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1. Surrogate endpoints in cost-effectiveness analysis for use in health technology assessment
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Wig e 3% CLL14 3Ba7e E s oz,

NICE, CDA-AMC Tii, H#BOfHIZ FCR £ 721X BR AHEIS & %2 2FF e FCREFFIC7 X T & v R
Eg DERIC 1T 5 B % 1T > T\ 325, PBAC Tid, 747 € v RO ERICE T 5
BRI TDOI TS,
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SEp (ST FHIRI(PES) TH . 2D OS 1ot 3 24 iconT, wind Levell %
Level2 DigmEnTH 69, Level3 i OoWTHHHfERTEHIZZ Loz, TD0, 26D
I IC BT H OS FHlIc BT 2 PEEMERE W Z & 235 X 1. PBAC T3 % offits o E =t
XL X7z, HAS 9 Rk IC GLOW #BR© PFS ok 2R T b il R co
OS DEBELR I N TR T & THRNEMMEOEATZ2 R & I nT,

B X E S HCld. NICE, CDA-AMC, PBAC T~A a7 EFARHWwLN, PFSIcET 3
Ibrutinib +Venetoclax & lEHAIRIC B 1) 2 MO T ©F v 2RO AHEEMIC X v, NICE ©
X Z oL ThZFANL NS, CDA-AMC, PBAC TIREANSIEE T LVIZRZIT AL T
72\, BT iZ. NICE @ 38 AN R oK R St ©H 5 28, CDA-AMC <lLBMAE
FATE. BT &5 HAfikg 23Mth O FRBFIER Z 88 2 7 W ST & TodEsE, PBAC TIXIEHESLE,
HAS CTIREN R ERHERECTH > 72, 72, IQWIG [F2H & 1172 Evidence 2351 D FHAM L #E
ICHEDEND D& L GEIMPELRA AR LRI b7,

(3)  FE/NHIE LR 23 A (NSCLC) 12 xf3 % Osimertinib (3% 6, % 7)

BEIE . SECHE L b @ oiitizs A o RKE % dio 2 I/ NMIREER 2 A IcBwT, =27 Y v 19 RE
3y v 2l BEER (L858R) Ik 2 ERAMERTZAMA (EGFR) G LEn AR
ZECK T 10~15%. 7 ¥ 7 AT 30~50%Hit% DR ICBIERERIC % K B b s, EGFR 71 v
v ¥ F—¥HEIETH % Osimertinib DTE2YIFRTE D Stage I B 2> 5 A & NSCLC 123~ 5 1l
BRI o W C o EERNEE < 5 3,

£To HTA TE72 2 HKRRERIT 7' 7 &R % IR & L7258 3 HHEEALRERTH 5
ADAURA iBECch v . R EAAHM (DFS) 23Km# 7% OS @ SEp & L THWHRTWw S,
NICE 1% Level3 & L € DFS &£ 2 OS S IS 53 2 AW Any 2 4, Misf% o423 DFS
FLUWOSHHEL S B & LT B2 Levell/2 Did#kizZa < OS o F & L TIEARREEE LTw
%, CDA-AMC Tif Levell & L T Mauguen & @ X Zfi#fric X 2 @m0 iHB %, Level2 & L CI[H
D Review %281 Tlk\» 2 43 OS DFIRICEHTE 2 IR & LT\ 5, HAS Tlifhofit
EGFRFu v v x> —¥lHEE (F74F=7, TruF=7) T 2 EIELERRHER
T, BRAEFAR ORI bz db 0D, 2EFHMOIER IZFAD b e 5722 & &5l
JAL. DFS &% OS o0 & A TiRMLUZ 72w L, PBAC  DFS (ZE#IC & > THEE
T, ¥ - CNS PRGN IR EER 2 B 2 L i» 32— T“DFS 12 2 0EFIT OS OfEHE T
ELMEREL 2o R wAlREERER L T3, —K., IQWIG 1Z, F¥ & DFS, X U0 0S &
EZNZNEFEBEET Y MLl L CEEFGT 25T REEREE LcozbEiconT
AT 72 SRR 7 2 o 72,

B R CIERE D 72 v HAS 3 X N IQWIG W TR T~ra7EF AL TH Y, DFS
I X 3RS, ERES. ST ~0BK, B X, OS OIMEIC 3INET — 2 2 HvTw3,
Z DAHEFEYEIC OV Tld, DFS ORI e fifilh. HRZEOBBROZE. REo x4 I v
7. WK 72 &30 F b, NICE 132 oIt T ICER SFFAHIBFCTH 2 mid bHfsE e L
CDA-AMC TIZKIEAREE & FiF%ko T3, PBAC b DFS OFEEM & His% 580, L]
AT A RIEA Y 2 7 BT 2 G2k 3 2 & &R L T3, —4, HAS TiZ
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OS D ENFERANEM X N7z & & T ASMR BSIV@EMASEE) 2> 5 (REE0WE) ~MEIES
720 IQWIG TIZIER D K% D> b DAHEFM: 2> 5 [ Considerable added benefit| @731 (hint) II
BME s il T,

