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p=111
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% LHET AARDERZ D & RD

HARD DT AL BAT SR (2 & 2 R — B 2 DO @B I O ERE O RIC X
V. ERRORBRI B OMERFIIE 2 NI 0 S0 5, AARIZITIHAUIEE 2 Ok
W& DNN, T DOHIE A Y & < BREIIHIBEE AT S U7z 1960 4RSIy & bl L TR &
LTSI,

51 e iRBEE & B

R G AR SRER IO —&E2- 0, EFMELEHELTWD,
B 1R & 91T, 2016 DS RERATEIT 118. 4 KM &7 > T D, thfriE
WO B, EEERZ ST EREIL 2016 45, 2017 £ & AL REG T E O
32.8% % HHTW5D, PN E - 72 1989 D 2017 FE TORLZ 30 FDOM TS
A ERIFITIR L 2 /5, AR RFERA T 3 T <IZ ATV S (2],

MBEIC LT, 2016 SEDOEHERFN— R TR RF LIS 2G5 DESET
BOWNFRIE, mA 1244 KM, ki 144.5 KA TH Y | 20. 1 KA OMIERRE & 722> T
WA 3], MHOW, taREGAEIE 48,3 kM. B4 - &A14: 50. 9 Ik, Hi AL
MBAAT SN 19. 7 K TH D23, EERITITH B & oM A BT 0> b O fE R
[EEA~OMENRH Y | HSREEIL 48. 3 KM T TIERNWZ LI 6N TH D, Z0
S REE OBIE P EFZM B A LA T 2R H D,
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T4
. 2 DAt — EEE /1N B T2 ) GNI

------ R REERG 1T /1A B 72 b GNI

1 tESPRERG AR O RIHER (1989 4£~2017 47)
ENTAE SRR - N0 BENFZERT O#EHT — & [2] L 0 FE1EX

GNI: Gross National Income

B2t 1 N4 EERRITAC R DA RERG AR OFIS

1989 FLIED R D IV Z521F, 1 N7 0 ERMEFTE (Gross National
Income: GNI) (x4 HERE., BLOHEMRERIT-BALTEA LT, K10
NBRZ 7 7 TRT L DIT, 2017 4E T, EIRE 9. 8% KO RIEE 29.8% TH
%o ZAUL 1989 D 5. 5% B LN 14. 0%IZHEE L, B8EZ 2 fFOAMRIZ/Z2- TV
2o

—J7, GNTIZBIL Tid, 197340 1 A7 GNT % 100 & L7354, 1996 4% CT—
BLTEALS354.0&2250, ZOBROAI THAFIIMEE LT, 2017 FI2 X 5=<
1996 FEDOFTRZ#E 2 T 363.2 L 72> T 5, 1989 4F CERILE) D 1 ANY72 ) R~—
A GNI % 100 & L7=556E. 2017 SFDRESME 0D ONT 1, K[E 273, )4 223, HE[E
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237, RA Y255, 7T A 223, A X U7 204, HAR159 Lo Tn5[4], kOB
L% 30 EDOMICHS R EITR L2 3 fFicie o728, BARDERFTHIZH WA
2o THRMBUZET DB DD & ER L~V TOHSRES OAHEEIE DN
ICORNSTZZ LIFALNTH D, SHICONTICHT S, MBS RESEZ AR L
EERAHRKROE AL, 1970 T 24. 3%, 2017 FFI2iX 42. T% TH - 7=, ZHITHEL
IRF & B8 LIZ AR 2 E R A AT, 1970 4212 24. 9%, 2017 21213 49. 4% & 72
0 [5], tEPREHIE 232 2 ERAFITHML S ZH LTV,

