Evrenzo Capsules Package Insert

Please read this leaflet carefully and use as directed by your physician.

[Drug Names]

|Camp«mon' (ingredients))

ingredient: roxadustat
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Roxadustat Capsules S0mg: Each capsule contains S0mg of roxadustat
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Lactose Cellulose, Povidone K30, Croscarmellose Sodium, Magnesium Stearate

Capsule shell (20mg): Gelatin, Iron Oxide Yellow, Titanium Dioxide

Cxpsn]c shell (50mg): Gelatin, Allura Red AC, Iron Oxide Yellow, Titanium Dioxide

printing ink: Shellac, Ethanol, Isopropanol, Butyl Alcohol, Propylene Glycol, Ammonia Solution, Iron Oxide Black, Potassium Hydroxide
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Table 4. Incident Rates of Cardiovascular Events in Roxadustat-Treated Subjects in China (Phase 2 and 3 Studies)
CV Events DD CKD Subjects NDD CKD Subjects
Cardiac Failure 1.5% 2.5%
Myocardial Infarction 0.4% 0.0%
Thrombosis 42% 1.2%
Hypertension (severc) 0.4% 1.6%

Adverse Reactions from Global Pivotal Phase 3 Clinical Trials and Post-marketing Experience
In the roxadustat global CKD Anenia development program, s total of 6 pivotal Phas 3 studics have been completed. including 3 stdics comparing
roxadustat with placebo i s with anemia (FGCL-4592-060/ANDES, 1517-CL-0608/ALPS, and D7 /OLYMPUS) and 3 studies
comparing roxadustat with epoetin alfa in DD CKD patients with anemia (FGCL-4392-063/HIMALAYAS, FGCL-4592-064/SIERRAS, D5740C00002/
. These 6 Phase 3 clinical trials included 8150 patients with CKD, of whom 4326 received roxadustat (7185.9 patient exposure years, PEY), 1940
received epoetin alfa (3743.6 PEY), and 1884 received placebo (2323.2 PEY).
DD CKD potens with anemia
Adverse reactions were ined based on pooled dta fom 3 andomized open-abel active-controlled studies (FGCL.4592-063, FGCL4592-064,
DS740C00002), involving 3880, patients. Of these, 1940 patients were treated with o and 1940 patients were treated with epoetin alfa. The mea
duration of exposure for patients receiving roxadustat was 1.71 years, with 63% of patients s exposed for > 1 year and 43% of patcnls posed fo > 2 years.
For ptient eceiving epoetinafs, the mean durtion of exposure was 193 yeas,with 71% of paiens exposed fo > I year und 525 of patients exposcd for

In a subgroup analysis of 1526 DD patieats who started dialysis within 4 months before receiving their first dose of cither roxadustat (N=760) or epoetin i
0V=766) (cident diayss [1D) patiets),the ok shrwin of exposure to oasta was 145 yeas with S1% of patems exposed fc mare thas | v

and 30% of patients exposed for more than 2 years. The mean duration of exposure to epoetin alfa was 1.55 years, with 54% of patients exposed for >
and 34% of plnenvs oot fou S e, The icidersn oF fverss Teactioss reporien i fis subyeicp ed comstnemt s G sbesrved s overal' D
patients,
NDD CKD patients with anemia
Adverse reactions were determined based on pooled data from 3 randomized double-blind placebo-controlled studies (FGCL-4592-060, 1517-CL-0608,

[Description] DSHMOCDONOI),incuing 4210 ptens. Among these 2386 pusets were rsied with roxadusat and 1834 paiets were teald wih placebo. The mean
Roxadustat Capsules 20 mg: Capsules with opaque yellow cap and body, with “FG20” printed in black on the cap, containing white to yellow powder or duration of exposure for patients receiving roxadustat was 1,62 years, with 71% of patients exposed for > 1 year and 34% of patients exposed for > 2 years.
granules. For the placebo group, the mean duration of exposure was 1.23 years, with 53% of patients exposed for > 1 year and 21% of patients exposed for > 2 years.
Roxadustat Capsules 50 mg: Capsules with opaque red cap and body, with “FGS0" printed in black on the cap, containing white to yellow powder or Adverse Reactions
granules, Adverse Drug Reactions are listed by MedDRA System Organ Class (SOC) and frequency, as detailed in Table 5. Frequency categories are defined as
ndleatons) follows: Very common (> 1/10), common (2 1/100 to < 1/10), uncommon (= 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000), very rare (< 1/10,000), and
“The product is indicated for patients with anemia caused by chronic kidney disease (CKD), including dialysis-dependent (DD) and non-dialysis-depend not known (cannot be estimated from the available data).

DD) patients. Table 5. Adverse Reactions
[Strengths]
L F_f: s System Organ Class (SOC) Frequency Adverse Reaction
[Dosage and Administration] Infections and infestations Common Sepsis
i :::::.::: ith i poduet must be initsed under the supervision of ealhcare professonal. e e P ———

The saning doseshould b seectd based o body welght,70.mg (45 t0.< 60 ke) o 1001 (2 60 kg for disbysi-dependent (DD) chronicKidney dscasc ‘Nervous system disorders Common R
(CKD) paients with anemis; S0 mg (40 to < 6 ky) o 70 mg > 60 k) fornoa-iayss-dependen (NDD) CKD patiers with anemie, - o
three times per week (TIW). Physicians may adopt an individualized dosing regimen on patients’ specific clinical condition. For nlmpl:, for shge 5 Vascular disorders Very common ‘vascular access thrombosis (VAT)
CKD paients with anemia not on dialyis, he staning dose e may be increased to 70 mg (40 to <60 kg) or 100 mg (>60 kg), administered orally three times Common Deep vein thrombosis (DVT)
per weel juct must not be taken on consceuti . - -
D kit Costmens it not be continued beymd 24 ik of therapy xf- clinically meaningful increase in hemoglobin (Hb) levels is not achieved. Gastrointestinal disorders Very common Nausea, diarrhea
Alternative explanations for an inadequate respanse should be sought and treat i ‘Constipation
Patients currently treated with e ietin with stable hemog]nhm levels wiin e target rnge may experience lctuatons in Hb levels fler converting — S
to roxadustat. Conversion should only.be considered based on benef S hon thece g valid clinioa] reaso Skin and subcutaneous tissue disorders Not known Dermatitis Exfoliative Generalized (DEG)

assessment wi
Convesion of noisiysia paticns shiccwise stablo o cytheopolesi sHhmRIMng AESOL (ESA) treatment has not been vetigai A decision o ot fhoae
patients with roxadustat should be based on a benefit-risk consideration for the individual patient
Rescarch indicates 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. For patients nndagmnl hemodialysis r proneal diayss oxadusta can be aken at any time befoe or afe diaysis,
Ifyoumise s dose, ‘missed dose and take your next dose at your regularly scheduled time.
Dose Adjust

outcomes of anemia vary wnh g, gender, and the overal burden o the diseas,assesmen should be made n combinaton withpatent'
specific clinical condition for physicians. et period, it secommended to monior the hemoglobin (D evels cvery 2 weeks il
stabilize ccks hereafer, Raxadustat dos should bo adjusied bascd on Hb evels o achieve nd mintain an Hb level f 100 0 120 g1, while
miieing e 50 i blood tratisfuion. The 08 oa b adjusted €VGey A wecks, by takin into accorus b the et Hi eveland the chnngc in Hb
Jovel over tho past 4 weeks. The recommended dose adjustmeat rulos ar shown n Table 1.
‘Table 1: Roxadustat Dose Adjustment Rules

* This adverse reaction is associated with CKD patients who were on dialysis while receiving roxadustat.

in Re
Demasigs extoliative generalized, part of severe cutaneous adverse reactions (SCARS), has been reported during post-marketing surveillance and has shown
own).

an association with roxadustat treatment (frequency not ke

[Contraindications]

