroxadustat(I02paticnts)ororalplaccbo(52patients)underadouble•blindprotocol.Withthecxceptionof 

:~: ~;~nb:~~~~;ti6b~~s~(gs.~v!n9~3c ~c~~i:l~~e~!i~~i~:~/~.:~:::s~~~/~~cr~e~~~~;;E ~~~~=r:: 
at 83.2% and 86.3%, respectively. Patients in the roudustal group had slightly longer CKD history (5.3 years) and higher eGFR levels {16.5 mUmin.11 .73 
m1

) compared to the placebo amt (4.2 years and 14.S mLJmin/1.73 mJ). 
In terms of the primary efficacy endpoint. which assessed mean Hb level cban&cs from baseline over weeks 7 10 9, roxadW1tat demonstrated Jupcriority over 
placcboatl9g/L(roxadustat)and-4gll.(placcbo),respcctively,withp<O.OOOOOOOOOOOOOOOI.Bythemdofthc8•w«kdoublc-blindtrcatmentpcriod.thc 
resulu showed that 84.2% ofrox.adusttll•lreated patienu e:i:pcrienccd an Hb level mcreasc of 2::10 g/L, compared to 0% patients in the placebo group, with 
p<0.000000000000001. Additionally, 67.3%ofrox1du1t.1t-trcated patients bad mean Hb levels (averaged &om weeks 7 to 9) of:?100 g/L, compared to 6.0o/. 
in thcplaccbogroup,wilhp--0.00000000077. 
Moreover, it wu observed lhat roxaduslat w15 effective in correcting early-stage anemia: The mean Hb level increase for patients in lhc roxadustat group was 
significantly higherthanthatofplaccbo-ireatedpatientsaftcr oncwcckoflfcaunent(p<O.OOOOl)(SceFigurc4) 
Figure •. Mu• Change In Jib Lcvtl over Time Ln NDD CKD Patients (Flnt 8 Weeks) 
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By the end of Week 26, the anemia correction was achieved in 97.6 % of the patients with H~IOOg/L. 
For patients who initially received placebo, their mean Hb increased by 20.2 g/L (Weeks 23-27) after switching 10 roxadusllll, compared 10 !heir mean Hb 
dunngtheplacebo•trcatedpcriod(Wecks7·9),withp<O.OOOl(Figure5). 
Figure 5. Mtan Chana:c In Hb Level over llme In NDD CKD P• tlcnu (26 Wttks) 
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Approxinuucly 95% of patients who completed 52 weeks of treatmen t maintained Hb levels 2::100 gl1. 
Roudustat is equally effective in patients with inflammation (CRP >4.9 mg/L) and without inflammation (CRP ~.9 mg/L). Rox.•dustat led to a significant 
reductioa in scrum hepcidin lcvcla by 56.1 ng/mL, compared to a reduction of I 5.1 ng.lmL in the placebo group, with a pz-0.00000005 
No specific limits on iron pammetcn (fcrritin and TSA T) were set at study enrollment. The results showed that roxadustat was effective in ireating anemia 
cvcnw"thout"n1ravcnous·ron 
Beyond iu impact on Hb levels, roxadu.stal also resulted in significant reductions in mean scrum lipid levels compared to placebo. During Weeks 7 to 9, 
tl1e average n:Juctions from baseline were 23% for total cholesterol, 28% for LDL cholesterol, 26% for non·HDL cholesterol, and 21% for triglycerides in 
the roxadusU11 group, whcn:as mean change in lipid lcve\5 in the placebo group were not significant from baseline to Weck 9, w1lh p<0.0001. Cholestero l 
reductions were observed in both par:icnu who reaived statins and those who did noL The LDL cbolesterol /HDL cholesterol ratio WM also significantly 
improvedinthcroxadustatgroupcompattdtolhcplacebogroup,withp=0.01. 
Cardlovuc::ulartven1Jlnclobalplvotalphase3dlnlc::allrl1b 
Erythropo1eStS•St1mulat1ng agents (ESAs) have been rcponcd to potenllally increase the nsk of card1ov11.SCUlar events m CKD pat1ents. Tlus sccuon dcscnbcs 
cardiovascular events in the clinical trials of r~xa~ustat._ Cardiovascular s~fety wu assessed using ~ajor adverse cardiovascular ~vents (":"1ACE, which 
include all-cause mortality, stroke, and myocanhal infarction), MACE+ (which include all-cause mortality, stroke, myocardial infarction, hospitalization due 
toheartfailure,andhospitaliz.ationduetoW1Stableangin1);andall-caU$cmortality. 
DD CKD patients with anem{a 
The pool of the 3 opcn.]abcl active-controlled studies (FGCL-4592·063, FGCL-4592·064, DS740C00002) included 3880 patients (on •trcatmcnt + 7analysis 
sci) The cardiov:ucular safety ofroxadustat relative 10 cpoctin alfa in 1he oven.II dialysis population has heen con finned . Patients receiving roxad.ust.at have a 
comparable risk of MACE, MACE+ or all-cause mortaliiy compared to cpoetin alfa; all three endpoints have the upper bounds of the 95% confidence interval 
(Cl) of hazard ratios below !he pre.specified non .. infcriority margin of 1.3. The cardiovucular safely ofroxadustal in the incident dialysis patients has been 
confirmed, the a,ulysi1 of thi1 subgroup showed that the patients treated with rox1dt1Stlt had comparable rislcs of MACE, MACE+, and all-cause mortality 
00mparcdtothosc1reatcdwilhcpoe1inalfa,seeTable7. 
NDD CKD patients wilh anemia 
A pooled analysis of 3 randomized, doublc·blind, placebo-controlled studies {fGCL-4592·060, ISi 7-Clr0608, and D5740C00001), which indudcd a total 
of 4270 patients (intent·lo-lrclt analysis set), confirmed the cardiovascular safety ofroxadustat compared to placebo The rislu of MACE, MACE+, and 11!
callSC mortality were similar between the roxadusUII and placebo groups. for 1111 three endpoints, the hazard ratios (HRs) were cl~ to 1.0, wi!h the upper 
limits of the 95¼ C l below the pre-specified non•infcnority lllllrgin of 1.3. Sec T1blc 7. 
'flble7. Cardlovascu lareventslnglobalplvotal phase31rlals 
DD CKD Patients with anemia N • 3880 