B3IE A rEE i XA NDEREO (L & EREOEL

FESPRBERG B OBIINT N O BYREZLIZ & B AR, — A i LR & fh R
FEEIIZIEOHBERH Y . BARBEIINTIEZR, 2017 FEDO AT 1 NN 0 ERER
FXERARTITE339.9 THTH DA, 64 LA T OFERRETIE 187.0 TH., 65 mLL
FoOEEFERTIZ 738.3 THE o TV (6], mlpbIZERE % & Ot REG &
DEREFZELNWZ LIIHALNTH D, BIEO BARIL, R TR &R LI AN %2
ZATBY, AHBBIO MLy R E TRINTWAIT], Lo T, BIEOHE
ZHMERFT DR Y . @l bIZ L DA IREE AT OB RITEES B IR VIRTLIC S 5,

[E EES PR MG & - TR S 720 1970 42(21E, 15~64 7% A1 9. 76 AT 65 sl Lo
ENTANEZZ TR, 2017 F121E2.16 ATLADEANEXZDETIZRSTE
0. ZOWFRITDFAADLEESILRVRY . 2050 £ E TITIL 13T 1T 2 & T
INTns (K2) ,

SHITIE, FRE L BIZEBAEXZADMEANAZDO S DDOREIZ A EE TV
%, 1970 AR TIX 10 R THET HHE L Z o7, IIFIEEFEL L & bICh R
PRAEBRIZIERE Y ST\ 5, BFIZA 1 65 Ll LO@EmE RN HBTHGICEATSH Z &
ABFHL TWD—F, 156~64 D ANADT N THBRER LR, SlE L6 D
KBTIV, F72 1989 41T 19. 1% Th o I2IEER T BF OFIGIL, 2016 FTiEa
BEREE D 3T.5%ICEL TS, HFERTEBEZO L ONMEES T, EothariECE
W52 b, BOHASRELZTHZLBHLVREBIZHLIGA DRI, &
B2 T < FEEHITIE O REZ E DT o0 b4 BOBE TH 5 (8,91,
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EEEEO~145% [EZZ115~647 EEOSHELLLE  e——15-6475%/ (65 L)

K2 HADANOLZOFEERERDOHER (1970 4~2050 4F)
ENTAERRE - AN DRt T — &2 L 0 BEEX[8]. 2020 LA I HEEHiE 2
£ 5.

ZOX I RBUREITH TR MFT SN TE 0N, HAREORTE - BELRE, &
E MRS & MBS O FRREER L B L7e. S RELBIO—K%HE] Tho
7o 2013 4 12 JITHRSE LR O P TlE, AARmBE 2T L2 DkAx ek A 77
=%y MO, BE HUHE, DR E LTOFE CHER EREBIT Ty
Too T9 LIZBUOREFITT DICHTz-Th, WX D Ot REE O R A fefh 5
572018, FMITMERLETH Y | MIRITRTEBERITOEEEBOEA LD
“IRTHoT2[10], RAMLRRRIZ, BR 1AL ANOFEAHEA, B2, EH
ROFFROARLZEZRVRLS 2 TOTALP LA TEZ L THDHN, @& Hdd e
IH DT T, W AEENRZERFERTBE 2 LV 2 EBHT LIl R>TD
(9], ERAFENRENIRLRWZD, A 77 4 —Fy MIEA2 LEIZR 50, WK
DI O IRFEE 21T Lt 5. 7T BEREL EiF 5 &0 ) BIEERICH > C



W5, ZOWRWT TIE, ¥R D —H O REEZMET 5 HEE, bIEekt &
RDLINEWNENI DN, BINDEZ ThdDLH7E, BREEOPTH, ERES
EEL, mE b L BRAENERATHY . BURRETIXEREOMNZ LB 25D
IFERRZETHA D,