The use of roxadusiat s contrindicated n the folowing ptients:

+ Women who are pregnant or breastfeeding

- Patients with known the or any of the excipieats.
[Precautions]

Hemoglobin level monitoring: In CKD patients, hemoglobin levels should not exceed the upper limit of the target value recommended for
use. Excessively high hemoglobin levels and a rapid increase in hemoglobin may increase the risks of deep vein thrombosis and vascular access

‘Change in Hb level over Hb Level at the Time of Dose Adjustment (g/L) thrombosis. During t s st it i produt, the dos of roxadusatshould be susied based o e Hb leve 10 mintain the Hb evel within
Previous 4 Weeks the range of Afterstarting reatment or sdjustng the dose monior the Hb level every 2 weeks unl it reaches and sabilizes within the
i <108 105 <120 oo 2130 Mget YBage, aRter which romnitorling can be ot every 4 wosks: If ths Fb:lovel icioases by roove i 30 G/ wita# soeks, o

<10 1 1 No change Withhold dosing, monitor Hb should b take, such as recing te dosc or muspending e frestmen (see “Dose Adjument: wection i [Dosege and Adicinistrtion] o doeisy
[level] and resume. dosing when 2. Blood pressure monitos lypertension was observed as an adverse event in clinical trials, though these may be influenced by factors such

-10%10 1) No clings ! Hb level is <120 g/L, at a dose 25 iscerying igem el sl o, S0 fe seiatipuhip gt g 1 ot pet clokr. Th posilEsty of eleod pressure increases during roxadustat
>10 No change 1 i that is reduced by one step. treatment for anemia cannot be ruled out, Therefore, blood pressure should be monitored before starting, at the start, and during treatment with
roxadustat. Patients with poorly controlled hypertension were excluded from clinical trials, so those with uncontrolled hypertension should use this

“The dose steps are as follows: 20, 40, 50, 70, 100, 120, 150, and 200 product with caution.

For example, a dose increases at a dose of 70 mg results in 100 mg as ‘the new dose. A dose reduction at a dose of 150 mg results in 120 mg as the new 3. Patients with moderate to severe hepatic impairment: The efficacy and safety of this product have not been established in patients with moderate

dose. and severe hepatic impairment (Child Pugh Class B and C). For these patients, treatment should only be initiated after a thorough assessment of
Abbrvitions: = dose merese; | = os eduction the patents risk-benefit. Patintsshould be closely monitored duing dose adstments, and th saring dos of roxadutat should be spproprisiely

’ reduced (see “Dose Adjustment” in [Dosage and Administration] for detail
st Boivdonss 4. Serious infection: Serious infections, including fatal ones, have been l:porl(d in both DD and NDD CKD patients with anemia treated with
+" Dose incroases (1) and roductions (1) are made according to pro-set dose steps. roxadustat. The causal relationship between roxadustat and serious infections has not been established. In the study of DD CKD patients with
The fecoeummanided inexisutit dose 1 25 g anemia, the incidence of serious infections was similar in patients treated with roxadustat compared to those treated with epoetin alfa (24.4% and
Dose A dustment for Rapid Hb level Increase 14.3/100 PY withroxadustat versus 248% and 12.8/100 PY with cpoeinalu) the most commanly reportd srious ifections were pneumonia,
+ IfHD level increases by >20 g/L within 2 weeks in a patient whose Hb value is >90 /L, the dose should be reduced by one step. s, and peritonitis. In the study of NDD CKD patient with anemia, serious curred more frequently but s similer exposuro-adjus
* In the event of rapid H level increase, it s recommended to reduce the dose only once within a 4-week period. s patients treated with roxadustat (18.9%, 12.4 patients with events per 100 patient years of exposure [PY]) compared to placebo (12.9%, 1o, 6
Special Populations ticnts wilgveass per 100EY it e oosb ominon serlogs afucion being prgumgi, epis e sy tact Bflion: 2 DD paticat, e
Gl aens o saing dos atjstment sy frpatct g 6 andsbove incidence of ftal nfections was siilar between tratment groups (2:4%, 14/100 PY with roxadusia vrsus 24%, 1.7/100 PY with epoeinaife).
Pediatric Patients: The safety and cfficacy of ro c patients under 18 years of age have not been established. ever, there was 2 imbalance in the subgroup of patients who starte within 4 months of beginning dialysis (2.5%, 1.7/100
Pnnenu with hepatic impairment: No ad;unmm of the starting dose level is required in patients with mild hepatic impairment (Child-Pugh Class A). The PY wilh foxadustat versus 149, 0,910 PY with epoetin alfa). In NDD studies, the focideace of il mfmmns ‘was higher in the roxadustat group
and efficacy of roxadustat have not been studied in patients with moderate or severe hepatic impairment (Child-Pugh Class B or C). It is recommended (3 6% 2.0/100 PY) compared to the placebo group (2.1%, 1.2/100 PY). Fatal infections were most pronounced in severe NDD CKD patients with
0 clasely moniios e fusic-fictoe i these patients 41 rediice the stating dose: (e.g. ¢GFR <10 mL/min/1.73nf) who were just started roxadustat treatment and in NDD CKD plnenu with anemia who started dialysis
[Adverse Reactiods] while b0 roadustat. Risk-beasfit eofleshotld be ssstied cireflly beforswarig roxaat weatment  peients with sctive gevee o seious
‘Adyerse Reactions from Clinical Trials infections. It is recommended to monitor patients for symptoms and signs of infection during treatment wi t and advise them to contact
‘This Package Insert summarizes the adverse reactions potentially associated with roxadustat observed in clinical trials and their approximate incidence rates. their doctors if signs or symptoms of infection -ppen Suspected infections should be promptly assessed and treat
Because clinical trials are conducted under a wide variety of conditions, the incidence rates of adverse reactions observed in a drug clinical trial cannot be 5. Sepsis: Sepsis was one of the most Wmmoﬂ Teported serious infections and included fatal events. Patients wum signs and symptoms of sepsis (e.g.,
directly complre;ﬁ 10 those observed in another drug clinical trial and may not reflect the actual incidence rates observed in clinical practice. z mon that spre ooty body ""h low blood pressure and the potential for organ failure) should be promptly evaluated and treated
Summary of Safety Data
ln cnm-, slfely d.m were obum:d from two Phase 2 clinical trials and two Phase 3 clinical trials: m:ludmg one th 2 study FGCL-4592-047 (N=91) 6. Deep Vein Thrombost: Incinial rials involving DD and NDD CKD patients with anemia, those treated with roxadustat had a higher incidence
KD patien one Phase 2 study FGCLA4592045 (N=06) voling D ot with anemia, one Phase 3 study FGCL- of deep vein thrombosis (DVT) compared 1o patientsreceving placebo orepoeti alfs. Treatment with oxadusat should be considerd afer 8
4592 "so08 (Nxm) mvnlv\ng NDD KD pa plncnl! ‘with anemia, and one Phase 3 study FGCL-4592- ms (N 305) mvolvmg DD CKD patients with anemia. In thorough assessment of the patient’s ik beneht profile. Patients should be advised to contact their doctors if they experience signs or symptoms of
lhcs: :hmcnl trials, a total of 554 subjects were treated with roxadustat, 229 mn,e-:u melved the drug for >6 months and 102 subjects for 1 year. The dose DVT. DVT should be promptly assessed and treated.
2-2.5 mg/kg (50-180 mg) TIW in the Phase 2 studics and from 1.3.2.5 mg/kg (20-200 mg) TIW in the Phase 3 studics, 7. Vascular Access Thrombosis: In clinical trials involving DD and NDD CKD patients with anemia, those treated with roxadustat had an increased
In Lhc globll development program of roxadustat, uw]udmg studies conducted in China, a total of 947 healthy subjects and 12,386 chronic kidney discase incidence of vascular access thrombosis (VAT) compared to lhm wcewms placebo or epoetin alfa. In studies involving DD CKD patients with
patiecis Vi aneoith e veceived the's ieahhy ubjects, 863 ecel o : sroking e CKD patients anemia, the highest incidence of VAT in roxadustat-treated occurred within the first 12 weeks of treatment and when hemoglobin levels
with anemia, there were 5,994 NDD patients with ‘s and 6,393 Db p‘lmlls with anemia. Of these, 7,227 patients received roxadustat, while the increased by more than 20 g/L over 4 weeks. Hemoglobin Ievels shod be. closely monitored for the first 12 weeks of treatment. Dose adjustments
TBRiBing'S, 59 peticas rosived e (e opetia of discontisuation Hiild be made & needed, follawing the dose #dljustment yaidSliags (Table 1). Tréatmont should bo stared sfar carcful
*xtiverse Reactions In the Clinical Trials In Chins assessment of patient's risk-benefit profile. Patients with VAT should be ted.