MACE 
MACE+ 
All-cause mortality 

ID CKD patitnls with • ncml • N • 1526 

Roxadustat' 
N• l940 

306 
373 
207 

Roxadustat• 
N • 760 

MACE 74 
MACE+ 88 
All-cause mortality 52 

NDD CKO paUenls wll.b anemia N • 4270 

MACE 
MACE+ 
All-causemonality 

a:Numbcrofpaticntswilhcvcnl 

Roxa.dusta1 1 

N • 2Jg6 

480 
578 
400 

Phu, • Dose Optlmiz• tlon Study in CKD patients 

EpoetinAlfa' 
N•l940 

339 
458 
232 

EpocrinAlfa' 
Ns766 

97 
121 
70 

Placebo' 
N,.,1884 

350 
432 
301 

HR(95%CI) 

1.02(0.88,1.20) 
0.91(0.80,1.05) 
1.02(0.84, 1.23) 

HR (95%CI) 

0.82(0.60.1.11) 
078(0.59,102) 
0.82(0.57,1.18) 

HR (9l¾CI) 

1.10(0.96,1.27) 

:~rn:urn 
l\vo dwc: optimization studies were conducted: One III DD CKD paticnl5 with anemia (FGCL-4592 .. 8 18) and another in NOD CKD patients with anemia 
~FGC~.IJ592-858). These studies aimed 1_0 comp11rc_ 1hc cfficucy and safety of roxaduli~al in both dialysi$•dcpcndcnt and non-dialysis--depe~dcnt patients, 
mcludmg those who had and had not previously received ESAs, at a onc•stcp lower sta.nrng dose compared to the starting dose (standard s1an1ng dose) used 
1nthepbasc3chrucalstudy. 
FGCL--4S92-818 
Study818wua36-wcck,randomizcd,opcn•labcl,111ulticcn1crstudydc.1ignedtocvalu.atcthctfficacyandrclativesafctyofdiffcren1roxad.w;tatdosingrcgime:ns 
in DD CKD patients. The initial 20-weck was the corrcction/com-enion period (Part I), followed by 1 16-week Hb maintenance period (Part 2) 
During the correction/conversion period. both ESA•naive and ESA•trcated DD CKD subjects were enrolled and randomized in a 1:1 ratio to receive 