(4) MREEEREICHF 5 Inclisiran (K 8, £ 9)

Inclisiran (ZJFEFEVER 2 L 2 7 0 — VIIE (KM~ 7 v #6k3B X OIESEME) 1t 3- 5 PCSK9
L 3 5/h TP RNA (siRNA) B¢, BFfiico PCSK9 FEA 26l L, FF#ifgRE o
LDLEHE Y FEH)ZAEKEZHEPL L LDL 2L 2570 —1 (LDL-C) 2T X227 267
%,

F 7z ZEEIRIFZE L. ORION-9GHR @ ~7 v A RKEEER 2 L A 7 0 — VIAERE).
ORION-10 (7 7 v — ZBfRAE L OIME R © ASCVD #3) . ORION-11 (ASCVD % 7%
DIMEREE Y 227 OEmniEE) CRAMHAED 22 F v H0iRE%2{T->Tb LDL-C o+ 2K
TR WEELSNRTH 5, IQWIG %% SEp 13 LDL-C D_X—2 7 4 25 510 HHICH T
ZELETH Y, FEALME AL < b (MACE: OIMESE, OREZE, WMaad, b xnz0
FIDAEDO A= FT7 Y F AL ELTW3, LDL-C ® MACE i 5 % Z 240w T AEY)ER/
FEIRIYZ2 24 (Level3) 1D WTE K X L. Levell ofEEHMHE Ic 2w % NICE., CDA-AMC
IZ Cholesterol Treatment Trialists(CTT) D X X ZZE T T B 5, 2&xF vHED CTT 0B
% (Immol/L KT &.0IME Y 2 7)) 28 Inclisiran ICEHATE 220 0EHEOT YT v AN
RWZ L EARTSrE LT CAD-AMC TIiE[A U PCSK9 [H# 3¢ % % Evolcumab DK RE: (D
MR EZHWCHFEEZ{T> T3, PBAC, HAS R EMRM I T — 2 0td#iznd. chbd
75 LDL-C % T 2 %h 9 13 /Z 25, 2012 MACE 4 XV b % EORER S 32012 W»WTE
Bz s vy AF A EFEE LTwb, —J, IQWIG i FHAHELEEHE & L € G-BA GHEHE
[FZ B4 : Gemeinsame Bundesausschuss) 7> 5 &it., & I 7z AR & o Fizic s nw .
B2 X Y BE R DRI D 0 72 2 L b Z S EEE T Twn,

BRMNEST TR TFND L3 7EFATO LDL-CIEKF Zicic.0EA R v b oFhR%
FEL, 205250 OS ORMFHIZITI>bDTH o7, £7-. PBACIZT ¥ IF 7L DK
TIRFACFETH 57228, ftho PCSK FHESK & o [k i3 B AR/MEa T 27> T %, <~
a 7B BETAICEWCE, BPNT Y A 4F — 2D X41, LDL-C{E TR oFfitE 2T
RADOHE T¥F I Fftio PCSKI HESE & oiRER kD 2 2 it (NMA) OHEEfEO
RHEFE M7 & STHERREDHTC > F U ADIENEBI T 5, HA&ICid, NICE (3%
XRS5 LIME A RV PEFEDOH 2 ZRFPBi& LCoAMERE (—XTFHiIIH5EERE O
HOHERE) . CDA-AMC 12 CV 4 R v b - SECIR T O E LA E & Ri%E 7 VA HEE MO
2> HIEHERE, /-, PBAC d [FkRIC &7, Mo BEW, RIAW LN - Gt 7 — 4
DRANC X 2 A THEEMZ & H bW EOERNDRE T VIIARA L 2 o722, 2HHOEHET L
LD X5 i PCSKI FHEHE & o B Him/ MU HTIC X 0 25 3 BIGRE L CHESE L 72 o 72, HAS
KEBWTEHEZDOLMEA XY MO LT VARR W &2 OKEE~T GO —RT
iodk, 2T v Ay b=—=XxEbERL COHEREL o 72, IQWIG 138V T — 2 2372
e DD DEMFERIFAA I T O & 7o T,
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(5) 2 BUBELRIG 1< 351F % Tirzepatide o BEREHATEEM (% 10, 3 11)

2 BUBEPRIF ISR 32 v a — Z{REEEA v R Y VR ) <7 F F (GIP) /7 v = vk
~7F F 1 (GLP-1) $tZBAVEEFH CH 5 Tirzepatide O EFEFAMEEAM T H % 25, CAD-AMC
TIXEBE LEM 7 v — 7 6 D E R (SR0886 Patient and Clinician Group Input) D & TH 72
Review 3FATI N Tz 2 %R < 4HTA BB DRAEIC 7 - 72,