\D CAD patients with anemia 8. Seizures: In clinical trials involving DD and NDD CKD patient with anemia, those treated with roxadustat had a higher incidence of seizures
FGCL-493.806 was a randormized, open-label, active-controlled (epoetin alfa) Phase 3 study evaluating the cfficacy and safety of roxadustat for treatment compared to those receiving placebo or epoetin alfa. During the initial months of roxadustat treatment, patients should be closely monitored for any
of amemi npuents with ilyis-dependent CKD, Pans were rndomized i 21 i o eciv veamentwi cithor ora roadsta in alfa, premonitry neurologi symptoms. Trestmentshould be stated afe careful assessment of paient' isk-benefi profie. Paiens should be advised to
‘The study included a 26-week ini ent period followed by a 26-week extension treatment period (for subjects randomized to the ik group romptly contact their doctors if they experience new-onset s Egoas, or s increase in the frequency or severity of seizures.
i), Tblo 2 ista e tporks resigas ,q,m,d during the 26-week initial treatment period of FGCL-4592-806 with an incidence rate of >1% and severity 9. Bocondiry hypothyroldism: Cascs of socondary hypothyroidism have been reporied with ihe use of axadustat, These reactions wevs reversibie
grade of 23 (adverse events are coded by MedDRA 19.1 and listed by System Organ Class and Preferred Term). The incidence rate of adverse events related upon roxadustat withdrawal. Monitoring of mwmd ﬁmmon is recommended as clinically dicated
0 roxadustat was relatively low (<5%), with most events being of Gl 122. Thiae adverso oveuts wéit comsisit with s bnav coxnplications . CKD 10. Roxadustat should not be co-administered with ES,
pieats 11. Athletes should use this medication with caution.

Table 2. Adverse Reactions with the reported i of 21% and y 123 during the 26-week Initial Treatment Period of Study [Use s Pregaant and Lactating Women]
FGCL4592.806 Pregnant Women
Clinical trials with roxadustat have not been conducted in pregnant women. Reproductive toxicity studies in animals demonstrated roxadustat can

System Organ Class Roxadustat N=204 reduce foetal and pup body weight. Therefore, roxadustat is contraindicated in pregnant women. Women of childbearing age should use highly effective

Preferred Term N % contraceptive methods during treatment and for 7 days after the last dose.
Lactating Women

Eye Disorders Itis cumnlly unknown whether mxwdnsm is excreted in human rmxk A smdy in rats has shown cxcrclmn of roudusul in milk, palemll][y leading to

Eyelid Edema 2 1.0% 0 0.0% increased mortality, slowed growth, and delayed in offspri tly, roxadustat in lactating wor
[Useis Childrea]
G“""‘,':I‘I:':}‘;)"'l:’o':‘!;‘:“" i - o o safety and efficacy of roxadustat in pediatric patients under 18 years of age have not been established.
0% L [Uu in Geriatric Patients)
3""‘"’"‘;" Disteusion g ] Y g % No dose adjustment based on age is required for patients over 63 years old. Analyses of hemoglobin levels and roxadustat doses in subjects aged 265 and <65
Flim:: 5 To% 0 3 years from Studies FGCL-4592-806 and FGCL-4592-808 showed no significant differences in hemoglobin levels or roxadustat doses between the two age
troesophageal Reflux Discase 2 10% 0 0.0% [orug interacts

Nausea 6 29% 0 0.0% g 1usecactinss]
s g o 2 o Patients with CKD often use multiple medications concurrently. The following are drugs that require caution when used in conjunction with roxadustat:

8 : & Ehaxphat: binders, n;ral n: ) . . = ; : ”

‘o-administration of roxadustat (200 mg) with sevelamer carbonate (2400 mg) or calcium acetate (1900 mg) decreased roxadustat AUC by 67% and 46% an¢
Cegoral Diswrdeen sot Adisitrstin fts Condtioms 7 349 o 0% Coby 66% and 52%, respectively. Roxadustat should be taken at least | ot hofgsior Mok i s of Ancphate biiloes, ofal oo, masineltmuil i
Chest Discomfort 2 10% 0 0.0% containing ¢ uucm or nmcr multivalent cation-containin, ‘mineral supplements. This restriction dnn not apply to lanthanum carbonate, as co-
2 2 not result in a clinically meaningful change in roxadustat AUC o
Tmmune System Disorders Activated. nd.\'amnve hiral
Hypersensitivity * 1 0.5% 0 0.0% Co-administration with oral adsorptive charcoal (Kremezin®) does not have a clinically meaningful effect on roxadustat AUC or v,
Probenecid (UGT and mn/ous mhn[nmr)

Infections and Infestations ‘o-administration of roxa mg) with probenecid (500 mg, BID) results in a 2.3-fold increase in roxadustat AUC and a 1.4-fold increase in C,.,
Lung Infection ® 1 05% 0 0.0% Couton i advised when stating o mppmg concurrent treatment with probenecid, other OATI/OATS inhibitors (c.g., teriflunomide), UGT inhibitors (c.g.
Upper Respiratory Tract Infection 2 10% 0 0.0% valproic acid), and UGT inducers (c.g., rifampin). Dose adjustment of roxadustat may be considered if necessary.

tating

Investigations 5 . Co-administration of roxadustat (200 mg) with simvastatin (40 mg) increases the AUC and G,, of simvastatin by 1.8- and 1.9-fold, respectively, and the
ALT/AST Increased 2 1.0% i 1.0% AUC and C,, of Snmvl.suun -:xd (the active metabolite of Simvastatin) by 1.9- and 2.8-fold, respectively. Time-separation of dosing by 2, 4, or 10 hours
Blood Glucose Increased 3 1.0% 1 1.0% does not mitigate ti

Co-administrstion of oxadustal (200 mg) with Rosuvastatn (10 mg) increases the AUC and G, of Rosuvastatin by 2. and 4 5-fol, respectvely.

Lok ;':,'::"'ﬂ““" BRG 3 it 5 o Co-adminisitionof roxadustat 200 me) wih Alorvastain (40 mg) increases the AUC and Coof Alorvasain by 20-and 1.3-fold, Fespecivey

i 3 Interactions are also expected when co-administered with other statins (or an OATP1BI substrate such as Glyburide).
Nervous System Disorders To avoid fatn overdose and potentil ffocts on skeletl muscles (e, myalga, mpopathy,aad ere m.bdnmyolym), itis recommended to consider reducing
3 1.5% 0 0.0% e dose of statin and to monitor for adverse reactions when used with roxadustat
“ Gemfibrozil (CYP2C8 and OATPIBI inhibitor)

Respiratory, Thoracic and Mediastinal Disorders Co-administraton of oxadusta (100 mg) wih Gemfbrozl (600 mg BID) incressd roxadustat AUC by 23-fold and Con by 14-fold. Cation s dvised

Hiccups 2 10% 0 0.0% when initiating or treatmen OATPIBI inhibitors (e.g, cyclosporine), CYP2CS inhibitors, and CYP2C§
inducers (e.g., Rifampin). Dose adjustment oEroxadngat o mny o St I

Vascular Disorders Increased roxadustat plasma exposure could potentially lead to a rapid rise in Hb levels when roxadustat is used with Gemfibrozil or Probenecid. This risk

iypertension 9 44% 7 7.0% can be mitigated by regular monitring of HD levels nd spproprise dose adjustments. Fr information on the use of Pobenecid or Gemfbrozl i patents

a: An adverse reaction is defined as an adverse cvent (AE) that is considered to be related or possibly related to study drug by the investigator and the sponsor.

dverse reactions with an incidence rate of <1% and a severity grade of >3 (according to CTCAE).