roxadustat at the following two staning doses: A lower staning dose (70 mg TIW for subjecu weighing 4'.5 10 <60 kg and 100 mg TIW for subjects weighing 
260 kg) and I standard starting dose (100 mg TIW for subjecu weighing 45 to <60 kg and 120 mg TIW for subjects weighing~ kg). Roxadustat doses 
wcrcadJUSteddunngcorrection/convenionpenodacc:ordingtothcapprovcddoseadjus1rnentgu1delinesmthisP1ckagelnscrt. 
ln total, 318 subjects were randomized and entered the correc1ion/convcrs1on period for study treatment. The full analysis sci (FAS) consisted of 316 subjects, 
including 113 ESA•naivcsubjects{57inthclowerstartingdosegro11pand56mthcstandardsta.rtingdosegroup)and203ESA .. trcatcdsubjccts{l03inthc 
lower starting dose group and 100 in the standard stutmg dose group). The FAS was used for efficacy data analysis 
Overall. baseline characteristics, including aae. eender, and CKD duration. were comparable between the two groups. Amon& both ESA•naive and ESA· 
treated patients, the average baseline Hb levels were similar between the two staning dose groups (87 .73 g/L and 86.17 g/L i11 the ESA .. naivc group, and 
104.81g/Landl0547g/LintheESA-trea1edgroop) 
For ESA•nai"vesubjects, the primary efficacy endpoint (proportion ofJubjecu achieving Hb~ IJOg/L in the firs120 weeks) wu similar in both lower and 
standardstu.rtingdosegroups(77.2'1.and73.2%,respcctively)(sceTable8).ForESA•treatedcubjects,lheprimarycfficacyendpoint(proportionofsubjects 
wil.h n mean Hb ~ 100 g.lL &om the Weelc 17 visi t to the Weck 21 visit) was comparable in both lower and standard siarting dose groups (82.5% and 79.0%) {sec 
Tablc9) 
Table 8. Primary Efficacy Aaaly1is In ESA-ua"ive Subjects (FAS Population) 

Numbcrandproponion 
ofsubjectswhoachicved 
Hb ? IIOg/Linthcfirst 
20wccks 

Lower Starting Dose 
(N•S"l) 

n(%)(9S•J.CI) 

44 
(77.2%)(64.21/o,87.3'/,) 

T• ble 9. Primary Efficacy An • ly1ls In ESA-Trcatcd Subjects (FAS l'opulatlon) 

Number and proportion of 
subjecu with mean Hb 
~100g/LoverWeck17 
visittoWeek21visit 

Lower Starting Dose 
(N-103) 

n(¾)(95•/.CI) 

85 
(82.l%)(73.8'/4_89.JY.) 

Standar dStarttnaDosc 
(N•5') 

n('J.)(95'/,CI) 

41 
(73.23/,)(59.7'/,,84.2%} 

Standard Starting Dome 
(N•IOO) 

n(1/4)(95•/.C I) 

19 
(79.0%)(69.7%,86.l¾) 

Tolal 
(N•ll3) 

n(%)(95%CI) 

85 
(7S.2%)(66.2%,82.9'/,) 

Tolal 
(N•lOJ) 

n(%)(9S%CI) 

164 
(80.8%)(747%,86.0-/4) 