R RS B EAREER (X HTA BEERIE IC B 5 7205, 2 N F N IRER 238 72 5 SURPASS-
2~6 (SURPASS-1 ZEH LEIELOA Ty R —A B+ REEENRE LT 7K E
DB TH Y., F72 2 FIELIREFGRE R 2 & 40 AR A, F 7213 52 B RIC BT 2
HbAlc OZALHETH Y, BERIHFICE T 2 BUNIEGIHE, B X0 KESIHE (MACE) ©
FIE. FECZEDOT v P A LERE LT 5,

NICE, PABAC T3¥EIRIKIC 3 1) 2 HbAlc IXIMIEE O R TH 0 fHRIN 2 MU/NAPHIE IC B 1
ZHETY A LTHDE LS o7 (Leveld) Ik V., ZoZYUEICHEHT 3Rz T v
A DELHE L Do 72, HAS & [FRRICEYENHFHT Y FFRA v P& LTw a3, [ARFICEE
Bl wEHHL w2,

NICE Tl IR & O EEHBOERAAR L T E 2 e b Ay b7 — 27 X gk
(NMA) 0%, XU, 2ho 2z BIHOAIHE. EmTrik. QALY ~Z#:i3 % PRIME T2D
% FH\»7- patient-level simulation IZ X 2 Tl 7L D Z Y ARG & 7z, AT 2B NfE
Wiz ic BRI R O Z A HeME 2 vz, PBAC TH[FEIEkIC, HbAle, BMI /&2 & % v 7=
patient-level microsimulation 23] X 17223, biomarker NV 7+, 4 v RV vi{b ORfE K
MBE D FEA 7 EIC K E R AHEFEMATR S & XL, $Enfifs ClXE NSRS AT & L CHELE
IR S N7z, —J7. HAS (Z, HbAIc KT & REFAD & w5 B A M IZ#R0 224 | 3P-
MACE &7 7 b 7 L% GUREE - LK EOFIIEARAHTH 2 2 & 2EHE L, RENH
A, ASMRV &L 7z, IQWIG iZ. HbAlc o —EHRZ Db D L v b, BEMI DA
EHENCH D R OL L T % 22 EH L, SURPASS-4 & X OF SURPASS-6 (33
LML T N2 BE-ANVOE DV ICADEIRRARE OREEZ R &, BB ERAETH S L
L CEMELRSAGEH L L7z,

(6) HETTIERAEAL % £ 5 R M 8 (PE-ILD) IC 31} % Nintedanib @ FEER L (3%
12, 13)

BT B 5 RIES X OCRHEL 2 Fi e 3 2 B EMER (LD) 1. JA#i2 2% k7 iz
B2 WUET 205, — D ILD 13T U TRAHEL % 5 LEFTHERRHEL & £F 5 BT PR
(PF-ILD) &WEE4L %, Nintedanib Zffi O #rAEL % D 5 > 7 F MARE % W 3 2 HLirsfELEE
TH 5,

Nintedanib ® PF-ILD 2 &4 2 [gEPREER 12 INBULD i<, TEHMEEH 13&%5 52:8% coD
TSR (FVC) DERFEAVETH Y, OSHEDON—FT7 7 b A LT 25 SEp L &h
7o ZDFEYMFHIEIC OV T, FVCAK T I W I N obB ¢ b BB 0T 2 KT 2 5L L <
—E DRI 72 E TR (Level3) 3580 b N T\ 72 28, Z DR UMD E ST ITIFARLA LN,
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NICE (2, X 2@ &% b & IC FVC K23 Y A7 LR L BE 32 38Rk L 7=—J5 C, I
WRBEREK T & £ 7 v E DO E LN AL RN 2 B4 1D W IR EFE L LT
%, CADTH %, FVCK N2 C O BEEFHEIRA T L7E DT, 10%K FTORTY 27k L%
SR LR U 7223, 52 HOREBIAR O CE O R» b — F T v F H 2o RBE I AR
& L72. PBACIZ 5 BT SEp & L TRDFENTH Y, IPF I T 2 M4 HL € a—
2 ESCHEFE/NEER)DERZRE 2, FVC % SEp & LTHY & LT, ZhicxL
IQWiG 1%, R 2 2 [EGESHT & STEGCERIERIE © Surrogate threshold effect) 1235 €
M A E G L 72552 5 FVC % OS @ %7 SEp L i@ -7z, HAS i3, FVC %
(R 7 SRR AIC 2 | EWR L7225, ~N—FT7 v F ok +4ricE o1 5% SEp & £ C
VXA L 72 2 5 72