ALT/AST with transient elevations.

: Study sites had different criteri hypertension AE. According to the analysis of blood pressure change from the bascline, the mean blood pressure
(Mun Arlm-] Pressure, MAP) did not increase in roxadustat group, also there was no increase in antihypertensive medication use. The causal relationship

the adverse reaction hypertension and roxadustat is unclear.

ofme i 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 of>1%, which were similar to those observed during the 26-week initial treatment period.

NDD CKD parlenu wuh anemia_
FGCL-4592-808 wi lor ‘multicenter, double-blind, placebo-controlled study conducted in the NDD CKD patient with anemia. Patients were
rebioied in 8 21 (s 1 vl it rxadisnt or placebo treatment. The study included a 26-week initial treatment period followed by a 26-week

. ALT clevation and

79 rmen period. The il eaiment perod comprisedan - ek double-blind ratmen period followed by an 18-week openlabel resment
period: Table 3 s all avers reacions with th repored inidence i o 21% (dverse evenis ae code by MedDRA 1.1 and lised by Sysiem Organ
e Glase and the double-blind, pl ed 8-week treatment period of Study FGCL-4592-808.
Tobiea " dverse Renciont i the Reported Incidence Rates being 1% during the 8-week Double-Blind Treatment Period of Study FGCL-4592-808
B 5sccm Organ Class Roxadustat N=101 Placebo N=51
e Preferred Term N % N %
e Gastrointestinal Disorders 5 a5 . i
Nausea - ]
TEEETE] Abdominal Pain 1 1.0% 0 0.0%
: intesti 1 1.0% 0 00%
Gastroesophageal Reflux Discase 1 1.0% 0 0.0%
LE o)
General Disorders and Administration Site Conditions
e el Peripheral 2 20% 1 20%
: Chest Discomfort 1 Lo% 0 0.0%
" lnvestigations
ALT/AST Increased* 1 10% 1 20%
Metabolism and Nutrition Disorders
Decreased Appetite ¥ 20% 0 0.0%
Musculoskeletal and Connective Tissue Disorders
Muscle Fatigue 2 20% 0 0.0%
Myalgia 2 20% 0 0.0%
Anthralgia 1 10% 0 0.0%
Skin and Subcutancous Tissue Disorders
Rash 2 20% 0 0.0%
Drug Eruption 1 1.0% 0 0.0%
Vascular Disorders
Hypertensi 1 10% 0 0.0%

1 An advere eacion i efined 18 an adverseevent hat s consideredtoberelaed o posiby elted 1 study dnu by the investigatoran the sponsor
b: Transient ALT/AST elevations in the Roxadust

Atotal of 131 patients (roxadustat group: N o : N=44) entered the open-label initial treatment period to receive roxadustat treatment. Duriny
the Week 9-27 mmll tretment period ofStudy FGCL4592-808,adverse reactions with the repored ncidence rate o 21% included 4 (3.1%) cases of
6%) cases of AST elevation. Adverse reactions with a reported incidence rate of <1% but with severity of>3 included cold sweat,
hypertension, eebelar infarction, and blood pressure increased, with each occurring in 1 (0.8%) case. The adverse reactions reported during the 52-week
extension treatment period of the study were similar to those observed in the initial treatment period.

Erythropoiesis stimulating agents (ESAs) have been reported to potentially increase the risk of cardiovascular events in CKD patients. This section describes
cardiovascular adverse events observed in roxadustat clinical trials. The cardiovascular adverse events include myocardial infarction, cardiac failure,
cerebrovascular accidents, thrombosis, and severe hypertension, as reported in the study.

Two randomized clinica ras have been conducted with subjcts on diaysi. In the Phase 2 Study FGCL-4592.048, 74 sbjects received roxadustat
treatment; in the Phase 3 Study FGCL-4592-806, 204 subjects received 6 months of initial treatment with roxadustat, with 111 of these subjects continuing
reatmeat for up to | year, Two randemized clinica trialy have been conducted with subject ot on ialysi. In the Phase 2 Stody FGCL4592.047, 61
subjects received roxadustat treatment, and in the Phase 3 Study FGCL-4592-808, 128 subjects received 6 months of roxadustat treatment. The incidence
rates of cardiovascular events in these clinical trials are listed in Table 4.

CKD, please refer to relevant Package Inserts of these products.

Omeprazolt (gastic acid inhivitor)

Coadministrtion of roxadustat with Omeprazol did not show a clincaly meaningfulefec on oxadustat AUC or Co
ta and othe proton purp bibito

CTP130 inhibition/nduction potential

Co-administration of roxadustat did not show a clinically meaningful effect on the AUC o C,, of drugs metabolized byCYP2B6 (bupropion), CYP2C8

(ctigiazone), or CYPZCY (S-warfain) enzyme. No clinicaly signfcant ineracions (CYP iiabolim nkibiton) ar expected when roxadusat s sed

y CYP
Rotaduat b shove ot ucton of CYP enzymes in vitro at clinically relevant concentrations.
In viro CYP4S0 cnzyme inhibiton stdies assesing the ilibiion of 8 panel of CYP enaymes (CYPIAZ, 2A6, 286, 2CE, 29, 2C19, 206, 2E1, and
A4ISAS) revealed that roxadusta s & mixed-type inbbitor of CYP2B6, 208, and 29, with K, values of 110, 16, and 140 umol/L, respecti

0 ‘non-competitive inhibitor of CYP2A6 and 3A4/3A5, with K, values of 340 and 460 wmol ini

CYPIA2, 2D6, and 2E1 (IC50 > 500 ymol/L). Although the effects of roxadustat on the pxmm cokinetics of CYPIA2, 26, 2C19, 2D6, 2E1, and 3A4/3A5

substrates have not been assessed in humans, the absence of clinically meaningful drug interactions with CYP2CS, 2C9, and 2B6 probe substrates suggests

{hat inhibition of olber CYP enzyme substatesare unlikel

Clopidogrel

Cg-vadxmmslmnon of roxadustat with Clopidogrel did not affect roxadustat exposure.

[Overd

‘The maximum tolerable dose of roxadustat in humans has not yet been established. Single supratherapeutic doses of roxadustat S mg/kg (up to 510 mg) was

administered in healthy subjects, and up to 400 mg TIW in CKD patients with anemia in clinical studics.