The lower starting dose of roxadustat also showed simi lar l"C!U!tli in the following JCCODdary efficacy cndpoinu for corro;;tion of anemia compared with lhc 
standardsiartingdosc 
In ESA•narve subjects, the mean change from baseline m Hb levels from Weck 17 visit 10 Week 21 visit was 20.7 (±10.41) g/L in the lower starting dose 
group and 21.6 (±14.9 l) g/L i_n the standard starting dose group; th~ proponion of subj.ecu with a mean Hb (mean lib from Wcc:k 17 visit 10 .week 21 visi!) 
?::IOO g/L was slightly high~r in the lower slatting dose group than m the standard startmg dose group (78.9"'/4 v1. 67.9o/,). In ESA-trcatcd subjects, the mean 
change from baseline in Hb levels from Week 17 vimit to Weck 21 visit wu 4.9 (±11.80) g/L in the lower starting dose group and 6.0 (±12.63) g/L in the 
standa.rdstartingdoscgroup. 
Additionally, in ESA•naive subjects, 1hc mean change from baseline (CFB) in Hb level at Weck 5 was sligh1ly lower in the lower staning dose group 
compared to the standard startina dose an,up (I 1.5 &IL vs. 16.8 a/L). From Week 9 onward. Hb CFB remained stable and similar in both ,iroups (19.8 &IL 
v,;. 21.6g/Lat Wcck9). This tttndwassimilarto what was observed in ESA-treatcdsubjccts (3.3 g/Lvs. 8.5g/Lat Weck 5; 5.9gll.vs. 8.2g/Lat Wcek9), 
furthersupportingthccomparableefficacybetwecnthctwogrou~ 
FCCL-459l-8S8 
Study 858 wu a randomized, controlled, opcn .. \abcl, multicenter study designed to evaluate the efficacy and safety of the lower starting dose ofroxadustat 
in Stage 3.5 CKD subjects with anemia not on dialysis over a 16-week treatment period. The ,tudy hypolhesi:zcd that the primary efficacy endpoint (mean 
change from baseline in hemoglobin level between Weck 12 and Weck 16) in the lower starting dose group would be non-inferior 10 that in the standard 
s1arting_do1cgro~p. 

cs1n11ificdbyCK.D1tage(Stagc3,Stagc4,Stage5)ntldrandomiz.cdinal:I ratiotocithcr1helowcr11nning 
< 60 kg and 70 mg TIW for subjecl5 weighing~ 60 kg) or tl1c standard slartiug dose group (70 mg TIW for 
subjcctsweighing:!60kg).RoxadW1t1tdoscswcrcadjustcdduringtrcatmcntaccording10theapproveddosc 

At (l26in thelowerstartingdosegroupand 124mlhestandardstartingdosegroup)wcre 
trcatcd.Oftbcsc,249subjccts(l26inthelowerstartingdoscgroupand 123inthcstandard startingdoscgroup)wcreincludedin thcfullanalysissct(FAS), 
and226subJects (115 m the lower startmgdose group and 11l m the standard startmgdosegroup)wcrt included in the per protocol sct(Pl>S) 
Baseline characteristics such as sgc, gender, and <:;KD duration were ~neraJly companble between the two groups. Baseline Hb levels (89.4 :l:: 6.96 g./L in 
thelowerstartingdoscgroupand90.4±6.83g/L1nthestandardstartingdo!1Cgroup)andproportionsofsubjectsincachHbsubgroup(:!80gfL.<80g/L) 
were comparable. Additionally, baseline levels oftransfcrrin, transfcrrin saturation, serum iron, and total iron•binding capacity were comparable between two 
groups 
In the PPS, the least squares mean for the primary efficacy endpoint (change from baseline in mean hemoglobin level between Weck 12 and Weck 16) was 
21.57 g/L for subjccu in the lower startina dose group and 26.3S g.lL for subjects in the standard stanin& dose &roup. The difference between IU()Ups (2 .. sided 
95% C l) was -_4.78 g/L (•,7.77, -1.7~). wit~ the lower limit being \cu than the preset non.inferiority margm of -5 g/L(1ee Table I~). For the secondary 