E XN EE 7 A TIZE#EH D H - 72 NICE, CDA-AMC, PBAC iH T, Wb litkaEfEis
RV zEToET L T oA (OS) #HEEZMAGDLE 2HHER AL TW»
7z. NICE T, #BEDRKOFMMEZHEL =13 7EFAICHE T 10%%] 4D FVC%pred
IC X ZHETE A @ EEREE & L, PF-ILD 0% OS ¥ — % % IPF o EHEKAB L X b ) —F
— X THTT A RXIC X BHMFEE AL 72 5 2T, AT nintedanib #IC 1Z x4 T IC
Fo < Weibull, BSC #iC (3 log-logistic DFER A2 L HF S 7z, ZESIE, BIRHERICE
F 2B 238 < . nintedanib ORI BHREINR-CHC & AT - B & o BE AT
NCTHDLREEEBAHEEEL Lo2b, Id %Y LE 2 5 ICER ££20,000~30,000/QALY
DOHFIFHICH 5 & L T cost-effective & L 7z,

CADTH <3, FfkofEco~rary ~A47vvialb—vavy EFAZMW, FVCP%
predicted DA ICE-D CRB DT, SPEE, JET 2. OS 1Fhl&, FMEL 7223, B
EE D R DSHME AR IS TE L. 2>2. no survival benefit Z#{KE T % & ICER 23k % < HL L
722 b, EfEHiFROIME & FVC%pred D EIIGE 7 A2 T E A A HEFEER & Sz
CADTH @ X W #1432 254 CoMHE B2 S iz, RHEFEMEIIRR I NAmr -7
3, AR AR S| & T 72 & 2SR ICHERR L LTz,

PBAC I 5T b [AEED £ 7T FVC%pred I X 2 REHETE OSHMTi# A G bEZET L
D3R X 4L, FVC%pred=40%TH T & 3 2 {RE X OS curve DICRRE S FEN T/, L2
L. LYV EMOETET — 2232 WIRILFCOEFATHEE SN2 HIEDO K E X OALMEENE
(OMBEBEIE R DRI ITBUK) 225, ~— 27 — ZI2IB T h ICER 254l 3 Tt/ NG o m] BE
PEAS R &I X A, JEHERE & I T e,
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R 2 NEREKNEH: FLIEICRT T B Trastuzumab Emtansine(T-DM1) ) E & T SE4

HTARBE |XR4E - FEEXRE - ROE HRER FELRCTHEE FEI Y FHA b AMHERE T N —
(Surrogate endpoint) |F77 FH LA
NICE TA632: Trastuzumab emtansine for adjuvant  |iliT#EN#E (F ¥V Re L |KATHERINERER (I [RPEMRESLTER |£4545EM (0S)
treatment of HER2-positive early breast cancer |UFHER2IERIFEE S L) #I1CF B, #—7 7 <,  |(IDFS)
+Committee-papers BEIIHEY »/28IC&EE  |RCT)  trastuzumab
2020/6/10 REFTAHR T IHER2EBIE 2 |emtansine(T-DM1) vs
3L trastuzumab
.(Guidance)
TAB32_trastuzumab-emtansine-for-adjuvant-treatment-of-her2positive-early-breast-cancer.pdf
(Committee papers)
https://www.nice.org.uk/guidance/ta632/documents/committee-papers
CDA —AMC |pCODR Final Clinical/Economic Guidance fimeemiEIcRERTEES AL [N ALt
Report; pERC Final Recommendation (10182) |+ Z2HER2E{E SLMAFLAA
20201722
(Clinical)
https://www.cda-amec.ca/sites/default/files/pcodr/Reviews2020/10182 TrastuzumabEmtansineEBC_fmCGR_REDACT EarlyConv_22Jan2020_final.pdf
(Economical)
https://www.cda-amec.ca/sites/default/files/pcodr/Reviews2020/10182TrastuzumabEmtansineEBC_fnEGR_NOREDACT-ABBREV EarlyConv_22Jan2020_final.pdf
(Recommendationl)
https://www.cda-amc.ca/sites/default/files/pcodr/Reviews2020/10182TrastuzumabEmtansineEBC_fnRec_ChairApproved_EarlyConv_22Jan2020_final.pdf
PBAC Public Summary Document - November 2019 AxY LU FAVYIXTT |ALE Bkt ALt
PBAC Meeting 2 ERUIMEMLEICRRE
2019/11 FEHTHHERZBIEFMFLHNA
https://www.pbs.gov.au/industry/listing/elements/pbac-meetings/psd/2019-11/files/trastuzumab-emtansine-psd-november-2019.pdf
HAS Transparency Committee Opinion; Synthesis LR cAE 12 AL Bt mEt
(CT-18346); 2020/5/27 ymicERERRREERT
CEESP : Efficiency Opinion 2020/5/12 LHERZBBIE 2 MFLAA
https://www.has-sante.fr/upload/docs/evamed/CT-18346_KADCYLA_adjuvant_PIC_EI_AvisDef CT18346.pdf
IQWIG Trastuzumab Emtansin (Mammakarzinom) -  |iFiI#@EB#EECIAF LU/ (AL @) L/ R @t
Nutzenbewertung gema® § 35a SGBV (A20- |3V »"HICEHERBRRET (DFS)
07) 2020/4/14 R T HHERZEBIERMFL LA

ttps:/Swww.igwig.de/download/a20-07_trastuzumab-emtansin_nutzenbewertung-35a-sgb-v_v1-0.pdf
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5 3:SEp DE UM ELERXNR ST : MR AEBIEEIZHT5D Trastuzumab emtansine(T-DM1) 0D B & 7 514