Oieaose may Tt e i harmacodynamic effct,such a8  apid incresse in Hb levels or ‘an elevated heart rate, including tachycardia. In the

event of an overdose, symptomatic and supportive Should be adopted. If Hb levels become excessively high, treatment with roxadustat should be

temporuily discontimed. Roxadusiat s no signifcantly el by hacescuai

. No interactions are anticipated

Phase 3 Dialysis Study FGCL-4592-806
Study 806 was s randomized, mulicete, open-label, actve-contolld study that demansrated the effcacy and safety of roxadusat i cortecting and
manfaining Hb lvelsin CKD paieats on diaysis either hemodialysi o peritonea dialysis) o had peviously beentrested ih epoc
of 305 CKD patients “with baselne Hb levels rlngmg from 90 to 120 g/L (me: ) were enrolled and ran aaZ] niojo mcelv: either
tration of roxadustat capsules (204 patients) or epoetin alfa for m]eclmn (101 plumh) ‘The initial dose of roxadustat capsules was based on
Bocy weight, with starting dose of 100 mg (for pm:nu weighing 45-60 k) or 120 g (for paticnts weighing 260 kg), TIW. Patients recciving,cpoctin afa
eoetind theirprvious o ofepvei alf o 25 weeke of weumen. Paion f usaiugt groggFcaivd o ‘medication for a 26-week initial treatment
period followed b a 26-week exloasion resaeat priodttalng 52 wi
Baselne chmnzmuu ‘were similar between the two treatment grou eampmhle baseline Hb levels (104.2 gL inthe roxadustt group verus 104.7
eLin  group), and similar proportions o patients with bascline Hb <100 gL Both ad a mean CKD history of 9.3 years and had been
on dulym o3 years. Prior to enrol Froips bud sl weekly doses of epocti Al (-mw TU). Of these paents, 89% of ptients were
on hemodialysis, and the rest of patients were on peritoneal dialysis. Patients ranged in age from 18 to 74 years, with no significant differences in gender,
helgh, weight, and body mas ndex between two groups.
The primary efficacy endpoint was the mean change in Hb lvel from basline averaged over Weeks 2310 27. This analyss used Hb values obtained fom the
central la bomm-y Baseline Hb level was defined as the average of the last 3 central laboratory Hb values assessed prior to the first dose of the study
X total of 304 paticnts were included i the full analysis set (FAS) population (uxadustat group: 204 paicats, apoctin afa graup: 100 patinis), and 294
patients were included in the per protocol set (PPS) population (roxadustat group: 196 patients, epoetin alfa group: 98 patients).
In the FAS pqpulnhun, mxldusul met non-inferiority criteria but not superiority criteria (p=0.0718). Notably, in patients receiving roxadustat, Hb levels
ased significan er than in those receiving epoetin alfa (Espo*) as carly as Week 2 and continued throughout the study, despite similar baseline Hb
levels (104 B) (See Tabie s and Figure 1).
 PPS population, roxadustat met bm.h non-inferiority and superiority criteria, with Hb level improvements in the roxadustat group being significantly

beter than it epoetin lfa group (p-0.037).
Table 6. Mean Hb Value and Chnn't lrom Baseline Averaged over Weeks 23 to 27 (FAS and PPS)

Hb Averaged Roxadustat (N=204) Epoetin Alfa (N=100) reaiment
e Observed Observed Difference p-Value
Week 23-27 Values (1)  CFB(®L) Value g1)  CFB(®L) (®/L)
FAS
N 164 164 94
Mean (SD) 1190963  73(11.21) 1093 (8.13) 45(10 12)
LSMean (SE) 7.4(0.88) 52(101) 22(1.25) 0072
95% CI 57-9.1 32-11 02-47
PPS
N 164 164 9 93
Mean (SD) 120947 7.5(1101) 1093(8.16)  4.6(10.16)
LSMean (SE) 7.7(0.36) 5.1(1.01 2.6(1.24) 0037
95% CI 60-93 3.1-7.1 02-50

CFB = change from baseline; SD = standard deviation; LSMean = least squares mean; SE = standard error of the LSMean , CI = 95% confidence interval



Figure 1. Mean (+SE) Change in Hb level from Baseline in DD CKD Patients (PPS)
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BL = baseline; SE = sundlrd error of the mean.
Approximately 90% of patients treated with roxadustat for 26 wecks maintained a mean Hb level > 100 /L during the final 4 weeks of treatment, The mean
dose of roxadustat at Week 26 was 73 mg TIW. Approximately 96% of patients on roxadustat who completed the 52-week extension period maintained Hb >
lOOg/Ltul\e:ndoln’uvn:nln ‘mean dose of roxadustat at Week 52 was 53 mg TIW.

ESA hyporcsponsive paticns with bascline Hb <100 L., while on stable doscs of ESA prior to randofization, 94.4% achieved Hb > 100 gL, and
83. !'/-Ichl!vcd Hb 2 110 g/L after up to 26 weeks of roxadustat treatment.

ysis by baseline C-reactive protein (CRP), a marker jon, roxadustat effectively raised and maintained Hb levels across all CRP

o iR e aiie CRMEHEE Uk VAt Syt o vfﬁcuy in patients with inflammation (lower Hb levels in patients with clevated
CRP evel despt higher doses of epocin alf; s Figur 2). The efficcy diffrence between roxadustat and epoctin sl was satisically sigaiicnt in
patients with inflammation (subgroup with elevated CRP),
Figure 2. Mean Roxadustat and Epoetin Alfa Doses and Chlnlc of Hb Levels over Time by CRP Sub-groups in DD CKD Patients
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BL = baseline; ULN = upper limit of normal, CRP = C-reactive protein; SE = standard error of the mean
Iron level: Iron utilization improved in roxadustat-treated patients cor tothe epostin s group, s inicated by highes mean serum ion evel,bigher
‘mean transferrin, and higher total iron binding capacity (TIBC). Although e patie greater increases in Hb levels compared to
lJve cpoctinalfa group,the rductions n mean transferrin satraion (TSAT) and feii evels were sl Roxasmtareffwcsvely Achicved ratment gosts
of baseline iron status and did not require routine use of intravenous iron.
Chateserol eve: Mican ol cholesterol levls decreased i the roxadutal group n the ealy sage compared to the epaetin lfy group and remained
throughot the ireatment period (p<0.0001). The reduction in cholesterol with roxadustat was indepcaden of and addifive 1o tho uéo of lipid-lowering
agents (statins) (Figure 3). e bl et e subgroups (with and without statins), whereas there
ction in mean total cholesterol levels among epoetin alfa-treated patients without using statins.

Figure3.  Total Cholesterol by Concomitant Statin Use in DD CKD Patients
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Phase 3 NDD CKD Study FGCL-4592-808
Stady 808 was 8 rundomized, mulicete, double blind, plcsbo-contolied stdy desigped to the efficacy and safety of roxadustat in treating NDD
CKD patients with anemia. The study was divided into an initial 8-week double-bind, plluho—conrmlled perod Tallowed by an sddiiona 18 wecks of
oo abel period whers al petent i bt et t groups rceivd roxadusat. A subst of patiets i the roxadta group contiued ino an pen-abel
extension period, receiving up to 52 weeks of roxadust
rudy eorollod s toal o' 54 paiets vith asline Hb lvels anging from 70 o 100 gL (mean <89 g/L). Thess patienis were randomized i a.2:1 ato,
with the treatment groups receiving cither oral roxadustat (102 patients) or oral placebo (52 patients) under a double-blind protocol. With the exception of
mean feritinlvels (191 and 266 /L, respectvely). he baseline chmcwnsncl of ool s in the roxadustat and placebo groups were generally similar.
Both groups had mean baseline Hb levels of 88.7 and 89.3 g/L, respectivel jons of patients with baseline Hb levels of >80 g/L were comparable
.832% and 86.3% respectively, Patents i the i group had snymy Foeer CKD iy (3.3 years and higher cGFR Ievels (163 mbmim1.73
wmpuedln'hcphnebolﬂn(l?yunlnd 14.5 mUmin/1.73 m’

1 terma of the prizmary efficacy capornt, which assessod meas Hb vel changes from baslino gver weeks 7 f 9, roxadustat damagastesiod superiarty over
placsbo a 19 gL, (roxadustat) nd 4 L. placebo,respectvely, with p 1. By the end of e a ek double-blind ratment period, e
results showed that 84.2% of roxadustat-treated patient enced an Hb level increase of 210 g/L, comy 0% patieats in the placebo group, with

7<0.000000000000001 Additinally, 67 35% ofroxadustst-eatd paten had mean Hb levels (averaged from ek 7 109) of 2100 g1 compaed to 0%
15 the placebo group, wih p=0.00000006077
Morcover, it was observed that roxadustat was cflective in correcting carly-stage anemia: The mean Hb level increase for patients in the roxadustat group was
significantly higher than that of placebo-treated patients after one week of treatment Lp<0 00001) (See Figure 4).
Figure 4.~ Mean Change in Hb Level over Time in NDD CKD Patients (First 8 Weeks)
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By the end of Week 26, the anemia correction was achieved in 97.6 % of the patients with Hb=100g/L.
For patients who inialy receved placeb, thei mean Hb increased by 20.2 gL, (Weeks 23-27) afe swiching o roxadusal, compared to their mean Ho
during he placebo-treatedperiod (Weeks 7.9),with p<0,0001 (Figure

Figure 5. Mean Change in Hb Level over Time in NDD CKD Fatiats (26 Weeks)
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Approximately 95% of patients who completed 52 weeks of treatment maintained Hb levels >100 g/L.