Throughout the ueauncnt period, the number and proportion of subjecu experiencing an hemoglobin (Hb) rise> 20 g/L over any 4-wcek period (lower 
starting dose group vs. standard start1ng dose group: 51 subjecu {40.5%] vs. 72 s ubjects (58.5%1), the number and proportion of subjects wilh Hb 
conccntnallon > 120 gfl.. (lower starring dose group vs. standard starting dose group: 54 subJcc1s [42.9%] vs. 78 subjects {63.4%)), and the number and 
proportion of subjects wilh Hb concentration> 130 g/L(lowcrstaning dose group vs. standard starting dose group 19 subjecu {15.1%] va. 39 subjecl5 [31.7%]) 
were lower in the lower sl!U"ting dOlc group compared to tl1c swuiard s1arting dose group (P < 0.05), 
Subgroup lnalyses based on the pnma.ry endpoint showed that in the lower narting dose group, the change from baseline in mean hemoglobin level between 
Weck 12 and Weck 16in Stage S CK.DsubjcctS with ancmia(17.28 g/L)was numcrlcallysmaller than tha1 in subjects with Stage J (2!5.41 g/L) and Stage4 
{23.9 l gfl) CK.D, and this trend wu not renectcd in the standard staning dose group. These results suggest that the lower starting dose may be more suitable 
forpatienu with Stage 3-4 CKD, while the standard starung dose may be more effectwc for achieving target hemoglobrn levels in p1t1cnll with Stage S CKD. 
Table 10 Mean Change from Baseline In Mean Hemor;lobln Level between Week 12 and Week 16 (PPS Population) 

Lowcr5tart.ingdoscgroup 
N•ll5 

Standardstartingdoscgroup 
N - 111 

Baseline [ l] Numbcrofsubjects 
Mcan(SD) 

Mean over Weck 12 to Weck 16 [21 Number of subjects 
Mcan(SD) 

Changcfrombasclineinmcanover Lcas1squaremean 
Week 1210 Weck 16 (MMRM) (95¾ CI) 

TrealmentDiffcrencc 
(9S¾CI) 

Ill 
89.4(7.00) 

106 
lll.3(13.38) 

21.57 
(19.2'.5,23.89) 

-4.78 
(-7.17,-1.79) 

Ill 
90.6(6.69) 

108 
117,1(9.97) 

26.JS 
(24.44,28.27) 

Ml\1RM • Mixed model for repeated measures, Ci• Confidence interval, SE• Standard error. The MMRM model included treatment group, visit, treatment 
~~a:::it as fixed effects, baseline hemoglobin value, and baseline estimated glomcrular filtration rate u covanates, with the selection of unstructured 

[ 1] Baseline hemoglobin le,·el is defined as the mean oftbe last 2 hemoglobin values before the first dose of study drug. 
121 Mean over Week 12 to Weck 16 • (hemoglobin level at Weck 12 + hemoglobin level at Weck 16)12 
Table II Proportion of Subjec::t1 with Mun Hemoalobin Lenis in I.ht Ranie of 100 to 120 &IL between Week 12 and Wetk 16 (PPS Population) 

Category 

Meanhemoglobin{g/L) 
Mcanhcmoglobinbctwccn J00-120g/L(l] 
Numbcrofsubjccts(¾) 

Od<b ratio (95% C l) (2) 
P-value 

Lowerstanin8dosegroup 
(N • ll>) 

55(47.8) 

Standardsta.ningdosegroup 
(N • III) 

SJ(47.7) 
1.158(0.671,1.996) 

0.5983 

Note: Cl • Confidence interval (I] 1n the logistic regression model, baseline hemoglobin and baseline cGFR were included u covariatca. (2] Odds rntio 
Number of subjects in the lower starting dose group/number of subjects in the standard starting dose group. 
fPh• nn1coloe,y • ndToa.lcolo&1J 
I.Pharmacology 
Roxadustat is a hypoxia-inducible factor, prolyl hydrox.yluc i~ibitor. It inhibil5 prolyl hydroxy_Jucs PH!)l, PHD2, and PHDJ in vitro, leading to the rapid 
and rcvcn,iblc activation of hypoxia-inducible factor•Cl (HIF-u) in Hcp3B cell line 106 cells. This activauon induces elevated level$ of crythropoictin (EPO) 
in Hcp3B cells. Roxadu.sULl ini;reases hemoglobin lllld hcmatocri1 levels in nom1al mice 11.ud mt.s, u well as in rat models of a.ncmia induced by 111nammatio11 
orncphrcctomy 
l.To1ic::olO&J' 
Genotoxldty: 
:~~~tat was negative tn the Ames test, the chromosome aberration test of human pcnpbcn.J blood lymphocytes, BIid the bone marrow micronucleus test in 