SEpm A MM AR T
HTABESR |HEMEERS0Z ST (Level |£BFEN/EREMESYE (Level 3) SEp @ E 2 5l SEpE B MAHMRET LN AR 1% ST ZREOBROTE BT
1k 0r2) EEFH

MICE Levell: & L T AR ICpCRAME L lid - |ERG @ IDFSIZOS~OFRICIEA |wAa7E7I  IDFST—2(CE|IDFSoAm (B EUER) | S| IDFSSiEABRgETH Y, EE(@EmENFAEOL L) HL
Level2: (4EZ2M) Saadbick s |[f-EBEHIIERY A SHEL—IDFS |[HEEHFH I L OOEENELE |F&, BEHNY 27 2HERATE |RoiElnME (SHEEEO 24 2 |[ERGOETHIRICESRRITE |TrAv F=—ZXob &, IDFSE
A ZfRir (2019%) FICESE, (RERNICESEORLI I FRA |ICLVERRECHATREFIIF |FoAEF— 2 THAR, 0FR (7)) [ 05T OFERS 4 |ICERFZFHEN T indirect EcaE L. BAMHELSEG
BUAA A TDIDFS 0SS |k (STEEPH A F 74 »#i) BT, FRoE@EaRiol | RAO0SORE, MELRE |comparisonPtreatment waning
EOEALALOERFESZ L |THD, BEEETILE DTHFEE OTWETHL e, B
*a5|8 plausible #:|CERIZBEEZ 12708
pCR/RIDH BT I FHLODF THAREMESL R VIZL
WEF & LTalB(Cortazar. & I
Broglios)

CDA —AMC (DFS & 0S@MEMIZET S A 4 [pCREZFRLALVEEIZFETE [IDFS%E "unvalidated" & L&' s |22 7 €70 IDFSEELER (RE T4 HFFEROL [HRICEMEOEEFXEr o |[WEREE . SRcELvESET0
#levell @ BB L ~L Tresidual disease HUH U 270 |LEREENTLEA S, 05F—4  [BEol0E0BREEER, 05 (0Tl ERoERER [A40E0REEAEEMICEYT |77 A L0H 54 IDFSOEEDN

(R™=0.75) FAEEET— DREMTHDH, BEREC [SRERBCETIECHERE L] |TB5THRE. SBROFEFH (£ Y. T-DMliZtrastuzumablzddt (ICEfROH 5308, BRIFGRAXN
Level2: B L~ IDFSIZEEMICEROHLEE |EELTI FHL~A0EFCOV RERS L UF2IERICHITLE [BcLd4TAR, 057 —2d |LTdominantE 721205 FRIEHE |zhE. BEHOFEEBICHE- TV
(r,=0.90) THFREEHEL & Ladiod [CHRFORMEEL LTHE, |FEBIICLZREMEMAIDFS/0S |#ML ( LTLBERHENBL (DLIZL s
B L ~ULOEE I E LA, B B iDFS #H41L HERA + BCIRG-006 |#}Mil o FHEREE &I
B L~ AR & SR TOBERE, hoBEHFEIAE
T—a %A

PBAC Level LIDFSIZ2 LT @M L |20065 @ trastuzumabZ@EIZ & (| IDFSS B oRENTEEEZES |27 €70 cEERET HER - SXRBESN BN (BEAEI0E-205, BENER | EE  trastuzumab L Y EHRHHE
LevelZIDFSIZ2 LT oMa L | HDFSo{CEE#®RS. IDFSIZ OS~mETBEIAEE LTWS IDFS7— R (ZHE8BEE. 15 A + GHFEY R OETREREmRO |(Ofkk, BERREOBEEZETE (A (DFSH3®) | ZeHicsnT
WTATHHADEEEIC B (T S pCREAOS [STEEPH A FF 4 »IZ L2 Fot |5, TofBELFERNEAE |V y 257 ToMR, BRERS |HEECET ST~ MHE#Em20 ICERYFFEMEICNE ) ZL4/ | $o0EFEAkRTHY . BEHY
CHBETLIEERTRAREAZ |ToFRA 7} FEFTHETH D & ORH T2, o2 EEHS |E~0iEE BENEREE0Y |7 A -20BERTEER, BE £ (CER)YHFHRERCHY. B
BT E RO & 50%m U Z 7EE (HR 0.50) 1 A, FhThoBBERECE  |BRoHLTRLES THD L VERR = — X & @7 £ HE.

