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RRFELSSTEPIOESR A B2 F BT AFRPIALS ZEDT £HRF (gold
standard ) ; 22 R B L g ¢ IR FA B AR S D0RHR 30 X 2 IR
FRETHEDI0 A0 LS AFRR " EFEF L OE S BREFITY 2R
4302010 & 3 2015 & FF 587 7 2 % 1205 4o % ¢ p.Glyl 70Arg 2 p.Phel52lle
P&+ R%AEF pProllleu % 3|4 PH % - A 4o Bdbop FoacE AL
B6 i f (pyridoxine therapy ) 7 & Ji& » i€ {8 A fﬂf},,’?{.‘} kR EGH TS
AR W n°“,$t“if’* PR AW R ERBRX SRR bl 24 ] PR R R BOpR P
EESBRARAIT L RERER RS F AT -

fin g $84 » ERKNet/OxalEBurope fifk 7y + @& 3k » $#30@ i fe & R 3 12
BEREBER L BT IRRAE © (W 1)

mOAAR AR L (FLARBRCEE A AFBHNS]) S T RELE FEB R
il 4F o r'ﬁ,i?%ﬁ'ﬂ?#"' ¢ RETH (T&'«)%I}iasz iR~ AT R TR) AR
arw DETSrIN lg\gfgg RFHRIR L %o 1P > AR FHRRIIA - § 4 AGXT GRHPR

& HOGAI i= - El_x_"]m_,_ o BERE R TR T%%P WL o KBE-HEEAEE G S
3"\%51‘%,%5?;’5_"*1%65?'] NP REF R ACREZ AFIRRIIRIS (¢ 7 A%+ Fé ik [carrier scan] -
H- o wd FIRECBARRIE ) Vo PUR(F LA RFRRELY * A IRR[16]) 0 £¥ 2
ANEERGZANEHZFY AL ARNF LA RZRAE IR T 0 FREY Ao

nopERing e R R —+Ff Tk A)-# 713 = & (genotype-phenotype correlation ) if * ** PH
%= 4% PH % = 3I[1] -
© B Rl R ARIE R > BRI A B 2 B 9P 97 (Mayo Clinic) ehk ipliE sk 4p 12[10] -
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« All patients aged <18 years with kidney stones or
naphrocalcinosis and eGFR >20 ml/min/1.73 m?

« All patients aged >18 years with recurrent (>2)
kldney stone eplsodes or nephrocalcinosls and
eGFR >30ml/min/1.73 m*

I

All patlents with @GFR <30 ml/min/1.73 m?
and nephrocalcinoss or kidney stones

« At least two uril late Pl late
preferably from 24 h urine collection (plasma glycolate levels If avallable)
« Oixalate-to-creatining ratio spot urine In small
children
| |
Normal urine oxalate | | Hyperoxaluria | | Hyperoxalaemia, correctad for GFR |
Check other causes of stones or nephrocalcinosis. « Genatlc assessment for PH « Urgent genatic assessment for PH
If excluded, check urine oxalate once more In case « Exclude enterlc cause of hvp@mlalurla « Exclude enterlc disease
of severe disease and conskder genetic assessment « Uring h LI bl = Start VBE
+ Start VBE, citrate, hvperhvdlatlon « Conslider Intensified dialysts, based on plasma

oxalate level
« Conslder starting RNAI therapy

v } y

PH2 or PH3 PH1 PH1
= Stop VBE « VBS fully or partlally responsive: continue VBE, « VBE non-responshve mutation: RMAI
= Mo Indication for RNAI therapy measure response, conslder RNALIF urine oxalate therapy Indicated
Is not normalized « VBE responsive mutation: consider RNAI therapy,
« VBES non-responsive: RNAI therapy Indlcated based on plasma oxalate level

y

Conslder lsolated kidney transplantation, based on
plasma cxalate response to VBE and/for RNAI
therapy: otherwise consider combined Liver-kidney
transplantation

B 1o kRS B AR o 4 vkl i AR(1]

dR L APRERD . Fom ARG B ERBARE Brd T ATRR
i&ﬁ%%%ﬁ%i&#%ﬁw’ﬁ%3’$B6¢@Epw%%@Aﬁ%@w
w B6 sl F B RIBEYS RNA *+ 3 %4 (RNA interference agent) » 4r
lumasiran # nedosiran ¢ f # > ",ﬁiﬁ eI RNAFEF2 ¢ 23 B gi2R
Hifr ot sz BHv @t 4o

ERKNet/OxalEurope Tk 32 /% & 3% 5 RNA F &5 p o chd e R £ 4
ﬁ?’E{j§%m4{3&hﬁﬁ%’ﬂ%K%%Aﬁ%ﬁ?ﬁ?‘@%ﬁ?
G FTHaEltofiFR PERED - RFHERELRS STFLER o
- 3L GNP - 3 FAE (PubMed) %34 0 & % # & lumasiran
43 £302023 & 10 7 B[11]% 2024 & 9 » R[12]% 4 % £ B3 ig= § >0 9 7
FhoswEi-HiY cwmdEmy (GHERY 18 B ) 12 HAF KL
3% Illuminate B study 7 ? 247 (30 B* ) 'e @A T B % T <X RET >
lumasiran 75 »x 5 4 § ¢ - ERKNet/OxalEurope &/ & F & #5443 RNA +

A

PHEE Rl W % EP (e T citrate) ~ R+ £ vk (hyperhydration) ~ 0 7 X
Q#m%»iziy?%ﬁﬁkﬁammﬁ TEIAFT M o

9 A mRe R A BEH AT o RSk ¥ 5 stiripentol 7t B L4rd] LDH # = {¥% (¥ nedosiran
B @ ERRERBRT T LA TRk R AR BT 0 T A RA R E PHI Bho R
PERLE S W W 1\1[17] o B oo DI & * stiripentol > PHI1 j5fent 3 357 i g

T AZELD S EBIG > E BN pF I F R 3% [luminate C study 7 — 78 2 #p 12 B ¥ cout
BEEEET LS T o

S S ¥k B Ay 5 %3R4 (casereports) e

" HARESKT 0 £ Y - 38 RNA F 4 & $ nedosiran 0 ¢ F - B [13]37 2024 &£ 3 0 g £ a0k
Z # 9k Fsk PHYOX 3 endp ¥ 472 % (302 )o

VAR RR ALY (2) & THURETA, §
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é_!'»;“;ll'ﬂ m,% * 17'? E—{ /?I ( ;’i,\v&r, ]1_,, | ’;E Eﬁt!% H ]1_,, |:l: ) ’ _:L.—&r-l‘r]-b—-— o

BIpm S kR ERBRES - “']:])% L - Bk W BTG
ERKNet/OxalEurope Tk % £ #5480 5 B 7 3 F ORGP 2 fif 2 ch s o o 44
P pE A TR g 4 o iR ET B/ E BT RAS T BB Y | 4
i FER A LRt p R B (eGFR<30ml/min/1. 73m?) > ®
WH A B6 ISRLT F Bt EEHEE RNA TR EFiaRkad SR RS - 1
I Bl (FRER I RER)-

I BRI RE RN AR P RR[21-26]

~ % % & lumasiran 5 — FE#U) ~ 3 F B R (small interfering RNA,
siRNA ) > 2 7 5 GalNAc ( triantennary N-acetylgalactosamine ) «fz 48 & % 1 4% -
SiRNA #r# |3 +imie p 22 2L § it ¥ | (hydroxyacid oxidase 1, HAO 1) # F]ent; & %
1% px (messengerRNA ) > ¢ {8+ sk ¥ i f¥ (glycolate oxidase, GO ) -k T "%
Moo Fl5 HEREF CPREE R A S Ym0 R d HEEE S X Rl
BERE TR o A ERRLF 1 pF Y AGT fEenl 25 0 F]9t o lumasiran eh# F 7
PWEE R E R YRR 1 A AGXT R A TR M4 T RIS P T U
f& > ¥ — 38 RNA + 3 # # nedosiran eni®* {83 > 22 A X 4p 53 7 4p e > (adrd)
e ) gt per & fF (lactate dehydrogenase, LDH) # 2 o

Hepatocyte
Nedosiran
Nucleus
AGXT
o
GRHPR
s Bloodstream
H@gr I
T \ ! Peraxisome
Giyeol - GB -+ (Glyorylate
Pytuvate

Lumasiran

B 2 - lumasiran 12 4= (¥ % % [18]

PR AR L B Fe it ﬁg RN (WHO Collaboratmg Center for
Drug Statistics Methodology ) ¥ & [19]° &3 | & % ¢ % 7.2 ATC £ & A16AXIS:
Bt g ARt A B3EE (A ahmentary tract and metabohsm) H@ i qem
3t (A16A - other alimentary tract and metabolism products ) 2. & &} i* i fv

15/70



113BTD10028 Oxlumo

FrH R B (A16AX  various alimentary tract and metabolism products )  #t — 4
A TEG 24030 TARELT R NRFMI YRR 1 AaR Y

—iﬁ!:’z’ﬁ_%%%%sﬁﬁ%‘ j%~?%;§‘3?4f7} SEMBRRFTEAA, T e
[22] g~ MaEF Tondl i P ASZA S fp FEAMB fjl)iJ AEFERE
#L o ERKNet/OxalEurope 'ﬁv;«}% ‘?/f; B L BmE R s EW 2L - LW & B6
(pyridoxine) » B % i -2 i 2 if oo (2024 & 10 * 24 pR[23]) > 4 ¢ § &
FPAREREY

Fropwrgfue 13 BRELHZEET VO RELF FRAL
iy o

ERuPEEEE (FYPRTARFEL)

*3F4 1 & %% CDA-AMC ~ PBAC % NICE 2z %ﬁrf,%?;fi:}i;‘ﬂ’—fé FLZ Liéiv‘ﬁ
Bz TR ENES %5@‘7}1&%3“—% K ?ﬁkiﬁﬁ & Cochrane
Library/PubMed/Embase 4p i < )gJ% » UBFfRA B ?5 R P EGER B2 B e
Panip i Rk AT F % e

K 2P
CDA-AMC w2023 &£ 20 o4
(s £+)
PBAC (i#') 12024 & 117 30 p & & 22
NICE (# ®) 2024 &£ 40 o2
e gETH Cochrane Library/PubMed/Embase sr4&% &

ERFF B TR 2024 £ 10 7 HEEFFTH- B

L1 SMC 3 Scottish Medicines Consortium @ if #4 4 | & chi5 5 -

(- ) CDA-AMC (4c £+ ) [24]

V¥ - I8 RNA—'L%E?E#?' nedosiran & ** 2023 & 9 ? F’Wﬁi—»iﬁ]‘a‘&giﬁ'%ﬂ Bt BFEE o0 %
HEELYBEI L TG RTEHN (4 eGFR > 30 mL/min/1.73 m?) 2. B % f’*%iﬁ’x%ﬁ'\fi
Al 4 [20] 5 B22024 #1100 30p » F ANFHERFELAARILEFFRERT 4
WP ER LB FT T o8- 9 53 WHO 22 ATC/DDD #F > A & 2|40 ATC 45 o
4 15 Google 4 T 34 » %% S#=% 2025 & #fb 5 AI6AX25[21] -

Ve RAHRIIFEAZ > GRET EEFL B E2 B A KL TR SR A B
915 | 4o A "“ﬁfsf%
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25