ot AARDERIRREIEE & ERE
HO1IE B AR ERR R E

HARDERRRIL, RREFRERENEOE D 7RI > TEEF—E X% T8
W) &L THaft 32 2 L &FAIE LTWD, ERIEEIE.  TORBREE R L O =
REBGHA & TR R K ORBERFIFEE L B (b T DEEHEEH
Al ) ICHESWT, BRRE 72 2 BT LT TSR 28Rt L ., (RIRE IRE 242
e U7z BB RIREL 244 O & WO TH 5 [11], FWEMBTORNFIZHONT
X, ERY— B AT OWTIE TRRHRMIAEER ] 2. MOV TIE TR
. BAETBRE N PR RRER GRS (U, PEREKT) OBFHRZZIT T
WET D, ER HWE ANCB VT, 2D DOEBEITHEHA LRV DIZONTIE,
TRERDN B OFANTRD BT, RBROIFN DG & 22 D EFRY— e A%, 73T
NEMIETH D, BHZRES —HRDOLNTND DD, AHBE & IRRZIE &/
BORTIRAZIEIIFERIE L TROLITWRW[11], 2017 4 0 2y [E R E %
A3 1R T[12],



® 1 PHEAEERERERE

5 % M 2017 4EFE X HTEE B SRR

EREREZ L) | #BREE (%) (%)

R 43.07 100. 0 2.2
ERDRERE 30. 83 71.6 2.1
NIV =4 16. 21 37.6 2.6

NN -3 14. 62 33.9 1.6

R ZRERE 2. 90 6.7 1.5
IR A E R 7.81 18. 1 3.0
ABEE - EEERE 0. 80 1.8 0.5
B RERE 0. 20 0.5 16. 1
REES 0.53 1.2 N2.6

Rk 29 FEREE R ERE O, 7 4 2EEENEREESE (EA5EE) L ik
[12]

52T [ERIRBROEE

HARDAWERIRBRIL, BUETETH 25EE 3 2 EREFERR, AFE2E50HREE
PRS2 B A PRI, 75 mEEA RO S O 7o @ 0O 14 W A BRI LS K o TR
ENTND, FHFICHEEIS N TV DEIIRRESR & LT, HIRRE & R—RRIC
IIAL. WEFNDLDORBRIZFAIFRFENIIA T 2 2 AT L2 R> T D, 2B, #IRRE
I, EAPICH GRBAEIRT 5 Z L IXTE RV, REE S - RRE 2 38IRT 5
ZEETE R, BUEHRRE OEER Y —E AZRREO B CAEEIT, RtERB X
OV 70 AL 2 BIEHE (SATEE T 3 HIAM) | 70 MR L 3 HlEHE L oo T
5. TOM, FrERESE, ABEAHEREZZITLEHEICOVTIFTED A CAHEEIE A
EHLNTND L, 111,



F2 MER AAROEHRERE (2017 4F)

INEy [] e 10.90 JEM  (25.31%)
16.52 JEH  (38.36%) H 5.62 JkH  (13.05%)
PrRBRAE: FEE 9.07 JkM  (21.06%)
21.26 JkM  (49.36%) | W E 12.19 JEF (28.30%)
BEAHE (FRFEAHEZET) 5.29 kK (12.23%)
THH 43.07 JEH

TRk 29 A EEE RS OREDL. & 3 M E RER T (EE @) L0 s [12]

AARDKEIRBRIL, HERRBREE B (ABEESR) [CL2AHBERED SEIZ#E X
THY (%2) | BEEOPTYH, ARIEFHUEEAETHONALE I V—TICET
% [13], FTEATEAEDOR 25 FhRICE D &, AARDERE L ERITE I EE
WAR L, BEREONFRAME L ERITSGL G HEEEELFINE L TEEERLTH
LHIRREIZH 5 [14],