ERERAY I EA S U ESMD-MCBS KATHERINIZINZ T, ABF—4
TOFEE/TLD E=F A

HAS Levell: Seaadb (2019%) @4 (IDFSICHE T HMBIIpCRESFHAE |BERAFECHVWA I E0EEET | w0770 ¢ 6fREEIRAE, ERERE~0BERENEE., OshRmiBof-nva7ET (R BERE=- XA SE
AT SHERZBHERIILL A (KB L2EELT » FRA » b7 | & SEREFMEE L& 5 45, AFHE |IDFS7—4. B4 U, RRESC |(IDFSAMBSOER, pCROMTE Lo@ERIGETTH Y., ST (odhFEF0EMNAHYE (ASMR
B IFADFSE0SOfMICEDE |HYBENCEROHS LT |[BEoRROHXTOSOIREETE (ABTF 22V, HENE OEMN4ZLICEE LAAERol |BEEEERBLEENTEET |II) 2855, BRAMHREIFG
B, STE®H#EE(0.56~0.81) I2 IcHEFTEAWV ETE REEEII L TOSEHR EfE. FHERGTATEENET |1k LY E NS H0S#QOL~mEE
2LWTER HHEWLIEEL S IDFSASREROERENFEORE | BIIREET, TREEIKE

U, EERE S EREREEOR (BT 42 R0 5
WA ETREEOER
1QWiG Levell : ({8%) DFS®0SO{%HE | [HH] TvFH/4 ¥ FELTE R8T FHS » + (DFS)oi  |MAMEMRC L ITHERSENT |ZilkL B [ REDIBIER (minor

R T SR (Saad
2019, Burzykowski T. 2019%)
EiRT. STEGHEE G, BEMF
IFEFRa T

INEFIEE A T S N, RO SR
oAEEERTOFSICET 28E
iRz L 2 ETH

FFTIC 511 5 EREE AT
kY, AEGEDEHHERR
LT EHiF—DFS 1050
BULAMERE A ST

(5 35a SGB V)

added benefit) | @R

(indication) @RE @ OSOFLE
HE < EDFSIEOS aofshi i
EEELTERME ALY, BR
[oF: L AR - AWRS i ok JE ks
Boaht, BfERFEOTAU v b
EER

STEEP# 4 F 7 4 »» : Standardized Definitions for Efficacy End Peints (STEEP) TIEIZ T 25 # L TOIDFS (Invasive Disease-Free Survival) D EE L Kafa AT D
ESMO-MBCS : BRHERFRIES S S (ESMO) AR L [FL LA S A AL, BRI EhEEOEE (<37« v ) &4 T AAaMagnitude of Clinical Benefit Scale | #HIMIc2a7kT 5 —u
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=4 XEERBHR:EHEY 2/ \EBMREIZXT S Ibrutinib + Venetoclax ) BE #7514

HTASBE | soilfE - BloclE - BITE e FELZRCTHES EBEI P A F (Surrogate | BMEEEL TS —FTFT7 AL
endpaint]
MICE TAB91: Ibrutinib with venetoclax for untreated FEMOEBEY povEOmE (CLL)  |GLOWEEE (31138 @ lbrutinib +  |GLOWEE: : PFS (MSEEFH |2EFHM (05)
chronic lymphocytic leukaemiallD3860] - Fholdeh e AR E ) oodfE (SLLY  |Venetoclax(l+V) ve Obinutuzumab ()
Committee-papers-2 + chlorambucil{Q-CIb) ) CAPTIVATERE: : CR/CRi%E (o
2023/5/31 CAPTIVATERE: (S48 : EFEH |=3hEe)
AFDYask— k)
(R Lh LR
ECOG1912FEE( vs. FCRY)
ELEVATE-TMGEE( vs.
acalabrutinib)
CLLI4FEEE vs. Venetoclax+
Obinutuzumab)
(Guidance) https:/fwww.nice.org uk/guidance/tad31/resources/ibrutinib-with-venetoclax-for-untreated-chronic-lymphocytic-leukaemia- pdf-826 13789045701
({Committee papers) https./fwww.nice.org.uk/guidance/ta831/documents/committee-papers-2
COA—AMC [PCO317:CADTH Reimburzement Review: FiEMo@E ) g amE (CLL) (AL GLOWEE: | IRCHERfI- & 5PFS, |AL
Ibrutinib{lmbruvica)  2024,2 lpketsi) CAPTIVATERLE: : BFSTHYIFIC L
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1 Mauguen A, Pignon IP, Burdett 5, et al. Surrogate endpoints for overall survival in chemotherapy and radictherapy trials in operable and locally advanced lung cancer: a re-analysis of meta-analyses of individual patients' data. Lancet Oncal. 2013;14(7):619-626
2 Savina M, Gourgou 5, Italiano A, et al, Meta-analyses evaluating surrogate endpoints for overall survival in cancer randomized trials: A critical review, Crit Rev Oncol Hematol, 2018;123:21-41,
3 Fiteni F, Westeel ¥, Bonnetain F. Surrogate endpoints for overall survival in lung cancer trials: a review, Expert Rev Anticancer Ther, 2017;17(5):447-454,
4 Zhong WZ et al. Gefitinib Versus Vinorelbine Plus Cisplatin as Adjuvant Treatment for Stage I1-1114 (N1-M2) EGFR-Mutant NSCLC: Final Overall Survival Analysis of CTONG1104 Phase |1l Trial. | Clin Oncol. 2021 Mar 1;39(7):713-722
5 Kelly K et al. Adjuvant Erlotinib Versus Placebo in Patients With Stage IB-1IlA Mon-Small-Cell Lung Cancer (RADIANT): A Randomized, Double-Blind, Phase |1l Trial. ) Clin Oncol. 2015 Dec 1;33(34):4007-14
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*CTT : Cholesterol Treatment Trialists
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PUEFHT ST — 2 0RRA G SR
i fodh