2024 & 10 * 29 p & CDA-AMC 7§ 4% » M 4 3 “lumasiran” - —t'zé m- 4
RAIFA > TR FER 2 RFMF TRBA R 12127 ”i%frakﬁ}fia Po By e
ERIFESL (2023 227 8p 2% ) T RE B L R F\"run—— ¥

o

L AR NG

£ < & L L B € (Canadian Drug Expert Committee, CDEC) £3% » -
TR AR DT o fo ' lumasiran * Y R MR IR o 1 AR
rLTE MR I bb’ls\'-ﬁ}?i4mﬁ,\n>?—§-ﬁ’i K E (H‘:'—&)@EE)

(1) & * lumasiran 42 45 0% 2

A Jp A R Bl R] ip,f‘aéﬁa”;\y} BE R Ror 1] -

B. pAA VR EBLEE 2 32 6B REL LR (¢ F e
B6) ¥ infaiidtd mEERRIE Y - f%“a‘;ﬁp%",ﬁ}?&}?& P J}
B4 54 (dialysis) o 4 o fze 5 Rl R R X RIER -

&

)

(2) i * lumasiran =% % if 2

A F R A B ERITRBELTRSER 0 B % YR lumasiran p

B. FHREWWPISEHT o o RATF F RS %—z‘ﬁf@ (loss of response )
pak— o A Rk s R lumasiran (o o B RSTI FOF B TE G
3T URIERRERBZ f‘_r’ﬂ}lis A > lumasiran ;o ¥ L @ H 24 ) B*
PRie XFELBEER E 0 "E KT & ¥ 2+ *UE (upper limited normal, ULN ) 5

1.5 RB™T™ %o

(3) J&™* lumasiran =0if i

A. Lumasiran Fd 5 ZE{rRERFLE T RSB 3 Jjg]:}?a/\?‘ﬁé;m%"g
ﬁi?&gm i gff)?agﬁi?&gmf@ o

X T&*ﬁ‘pgﬁﬁiﬁii RegrmT=8 (1) #agizp f’#""ﬁ]ﬁﬁim@ﬁ C iRl E TR
fapr @ (oxalate : creatinine ratio ) | % A v F0 Ll TR 30% iR T s F,g:":r lumasiran
e AR - EE ERD VRS R o (2) SHET A %"’f'%ﬁ-'@éi—’ﬁi R UL R
dr% B P R AR T A # 1umas1ran TR (s TR 15% 0 BIAAR F 5 F v o (3) BAedy
/r%l?"&f’g‘ﬁﬁ'kmf]‘\u’? L/lk#ﬁ’xﬁ J\_‘LJug I‘Q’IE{"& j\ﬁ i&/r’}%"gl’iﬁj’f’ Kﬁ-a/r
A F
PR FER B R A RR S L RE BT SRR R g)m: pEH &
RIPFR ~ SR I ZRE 0 FEF RiaRp éﬁﬂcﬁlﬁiﬁﬂ%% 7 & I PHIL 5
AR B R SR F e BRI o 2 WA R E T G ﬁ;zﬁm;ﬁ,« N FLY
lumasiran jo o » T AR EC RIFEBAER SdcE > MG P SR ISK S s EE o
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B. fAA a2 B ERERS VI V’?fifﬁﬁ’ B RIL Y o
(4) lumasiran § & H& f

T EARBFFICER 95% 0 A RN & A2kt B (incremental cost-
effectiveness ratio, ICER ) 7% ¥t 7 &2 enff B F (I F 24 ) po dept o
4 €4 ¢ F & Ic{ lumasiran

(5) e lumasiran 97 {74 (feasibility of adoption )

?*q%“ EARFRIDES R 2% H lumasiran (& % - £ > F i HIf
3 e A7 38 4000 § Ao R o E,‘k%?}‘;\r@ i 5 ¥ CDA-AMC E7@sT i | B
BEG AR F o RMIEE B L] R FR R AL

2. AR EFHRDTETHE
b A RF RS B e TR

() SHAFFLIRED AL e ¢ T RFRES S £ 4 L3
ok N2 ARPFELT P RZE O EHR TN ¢ 7 illuminate A -
illuminate B ~ illuminate C % = 55 3#% » ¥ *h > & 3 A B A HFPREHRFT A T
% 1/2 #p 2. ALN-GOI to 001 3#5k % H 2 @ |4+ 25% ALN-GO1 to 002 »

2 &

)g“

PR P R T ;g.u AR PF R LR )’% AR (8 eh
#F AL’ (gaps in the evidence )

i)

3. 4 gkemmd

(1) -F@p ~EB R~ FRE P w2 %= Pk % (illuminate Astudy ) %
% Bor 0 2% AP > lumasiran ¥ 14 "% X 6 v b PHI ik h24 ) P AR
BB R Toq ¥ b 38 B A% = HF §k ;2% (illuminate B study/illuminate
C study) % % RIAE5F > lumasiran 7 172 "% M E & 6 k2T PHIHE 22 § F
FR G & AR ST PHI Jp A chd R i SRR KT o

(2) B2 > lumasiran { & 84 5 4 hF f (Ao > R ﬂ?—“ﬁfﬁ%ﬂ}r& PRNLE AR o
B A B3 m_q_ﬁh;fﬂfﬂ (A TR 22 ~Fp B }I;‘a,sa B T & Hp %":;153 N oA
FAAFEET SEEFEETHEOERFL ) ird )fgrﬁgﬁ? il IR
A ¥ * lumasiran c7cF 0w G P AER o

B) F#FBELE €5 B RBRFADNDEGERY LT E > lumasiran T A&

VRN AERAED R T RIS REE R  TRBEPFFL A REPF
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f}%‘%\:ia,: ‘1{$\ml% T & T\Fg,p s F] L ,_gci riﬁ}?\’»' §,%:o

4) Jr“%ﬁ £ % R g R R 0 e lumasiran {8 koA = E SRR BREF T
FE 122 R4 o g Py AP MRy 4o 0 Fl A

€73 % PHI i A f+ & lumasiran =05 1 i i o
4. LR FAR@EOYT L8

(1) & B> §RPedm I R4 2 $20 PHI 54 5 & A LehF R § &
(unmetneed ) o l4e o o 4 3 ipfy VR T R F B AT E K fRIAF
R LB E PN 0 BB R e U i) veg ¥
pfe &R &2 T R TS (R FTHAL) s PHI s 4 oh
- 3 E o R E 3 AR SRR bldey i 3 ‘-‘])%‘ TR ELIRT G
HArgld -~ BB FEF A @ HPHL B A % AT HELHR D -

(2) ﬁ%%ﬁﬁﬁiﬁﬁgPHl%4m?ﬁﬂu’@i%m@@i%$
?‘-}?5;# feend & o e £ 4 F € #4R = 57 illuminate 3#% 1.5 % > lumasiran
HRETHRA DL DR REPAP D EFRELIRADEDRT B
Y 4 0B f# lumasiran B eGFR ~ £ 7 & F7enpF R 11 2 B 4 TR 2B
iiﬁ*ﬁmz\ﬂ A R EHmE LI EV NERFORRETA TG P D
& 3. lumasiran #-¢ =% PHI 4 e FrE H g )]% F (morbidity )e

B) ZH g3timIly K- RPFERF ok (s 0 2% &40 > lumasiran ¥ 5 >
5 ‘%?ﬂm@’ﬁ JEend o MEFP o ¥ — 3 5 > lumasiran B 2 .3 ¥ 1Lt
1P HI 5 % e04 EEF o R T G g Pl ARR > VAP o

(4) A B RTINS TR s 300l AL o ToAk B AT HRPE B 2R 0 Jnf ok
THRGHADRRrLRIEPI IR LN > L 2P PTES L
(SO) g A ¥ iv # ¥ - M ip R ™ riecd i P ey o blde L A P
G SRR S U L L R S AR A

(5) &R €333 BT * 4 4% (surrogate outcomes ) 3% PHI J 4 io
FATIA TR AL o Fl 5 0 2 R p e 1)?5 A E & Aok F G
I"p%‘ﬁﬁ’ R g @ R ga'gﬂ' }]% AR BB ERR ISR R RS ISR %
Bt d o L | g3t Tl é%«f]’\ R Rads 4 B RAR R “Ll"l}?i £

%

¥ lumasiran A7 s R (8 > HHP B E DT PRRE L L LG Prig
P— Fa TR A )"J’\,,gﬁﬂ_,,gm_\;ﬁ;ﬁ J\:Lpoﬁff;,qjiggd,;»}; 3;;}_.
HEFS Log (SO) dhyp 4 > Frié 32X 9F%H 4 2 lumasiran /pf,%* 4T

m‘;-‘ﬁ -&fb’ig Eﬁafﬁzli—ﬁ-}ﬁ’xﬁﬁk f}'q'}EJ_'#'m' o F i’_E/ Eﬁ
ﬁriﬁ/‘b E‘]%ﬂ’-" zg u’v F\ m—%‘ﬁ’i °
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6) % B €311 " A BiZ T AT & #15 &% lumasiran Jof 0 LT
e MH R RE L R R B RT o

(7) & F ¢ /D15 AL 47907 FE Lo A0 lumasiran &2 100%F 2235 17 5 4
T B 3 * Hp %":}Iis ; g\a—*ﬁ vd R LR TG )‘/«‘Iﬁg_ u_ff%«‘flisfé'#\:'
B2 P TH R lumasiran JA R £ RRE 0 FRR T F T AT E
- XRRROFFEIE T FRARFRELSEERDEIRT 4G T AR
¢ lumasiran - "fﬁ“’ b FIL AR EAEY A% PHI Al 26 e
%7 (underdiagnosis) > BB % 52384 > 4r £ <4 & AF 2o (L PHL ¥ R é
AR SRR TR RO o = g TR B WL = s

5. ZRgHWRRDF 2

(1) ILLUMINATE-A #5 & fops ¢ cnfh i > ¢ 3425 % 4 v &
¢ “PHI R~ 2@ * a4 3 B6%E%F £8 - & ¥
L B e B ARR 0 BUE R Bt E B6o Wi

3T LN Z
7% Fwm e

"Jvi"*/ iz d 7

=hg
ok

3
TL

7“

(2) =7 ~F$‘5§&&Pﬁb—* LIEF)]%P-?‘Q-»)")]%WJ & o
(3) Tohk & R ¥ lumasiran 5 % 5 aR o =I5 RS HEERF 4 K.

