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1. TOMTOT

1.1. CO s : MOi lién quan gifa hidu quD va di an toan cla allopurinol va febuxostat khi s d0 ng
theo cac hi0ng din hiln hanh vO diCu trd tang acid uric mau vin chda dilc bilt rd. Thi
nghid m mu ddi khéng so sanh kém hiln da xem xét nhOng v n d0 nay.

1.2. Phi 0 ng phap nghién clu: Ngl0i tham gia mic bl nh gt va tang acid uric mau (it nhit
33% c0 giai dol n 3 bl nh thdn mén tinh) Al c chd dl nh ngdu nhién s di ng allopurinol hol ¢
febuxostat trong thl nghil m kéo dai 72 tuln, vOi lilu dung d00c¢ dilu chinh d0 d0t mOc tiéu urat
huyt thanh. Thd nghil m c6 ba giai do0 n: dilu chi nh lilu thuOc (tuln 0 d0n 24), duy tri (tudn 25
din 48) va quan sat (tuln 49 d0n 72). Allopurinol va febuxostat di0c b0t d0u vOi liDu hang ngay
I0n 100t 1a 100 va 40 mg, vii s dilu chOnh liluthuOctlidaldnldOtla 800 va 120 mg. Khang
viém di phong dilc chi dinh trong sult giai doon 1 va 2. Bilm kOt thuc chinh 1a t0 10 b0 nh
nhan trli qua mdt holl ¢ nhillu dO't tai phat bl nh trong giai dolin 3, vli bién dJ khéng thua kém
xac dinh tri0c nhi hin 8% didm gil a allopurinol va febuxostat. Bil m kUt thic phl bao gdm
hidu quOd 0 nhOng bl nh nhan mdc b0 nh thin mdn, t0 10 d0tdi0c ndng d0 urat huyOt thanh mic
tiéu va biln ¢l tac ding phi nghiém trd ng.
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Table 1. Baseling Characterissics of the Total Participants Enrolled *
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124
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12 (0.3)
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13
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3.7 (66)
19 (173

L5 (LY
14
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100 110}
162

* Values are presented a3 percentages or means (50). eGFR denctes estimated glomernulas filration rate.
1 Chronic ladney disease was defined by an eGFR of 30 1o 60 mi/min at encollment. Parbcipants were excluded i they had prior febunsstat use or an

eGFR of less than 30 mi per minute.

1 Hypenention and diabetes were documented for this study using participants’ peoblem lis2s in the medical record neview.

| Cardiovascular discase indicates a history of coronary antery distase, myocardial infarction, or heart failure.
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Figure 1. CONSORT Flow Diagram.
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Table 2. Study Resultz.
End Point* Allapurinal Febusostat Rizk Difference or Rirk Ratio (9% I}
Primary
1 geut flaee in phase § 365 (135370 4.5 (1683 =7 (=x o =13
Secondary
AN shudy participants
Serum urate in phase 1 < 6.0 mg/dlf 811 (318/392) 704 (b0a38Y) 104 (0.9 10 111)
Serum urate in phase 2 < 6.8 mg/dlf S04 (362392 811 (sa3aY) 101 (097 1o 10§
Senous adverse event .7 (125 /468) %1 (LB 102 (083 10 127)
Early s2udy termination .5 96/ 468) 197 (33)470) 104 (051 1o 1.34)
Rate of pout flares == events personeyears
During whele study Ln 147 0.88 (081 to 0196
During phase 1 L0 L1 0.9 {081 1o LOG)
During phase L&d 159 100 (085 1o L15)
During phase L4 m 0.7 [0.63 1 036
Cardiovancular event| L1 (1yec8) 68 24Ty 1.20 (0.7 to 1.15)
Coreactive protein = mg/M 100LY 65 (1LY NjA
Serum creatining w mg/d L1 04 1.2 f0.4) NJA
Serum urate in phase 7 = mg/dlf 810 31 (L) NjA
Serum urate at study end == mg/d 5.1(14) L3 (1Y) NJA
Week 48 medication dosage = mg] 40 (H0d=500) & (40=409 NjA
Participantts with stage J chronic ladney cisease
=1 gout lares in phase 3 319 (44/138) 45.1 (63/13%) 134 (= to =1.9)
Senout adverse events 341 (68/181) X5.9 (6110 106 (0.51 1o L4y
Serum urate < 6.0 mg/dl in phase 1} 783 (119/151) 811 117/144) 0.97 087 w0 109
Serum urate < 64 mdl in phase I §0.1 (138/151) 93.1 (1144 0.99 10.93 1 1.0

* Primary end pont was ausessed for 749 patienty entening phate § (P-<0U001). Valwes are presented a1 peroentapes (propertiont) unless indicated
othenwise,

1 Risk differences [33% confidence intenvals JCh]) are presented for the primary end podnt, whereas risk ratios are presented for the secondary end
points unless incacated ctherwise. N indicates not applcable.

1 Serum wrate in phase I was defined as the mean concentration at weeks 36, 42, and &8; 46 (5.9%) at week 36, 144 (10.5%) at week 42, and 1)
(4. 29) serum wrate meaturements are MiLLng,

§ Table shows adudicated cardiovascular events.

9 Mean (SD) Careactive protein and serum creatinine Liboratory values were caleulated from parbtipants within the week 43 visit window.

| Vahues are presented a3 the median finterquartile range).

i This reqult i the risk difference. Al other results below in this column are risk ratio regulis,

......

5/6



So sanh hilu qul cla Allopurinol va Febuxastat trong quin ly bl nh gut

Viot b0di Bién tOp vién
ThO ba, 03 Thang 5 2022 20:47 - LOn cOp nhOt culli ThD ba, 03 Thang 5 2022 21:09

Table ). Safety Resuhs
Outeome Mlapuringl (n=448) Febumostat [n=471) Total (n=940)
Adverse events leading 1o drscontinuation of the study a1l 15 3
Deaths
Whibe active in the study 3 6 1
Within 30 days of participant's Last wisit ) i 5
Total i ] 16
Senous adverse events (fotal events) 130 m &0}
Urique participants (1% total) without CICD and with the Gollowing{
Celllan 0 i i
Preumonu i 1 §
Acute lodney inquryt ) 3 1
Unique: participants, (>I% total) with CKD and with the following{
Cellyltn & d 10
Preumons [ i 14
Mcute ldney inpuryd 15 4 19
Rashes
Severe | , )
Total (mild, moderate, and severe) (4] ¥ 115
Urique partscipant acyudecated cardiowascular events
Aerhythmizs not assooated with nchemia i 11 o
Hospatakzation for heart fadure i 10 1
Trantient rchemec attack 0 J ]
Venous and penpheral artenal thrombaembalic events 1 l 1
MACEs 10 10 o]
Total [unique participants) 1 i N
Urique partcipant acjudicated MACES
Cardiovascular death ) 1 4
Nonfatal myocasdial infarction | 4 (]
Stroke | 1 ]
Unstable anging requining urgent revastularization i L 7
Tetal 10 10 20

* aloes are presented as the number of partacipants, (KD demotes chronic lndney disease and MACE major adverse candiovascular events.
1 Oy senious adverse events that accurred in moee than % of study participants ane inchuded,

1 Acute kidney inury was determaned per post hoo definition,

6/6