B3 IH A & A ) N—a OFHM

[ 3K i D FEAM 2 o) 2 RO FMMFE 1L, TR E D FEHEIZ OV T (Fpk 31
F3 12T B RAESRRERG#HS TH) ([ZE S TIThbh T s 1], Bl <K
WINTEELOFEMIL, BLEEOFMIZ L > TEFTIIREIN, HHUEOH L LD
TR OHM A SR LIRE SN D, BEFEDZRWE DIZHOWTIE, EELOFER
HRICE L 72 E A BE L CIRE S L, Bfrls [HNEPEAMmE T 2175, 20
%, BEAFRRICHER L CTHRAMEDREWERO LN B DICE LTI, ez DNk 2
T D, 2010 4 OFAMS BESF T, FOFRY 28 K ORI H 0w SR SE DB ¥ &
RHET D72 DI EEAIN - BIS/NERRE SRR ) 28NS, B AROFAThH B
T, FHEL Y= w7 EHRLG, Bk, EEAEHRICH TiFohs, £h
TIEEEN BN E R T 2R a2 NEEIRTE T, O 2T~
TINDIRNE DEEN G —E DS A 7o BT 2 I 3l B O INE O
DA - BEICANRAE S REN R ) NEH I D Z itk o72 (1, 1], BATO3E



IR W T, ERMICBIT 54 /7 _X—v a3 YO, EiEE o kA
EWVND VAT AT Ko Tl T TV 5, 2018 EEOFMAEIZ IV T  DHTEEA]
IR ) DA SN DIX 34 S THY, /73T 4 AT 57— RS 25 Ay
T, 77 AP St 23 iy, ) 7 AR SH 21 iy, Yy Ty —
MRSt 18 plesy . HAMEERR US4 11 5oy, MSD BRAUSHE 10 plisy &L A4 2D m =
HOFEAETH L PRI L GO EAITFEANEREBETH -7 [16],  DEEEAl
HINE ) A ) _—2a v ERIBIEETHD L TR, BUISNE R ¥R T 5=
DT, AARBEORMET ZERMICHAR, £ /) RXR—=FT 4 T THD LV I
2o

FAE EERMLBEFEOZ a—1b

EIAPEEIT, 40— Y= g UNREBHEATLEED 1 HOTHY . BUFR
BEIY RS S EOBHY RO & 2 BH T X VRIS H 2, I BIF A EFEIL
[FTEER &\ 9 7 — L7 iR B CORBRIZIE SV TR & 4v, LAY BT S 21
P A EESTEY . ZOFEEEZ T AIUT W B A A OB, A0 R E
ER LI, RO ERDE LB LD, 2019 4, FH— =IHRASHBARE L
SMEEBEME MR (acute myelogenous leukemia: AML) JRIRIE, /L5 = 7R
X HARD SR RS A PERE  (Pharmaceutical Medical Devices Agency: PMDA)
AR LI OO, KERMLERLE (U.S. Food and Drug Administration: FDA)
SR EFR LT (European Medicines Agency: EMA) Tid, AML i TlIAGR S 7
o fo, BREITRIRSCA AMEOHIE T < BRRBRIFEEMICHIT 2 FHOH &
RSN TOZETHHT[16,17], FBUE, AARTIEERA / X— 3 O
OFEL LT, BAERRZRIROESREEZED —2 LT, HEEZMLLTND
[18], L2 L7an s, BHUKGEHIE THRMEN T - X 0 LR S TV n il 2k
BTHZ&T, BEICIV AV ZEET L5 THY, 20X 5 el Z2 A NEAHT 5
ZEiF, BRRBAEBETITODES a— L THLEVHIHLH L HH[19], LMo
THARDOEEZ T TLIEARINRVEIT, BEOA ) RX—2 3 RO HALRWA]
REMED VY, AR T NE Z L%, KRBOEELEMT 52 & TER, LAY
EERICL, HRICEATOA Xy a VAT EEL L TH D, T L