Rozadusat s eqally ffecive in paiets with inflammation (CRP 49 mp/L) and withowt inflammaton (CRP <4.9 mg/L): Roxaduatat led 1o signficant
ction in serum hepeidin evels by 56.1 ngnL, o 10 a reduction of 15.1 ng/mL in the placebo group, with a p=0.

No specific limits on iron parameters (ferritin and TSAT) were set at study enrollment. The results showed that b gy cive treating anemia

even without intravenous iron.

Beyond its impact on Hb levels, roxadustat also resulted in significant reductions in mean serum lipid levels compared to placebo. During Weeks 7 to 9,

the average reduction from baslin were 23% for total cholesterol, 28% for LDL chalesterol, 26% for non- DL choleserol,and 219% for riglycerides in

the roxadustat group, whereas mean change in lipid levels in the placebo group were not significant from baseline to Week 9, with p<0.0001. Cholesterol

reductions were observed in bm.h patients who reccived statins and those who did not. The LDL cholesterol /HDL cholesterol ratio was also significantly

improved in the roxadustat group compared to the placebo group, with p=0.01

Cardlovascular events n giobal pivotal phase  clincal irisly

Ecythropoiceis strmulaing agents (ESAz) have been reportdto potentially increase the isk of cardiovascalar eveatfa CKD paticas. This secton describes

cardiovasclar eventsinth cliniel tials of roxadustat. Cardiovascular safety wag ussesed using major adverse cardiovascular events (MACE, which

Toxadugtatatthe fllowing tyo string doses: Alowe staring dose (70 m TIW for subjcts weiging 45 1o <60 kg and 100 mg TIW for subjects weighing

260 kg) and a standard staring dosc (100 m TIW for subjects weighing 45 to <60 kg and TOW for subjets weighing 260 kg). Roxadustt doses
sted du rding to the  done adjusiment g\ndelmes in this Pac}

o Sl ST8 sabject were vacdoeatied ko eaterod the correton/couvertion poriod bor iy teatoeat, The fll uulylls et (FAS) consised of 316 subjects,

including 113 ESA-naive subjects (57 in the lower starting dose group and 56 in the standard starting dosc .mup) and 203 ESA-treated subjects (103 in the

lower starting dose group and 100 in the standard starting dose group). The FAS was used for efficacy data

Overall, bascline characteristics, including age, gender, and CKD duration, were comparable between the tw . Among both ESA-naive and ESA-

treied paticns he wvernge baseline Hb levels wers simile between thetwo saring dose groups (47.73 §L 40 86,17 .10 tho BSA-naive §roup, ol

104.81 g/L and 105.47 /L in the ESA-treated group

For ESK-nalve subjects the primary cffcacy éndpoint (proportion of subjects achieving Hb > 110 g/L i the first 20 weeks) wad sl i both lower and

standard starting dose groups (77.2% and 73.2%, respectively) (see Table 8). For ESA-treated subjects, the primary efficacy endpoint (proportion of subjects

with a mean Hb > 100 /L from the Week 17 visitto the Week 21 visit) was comparable in both lower and standard starting dose groups (82.5% and 79.0%) (see

Table 9).

Table 8. Primary Efficacy Analysis in ESA-naive Subjects (FAS Population)

Lower Starting Dose Standard Starting Dose Total
(N=113)
(%) (95% CI) n(%) (95% C1) n(%) (95% CT)

Number and proportion
of subjects who achieved

41 85
87.3%) (73.2%) (59.7%, 84.2%) (75.2%) (66.2%, 82.9%)

Hb 2110 g/L in the first (77.2%) (64.
20 week:
Table 9. Primary Efficacy Analysis in ESA-Treated Subjects (FAS Population)
Lower Starting Dose Standard Starting Dose Total
= = (N=203)
n(%) (95% C1) n(%) (95% CI) (%) (95% C1)
Number and proportion of
subjects with mean H 85 79 164
>100 g/L over Week i (82.5%) (73.8%, 89.3%) (79.0%) (69.7%, 86.5%) (80.8%) (74.7%, 86.0%)

visit to Week 21 visit
The lower starting dose of oxadustat als showed smila resuls i the following secondary eficacy endpoins or omction of nemis compared with he
standard starting dos
In ESA-naive subjects, the mean change from baselne in Hb levels from Week 17.visit to Week 21 it was 207 (21041) gL n the ower sarting dose
roup and 21,6 (+14.91) gL inth standard sating dos group heproporion of subjcts with s mean H (mean H from Week 17 vist o Week 21 visi
00 /L was slightly higher in the lower starting dose group than in dard starting dose group (78.9% vs. . 67.9%). In ESActreated subjects,
clungc from baslne n H levels from Week 15 Vist to Weck 21 vsit was 49 (411.80) gL i the lower sating dosé group and 6.0 (+12.63) yl_ s

standard start

‘Additionally, in Frrkac subject, the mean change from baseline (CFB) in Hb level at Week $ wassighty lower n th lower string dose group

compared to the standard starting dose group (11.5 g/L vs. 16.8 g/L). From Week 9 onward, Hb CFB remained stable and similar in both groups (19.8 /L

. 216 gL at Week ). Thi rend was similr to what was el iy ESAnunudsnb)ecu(Jlg/Lvl 8.5 g/l at Week 5; 5.9 g/L vs. 8.2 g/L at Week 9),

further supporting the comparable efficacy between the two groups.

FGCL-4592-8

Stady 858 was 8 rndomnized,controlle, open-abel, ulentr sty designedto evalute e eficacy and safey of thelower saring dose of mxadustat

in Stage 3-5 CKD subjects with anemia not on dialysis over a 16-week treatment period. The study hypothesized that the primary efficacy endpoint (mean

changs from bascline 1 hemoglobin lovel betwoen Week: 12 aud ook 16) 0 the lowes startig doee group would be nofvinferior o hat n the standard

starting dose group.