(4) $2° PHLgp A o 7e g 7= 4p M 4p o7 f24 7 & & £ £ (minimal important
differences ) | ¥ & > - {5 A P FxE @ o

(5) ILLUMINATE-A £ ILLUMINATE-B #5% & # “,Zf ¥ A ’ﬁ e 2 EXR
?%ﬁﬁ‘a4ipﬁgﬁ%ﬁ(m%MQJHUMNMEC%%ﬁ%Qﬁ
%FEE _ﬁﬂl:ﬁ-.ﬂ ° ijLL»‘ Pf]‘;}é’yf’})l%&lj lumaSIran/r,}é‘F ]E&_’LF’} o

6. A PALL

ZRERTIA Bp A REARBAL L AT IR A AFIREAS
¢ (Oxalosis and Hyperoxaluria Foundation, OHF ) ; 142 [4c £ 4 F
(Canadian Organization for Rare Disorders, CORD )~ J5 * & %

z Illuminate A ~ illuminate B 7 illuminate C = 5 3#% » > & 4§ 56%* 61%Pki 52%p + e P PR #
MG B6 o S R MR K pRehs 7 0 R RE T B dop MR KR Ren
ek E o B2P AT F OV RE % F S lumasiran & R o AR 111um1nateA EEE T X
EHLY oM P Y AR AN & BoR "’E’?-é:'%”"}l% o I% MAELR -y » A0
A gt (22 k”ﬁ BF ovs. 17 A R{E® ) B EAM - EF "“TPL“"%ILGWJ‘;;% °

a g2 Gk }%“x’blﬁ'—y?‘;ﬁ Hbéﬂ}?“r]—&’ﬁ_ﬂ-/]’?—ﬁ-ﬁ/}ksﬁ J\-l),’r:%;i 50 HrT g2
£ L3 #BH’F CEPTRRF ¢ LR L ko 2 Prie LB ORI R s
el TRAELE LR
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i 13 F RN 'é’«‘}lis A AAILE F‘@;E’F‘]’;E] A A A R S 4)3 18 i
¥ 4% 48 lumasiran ;o0 P o S0 ko oA A AENT e BT

() fe& PHI B chf R LM 6 i 3 (bl4e RS~ 5 i 7
:{) "z ,]J_z:k—;, & 57/34 (g.gr,%,u %’*E*“,ﬁg",‘ BJ—%"%}*ET N ;;»}; T bW
é%ﬁ“ PLRE ) gttt o A R A R (F FF T PHI g

B E) MR EREpEE Gy R

@) it 4 ¢ p@}i}; e OBIERYAR e DR REO P B 7R R o
%5 5N s,g@? ( gastrostomy tube ) ~ & & 3% £ {F11 4 “T BE N FiE-
BRERFas & Bishk7Tatd hra 28 BERELEI5% (intensive
dialysis ) ~ i5 % "8 75+ £ (noncompliance ) e

(3) oA MA AT TG ¥ iR PHI iz (& §3549) 193 Ko it i
P MTRE T FRBLTROTESE  THED T EBC 4
ot C

(4) % #% iF lumasiran ;5 R s 4 EA L E’v"r])%'}‘?l—,'i’ EAPC R A S = A
(=) PBAC (&) [25]

2024 & 10 * 29 p 2 A E M fFA 3% “Pharmaceutical Benefits Scheme”
% P 2. “Pharmaceutical Benefits Advisory Committee” F & - % d “Public
Summary Documents by Product” §./< > 4& » B 425 “lumasiran” > ¥ A F jE & &
RE AW DT -

(Z)NICE (#®) [26]

2024 # 10 * 29 p A ° & NICE % 7 > 4& » B 4EF “lumasiran” -~ £ & J& 3
Lo Y - LR6IFH - NICELXR ¢ #HAFESY WRFLFIED
Bk 1 AlSR P H 3R A[2023 & 49 19 p 22]0 T REBERL DI

-4 > e
?mp\ llli;‘-z;iy

,_‘
A
P
IRy
(S
B

hod B F AR A F £ 2 (commercial arrangement > § #4740 )} & foo
Pl4 R € & fcd" lumasiran> * ¢ & B & 8 & O PHL s 4 5 (i o )

% 16 o A R LR REREE 2 n’ifﬁﬁi— HEihp LEEBAEAR o
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2. 4 g

PHI £- 6% 8 chid @A > H 50 § Bt B P 4
T A EFRIRATRLIIERTEEG THREDIIIEF RFPo P meh
[ el S THaiz ¢ g - BELFLREZ S BFFTHE -

Tk % AT 0 o 4 L4Es 6 B 7 lumasiran & E BB SRS 0 F R
iRt mfiop g A Mp FRART ok 2 A gAMER g o
fe & PHI A p 2 o B0 B3k 4 2 B ST Piv A do s oo &
~rx* &7 ihis B (cost-effectiveness estimates )+ & F % #x T o B2 R dopt
lumasiran 7 5 ¥ s #& i PHI )]% AE R DIRE ISR ITE o PTIL 0 5L

NHS 7 k> ﬂ & & i% 5= % (National Health Service, NHS )12 3 & & ¥ H #( highly

specialized technologies, HST) 1z 1 lumasiran * % i PHI ie g o

\_

3. AR FAITETH

FREFRNIBTHEEMFREDEFTHR HARLLL AL R
LALLMz ’”:}7%\% 4 /] 2 (Evidence Review Group, ERG ) i& {7 &% S =
}]?é[?* RESH o B P R 3R TRA RS 3 I 9E 0 A % 4 illuminate A
illuminate B ~ illuminate C ~ ALN-G01-001B ~ ALN-G01-00299% z&z=% -

4. AF gy EE

(1) ’F‘? N oeppit 0 £ B By a5 PHI 2 ﬁéﬁii\?ﬁ%’:iﬁ‘_ ~ G F AR D
B BFRAE B RN EETIFRE - B R FREREITRIZ D
PHI 5 % » & Fenif 49 g § 30 @ 5h— fen® 47 =0dk (67 /5 &
vs.3/FF ) m Y o A REEBKTV R ABITS 24 ER TELL A
Co B Wi AN T E s bldr EHE X Bk S RY B & B6o
oo A IREE G FHER R A TR RL B S F - TR
SRS e eodpst oA f §BEP W G F i F R (unmet medical
need) ® A% & o

(2) 2R eI EERT “Hp L o g 5B EPFF 3] (Medicines and
Healthcare products Regulatory Agency’s early access to medicines scheme,
EAMS) > %2 #ici® B2 000k #% % % lumasiran /5% A TR FRH > £
WEH R 20 0 H R ERRKOFFEN 0 L] TS L RPRL

COR-TE L2 AR X FRIERZ B EE R R

W L - Fx 28 F'“x;k it % (open-label )~ BLEE 1 & > b efnt W M 2RB o B~ L3 4 ALN-
GO1-001B 3#5% 75 4

©apdm AR XA %‘s’ﬁé B FILAE TS AT o
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A3 X lumasiran ;o (6 0 © LRI 3 AR L R o ",f MESROIRIE: &
A VR R R R IR ¥ S RTE  Fl o BT A Y
e adF TP RCTRLOFIF o Jpet 0 L f €335 lumasiran ¥ 1Y
22 PHI 4 2 B p A end B e

3) iﬁgﬁ rir;bt: B E L) *%{%ﬁj&FﬁﬂZF%RO&%H}%;}%@?
M — IE Ak S (OxalEurope) el R 0 A R
AR EREBHAL G PHI R4 o 20§ @ AT S N’E7”£9$
A H jp X 5 1 (isolated liver transplant ) » J5 04 0 B % & TR
iR PG EBOTRES RS i

(4) % B ¢ 4-4F lumasiran & * PFBiE (73434 ¢

A, R 23K lumasiran Ji % Y A SR TR AR & B B ITRH 18 PHI
&ogniﬁ&,aﬁﬁﬁﬁﬁ%@%miﬁmgﬁgﬂ,@$%

lumasiran 5 5 e A RAe 5 ¢ Bl %"E%;ﬁ;]}%%ﬁpﬁjPHl Bt 2
¥4 lumasiran jof o £ g0 & A *K;};}-)Euff‘:}?i%g/—" 3 TR e A
HPEEERLESHF o RFIAE 7 5 5 lumasiran £ F B LT
Poil B 8B AR 2 FO%OR O+ 4 PHI )]35 A o

B. e F i lumasitan B33 704 TR LA AR w LM C
PR AT AR B eh PHI HE sﬁz VAR PR RO G ¢ RiT A B
B B 24 A (severe mfantllephenotype) HPHL B o 950 > F
R OB RS EFF L E AT Lopa NIRDT i E R

.
k= =

¥ -6 o TRs FELE lumasiran BT ¢ G TR B S
258 P ¥ R E i PHI )];«1 A o uf I ) TE')%%?W* WL A
e &otd T%0A R iR By A/ PHL ooy 4 T%yw
lumasiran ; 4% B {Er(s TEH 5L D E T 0 /Y £ XS PHI e ¥y

I B 4% 5 lumasiran °

C. Zf g7tshmt L@FFTHILE AT F &KX lumasiran ip PR AL
Todk B FF AR 0 F] 5 OFURAS 1S M1 o 4 RN TR B LR IR AR T 0
WiEE Rt 4 97 AR B A B ARS8 @ 7 lumasiran
RED ER oA G TR FES R e § 2P L
(SO)mfﬁM CEEARBAE T AN A S R B AN © S S

EEMomE R - R i"'/,%“ff’ﬁ”&f%fﬁﬂﬁfﬁk tni o & PHI
:Ilis AZ 5% lumasiran> F F AT B L P S BRLFFABEDT R

BB HoE R ¢ 7 2% lumasiran * 3T @ 3R X SR {8 cH PHI T 4o
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o2 RUP E R 0 lumasiran @ % s 48 22 FRk B RS SR DR < AP o
(5) % f ¢+t e lumasiran {8 ¥ i 0 * A i BAR

A BMERPEZRARATRETHE LA i 2 ¥ 4% % s ( National Reg1stry of Rare
Kidney Disease, RaDaR ) p} 3 ¥ ﬁ&ﬁl:}i:l)% A URET G LRE
lumasiran 75 c0 A Bee AR F A BANEH L AR E ST R

FABBEEGF VMG e

B. T&'«&??EFFW:; % lumasiran fT§4 18 o R A IRA 0 B € IR B
B B2 (S EBHART L ATZIINA > ER L rﬁ;%‘wz"f‘ﬁ P T
-‘])%‘S‘ 2R & & lumasiran 5 0 F E S PEE G 3 1 4 4 ﬁ@ﬁiw-y-}?i
TR g R e G BT S B i e TR B R <

HEF 0%:}?3j ¢ &< lumasiran /o o EF F & A FK/’}:}?*j ARk

Ao B REFIIEE ¢ NRARERERR 4 Rk P

FLETRUEERLAL V2 FEPR -

Nk

% lumasiran ;&%

BREVYEHBH LR §RIFRYPFPEZP FEE lumasiran 1{? g B
g;é’*m}fzsAﬁja?"/oZ@ TR ENRFATEAEREETE ST

LR FARARN
(1) &>

~3F 2 * 2048 F Cochrane Library/PubMed/Embase & + F A% & 2. > /& 3 4o
T 0T 5 PICOS s 30F (5% > THOR B 4 A ?%ﬁﬂ M T 2
¥ (population ) ~ ;% = ;* (intervention ) ~ % »x ¥ P& & (comparator ) ~ F »<ip| £
ip 1% (outcome) % #7 7 k32 2 ;% (study design) > H HF if i FIZ 4o

BoriEE D RFER IR R 12 2E o Eop L

ok g

Population

Intervention | lumasiran ( & 7 F PFPR* ¥ H B6 & H 4 Bl )

Comparator | % 3% "2
Outcome A%
Study design | A3 "2
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i% pe _+ it 2. PICOS » # i Cochrane Library/PubMed/Embase % < }I% TR

%2024 # 11 7 7 p & » 12 (lumasiran) 2 (primary hyperoxaluria) 3 1 & B
3o T FF 3485 (MeSH term ) 32 72 A F Rk LA - o

2) #FaR%
A. Cochrane Library

2024 & 11 * 7 p % Cochrane Library % F > 4& » B 4&F "lumasiran”{é » %
EE 3 A E‘f i3 :"—Ff‘ SR B N I GR R U MR- %i’%—%\bh’:}%iﬁ
B o 29 3 2T 5 ¥ = 85k #% illuminate A study T3t 0 1 ¥ F4d
% 128 Efé%"f;l‘ WEW o é‘v?“ 12 8% » 5 — 384 & v # PHI Ilis -3
% lumasiran & % & e 2 AL R > AT A2 ‘@p R o
Cochrane Library 1< }F*J%;&j:é? 23 2 K[27,28]2 /‘Jvr;t CWNE R R 3