1. CTT : Cholesterol Treatment Trialists (Cholesterol Treatment Trialists' (CTT) Collaboration;Efficacy and safety of more intensive lowering of LDL cholesterol: a meta-analysis of data from 170,000 participants in 26 randomised trials. Lancet. 2010
1376(9753):1670-81. )
2. Silverman MG, Ference BA, Im K, et al.Association between lowering LDL-C and cardiovascular risk reduction among different therapeutic interventions: a systematic review and meta-analysis.JAMA. 2016;316(12):1289-1297
3. FOURIER Steering Committee and Investigators. Evolocumab and Clinical Outcomes in Patients with Cardiovascular Disease. N Engl J Med. 2017 ;376(18):1713-1722
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NICE TA924: Tirzepatide for treating type 2 diabetes / 2RIRE R SURPASS-2 HbAlem~2—2 54 » A oo |WEAESHE (COERS,
Tirzepatide for treating type 2 diabetes |D3935 - SURPASS-3, ik, fEHEEL e, HEiRESE) | 3P-
Committee Papers SURPASS-4, MACE (M¥EFE. FEBFEME
2023/10/2% (MBEEH @ 2025/9/1) SURPASS-5 IR, FEECSEMERGEE

) I

(Guidance)

https:/fwww.nice.org.uk/guidance/tad24/resources /tirzepatide-for-treating-type-2-diabetes-pdf-8261554 7603653
(Committee papers)
https:/fwww.nice.org.uk/guidance/ta924/documents /committee-papers-4

FBAC Tirzepatide Public Summary Document - 2025/07/ |25 SURPASS-2, HoAle@~i—Z F o wir b @ |FOMESHE (GEER, B
SURPASS-5 ik, HEE Ed) , MImESSHE R
[SUSTAINT : Semaglutide vs far, W42 L R
dulaglutide)
https:/ Swww.pbs.gov.au/industry/listing/elements/pbac-meetings/psd,/2025-07 /files/tirzepatide-psd-july-2025.pdf
HAS MOUMNIARD (tirzepatide) - Summary of opinion 2T R SURPASS-2 HbAlcod 3, fEREL IP-MACE ([[.m¥FE. FEETE
(Transparency Committes) / Avis de la SURPASS-3, PRI, JEEIREMERNSE
2024/7/17 SURPASS-4, Rl L A et b, SETE
SURPASS-6
https:/Swww.has-sante.fr/upload/docs/evamed,/CT-20759_MOUNJARD_DTZ_PIC_INS_AvisDel CT20759%.pdf
IQWIG IWiG-Berichte — Mr. 1718 Tirzepatid / Benefit pEivk e SURPASS-4, HbAlcaaril it SR, AEA A b B
assessment according to § 35a SGB W (Project AZ3- SURPASS-6 A2, HREE. QOL. BHRA
112)2024/2/7 HEER

Bttpsy S waw igwig.de/download/a23-112 _tirzepatid_nutzenbewertung-35a-sgh-v_v1-0.pdf