Reproductive and Developmental toxkily: 
ln tberat fertility and carlycmbl)'o developmental to:Ocity test, rats were orally administered RoxadllStal 11 doses of 5, 15, and 30 mg/kg. Male rats were 
given the drug three times a w«k from 14 days before mating until the end of the study, while female nus were given lhedrug three times a week from 14 
days before malina throuVtout the ma tin& period. and once daily from day O to day 7 of pregnancy. At the 30 mg/kg dose. the weights of the cpid1dymis and 
seminal vesicJcs in male r• L'il decreased, hut fertility was unaffected. Female fertility was also unaffected, althou&h the number of stillbirths and th~ post• 
implantation loss rate increased at the 30 mg/kg dose; At 30 11nd 15 mg/kg doses, both male and female ra.t.s showed enlarged spleens and increases in ~plecn 
weig.hl and coefficien1, with female rau 1110 showing increased liver weight. 
In the rat embryo-fetal toxicity test, nis were orally admmistcred with ro:udustal al 5, I 5, or 30 mg/leg.I day from day 7 to day 17 of pregnancy. In the 30 mg/ 
kgdosegroup,pregnantratscxpcricnccdreducedbodyweigblcarlyindoaing,decrea.sedfoodintalceduringthcdosingpcriod,anddecreasedfctalweight 
Additionally, the average weight of ma!c fetal placentas increased and the incidence of cervical rib variations increased. In th~ rabbit cmbryo .. fet.al toxicity 
1cst. rabbiu were orally administered with roxadustatal 15, 35, or 100 mg,11:g/day from day 7 today 17 of pregnancy.At the 35 and 100 mg/kg doses, the 
miscarriagcratcincrcascd,bulnosignificantfcllllabnonnaliticswcreobscrvcd 
In lhcralpcrinatalloJ1.icitystudy,ral5wcreo1allyadmiais1credwithrox11dustatatdoscsofS, IO,or20mg/kg/d• yfromday7ofprcgnancytoday20of 
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mortality and significant abnormal clinical signs. The evaluation of Fl generation aft.er weaning was stopped at the 20 mg/kg dose level due to h igh mortality. 
At doses of 5 mg/kg and above, Fl generation offspnng experienced reduced food intake and weight gain, delayed reflex development (e.g., righting reflex, 
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f;~~t~o~: 
F2 gencra11on offspring showed visible malform.atioru, though the relevance to the drug remains unclear. Roxadustat can cross the placental barrier and is 
excreted in milk. with the concentration in milk significantly higher than maternal blood conccntralions during the .same period. 
Cardnogenldty: 
Mice were orally ad.ministered with roudustat 11 doses of 15, 30. or 60 mg/1:g, and rats were orally administered with roxadustat at doses of2.5, 5. or 10 mg/ 
kg, three limes a week for two consecutive years. No carcinogenic cffcct.s related IO roudtLUat were observed 
(Pbarmuokinttk1I 
Roxadus111 PK data were: obtained from a single• and mulbple--Oosc escalation srudy m Chinese healthy 1ubjccu (dose range 40 to 200 mg), u well u from 
PK subgroup studies in a China phase 2 study (hemodialysis patienu) and two China phase 3 studies in C hina (one in NDD CKD paticnu and one in CKD 
patients undcrgoiog peritoneal dialysis). Add1tion•lly, PK data were collected from a bioequivalcnce (BE) study in China and I BE study conduc1cd in 
Chinese subjccl3 in Singapore. Other PK data concerning dose escalation, drug·drug interactions, humnn mass balance, food cffccl5, biocquivolcncc, and in 
vitro phannaeokineticswcreobtaincdfromvariol.lllstudicsconduc1cdinlhcUS,Europc,andJaplln -Roxadustat i5 rapidly absorbed after oral administration, with median time for rea~hing the maximum plasma concentration at 2 hours post dose in lhe fasted 