B. PubMed

2024 # 11 * 7 p % PubMed % 7 > 4% » B 4£ 3 "lumasiran”{é > = JE 7 80 £
FE 1993 #3204 #FF ~ Ay W% E AQPva - LR RV
}E& LTI B A BINIBHBIEF EHREIF T E£F 2 K 0 2 Cochrane
Library $75F % % €4f 5 B - LTpA RRFIF T £ 650 ¢ 5 1 5%
F A2 PRk ¥ E% 3 5 B S = I H ARk i 5% illuminate
Bstudy %% ~2 & 5 2% = #) H BTk :#5% illuminate C study 2 % ;44 k
S 1;%:’ VAR T AN I e }I?Jerjbléﬁg\) KL AR EEFT T o 4,5 PubMed e
FRAOF > 54 6 R[12,14,29-32]% At~ it - A R -

C. Embase

2024 # 11 * 7 p t Embase % F - 42 » B 42 3 “lumasiran”¥? “primary
hyperoxaluria”{é » £ 3 21 & FHLE TS R EK M 2 }I?% ~ 5 AT
ORI R R AL g AT Y ke R T TR R R DRk
22 Cochrane Library ~ PubMed #F % % £4F N 2 A € EHF TN > £ 5 3

F [33-35]%8illuminate A study :#P& i B EEE L E - B[I]EmH %7
PE S E B R AL 2 R AR DT 0§ - K[36]5 Shouli ® 4 %
2024 & 3 7 B A ® W g RI2FLE 21 i B F Fe(Royal College of Paediatrics
and Child Health ) # %734 ¢ > & 41— > sk }]?é'}* REA F75% P F

T Lieske % # [30]>* 2023 # 4% &1 e 34 ¢ 4 & > & 3R illuminate C 3% % 24 B 7 iy o 82 2% f‘
AEA R (FREEAR) LB R T AP L kxR A o R B T O

& Lieske & 4 [35]% 2022 & 4% ) crF7 34 € 45 & > & IR illuminate A 3#%% 5 24 B ? hlicdy o B2 ,’J‘
FRrd 2 (Faesil) Rp & F o Az o - iRl fppF 2 3008 -
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B %A T 2023 & 10 * 2w % Cochrane Library~PubMed £ ScienceDirect
% 4 > lumasiran * 3% PHIL 5 4 ip e a2 & 2 AR - 15 4 /2 }F%?};t
Py BFER A A REEREER TS E o LR ptRas T R Y
EED g o é%?ﬁf’ﬁgpfﬁ%@%%%ﬁ’ﬁ%uﬁ%o
% Embase 5% Jri® o £ § 3 K [11,33,34]% Jrikih » R -

(B) RFFHRE= ;g%#;%t%* By

HAZm T A4 T lumasiran * T RF MBI )T\)i 3] (PHL) 3 * 0
AR e g 2 A > A 2024 # 11 7 7 p 54 Cochrane Library
PubMed £ Embase ¥ ~ 4|3 + ¥ ;1‘4& s FPRIE LK »me’s,éégé:’ﬁﬁi PICOS i & »
LA o s TR e 1;%:}%7%*55,‘5‘? EFEI09EFH - LFELFTHEHEREL
%aﬁ’#ﬁ12%@&(gﬁﬁpﬁg@$)ﬁiﬁmw%$@»o@&v%
4 W) % lumasiran 50— 38 % 1/2 H) 2Bk [27]% Hae v 4R %3128 % 3 8
Y= Ew_msﬁ%[lz, 14,28-30,32-35] » 72 % - 3 & F FM e BFEROE
FEABIR[] AN EFEHEFFF T AT RELAN =R T 3 TRhE%
23 g T B Ap B v}]?c » F 12 R D2 B vil?cr#"‘ ML B o

Lumasiran * ** PHl /5 en@ & FA £ 3 2B W5 ¢ w2 5 3P RmR

oo A A (1) B~ SRS T EAER - 5P 60 B 7 2 illuminate A 3#
oo (2) HE ~ B3V ivE ~ 2860 B 2 illuminate B 3#5% > (3) H &% -~ B %
SUEE S S H 60 B 7 2 illuminate C 35k o 5= ESm 6 B2 B ES%
oo 15 54 8 Fvar W oEskE U o iz fom A i & 2R B2 illuminate A 35
£ illuminate B 385 Jcip i3 %5 i d 4 > @ illuminate C 3@ 2 i 7 8L §
;gwlis g 4 illuminate A i ~ 8 6 & () 1} dup 4o illuminate B 3#
o~ Ed B 6 LT s 4 o illuminate C S R A PG~ g A ShE S o =

IEEé.%Em;LJﬂJI%A oniE ~;}M$ iEEEd s AHFT W Aok =~k w Ao oo

bh & fr vk [ R 2 FRoRT 24 P PFRRERRT s RRZXRIEFPCE TR
?ﬂ?mﬁ&ﬁﬁﬁi*ﬂﬁowﬂ’%jphﬂ’Aiﬁkﬁéﬁ%ﬂ’ﬁif#$3aﬁ
A ETsR (1 = 4 EFZEH22FE 2 w.ﬁp—& EFi S FRRIFHTHEL )

i w g ds P W R g 10— %ET A SERSE FAHES SR S Y w2 % 1/2 #3E5%(NCT02706886,
ALN-G01-001) > A& 2 & B3> 2016 # 3 % 42 % 2019 &£ 1 ? RE 4T o 3RS P hikith
lumasiran * >t iz f & A 2 PHI A ch& 2~ Ffpdd FR LM @K 5304 0 1 &
Por 20 EE6 T 64 F ;iﬂﬁﬁWﬂnIHI%EA0%4”3'1”M$%ﬁﬁmi7
P38 2 lumasiran %2 (17 A ) 22 FHeE (3 4 ) BT 3R%% 85 % 2 {4 » #Hi » B3V 1%
¥ (open-label) 2z 2 # #E2% ¥ (NCT03350451 ) £ % A ey 4w v 1 d& A % lumasiran
R B R R LA R 0§ k300 PHL g5 4 6124 ] Eﬁfj\;,zifﬁ%mgy{fw B2
ok A EAR S TS% 1 43 PHI g5 4 4 S0EF)0 R R BORT [0 % 15 Benk 1 Ui
[27) 0 & & 0 25 ch % 7 4% A 45 HE IS BT H H R [31] 0

I Tlluminate A £ crzs # X F > B4 3 B2 AR 51 B i B iR e A
B4 3B % A .E'_Ffa S 3,3"3:}%5:“ lumasiran ;% > lumasiran _ELFfs AF 1B M ERE R lumasiran

-

2B XM o p ¥ 4B B A7 i 4 3,3"3:%%-5%’ lumasiran 5% > 4oftdk = 2 BT o
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% = > Lumasiran = J #% 8 - F e B 5 ¢ o B A2 BB T 2 AAT R R L1, 12, 14, 28,29, 32, 33]
5% LA Bk R :l,w#%'%f-;ﬁ PR BAEFR (54)
(RERE) & # AGXT + | 24-Uox eGFR 3 SO «‘II?S g TR VB6 + T E Pox
illuminate A ##5 =6 A% Tin> =30 A% A% 56% 15%(6 *) 15.0+7.4
(% 38 RCT/39 4 ) 0.7
illuminate B i#5% <6 \Y — E8 =12 B " : eGFR>45 \V4 \V4 61% W 2/18 4 2y 11.5
(% 38 HE/18 £ ) E@<1280 i O=UN [T oy mng (Reg i L kA (6.6, 30.6)
—*Ff‘ﬁ. A%k 62 P\%-F'“&r-:\
FETE -
illuminate C &% A& \Y — #4#>12 " 1 eGFR=45& F 24 vV 520, 19%(4 4 ) | *B17&(cohortA)
- R Pox =20 57.9 (22.7, 134.0)
(% 3 IARE2L <) il EW@<12B D CrAND
¥ ERE
B T g, 2 St | LTS & TR RR i 17 2 (cohort B)
Wi Kok Pk o 103.7 (56.3, 167.0)
R an s kv | o0 BEES
“‘}’-I-' RWD = = ;\g & ‘;'L\—; g 0 o A% 17.8(20 1)
" ) £ N 16% 4 EEprLE
(‘?’/Iﬂ'ri/:;:;&) /?§|‘a7 /\ﬁ‘L%:
10.5+4.1
F47 (13 )
9O ALk L #
FE AR
78.0+40.2
*AGXT + : ;]‘F w2 TR it L3 REFEBIHD Ao 1Al X% LT 24-Uo : ff\,}k 24 | R B £ > B = 5 mmol/24hr/1.73m? ; Cr ¢ creatinine #“f f*; eGFR @ %4k

HpiES > ¥ =3 m/min/1.73m? ; }

B Pox i REAEB KT
s ULN @ &

Foite KPR B R ER

SO 5 € * SO (systemic oxalosis) 2 & {+ 54
A PR PRI R L ASB R RIS E AR L 0 L A(BC) B f:gt—%?%fﬂ’ﬁ =% 5 pmol/L>

¥ ' ; RWD : real world data & 9 & % #3955 L

&
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ik illuminate A 3#5% illuminate B :#5% illuminate C &%
% A illuminate ‘& #82<2 E#=21 6K X545 e ¢ %45 e

£ (f) 11.0 (6~60) 16.5 (6~47) 1.0 (0.2~1.9) 4.0 (2~5) 9.0 (0~40) 6.0 (1~59)
E## 0I<I1fk 2 4 (50%) 0
Ed=11<2 Kk 2 4 (50%) 0
E# =2 3<6 K 0 14 % (100%)
E# =6 1<I8 K 8 4 (62%) 14 % (54%) 11 % (73%)
E#>18 1 <65 Kk 5 4 (38%) 12 % (46%) 4 A (27%)
L 5 4 (38%) 8 4 (31%) 1 4 (25%) 9 4 (64%) 3 4 (50%) 6 * (40%)
I E 3 4 (23%) 3 4 (12%) WF 2 Azha Ao R 1 4 (17%) 3 4 (20%)
24h iR TR £ 1.68 (0.68,2.84) | 1.77(0.76, 3.05) | --- 2.01(0.56,2.47) | 1.28 (1.28, 1.28)
Hopr R R 2 | —— 1.2 (0.7, 1.7) 0.4 (0.2,1.2) 0.33 (0.08, 1.38) 0.54 (0.45, 0.62)

P i

R AR

13.1(7.8,28.4)

13.1 (7.0, 43.5)

19.7 (7.1, 30.5)

10.5 (6.6, 19.9)

57.9 (22.7, 134.0)

103.7 (56.3, 167.0)

T~ 553 Jh B ¥ eGFR

76.1 (36.3, 125.6)

84.7 (31.7, 131.4)

118.4(102.3,134.5)

110.7(64.7,174.1)

16.5 (8.6, 34.1)
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ik illuminate A 345 illuminate B 385 illuminate C 35
A e illuminate #E#<2 K E#=23 6% AT E e B 5w

eGFR=90 4 X (31%) 9 £ (35%) 2 A (50%) 12 % (86%) - —
eGFR %+ 60 1 90 2 FFF | 6 * (46%) 13 £ (50%) 0 2 A (14%) - —
eGFR 3+ 45 % 60 2 ¥ | 1 * (8%) 2 4 (8%) 0 0
eGFR %>+ 30 1 45 2. F |2 *~(15%) 2 X (8%) 2 A (50%) 0 — —
ST - - - - - 6 (3, 7)=
Ry P Baug e (presenting symptoms )
P 3 4 (23%) 2 4 (8%) 5 4 (28%)
TRT 7 4 (54%) 21 * (81%) 5 4 (28%) — —
T 4T A 7 % (54%) 10 * (39%) 8 4 (44%)
A3 TR 0 4 0+ 0+ — -
H ok 3 4 (23%) 4 % (15%) 5 % (28%)
=X JIDET)
PE* s & B6 9 4 (69%) 13 £ (50%) 3 A (75%) 8 £ (57%) 4 X (67%) 7 A (47%)
Bt FEEROERG 6B
%A H B RS 13 4 (100%) 25 4 (96%) 4+ (100%) 14+ (100%) 6 * (100%) 15 * (100%)
PETRSEE 7 AT |04 1 4 (4%) 0 4 0 A 0 A 0 4
SRS E 6 BT |0 4 1 4 (4%) 0 < 0 < 0 <
3% 0 4 1~ (4%) 0 4 0 4 0 4 —