SURPASS-2{vs, semaglutidel SURPASS-3(vs. insulin degludec) SURPASS-2ivs, insulin glargine)
SURPASS-5(us. placebo on insulin glargine with or without metforminy SURPASS-6vs. insulin lispro)
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Level2: 287 L R CEEMICEEOHEPH |EB-HSTs A—F77hhLRE |E70 {487 —H—(HbAlc, EROERE, 2TOAMFT—hDF (EmEE, A4 Fv—h—FU7 |[TERERATUHR/ABsLHT, 258
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T O FME LIS T REEEORER RELGVWETAERRRICTREE
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DI Y R 2128t T A Tirzepatided [HREEAEEIAL S SRR |EATH S0, surrogate £ LTO B oL T RIS Tk
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BELELIFRECEOI Y FRA ¥k
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1. Sattar M, MeGuire DK, Pavo |, et al. Tirzepatide cardiovascular event risk assessmant: a pre-specified meta-analysis. Nat Med. mars 2022;28(3):591 8.
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MICE TAT4AT Nintedanib for treating EiITHRE R S R INBUILDFE:®* : I, &% |52EFA0ENER SEITRER (08), FEo, =i
progressive fibrosing interstitial lung  |(PF-ILD) WHEE, Fr&aie, Z8ET | (FVC) oFEEGE ML/ |[HEORE
disease+ Committee Papers &, 77 eEEE )
2021/11/17 (M=663)
(Guidance)
https:/ Swww.nice.org.uk/guidance/tat4 7 resources,/nintedanib-for-treating-progressive-fibrosing-interstitial-lung-diseases-pdf-826113200101581
(Committee papers)
https:/ fwww.nice.org.uk/guidanceta T4 7/ documents,/committee-papers
CDA-AMC |SROG654 NINTEDANIB (OFEV) Clinical |[#iTH&RTE+H T38RI LEY AL AL 2L FHIM (05), =FoRER RN
{CADTH) [|Review Report / Pharmacoeconomic |3 RIS (PF-ILD) FEC. RUERE
Report
202174
(Recommendationlhttps://www.cda-amc.ca/sites /default/files /attachments,/2021-07/5R0654% 200fevia 20-
%20Final%20C DEC%20Recommendation%20F ebruary®2026%2C% 202021 _For%20Posting. pdf
(Clinical reviewlhttps:/fwww.cda-amec.ca/sites/default/files/cdr/clinical /'sr0654-of ev-clinical-review-report. paf
(Pharmacoeconomi reportihttps:/fwww.cda-amec.ca/sites/defaultfiles/cdr/pharmacoeconomic/sr0654-ofev- pharmacoeconomic-review-repart. pdf
PBAC Public Summary Document - March  |EEAICE T 3 8 T4 B =4S BE AL FlE SETTRIM (05, FET, 24
2021 PBAC Meeting(Nintedanib) tEBtER R (PF-ILD) KB
2021703
hittps: Swww.pbs.gov.au/industry/listing/elements/pbac-meetings/psd/2021-03/files/nintedanib-psd-mar-202 1.pdf
HAS CT-18840 / OFEV (nintédanib) - Avis |#ETHERED &4 5 BERE(LAREE (AL FE £7F (FETE) . 2HERE.
2020/12/16 Bi#®E (PID-FP) BhHERE R
https:/ Sawowhas-sante.fr/upload/docs/evamed/CT-18840 _OFEV_PID_FP_PIC INS_AvisDef CT18840 EPIT02.pdf
I1QWiG Mintedanib - Mutzenbewertung gemad | LA 2 1T 3 i@ EiTTHERMELE |EL [kt EEIFHME (05)

§ 353 SGBV (a20-T1)
74w FEE)
2020/11/12

(B~

45 A MEMES (PF-ILD)

https:/ Sawowigwig.de/download /a20-T1_nintedanib_nutzenbewertung-35a-sgb-v_v1-0.pdf

*Flaherty KR, et al. INBUILD Trial Investigators. Mintedanib in Progressive Fibrosing Interatitial Lung Diseases. M Engl ] Med. 201% Oct 31;381(18):1718-1727.
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1. Maher TM, et al. Decline in forced vital capacity as a surrogate for mortality in patients with fibrosing interstitial lung diseases. ePoster presented at the American Thoracic Society
2. du Bois RM et al. Forced vital capacity in patients with idiopathic pulmonary fibrosis: test properties and minimal clinically important difference. Am J Respir Crit Care Med, 2011 ;184{12):1382-9,
3.Lassenius MI et al. Forced Vital Capacity (FVC) decline, mortality and healtheare resource utilization in idiepathic pulmonary fibrosis. Eur Clin RespirJ. 2019 Dee 17;7(1):1702618.
4, Flaherty KR, et al. Prognostic implications of physiologic and radiographic changes in idiopathic interstitial preumonia. Am ) Respir Crit Care Med, 2003;168(5):543-8,

5. Karimi-Shah BA, Chowdhury BA. Forced vital capacity in idiopathic pulmonary fibrosis--FDA review of pirfenidone and nintedanib, The New England Journal of Medicine, 2015;372(13):1189-81,
*STE : surrogate threshold effect(f5 RBEZHER)
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