state. Roxadustat plasma exposure (C_ and AUG) is dose-proponional within the recommended t!1trapcu1ic dose rang~. The me~ climinatio~ half .. lifc is 
approximately 8-1 I hours in healthy subjects. around 12 hows in NOD CKD patients, and approximately l0·12 hours m DD paucnlS. No 1igntfican1 drug 
accumulat10n was observed when roxadustal was administered lhrcc times per week at the recommended dose. 
After a h1gh-calonc, high•flt breakfasl 1ncludmg dauy products, rox:adustat AUC remained unchanged, while c_ decreased by 2So/ •. Rox:adustat can be 
takcnwithorwithoutfood .. -Roxadwtat is highly bound to human plasm.a proteins {>98Y,), predominantly to albumin. Hemodialysi! or peritoneal dialysis docs no1 significantly affect the 
removalofRoxadustat. -Roxadustat is primarily rnetaboli:zcd in viw by UOTIA9 and CYP2C8, with major mctaboli1cs including roudusta1.Q.gluc11ronide 11nd hydroxy.ro:i:adustat 
In Yitro studies asscuing CYP450 metabolic enzyme phenotyping evaluated a range of common CYP enzymes (CYP 1 Al, I A2, 2A6, 1 Bl, 286, 2C8, 2C9, 
2Cl9, 2D6, 2EI, 3A4, and 3A5). Resulli indicated that CYP2C8 is the primary enzyme responsible for converting roxadustat to hydroxy.roxadustat in lhe 
human liver. 
/11 Yitro UGT melabolic enzyme phcnotyping studies assessed I range of common UGT enzymes (UGTIAI, IAJ, IA4, IA6, IA?, IA8, IA9 , JAIO, 28-4, 
287, 2810, 2815, and 2817). These studies fowid that UGTIA9 is the major enzyme rcspon3iblc for the glucuronidation ofroxadustat in the human liver. 
Addilionally, in vitro sludics showed thal O·glucuroniilittion ..ctivity of ro:i:adustat was detectable in both human liver and renal micro,on)CS. Although in ~·itro 
srudics showed tha1 rUGTIA7 and rUGTIA8 play a role in roxadustat metabolism, given that both enzymes were usually outside the liver and their effects 
could not be verified by correlation analysis of human liver microsomes, it was suggested that these enzymes may be involved in the renal glucuronidation of 
roxadustat -When radiolabcllcd roxadustat was administered orally in hea!Uly subjects, the mean recovery rate of radioactivity was approximately 96% (SO-ID in feces, 
46% in urine). The majority of radioactivity in plasma (?:83%) was attributed to unchanged roxadustat. No major metabolites were detected in plasma. 
~ 
Geriatrics: In elderly subjects (>6!5 years old), roxadustat c_ md AUC.., increased by 15% and 23%. respectively, compared to younger subjects {18 to 45 
yean; old); these differences were oot climcally significant. Changes in mean Hb from baseline, adverse events, and average roxaduslllt do!e in subjecu > 65 
years were similar to subject.s < 65 ycan in China Phuc 3 clinical trial 
Patie11u with H~patic Jmpainn~nt: Following a single dost of 100 mg rox:adustat, mean rondustat AUC wu 23% higber and mean c_ wu 16% lower in 
subjects with moderate hepatic impairment (Chi ld.Pugh Class B) and normal renal function compared to rubjectl with nonnal hepatic and renal functions. 
Tht unbound fraction of roxadustal increased in 1Ubjects with modcntt hepatic impairment compared to matched healthy subjects (I.I% v1. 0.8%), re.suiting 
inasignificMtincreaseinmeanu.nbou.ndcxposurc(70%). 
The pharmacok.inctics of roxadustat in paticnl3 with severe hepatic impairment (ChiJd .. Pug.h Class C) have not been studied. 
C1cdiu:Elwrnnhuiel9gy 
In a thorough QT intcrvsl study in healthy subject5, roxadustat admmistered at dose! of 2.75 mg/kg and 5.0 mg/kg (up to 510 mg) did not rc,ult in ti 
prolongationoftheQTintcrvalaftercorrcc1ionforheunratc 
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