S bR E R SEEM Y s R NIRRT SR

RRER A ARTRBE
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4 s ¥ 4 Alnylam Pharmaceuticals ) F & {7 o Illuminate A ( ALN-GO1-
003, NCT03681184 ) ~ illuminate B ( ALN-G01-004, NCT03905694 ) ~ illuminate C

(ALN-GO01-005, NCT04152200) % = 78 35 e & 7 A28 £ LR > 11 2 B3
Bl X R P Ao T T A T MR o PRyt o VI T U KRB R A BRET

A BPRARFERTA PN ERG THAF A TRRE R F L TR
ER ORI B A AERE R YA F 36 B 0 ER6RNT g ks
S 30 A TR THRER L PRk e A vt Wi

B #% 6B (FHEHFEEe 7 3%F 12822457 ot F)e

B. AimhdpiitA 2 @&l R IR R SRS L R RBR
PR H AR P ARE M AR (TR F R /A TR
18~ % 7% % ) Milliner % 4 [37]% 2020 & R &2 L H =& 7o foh & p2 8
Bojo SRS SRR R TRR R IROEE > Ry FARET
e d 7R 0 & TR GEwED ofiéz )

(@) Vs RAhtEE  cRTESTEE THEERD T &k (oxalosis) -

(b) Pis oIty CHEARTIMP LR THA TH i EM (eGFR
A )e g NIRRT ) 2tk ke > 1995 5 00 7 8 % ol 2 49
SRR R A SRR ETEBTEFRT (SldoRiTE ¥ E) BT RG -
A S e BRET R 1-3a 2 RE B X AR R L s
BATE (heEPR) PG AR L R AR VUL BRIET
Hoh Ob-S B2 RH R KRR R L iRk E R R s R A
o REIBBACREZRLDN IS A REIRARELAR I L -

Froo Wi AP R E A illuminate A R G E P a2 (% 36 B?
shifcdy ) > AT AR B R R 2 F A R B2 RS TR ML TR R
ARTRER R LR (TR R A TR (Ao TR M) EE 5
PRTMOFEFLIRL e - A A ] BN R R R o F
FERGRTM e ¥ A2k A illuminate A 3#% 4 §RLER L TR
PR R R RN AR 3 e v E kR

= 7 illuminate ;2% cH1 X & dpthdicdy > £RE ML 2 o

MOk RaEREEFTHY K- Bd FM2A P (HEOR Value Hub) i {7 94 472024 # 8 *
20 pAR] R F GBS T ARCANER PHI A X AR EFRSF NS Eokg (¢ 78S
I BHE e 2 i) o JURER T IEF TR B SR AR A 0 WA
FEASYRY ARBERAHF R 2 PHL ApEiApM nddr ~ B2 7~ o LW
SRR O/10F % 48P A EFFRZ G (R E )
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FERTBEF LR/
BREAFR 2L

illuminate A

illuminate B

illuminate C

®EE R

)~ gk

B g R

®EE N

P g | P e

R

;!}ailjé }Fﬁe

it g E R

FRTHE &

S5 % 06 15 1

chik &

2021 # \Y

2022 # \%

2023 #

v

R K 12 B

3

2021 # \Y

2023 # \%

2022 #

R K 24 B

2022 # \%

2023 #

S5 % 30 5 7

2024 # \%

SR
4 | 4 | &% | 9
#= | H |

S5 36 15 1

2024 # \Y

o &R

S 2024 E 1V ¢ B

S 2024 E 7TV AR

TP 2025 F 70 B4R

i 4 i

TN A

[T T

Frie X s B B i (R TR

SAURL L B 3R

LR R

eI

W LT iR PRk KRR R s i F = LAk 3 e-vopg vt i ensg it
R AR K T g 2P XL KT chsg i
. T % e (4- eGFR) 3. 557 i (4= eGFR)

PR R R R TRErEH . 8rg it 1.5% 7% &

A A EET

295 4 AR

|

iRk AR i i

N =[N =W N =

CEFPER & 4 TR i chlim

GEP B B TR

-

B =
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% A~ = 7 illuminate 325 2. 1 = & dp ik % & B4 4 [12, 14, 28-30, 32-35]

illuminate A :#5%¥
i B 6 i 36 1B
R S 26/13 + 24/13 4
ER ¥-5 2 PRSI 3R F 6/36 B 7 o g5 4 24 ] PFAGR X
P E PR A TR Copa g 46 )
— 0 — 0
Wk e 65.4% (2.9) 63.5% (4.3)
— 0 — 0
e 11.8% (3.8) 57.5% (10.7)
— 0, _—
G 23:5%
&1 Pk BT %% 636 B o p A 24 ) PFRRY R
TR T DT IO g AR )
—1.24 (0.06
E (0.06)
—0.27 (0.08
R (0.08)
— —0.98
x & 32 PR B4R T % % 6/36 B 0 A 24 P PFARRZ Y
fa-dLpa il g A TR
Wk e —62.5% (4.0) —63.6% (4.7)
e ~10.8% (5.4) —62.6% (9.0)
— 0, _—
SR >18%
xR 3 PB4 D 2% % 6/36 B 7 1 p A £ RE P KT P
T AL T g
B —39.8% (2.9) -36.0%
— 0 — 0o
R e 0.3% (4.3) 35.0%
— 0, _—
— 39.5%
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= & 3p ¥ 4 BiEHY 6/36 B cpt 24 FARREMBSIS G
B UE A B (ahenop s A s )
E 84.0% 76.0%
o 0% 92.0%
¥ e
0 _—
CIRCE 4 84.0%
2445 LIRS K 636 B m A 24 [ ERRTEASDT Y
B b (okenp o)
kN 52%
0%
¥ee e °
0 _—
G 4 2%
* &3t 6 PB4 D % % 6/36 B o p A R F TR
T pas i
E —7.5(0.77)
1.3(1.12
¥Rl (1.12)
o -8.7
X &7 PRBELIERY 636 B > pH A TUIRRES
eGFR &1 325 i §
E —0.11 ( 6.49) —0.70 (1.80)
e —2.57 (10.65) —7.30 (2.10)
CIRCE 4

FR SR

FATREFE IR

lumasiran/lumasiran

oA P AR LB 12 B EAESTREE
g At 5% 3.19 #(95%C12.57, 3.96)

1.09

0.46

% &7 /lumasiran 2

V2 BIRLE KT [2 BIEFAA EPTRLE
g b5 0.54 #(95%C10.26, 1.13)

0.66

0.35
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A2

4T A AL 0 T

lumasiran/lumasiran %

PRI
87% ¢ B AR
13%s 4 B fiim g o d

18 o 4
50% 4 B A R fi
6% * B iR ¥
33% 4 4T BITAE © R
1% 4 it Hm L B E
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HRERBEA A% 6B 2 SE 5 lumasiran iy - B ARRERBLET
% o i HEE 36 B ! % % o lumasiran-lumasiran 2 24 o A ik 5 g
REY 6B iR (T 63.5%) 0 & A& -lumasiran % 13 i+
AR AR T OER G REFEN (T 57.5%) T R
LR AR T oR i R R - BT o B R o

W R PR R IRIE R TR R AT 1o BT 6 B A

175 % B > lumasiran 25 4 4)3 FRend LY B R E R
:‘:.E'_plj-_o;l_‘aé‘.%“ 36 % pF o }%Aﬁjﬁﬁ’ﬁﬁﬂ-/&iﬁﬁﬁgi‘kii
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K7 LEF i+ (severeadverseevents) £ 7~ &k GIARE AR o EHEF -
FAFRRFEER S sy e sk e d L (510%) 97 2
EELEEINEA 2K ™™ (38%vs. ¥R E0%) 2EEER (12%);
HREEY L3 2LF 2 58gA (23%) F % (15%) g g %
(15%)o EHG TRET 6B B 02%p 4§ AR AE Rk
FLF(Z15%)F imst3n =7 2k B(49% )4 (21%)~ 57 (18% )
COVID-19(15% ) = x:(lO%):}ﬁs A LBcE 7 2 F % (serious adverse
events) > F 7 = (5%) Bt HIER A ‘f’»ifi N LR RO
E AP ek PR R 3 A 1?‘5@,'“&{1“’ Ry

2

A 2] % 2 lumasiran £ B o X F = %k Jii‘ﬁ °
(b) 426 1T s 4

PRI E R Bt P £ 2 % 2 8 illuminate B 325 % % 0 1 R focdg iR
PRdsBie TR % 6B 7 o 18 g X H PR R BE2 Jji I ph-oph et
Bepg i (A ) T 72.0% (T E B2 2.7%) 0 95%CI
=77.5t0—66.4 ; P<0.001 ; lwyu %30 " pF 18 f“":])% A il B R
6 B % PFendk AP Mo AR FATp RN P EEHRF 6B 1 F
30 f@: VP A B PR B AR F RO 0D F A Rg
gsa@m& et b o PR e (6% —>39% 5 50%—>T72% ) o Bl T ArtgdT o
fEERFE R PR TR A TR R R bR s TR R
FREPRL 0 PRRAIRI R 24 B AREETL RS

LB PPIELIMA > A TIELT 6B S oRm A F G AR
GoE AR ARG ERR S BtEL Y R P"”"I%
FREARFE LG FOEF s R RAFISAFER
S TR o K B (>15%) 3 2 F 25 F £ (33% ) F % (22%)>

el e

i A (17%)~ v%ek (17%)° B ¢ > A3 5 & lumasiran 755 §
Fﬁé—*ﬁ’ = WJI;;/\ MBI LR R~ — ;a;;?s/\ag;}g» o i HE s MR
S % 30 By PF ST om A M AREA AE . A R R A FE
FPAFEEEAR NIRRT B - fo s 4 i 4R
FEFPAEE d o RFERF LE EAE R ?}tp,u.a-,— lumasiran
R M AE R L3 R A NI R (REERR
WHER 0 ¢ Z BNk > %4 [discoloration] ~ I izma) e

mm 3 5+3R% > 7 2 F i (injection-site reaction) & % L BN B O ~ L EFIN Ao pa ~ 3 BN 2R AR
JRE o

"R SR D RSN 30 B0 oo A H T B R ARG B T30 % 75.8%
(iié:@tﬁv+ﬂ_€;§’—4 5%) & 95%i ¥ % ¥ 22 P e Bcdy o

° 5 4 mm,’?—]* B4 peE R Y B o in i 7 lumasiran Jo R £ B
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B. &gt e Bt at i TROR dp 4

*s!;y%j‘i RE S B v £ 20 5 = 3 illuminate C 325 % % > i & oidy 1530
R B0 6 l“'}?ﬁ’\ B RHRBLIS6R )?54.\1_/13—%-@‘

m%w,ltﬂna%3%(ﬁ§§41w@(%%cyﬂMKMLm g-yte
EEEATALS B 4o A BT S TR B R T 0% K 424% (HF
&ﬁAo%)(%%CIMQKwO7%;:ﬁi%ﬁﬁa%%@~’ﬁ%%%&a&%