Following screening for eligibility, subjects were stratified by CKD stage (Stage 3, Stage 4, Stage 5) and randomized in a 1:1 ratio to cither the lower starting
ighing < 60 kg and 70 mg TIW for subjects weighing = 60 kg) or the standard starting dose group (70 mg TIW for

and I 32,:‘“ TIW for subjects weighing > 60 kg). Roxadustat doses were adjusted during treatment according o the approved dose:

A total of 254 subjects were randomized, of whom 250 ) subjects (126 i the lower staring dose group and 124 in the standard stasting dose group) were
treated. Of these, 249 subjects (126 in the lower starting dose group and 123 in the standard starting dose group) were included in the ﬁdl lysis et (FAS),
lnd126su.b1ecu(lls inthe lowersarting dose group and 11 n the standard starting dose group) were ncded i the per proicol e (PPS),

ascline as age, KD duration were peeraly comparable betwesn the two groups: Baselne H vl (4265641 in
s starting dose gmup and 90.4 + 6.83 /L in the standard starting dose group) and proportions of subjects in each Hb subgroup (> 80 /L, < W)
eerm G, Aol baslina ool of sttty eanePeet et ot i Mol whpaciy wars Bomspecabl bowes

ou
A the PP, the least squares mean for the primary effcacy endgoint change from baseine in mean hemoglobn lvel between Weck 12 and Wesk 1) wss
21.57 g/L for subjects in the lower starting dose group and 26.35 g/L foran eubjects oo stndard Harting douo groge: The diffrénoe botveen groups (2aded
95% CI) was -4.78 g/L (-7.77, -1.79), with the lower i being less than the preset non- infeiorty margin of -5 L. (sce Table 10). Forthe sccondary
efficacy endpoint (proportion of subjects with mean Hb level in the range of 100:120 gL between Week 12 and Week 16), he proportions were comparable
lower starting dose group and the standard starting dose group, at 47.8% (55 subjects )mﬂw.(ssmbjm).mm vely, with an odds ratio

OF IS8 (55% C: 0671, 1.999), and thediffernce was ot saisically nmlfum (P=05983) s2e Tabs ). Othersecondicy endpoinis ndicaied that the
overall magnitude of hemoglobin fluctuation was smaller in the lower starting dose group comparsd 10 dm:l starting dose group.
Throughout the treatment period, the mumbes and proporton of subjects chperieocing ar hemoglobi m(Hb) > 20 /L over ny 4-reek period (lower
starting dose group v, standard saring dose group: 51 subjects [40:5%) vs. 72 subjects [S8.5%)) the num peoporton of subjecs with Hb
concentration > 120 g/L (lower starting dose group vs. standard sacicg 4 dose group: 54 subjms [42 q%] I mhjecu ¥ [65.4%)), and the

proportion n{suh]c:uvn lsoyl..... er oup: 19 subjects [15.1%] v 39 subjects (31.796)
erelwer i the lowersating dose roap Sopatetathe ikidard s Staring dbse group (b < 0.0
Subgroup analyses based on the primary endpoint shor esdat i o lower er starting dose group, the change from baseline in mean hemoglobin level between
Week 12 ad Week 16 n Sage $ CKD subjet withunem (17.28 /L) was numerically smafle han that in subjects with Sage 3 (2541 /1) nd Stge 4
(2391 g/L) CKD, and this trend was not reflected in the standard starting dose group. These results suggest that the lower starting dosc may be more suitable
for patients with Stage 3-4 CKD, while the standard starting dose may be more effective for achieving target hemoglobin lers patcnts with Stage $ CKD.
Table 10 Mean Change from Baseline in Mean Hemoglobin Level between Week 12 and Week 16 (PPS Populat

Lower starting dose group Standard starting dose group
Visit Statistics N=115 N=111
Baseline (1] Number of subjects 115 11
Mean (: 89.4(7.00) 90.6 (6.69)
Mean over Week 12 to Week 16[2]  Number of subjects
Mean (SD) 1113 (13.38) 17,1 9.97)
Change from baseline in mean over  Least square mean 21.57 2635
Week 12 to Week 16 (MMRM) (95% CI) (19.25,23.89) (24.44,28.27)
Treatment Difference 47
(95% CI) (-7.71,-1.79)

MMRM = Mixed model for repeated measures, CI = Confidence interval, SE = Standard error. The MMRM model included treatment group, visit, treatment
iroup  visit as fxedeffcts bseline hemogloin vae, and baslne estimaed glomenir ilraion e s covriis, i the slecion of unstructured

1] Baseline nehemoglobi leve s defind e the s of th s 2 hemoglbi value beorethe St don of sy drv:
Week 16 = (bemoglobin leve at Week 12 + hemogiobin lvel at sk 16
Table 11 rnpnnsan ot Subjects with Mean Hemoglobin Levels in the Range of 100 to 120 g/L between Week 12 and Week 16 (PPS Population)

Lower starting dose group Standard starting dose group

Category (N=115) N=111)

‘Mean hemoglobin (g/L) 4 n7i

Mean hemoglobin between 100-120 g/L{1]

Number of subjects (%) 55(47.8) 53 (41.7)

Odds ratio (95% CI) [2] 1158 0071, 1.9%6)

P-value
Note: CT= Confidence imeral [1] In the loiaic egrstion model baseline hemogloin. s bwseline eGFR. were nclhled o coveinics. [2] Odls rai:
Number of subjects in the lower starting dose group/number of subjects in the standard starting dose group.
[Pharmacology and Toxicology]
L. P

o proly bydronylas nbibitor, 0 nhiits roly hydroxylases PHDI, PHD2, and PHDS in vir,leding o the rapid
ucible facior-a (HIF-u) in Hep3B cell line 1G6 cells. This induces elevated levels of erythropoietin (EPO)
2 i coll Menadhatt Eoronse homogiobia end hemaioui oval 5 el mics wi i, e ol a b rt madels of anein ingoad o ol snation
or nephrectomy.

2. Toxicology

Genotoxicity:

Ronadustt was ncgativ in the Ames e, the chromosome sberraio tst of bumnan perpber blood

Reproductive and Developmental toxiciy:
In the rat fertility and carly embryo developmental toxicity test, rats were orally administered Roxadustat at doses of 5, 15, and 30 mg/kg. Male rats were.
iven the drugthree imes 8 weck frm 14 days before mating until the end of the study, while femaleris were given the diug thre times 2 week from 14
days before mating throughout the mating period, and once daily from day 0 to day 7 of pregnancy. At the 30 mg/kg dose, the weights of the cpididymis and
seminal vesicles in male rats d:cmM ot fertiity was unafTuted. Fesmale fertlity was a1s0 upaffected, aithough the number of stlbirth and the post-
vplantation 1o ate ncreased o the 30 me/kg dove ot 20 and 13 ma/kg doses, both male and femals ras showed hlargod spleces and increases i hleem
weaght and coaffcient, wit feall rah i, showing incressd iver weight,
In therat efnbryo-feal toxiitytest rats were oaly administered with roxadustata . 15, or 30 mglkday fom day 7 o day 17 of pregnancy. n the 30 mg/
kg dose group, pregnant rats experienced reduced body welghl calyn dosing, ders jnake during the dosing ped, nd docressed ol
Additionally, the average weight of male fetal placentas in Tors Semiabietondon o h . In the rabbit embvyo-fzul ety
test, rabbits were orally administered with roxadustat at 15, 35, or nm 0 mgky/dey from day 7 o day 17 of regaincy. At the 35 and 100 gk doscs, the
‘miscarriage rate increased, but no significant fetal abnormaliti
In the at periatal toxiciy study, ats were orally adiaisiered with' Posadasat atdoses of 5, 10, or 20 mg/kg/day from day 7 of pregnancy to day 20 of
lactation. The 20 mg/kg dose led to decreased food intake and body weight in the mothers (FO generation) during lactation period, a significant increase
in hematocrt, and increase splecn weight and coeficient. A doses of 10 mg/kg and sbov, F1 generaton offpring showed a dose-dependent increase in
mortality and significant abnormal clinical signs. The evaluation of F1 generation afer weaning was stopped at g dose level due to'high mortality.
‘Ax doscy of 5 ik &ad above, FI generation 0flpeing cxpericaced redaced food ke and welght gean, cebayed reflo scvelopmaent (6.5, Mgty relen;
auditory startle reflex), delayed sexual maturity, reduced passive avoidance, increased testicular weight and coefficient, and decreased spieen weight and
coefficient. At the 10 m/kg dose level, F1 generation showed decreased body weight and food intake during pregnancy. At doses of § and 10 my/kg, some
F2 genertion offpring showed visiblc malformations, though the rlevance 1 the drug remains unclar. Roxadustatcan crss the placntal batier and i
excret the concentration in milk significantly higher than matemnal blood concentrations during the same peri
Carclnogealeitys
Mios et oxaly adisistesod with soxadsta a doses of 15, 30, o 60 mg/kg, and ria were ol aslnistered with roradsiat o doecs of 25,5, o fo my/
kg, three times a week for years. related to roxadustat
[Pharmacokinetics|
Roradustat PK data were obtained from asigle- nd mltpi-dose ccalaion stdy n Chingse halty subjects (dos rane 40 1o 200 mg) s well s from
PK subgroup studies in a China phase 2 study (hemodialysis patients) and two China phase 3 studies in China (one in NDD CKD patients and one in CKD
patients undergoing peritoneal dialysis). Additionally, PK data were collected from a bioequivalence (BE) study in China and a BE study conducted in
Chinese subjects in Singapore. Other PK data concerning dose escalation, drug-drug interactions, human mass balance, food effects, bioequivalence, and in
tro btained from various ducted in the US, Europe, and Japan.