6P AW E WY TE L R XA 24 PR d BT G (AUCo24)
T 41.4% (HR28384.4%) (95% CI—50.7 to —34.2) o p 325k B 4o % 3%
6T oom A H AR SRR BRI ABAT e A K
39.5% (235 9.4%) (95% CI-64.1t0-14.9) » @ 25 iF & 1240 % 3 24
FREPREa IR ) 0 TRARHAR DR > fE%RA 4T 5

617 X RUEBAL DN

GEP PRI 0 b TR 6B 81%p L AL -
FPREECRFRAFS A AT RS GRBAINRERH L G R
oo B LG BT 6 P 4 0 R F L (S15%) 03 AF G E R (17%)>
AR L F R (17%) > 7Rt (17%) 5 283 2% o E 2R 7 s
IYR o KRBTGS [ BF L3 LF 23 FH (33%)-
BRI LF R (27%); S AABE A R FE 2% 5 2547 4p B o 22 lumasiran
BT AE R BF R SN AR & (521 4 5 24%)

AR F 1224 B cnldp v R (PRt 4R ) St iR & (K
w3 E I )e

SH P ,uiﬁ,‘?ﬂ'%&%‘

Martin-Higueras & % [11]% 2023 & &> )3 £ ch— B wimpdE y o> 247 &
LR~ 55T K~ @7 fle BRI BTA ¢ @33 = PHI 54 o
2021 & 1 ? B 4o42 % lumasiran o s 7% o it }?a A HE &ﬁ@a@ﬁ 2 %159
oo BP g 10 A E A 4R 520 B AT i THa ~ 13t il
L5417 o &% lumasiran (o HP R 0 iR TR m}?a Ao e R R EER 2
(4r citrate ~ *5 * £ &K [hyperhydration] ~ i ¢ B6 & ); @ &% H47 s 4 Y
ERDBLCFTHERRDOREES « LS55 ERF R 40T !

A BTG T P20 4 EHEERF (P k) 18 B A 4T %
z«m AP A 24 T IORR AR EE o d Bodr 0 1.88 (B L
0.8) mmol/1.73m? » % lumasiran ;> 3 B ? (4 7% 2 0.73 (% £ 03)
mmol/1.73m? ("4 t5 61% )~ s 12 B9 (5% 2 0.72 (&% £ 03)
mmol/1.73m? (" tg 62% ) > inf 18 B (5T % 3 065 (£EZL 02)
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mmol/1.73m? ( *% t§ 66% ) - & Bl A SR AT AT

LGSR SRR R ERR AT R ERR YRR (Uox) &
PRI F B RR P (H - mmol/24h/1.73m?) [11]

CRFIBT | RF 2B | SR I8 E?
Uox i ¥ % & 4 4 (12%) 4 4 (12%) 5 4 (15%)
Uox #1711 % & 6 ~ (18%) 5 4 (15%) 3 4 (9%)
Uox 284 F i 6 ~ (18%) 6 ~ (18%) 4 4 (12%)

dok - A A AT RS AR & Bo R T EHA T ]
BAAR A B6F  BTHRRTRBLIRG LD AKBEHRD T
AgEE M b BO I A 0 BT BRR T B LT S IgR A o 0T 4

BT o

% AT FEB??‘Fé*F.—Z‘L:])% AR RERAERKE - 7 RL vs. AR AE & B6(H
= mmol/24h/1.73m?) [11]

Ry LT ISR E 3B | sRF 2B | iSpE 18 B
tEEEE & 1.500.5) 0.67 (0.2) 0.73 (0.4) 0.60 (0.2)
B6
AESEE & 2.720.6) 0.86 (0.3) 0.70 (0.2) 0.73 (0.2)
B6

S A T R AR BKT A RAHAE T T AR

2 ACARPFRERA TR RBEE (H = umol/L) [11]

R R SR F 3B [P I2BY | R E 18 B
Pox 10.48 (4.1) 6.96 (4.1) 9.31 (3.6) 9.9 (3.6)

B. A RS Ten 13 p 4 0 EHEFR (P i) 15 B pFas TS R i
TR A T oL R RBRCET o LT RHRR L & B6In
FERFHEFFIPERE L 2 R AE 6 B6 dup L AR

PPiT 4 1395 Alnylam’s study & - Uox & ¥ & 5 Uox<0.5 mmol/24h/1.73m? ; Uox 37 1+ % & %
0.5<U0x<0.75 mmol/24h/1.73m? » 7 ¥ & ¥ + L&« 1.5 & ; Uox A4 F & 5 Uox>0.75
mmol/24h/1.73m? v §_43* A #H & o

39/70



113BTD10028 Oxlumo

ﬁ’}\lﬁkrg s e T g\,u'urfp °

2oL e G hEn 13 Rt o A RETER A T R R RERE (H
umol/L) [11]

R R L SR F 3B e FI2BY | R E 18 B
Pox 78.0 (40.2) 37.2(16.9) 43.1 (16.3) 59.3 (23.8)

3 IF% BT B %05 o lumasiran o A% 2 T F pihe ¥ iR
?‘14 st e PH1 I lumasiran ¥ 12 3 >zt K H AR IpBkT @ é"ﬁ? fit
o diri®ii g N2 PP IS & Eup 4 o lumasiran o2t O G
Frf-kT o fe 8 & o A X hE SR AL B SRR TR o T ik
R LA AT AR A Hn R R E SR T';%‘l R RBR 2 e
RPGE 7o s ) Ty X 2P BIES L pap o0 e
lumasiran ;o {60 B R IR S P ARG EHIE Y EARTIVE LA
_rﬂm;\pa °

zl\';%ﬁf;iﬁ TG F LD 7 Oxlumo (lumasiran ) & R LA FTHTE
FRHEFEREE L - & (BEP RBAFTATE L FaEFE) BKE o KiE-d
IQVIA = & % = e % i']é‘_?)gkif’i’ﬁiffpﬁ‘} R o

FRla 5 EF TR FRP ARG bR - BRI R
iﬁ,??vmﬂq""niiﬂ’ TR *’r, TE BB E P%Q}E&m—'afiﬁi gk(b;}}.z\c)’% vs. = jlg
FE)e

23 PHL BopsenF 8o kAN P 7 R f 5=k it F Rt 37
PR E TR 5 AR F RS G Rt (8 RGN e E
PP ET ) o BAREARE e § A 2-3« B Eg RS R LR NP SR
- WP DR F AT

1. #-fpime %%ﬁp?ﬁ%m%A s poan Do g v;’%ﬁ“y illuminate C
BES OB D2 /AT (FF60FFFLEN IS5 0h
EAMEE IR ST DREEEE S/ S @aﬁfk (ri¢ = 4 & PHI >0
LA RAERT )P E0F T AT - HRERARP R G 99

W plhe o WG LR LB R e B AE L R0 o FE LA LT B MR
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» = 38 illuminate 3 5“7 % iy #ﬂ PR R TR AKRTR
3@?’?53’} B e BIA ATE G H J’ﬁa%l MR SR ?

4t A kA7 7 A AL M lumasiran * Y R g 4B XA B Aor 1 3] (PHD) i A £
¥R sp¥ % 24 ™ > illuminate A ~ illuminate B ~ illuminate C % = 7§
¥ 3 TR EHR A~ A FEMM] B e R EARR A 4 o P T iR
A (WX E e ES £ ) %~ + £ a9k (hyperhydration ) ~
JR* s BO~ F47 ~ B X H4E (VRS - FTHE) R8s

LS LR IA o BER ) P g ¥ - 38 RNA + # % 4 nedosiran @ ' % ® &
GER AR E S 0 P Rk AT enp R R R A HERD A A
AR L AEEFFEELEG T B2 RE AEERREEE 2T
RS 5o

FIoORFEETRELIFED R 12 ¢ SR CRIHL 20

PP WG RioRE R BHBEET G S5
2. AEFREPHEL 2RI B S

S g AR M lumasiran * T RS F R B o 1 3] (PHL) 5 4 0
i ﬂ"},ﬂ?f PP AR E DA 0 A 2024 & 11 % 7 p 59 Cochrane Library
PubMed ¥2 Embase & ~ 4| T + FHLE » HPRIE AR T4 F &2 PICOS 52 »
e e S EE B T £ 125 2 (39 R G AR )R -
T HERERZTE 3BT ER (FEPUBER ) - A
BPRFGOEFE Rficdp o &7 3 > AP AT EFN TS BTN

() =7 %=k ir%k

BIGRORE RIS HH TR TG, T EROK () MR
FEFRD - FER WL X R RL S = ¥ E% (illuminate A )
PpskBAsIE%® 6B 7 230 A 24 AR B T I0R
B(EHREHA ML G F) > lumasiran 277 " 65.4% ~ R ETE 11.8% 0 &
B LB 53.5% (95%CI—-62.3t0—44.8 ; P<0.0001) - i B3 36 B " e % >
lumasiran-lumasiran £ 24 5 4 5 % BIRELS 6B etk ApiT (T

AR Tt N 84’—%"%5’,%‘_5",’1;}?]— %
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63.5%) > % [ #|-lumasiran 2 13 A ORR TR AL E R THEN G A
FrEw (TE 57.5%) 0 A1 }}ia A Hﬂﬁgiﬁﬁﬁﬁﬁii’ﬂ#tiﬁ%%?ﬁ*&% [ER
[ £ S ,G,R_F%";éﬂang& 6}%”1}}%&:‘,’]-’373—?\,} ,/};-,E'_
FHE S BN T2 2 % = ¥ illuminate B iE% 2 % o p R F I %S
6 i 7 - 18 s A H P Bh2 fup B pL-vepi et eng it () Tis
TE 72.0% (2 2.7%) 0 95% CI —77.5 to —66.4 ; P<0.001 ; i BEZ: % 30
B2 pF o 18 o A IR E%R S 6 B BHLARAPT o ¥V - 2 G o A4
r,}P‘g,Eb %’*“Fﬁﬁp%"ﬁ,}ﬁsJ m}}ig Aoy 'F?ﬁc—;},%(p - JFHR BN Y2

= ¥ illuminate C 3#% © 78015 B4706 om0 pRRELLIF 6
[ 3 :}I;;/\ﬂr_;,’}_vt_ﬁ& g i liﬂ"ﬁ % 33.3% (1=#:% 17.6% ) (95% CI
—152t0 81.8) 5 3t 2 LA BTN 1S s 4 0 o A BT T R H R g
v T3arE M 424% (- 8324.0%) (95%CI34.2t050.7) - i g 12 B *

224 Y endicdy 0 PR TG EER TN R o St BT £ oo

BESE 2PN ZIEERED (%Y 6B PF) 2L (FHL
IHEEF30N36B Y ) B REAET P AER S DY R
= R AR S #F) A A E 2P griRgh i éﬁé}"k » J H] 2% &2 lumasiran

;p‘r)é‘aw B o [lluminate C #F% ¥ » & /X F 47 g 4 RS E R L
B g Ry 2iE4r 5 Mo s = 38 FE% ¢ 22 lumasiran ;‘é:ff,%‘#ﬁ Mz 2 2% ids
ﬁx"#f EL 5 3830 =% 2 K B (illuminate A36 B * pF 49% ; illuminate B 30
# 2 pF 17% ; illuminate C 6 & * PF 24% ) -

Illuminate A #Z > 2024 # 1 * ¥ % & > illuminate B 3#5 © *t 2024 & 7
R & o illuminate C 3B TR A 2025 & 7 % A K o 2 FE RS AR
et BT R 6007 o

N L AN T e

Martin-Higueras % A & 2023 & A3 7| F £ - FwBPET > A7 K p
WR G 3L7 K 99 e BRFA2 BRRA ¢ o33 2 PHI 4 -
p 2021 # 1 * B 424X lumasiran o snfi iR o LEJE-E)?& A e ﬂ»‘%@ 2x 3
SO B P f l4indE L 14t G 20 Bt G TR~ 130
I A dL %47 o X lumasitan (R HF 0 D iRG T g 4o g o
REERZ S nRLETOFEAR GBI TREDNEEES -

'F"ﬁ BT %35 o lumasiran 5% 2% > T F sxeh (B R Bdpitc &
5~8) ¢ $3v iFF i HPHI o5 4 > lumasiran 7 u’ﬁ »tE R R X
BT AN ARFLREWRRG AR LB IR L R4

m
lumasiran # 12" M H w R R AR T o e § o= o A BX aESHE R
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B A TR o T B A R S AT A R e R E R R
FIph R BB B FERPGE AT AL R T
A 2P EEA Lo dE 4 0 dR X lumasiran Jp (8 0 B AR IR
PR ERMIIYESARTIIYE RWAFIVAP -

3. LR FRPHEREELLHEHK

#3 2024 # 11 7 30 p oF > 4% lumasiran * * R 3 B R 1100
B BA e s CDA-AMC 2 # B NICE %7 @ ¥4 140375 2 R %
o HPERE D FTRBRE £ X G B A RERRE R R
BB AD 0 95%  MUEH 2 Aon gk @RV BL OB BFEFR o 4eF Lk
fooFRRNLAFERRPFLP ER R L AEMP FAP

4. FRGE

ﬁﬁﬁﬁ%ﬁiﬁ%?ﬂ?%%%°%éﬁiﬁ%’u1§%@£ﬁi%§
B = 2 CDA-AMC *r H =R R4 7 R & PR 2B L &
FREH DL A -

WTEFRRA A Bp A A ABEOL L AW LT IR 3 23 TR EA
4 ¢ (Oxalosis and Hyperoxaluria Foundation, OHF ) ; 12 2 T4c £ < F A T g
( Canadian Organization for Rare Disorders, CORD ) e I BRI RERE K
R Lo wpt AN REFAN L EFBIr R A 5 18
¥ 3% % i lumasiran Jo R o BAE R o AR % FE T e gL

(1) el PHI SXchnj £ 0R= 6 cnip 2 (bldo P54 5 ke #47
F)MEFE DG PR (bldr BOTRED S IFTHRI LG P
R EET LR ) gtk m A R A PSS (F T PHI H
WA E) MEEEEEET L R 4T

(2) BFARREREFF P BAM IR o ORI PG 7R EHE IS
#3438~ 5 37/ ¢ (gastrostomy tube) ~ F R X LB LT ~ K-
FEFas & Bishvanstd hrn 28288254 ,5% (intensive
dialysis ) ~ 5% "8 &4+ £ (noncompliance ) °

(3) Jr AT oG sgk PHI ehfis (¢ 28345) 7 Lo s
PREEEMTRE R C ZERITHEDTESE  THEES S TR
At

(4) 7§ X8 lumasiran ipf S A AT o e PebmRE A BRI G ed e
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( )ikviaﬁ#%ﬂ @P\ﬁiﬁg‘_@;\éﬁ]‘;ﬂ%

‘*

ERELAPHIILHERENRAN L EF R

~3R 2 3 & 4% CDA-AMC ~ PBAC % NICE 2 %f,%‘ﬁig}i;f—t; W2 Li‘;ﬁ'?f
B2 FH ARG EH E S FRPETREERE LS
CRD/INAHTA/Cochrane/PubMed/Embase #p B < )gk » B & %5 T L
BL L HEHRE P RS R RFTY B

e

% FL P
CDA-AMC ( *
) (% maEar 2
32024 & 117 13 p ik » % 43 PBAC # T %343 4p

PBAC (M
R MiEh R

NICE (& 1/ ) 2023 #4002 o

ﬁ o sl = -

‘]jgm e SMC (gt ) 3R 3= 4R+ 12023 & 11 7 =4 -
‘B %

~~._‘.‘Fl

THFHRE CRD/INAHTA/Cochrane/PubMed/Embase 3% & % o
ERFRELTH | ERFARELR L AFHAY o

T*"*

: CRD % Centre for Reviews and Dissemination, University of York, England. m‘{ﬁﬁ, o

INAHTA % International Network of Agencies for Health Technology Assessment m‘{ﬁ?‘% °
1. CDA-AMC (4 £ %) [24]

LA 1 FE B PTG %}iﬁ( Canada's Drug Agency> CDA-AMC )*+ 2023
#£ 2 7 aERG EE S lumasiran * ATI5 R ROE LB iﬁ‘rxﬁ Fog 1A ( primary
hyperoxaluria type 1, PH1) (47 f§ # PH1) » 127 (528 & & A g 4 Foe S ik B
KT TR DL TR

(1) Asdpnif &
i 4 e SR FIRERS 67 5 PHI -
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il TORIRRRE R RT 4 el R (2422 % B6)3 3
6B » @Fr FRERRY DIRS -
(2) BEEE
Lodrdkoptoe g RS ( R G AT ETETRMSIE ) R B # % lumasirane
il 4ok BEAEM ARG F b (F BEE G HRTRIE @&4mﬁglm%4,
24 PERRTEBOKTERI NI A IADISR ) ALALF R b
Bk ey o
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Group® Start Cessation criteria after 8 months of therapy Six-monthly analyses for 5 years and cessation criteria

Group A(VBE,  Werecommend starting therapy Uox >1.5 UL or less than a 30% reduction in Uox®  SAE or deterioration in clinical condition related

eGFR >30) or a deterioration of the clinical condition or to RMAI therapy®
evidence of a SAE®

Group B(VBE',  Wesuggest starting therapy, based  Uox »1.5 UL or <30% reduction Uox™ or SAE or deterioration in clinical condition related

eGFR >30) on patient characteristics (not fully  detericration of clinical condition or evidence  to RMAi therapy®

VBE responsive, severe disease) of a SAE®

Group C (VBE,  Woe recommend starting therapy Decrease in Pox <20% from baseline or Stop if decrease in Pox is <20%*° from baseline: discuss

eGFR <30) detericration of clinical condition or evidence  options if the decrease in Pox is <30% from baseling®®.
of a SAE® Also stop treatment if there is evidence of an SAE

OR detarioration in clinical condition related
to RMAI therapy®

Group D (VBE',  Wasuggest starting therapy based  Decrease in Pox <20% from baseline® or Stop therapy if the decrease in Pox is <20%*; discuss
eGFR <30) on patient characteristics (not fully  detericration of clinical condition as assessed options if the decrease in Pox is <30%Y. Also stop
VEG sensitive, rapidly deteriorating by a committee: or evidence of a SAE® treatment if there is evidence of a SAE or deterioration
kidney function in case of eGFR in clinical condition related to RNAI therapy®
20-30)
Group E 'We recommend starting therapy Decrease Pox <20% of baseline or doterioration  Not applicable
(no genatic with monthly monitoring of Pox of clinical condition as assessed by a
diagnosis, levels committee; or evidence of a SAE®. Also stop
eGFR <30) therapy if the suspected PH diagnosis is not
confirmed genetically
Group F ‘Wa suggest starting therapy Uox 1.5 UL or <30% reduction Uox of baseline;:  SAE or deterioration in clinical condition related
(no ongoing in adults and recommend starting  or deterioration of clinical condition as to RMAI therapy®
clinical diseasa) thorapy in children asseasod by a committes: or avidence of a SAE®
Group G ‘We do not recommend starting Mot applicable Mot applicable
(full VBE") tharapy

elGFR. estimated glomerular filtration rate (units: mlfmin/1.73m); PH, primary hyperoxaluria; Pox, plasma oxalate; RNAI, RNA interference; SAE, severe adverse event; UL, upper level reference
value; Uow, urinary oxalate excretion; VBE, vitamin BE {also known as pyridoxine). *Group A patients are defined as patients of any ege with (genetically established) PH1; and biochemically
established mon-responsiveness to pyridoxine therapy or with mutation consistent with pyridoxine unresponsiveness; and urinary oxalate excretion »1.5 times the upper reference limit (based

on at lzast two samples): and a clinical phenotype of PH1, characterized by active stone disease andjor nephrocalcinosis andfor renal impairment (but with @GFR = 30mmin/1.73m?). Group

B patients are defined as patients of any age with genetically established PH1; and biochemically established partial responsiveness to pyridoxine therapy (that is. urinary oxalate level 1.0-15
times the upper reference limit of normal while on pyridoxine treatment); and a clinical phenotype of PH1, charecterized by active stone disease and for nephrocalcinosis and/for renal impairment
{but with e GFR >30 mifmin/1.73 m”). Group C patients are defined as patients of any age with genetically established PH1; and a mutation consistent with pyridoxine unresponsiveness and eGFR
<30mlfmin1.73m". Group D patients are defined as patients of any age with genetically established PH1; and a mutation consistent with pyridoxine responsiveness and eGFR <30 mlfmin/ 173 m’.
Group E patients are defined as patients with clinically suspected PH1 with stage 5 CKD based on elevated plasma owxalate levels (=80pmol/lin those with stage 50 CKD; »10 pmol/Lin patients mot
on dialysis) and plasma glycolate levels, but awaiting genetic confirmation. Group F patients are defined as patients of any age with genetically established PH1; and biochemically established
mon-responsivenass to pyridoxine therapy or with a mutation consistent with pyridoxine non-responsivensass; and urinary oxalate excretion »1.5 times the upper referenca limit (based on at least
rwio samples); and no ongoing clinical disease. Group G patients are defined as patients of any age with genetically established PH1: and biochemically established full pyridoxine responsiveness
(urinary oxalate kess than the upper reference limit of normal while on pyridoxine treatment); and a clinical phenotype of PHY, charscterized by active stone dissase and)or nephrocalcinosis
and/or renal impairment (but eGFR *30mliminA.73m ) "Uax par 24h or Uos-to-creatining ratio. “Deterioration should be evaluated inthe context of the individusal patient; recurrent attacks dus
to pre-existing stones are mot a criterion for failure. Only consider SAEs that are potentially relatad to lumasiran. *Evaluated in patients on a stable dialysis regimen or in pre-dialysis patients with

a stable eGFR; otherwise discussion. "In patients who do not undergo kidney transplantation during therapy course. I patients who do underga kidney transplantation, evaluate the response

to RMAI therapy on Pox, taking into account the expected reduction in relation to eGFR and estimation of stored oxalate. High Uox levels after kidney transplantation may be the result of

cualate releass from bone. ‘i patients whio have not undergone kidney transplantation; in patients who do undergo kidney transplantation, consider stopping lumasiran 3 months after kidney
ransplantation if Liox excration i normalized; repeat measurement of Lo every month and restart lumasiran if Uox increases =1 UL,
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Recommended biochemical
analyses in patients on RNA
interference therapy

Patients with PH and eGFR >30 ml/min/1.73m?