and the bone marrow mi testin

Absorption

Roxadustat is r-p)dly absorbed after oral administration, with median time for reaching the maximum plasma concentration at 2 hours post dose in the fasted
state. Roxadustat plasma exposure (C., and AUC) is dose-proportional within the recommended therapeutic dose range. The mean elimination half-life is
approximaely 811 hours i healthy subjects, around 12 hours n NDD CKD paticat, and approximately 10-12 hours in DD patients No sigaificant drug
accumulation was observed when roxadustat was administered three times per week at the recommended dose.

gh-calorie, high-fat breakfast including dairy products, roxadustat AUC remained unchanged, while C ., decreased by 25%. Roxadustat can be
taken with or without food.

Roxadustat is highly bound to human plasma proteins (>98%), predominantly to albumin. Hemodialysis or peritoneal dialysis does not significantly affect the
removal of Roxadustat.

Ronadusta i priverly metabolized in vt by UGTIAD nd CYP2CS, with mor metablcs inchuding ronai ide and hyd d
itro studies assessing CYP450 metabolic enzyme phenotyping evaluated a range of common CYP enzymes (mm 1A2, 2A6, 1B1, 286, 2C8, 2C9,
2010, 26, 1. 3 3AS). Results indicated that CYP2C is the primary enzyme responsible for converting roxadustat to hydroxy-roxadustat in the

In vitro UGT metabolic enzyme phenotyping studies assessed a range of common UGT enzymes (UGTIAL, 143, 1A4, 1A6, 1AT, 1A8, 19, 1A10, 2B4,
287, 2810, 2B15, and 2B17). These stdies found tat UGTIAD is e majo enzyme responsvle for the glicuronidaion ofrxadusta i the human liver.

that O- ity of roxadustat was detectable in both human liver and renal microsomes. Although in vitro
studics showed that FUGTI A7 and FUGTIAB ply a role n mxldnsm metabolism, given that bolh s wese wtally outine the live: il i o
could not be verified by correlation analysis of human liver it was suggested that may be involved in the renal glucuronidation of
roxadustat.

When radiolabelled roxadustat was administered orally in healthy subjects, the mean recovery rate of radioactivity was approximately 96% (50% 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 clderly subjects (265 years old), roxadustat C,, and AUC, increased by 15% and 23%, respectively, compared to younger subjects (18 10 45
years old); these differences were not clinically significant. Changes in mean Hb from baseline, adverse events, and average roxadustat dose in subjects > 65
‘years were similar to subjects < 65 years in China Phase 3 clinical trial.

Fatents with Hepatic Impairment: Following a single dose of 100 mg roxadustat, mean roxadustat AUC was 23% higher and mean C,,,, was 16% lower in
subjects with moderate hepatic impairment (Child-Pugh Class B) and normal renal function compared to subjects with normal hepatic and renal functions.
The unbound fraction of roxadustat increased in subjects with moderate hepatic impairment compared to matched healthy subjects (1.1% vs. 0.8%), resulting
in a significant increase in mean unbound exposure (70%).

The of roxadustat in patients with severe hepatic impairment (Child-Pugh Class C) have not been studied.

include all-cause mortality, stroke, and al infarction), MACE+ (which include all-cause mortality, stroke, myocardial infarction, due
10 hear uiure, and hospialization due t uastable angina And all-cause mortality.
CKD patients with anemia

The pool o the 3 apeabel active-onsrlled scles (FOCL4390.063, FOCL A392:064 DS TADCO0002) oclde 388 et (on et & Tnalyls
set). The cardiovascular safety of roxadustat relative to epoetin alfi in the overall dialysis populati Patients receiving roxadustat have a
comparable isk of MACE, MACE+ o all-cause morialiy compared to epoetin alfa;al three tadgointt s e upper bounds of the 95% confidence interve
(CI) of hazard ratios below the ps d non-inf ‘margin of 1.3. The ety of roxadustat in the incident dialysis patients has been
confirmed, the analysis of this subgroup ahope 1 paients treated with roxadusta had compacable ks of MACE, MACE:+, and a1 cause mortaly
compared to those treated with epoetin alfa, see Table 7.
NDD CKD patients with anemia

pooled analysis of 3 randomized, double-blind, placebo-controlled studies (FGCL-4592-060, 1517-CL-0608, and DS740C00001), which included a total
of 4270 patients(ntnt.L-tea analysis s, confimed th cardiovascular safty of osadustat compare to plcbo. The isks of MACE, MACE+,and all

rality we rosadisat nd placebo goups. Fo il e endpons, the acard rasion (HRS) wete close 5 1.0, with th wpper

e of i 9354 C bl tid prospocifisd jority margin of 1.3. See Table 7.
Tuble7. = Cardiovascalar eveats o  global plvom phase 3 trials
DD CKD Patients with anemia N =

Roxadustat " Epoetin Alfa "
N=1940 N = 1940 HR (95% CI)
MACE 306 339 1.02 (0.88, 1.20)
MACE + 373 458 0.91 (0.80, 1.05)
All-cause mortality 207 232 1.02 (0.84, 1.23)
1D CKD patients with anemia N = 1526
Roxadustat © Epoctin Alfa ,
N =760 N=766 HRUANCH
MACE 74 97 0.82(0.60, 1.11)
MACE + 88 121 0.78 (0.59, 1.02)
All-cause mortality 52 70 0.82 (0.57, 1.18)
NDD CKD patients with anemia N = 4270
Roxadustat * Placebo *
N=2386 N- 884 HR (smian
MACE 480 350 1.10 (0.96, 1.27)
MACE + 578 432 1.07 (0.94, 1.21)
All-cause mortality 400 301 1.08 (0.93, 1.26)

- Number of patients with event
Phase 4 Dose Optimization Study In CKD patists

dose optimization studies were conducted: One in DD CKD patients with anemia (FGCL-4592-818) and another in NDD CKD patients with anemia
(FGCL ~4592-858). These studies aimed to compare the cfficacy and safety of roxadustat in both dialysis-dependent and non-dialysis-dependent patients,
including those who had and had not previously received ESASs, at a one-step lower starting dose compared to the starting dose (standard starting dose)
inthe phase 3 clincal study.
FGCL-4592-8]
Study 818 was Sk i, ‘open-label, multicenter study designed to evaluate the efficacy and relative safety of different roxadustat dosing regimens
in DD CKD patients. The initial 20-week was the correction/conversion period (Part 1), followed by a 16-week Hb maintenance period (Part 2).
During the correction/conversion period, both ESA-naive and ESA-treated DD CKD subjects were enrolled and randomized in a 1:1 ratio to receive

Cardiac Electrophysiology
In s thorough QT interval study i helthy subjecs,roxadustat administerd at doses of 275 mg/kg and 5.0 mykg (up to 510 me) did not result n a
prolongation of the QT interval after correction for heart ra

[Storage]
Protect from light, store below 30°C, seal tight.

[Package Size]
i 1 blister/box.

blister packaging, 3
[Shelf Life] 36 months.
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