+ Should be monitored every 3-8 months during the first year or
therapy and thereafter every & months for 5 years, and thereafter
once yearly

+ Analyses should include assessment of urinary levels of oxalate,
glycolate, citrate, calcium and creatinine (2=24h), as well as
assessment of kidney function, electrolytes, vitamin BS level
(if indicated), liver enzymes, ultrasonography of bone and heart
(including speckle tracking) and an eye examination

Patients with PH and eGFR <320 ml/min/1.73m®or stage 5D
chronic kidney disease
+ Analyses that should be performed every 3 months include
assessment of plasma oxalate level, kidney function,
electrolytes, vitamin B6 level (if indicated), liver enzymes
= Ultrasonography of bone and heart (including speckle tracking)
and an eye examination should be performed yearly

Kidney transplant recipients with PH
= Assuming estimated glomerular filtration rate (eGFR) of the
transplanted kidney is >30ml/min/1.73m? follow the guidance
outlined for patients with primary hyperoxaluria (PH) and
eGFR >30ml/minf1.73m* with the addition of plasma oxalate
measurements, until parameters are normalized
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Screening
(Day -60 to Day -1)

21
Randomization
(lumasiran:
placeba)

Primary Efficacy
Analysis

&é-Month Double-Blind

Treatment
Period

Treatment Extension

3-Month Blinded

Period

51-Month Open-Label
Extension
Period

Lumasiran 3 mg/kg qMx3, | _g,|
tollowed by g3M

Lumasiran 3 mg/kg g3M*

Placebo qMx3,
followed by g3M

- Lumasiran 3 me/kg ghvix3,

followed by q3M

Lumasiran 3 mg/kg g3M

Safety Follow-up
{patients discontinuing treatment)

Abbreviations: q3M=once every 3 months; gM=once monthly: gMx3=once monthly for 3 consecutive months
* Patients randomized to lumasiran will also receive 2 qM doses of placebo during the 3-month blinded treatment
extension period.
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Chronic kidney disease stage
CxD1 CeD 2 CKD 3a CED 38 C¥D 4 CKD &
GFA =50 GFA B0-89 GFA 48-58 GFA 30-44 GFA 18-28 GFA <14

Clinical manifesiations of primary hyperoxaluria

Candidate markers of primary hyperoxaluria disease progression

Figure 1. | Clinical manifestations observed in primary hyperosaluria and candidate markers of progression vary by kidney disease stage, The
conseruences of hepatic oxalate overproduction (upper bars) are shaded to reflect high (purple) to low (gray) relative frequency, as best is known
at this time, The clinical and biochemical markers (lower bars) are shaded to indicate those supported by clinical and experimental evidence
{purple), while those with insufficient data and need for further research are shaded lighter (gray), Figure modified from the original provided
courtesy of 5. Hulton.

Table 2. Gaps in data requiring additional research

CED
End Point Population Gaps in Data
{Stage)
Kidney stones. 1-3b Standards for definition of clinical stone event do not exist
Standards for radiographic assessment of stone burden are not available
Cuantitative methods for stone assessments which avoid ionizing radiation not available
4-5 Mo reported studies
Slope of GFR 1-4 Changes in rate of decline by CKD stage are not well defined
Patient-patient varability is not well understood
Discontinuity in eGFR formula performance as children transition to adulthood (52)
Urine oxalateexcretion 1-3a Correlation between spot urine oxalate/creatinine and 24-h urine oxalate excretion not
established
Confirmation of the relationship of urine oxalate excretion and incident ESKD in a
validation cohort

Relationshipof urine oxalateand plasma oxalate over the range of GFR not well described
Interplay between urine oxalate and plasma oxalate and the development of intrarenal
calcium oxalate crystals and kidney damage are poorly unders
Quantitative effect of reduction of urine oxalate on GFR and stone burden is not known
Ib-5" Effect of low GFR on urine oxalate has not been described; urine oxalate expected to
decrease at low GFE due to declining kidney function.

Plasma oxalate 1-3a" Mot widely used in clinical practice; minimal data available
concentration Biologic variation not characterized
Association with later irmreversible morbidity and mortality not studied
3b-5 Biologic variation not well characterized

Standards for sample collection, processing, and measurement are lacking

Interpretation requires correction for GFR due to kidney clearance

Dymamic equilibrium between plasma oxalate and tisswe oxalate stores is poorly
understood

Predictive value of elevated plasma oxalate on clinical end points including risk for ESKD
not defined

Magnitude of decrease in plasma oxalate needed to achieve a meaningful clinical benefit
not known

Quantitative effect of plasma oxalate on systemic oxalosis is not known

Evidence supporting the association of potential end points with disease progression differs by CKD stage. Urine oxalate is a more useful
biomarker when kidney function is preserved but is expected to decrease as GFR falls to low levels. Flasma oxalate becomes the
biomarker of choice when the failing kidney is no longer able to adequately excrete oxalate into the urine (CDK stages 3b-5). Additional
study is needed to determing whet?l.er plasma or urine oxalate performs better as a biomarker in CKID stage 3.

“Minimal data available.
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Figure 3. Mean (SEM) 24-hour UOx over time. Dotted line represents the ULN of 0.514 mmal/24h per 1.73 m? for 24-hour UOx excretion.
*Baseline is the median of all valid 24-hour urine assessments collected prior to the first dose of the study drug (lumasiran or placebo).

EAt month 36, the lumasiran/lumasiran group had received lumasiran treatment for 36 months, and the placebo/lumasiran group had received
lumasiran treatment for 30 months.

BL, baseline; BSA, body surface area; M, month; UQx, urinary oxalate.
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Figure 4. Mean SEM POx concentration over time. The dark gray horizontal dotted line represents the ULN of 12.11 pmol/| for POx. The light-
gray horizontal dotted line represents the LLOQ of the POx assay at 5.55 pmol/l; values below the LLOQ were assigned a value of 5.55 pmol/l.
“Baseline is the mean of all measurements prior to the first dose of the study drug (lumasiran or placebo).

At manth 36, the lumasiran/lumasiran group had received lumasiran treatment for 36 months, and the placebo/lumasiran group had received
lumasiran treatment for 30 months.

LLOAQ, lower limit of guantitation; POx, plasma oxalate; ULN, upper limit of normal.
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2Baseline is defined as the median of all assessments collected prior to the first dose of the study drug
(lumasiran or placebo).

bAt Month 36, the lumasiran/lumasiran group had received lumasiran treatment for 36 months, and the
placebo/lumasiran group had received lumasiran treatment for 30 months.

BL, baseline; M, month; UOx:Cr, urinary oxalate:creatinine ratio.
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Figure 6. Mean (SEM) eGFR over time.

*Baseline is the last assessment prior to the first dose of the study drug {lumasiran or placebo).

®At month 36, the lumasiran/lumasiran group had received lumasiran treatment for 36 months, and the placebo/lumasiran group had received
lumasiran treatment for 30 months.

BL, baseline; eGFR, estimated glomerular fitration rate; M, month.
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Mean [SEM) spot UOx:Cr. (A) Percent change from baseline at each visit and (B) actual values at each visit® Baseline value represents the mean of all
assessments collected prior to the first e of wmasirarn; 1 mmolimmol = 0.796 mg/ 1 mmol/mmol= L0000 mmol/mol End of the primary

analysis period is represented by the vertical dashed line. *The ULN for spot UOx:Cr is age-dependent (27). Age-related reference ranges in spot
UCs:Cr: =1 year, 0.015-0.26 mmolmmol; 1 to <5 years, 0.011-012 mmolmmaol; 5 to 12 years, 0.06 -015 mmol/mmol (11 31). BL baseline: M,
month; SEM, standard error of the mean; ULN, upper limit of normal; UOwxCr, urinary oxalate:creatinine mtio.
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FIGURE 2

Mean [SEM] POx. (A} Percent change from baseline at each wvisit and (B} actual values at each visit. Baseline value represents the mean of all
assexments collected prior to the first dose of lumasiran. The end of the primary analysis period is represented by the vertical dashed line. The
ULN for POx represented by the horizontal dashed line in panel B, is 1211 pmol/L ([determined based on data from 75 healthy adults) (22). The
LLOG is 555 pmaol/L. Reductions in POx below the LLOG were conservatively imputed as 555 pmol/L BL baseline; LLOG. lower limit of
quantitation;, M, month; PO, plasma oxalate; SEM, standard error of the mean; ULM, upper limit of nomal
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FIGURE 3

Mean (SEM) eGFR. Baseline is the last non-missing value collected prior to the first dose of lumasiran. The end of the primary analysis period Is
represented by the vertical dashed line. eGFR is calculated based on the Schwartz Bedside formula (28] in patients 212 months of age at the time
of the assessment BL, baseline; eGFR, estimated glomerular filtration rate; M, month: SEM, standard error of mean.
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FTHE B Mat3 b
Cochrane Library 20241107  #1 MeSH descriptor: [Hyperoxaluria, Primary] 23
1800-2024 explode all trees
#2  lumasiran 36
#3 #1 and #2 3
Medline via 20241107  Search: lumasiran 80
PubMed "lumasiran"[Supplementary Concept] OR
1946-2024 "lumasiran"[All Fields]
Search: lumasiran Filters: in the last 5 years, 44
English, Humans
("lumasiran"[Supplementary Concept] OR
"lumasiran"[All Fields]) AND ((y_5[Filter]) AND
(humans[Filter]) AND (english[Filter]))
Search: lumasiran Filters: in the last 5 years, 2
Randomized Controlled Trial, English, Humans
("lumasiran"[Supplementary Concept] OR
"lumasiran"[All Fields]) AND ((y_5[Filter]) AND
(randomizedcontrolledtrial[Filter]) AND
(humans[Filter]) AND (english[Filter]))
Search: lumasiran Filters: in the last 5 years, 3
Clinical Trial, English, Humans
("lumasiran"[Supplementary Concept] OR
"lumasiran"[All Fields]) AND ((y_5[Filter]) AND
(clinicaltrial[Filter]) AND (humans[Filter]) AND
(english[Filter]))
Search: lumasiran Filters: in the last 5 years, 0
Systematic Review, English, Humans
("lumasiran"[Supplementary Concept] OR
"lumasiran"[All Fields]) AND ((y_5[Filter]) AND
(systematicreview[Filter]) AND (humans[Filter])
AND (english[Filter]))
Search: lumasiran Filters: in the last 5 years, 0

Meta-Analysis, Systematic Review, English,
Humans

("lumasiran"[Supplementary Concept] OR
"lumasiran"[All Fields]) AND ((y_5[Filter]) AND
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(meta-analysis[Filter] OR systematicreview[Filter])

AND (humans[Filter]) AND (english[Filter]))

EMBASE 20241107  #1 'primary hyperoxaluria’/exp AND 'lumasiran'/exp 21
AND 'randomized controlled trial'/exp

1947~2024 #2 'primary hyperoxaluria'/exp AND 'lumasiran'/exp 5
AND ('systematic review'/exp OR 'meta
analysis'/exp)
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primary hyperoxaluria 1,865
lumasiran 80
cost-consequence analysis, cost-benefit

PubMed | 2024/10/29 analysis, cost-effectiveness analysis,
cost-utility analysis, cost-minimization 700,631
analysis, cost studies
#1 AND #2 AND #3 0
primary hyperoxaluria 103
lumasiran 36

Cochrane cost-consequence analysis, cost-benefit

. 2024/10/29 analysis, cost-effectiveness analysis,

Library cost-utility analysis, cost-minimization 83,487
analysis, cost studies
#1 AND #2 AND #3 0
primary hyperoxaluria 3,104
lumasiran 299
cost-consequence analysis, cost-benefit

Embase | 2024/10/29 analysis, cost-effectiveness analysis,
cost-utility analysis, cost-minimization 432,439
analysis, cost studies
#1 AND #2 AND #3 4

CRD | 2024/10/29 lumasiran 0
primary hyperoxaluria 2
lumasiran 2
cost-consequence analysis, cost-benefit

INAHTA | 2024/10/29 analysis, cost-effectiveness analysis, 2187
cost-utility analysis, cost-minimization ’
analysis, cost studies
#1 AND #2 AND #3 0
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