TEELWEREEEZ DB ST A ) R_R— a3 2%t L. B, b EH, Eok oz
INIEIZEHE U, WFZEBRZE DFE R AWN D 0003, THBE DS & 72 5,

555 T R R

B AT 2 ERR B 24 D 72 OBORD 1 003, HAIRIHIER TH 5, HKifiz
M9 22 LT, ERIZEDIBIZIENH DL, BUTOEFERSIEIZBWT, &£
DX REMTEEL~OT 7B ZAZAREIC L TV D NIZH REL DD > TVND,
AT NEMEE THD OO, EERZHHICHE L TV OIRRERETHY . &
P REOEEIZ L > TR N TWD L B, EIELORMIEE DS AL RE T 2
BCIREEZOLONRL 0 FRE L TEHRAMIGREZZ TS5, 7 a2 — U to
HEITICE Y. BRORIERETH > TH, WANTHIC b FRFICHE 245 LT\ D,
AAROESRES TSSO AL, AARMEE CEMIISKRE RET L2220
IR THD, LEB> TBENORHOERETIZHLHH TH-TH, o7 1L —
T—IC Lo TN TH Y KT D Z ENEELOT 7 ARLZEMRGEHIRT 5 LT
HETHD, L LEEMT, ERERHIEZE L TEZOBErRASLTWD T
O, BRFBSIEIBOR 2 U NERH D Z LIXAHATH 0 SR & & e KA E i
RIEZ < OETER STV D,

H3E AMTED R

HARDEFRRRHIE L, TFODFmim b ER Y — B 2D S EREO
BARIZE D | Fx HERRDSIREEC 22 > TN D, BURIEHE RS 2 B 2 i~ < |
Bhx R EREHIRECR 2 RE L TWD, 209 bLO—ONREAIRIMFIBEECTH Y |
2018 4B DAMGE AT STV LA (Health Technology
Assessment, HTA) Th o7z, AWFZEOHHYE, HTA 27—~ & L, BORREICHLER
HARMEZ L, BOREADT-OO|REETHZ LITH D,

HTA TXRMR ER L OLEICRA SN D Z EMBESNZZ LD, EELEE A~
DEELRE, EEREXEOREITEROZ LWHARIZBWTEETHY | HTAE



ANZdTzo TFHRZ R, #FwL., LYV BRBVWBORILEZ HIET & ThbH, Ll
A5 HTAWZB L Cid, REEERTHa i b, M OB ERRA S S TR
ST, FITAMIETIZHE 1L LT, HIA OBORIE IS ET 5 BRI E O
Rz L, EREEMHKOBERZ O Lz, BEIITET. BAROERBSE 2 3
Z DA SICHONWT, EEBLOMBRELZHE Lz, FAERTIERELY X
HMIRZ ED X I ITHER L THD DD, &2 WIESFADOHIEIZ DN T, FrICERED
WRTDEREL 2D D&M LTc, BEHREOSHNNI A 9 ERRRO M IRMHER 2
WEECHIIE, EEEZTOLOEENET 5 Lava<, HAIEMHIBOR & YR MRET <
TREDO—DERDLIMLTH D,

B2 BT, EAEAIEBOR & L TR SN TWZ HTA IZx L, HTIc g2 7 —
FRHTE R AR U, Pl A 5T 5 SR 3EICR E T0 BRA A S L7z, HTA YE(
R, R A R U, B AR HTA ORREE & et L7z,

BT, 1T, F2EZOMEOFMENS . HTA DIAIBIHIBERE LTHATH
HE D INORRREE . ABFFEDS HTA BURIRE D72 OFATFHE TH 5 & W HEST
b DIRE 21T 2T,
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1 HAROERRBREIE TR 2 EFREH RO R T

BHE S
AR, AAROEFRET 2016 FOEFKTPHE, 144.5 kM DB L% 33% (48.3 JKH)

o, ZOBWMOBE BFELIMELTWA[3, 20, 21], ZORBEICHLT <L B

X 2018 I ERE O A MG T 272D OBREZFTHH L, FEL TWb, ERE

FIILLFD 3 >TH D,

1) ERMEERBREG LT, EREE) ~o—Rr2WBii®E (3400 &) &, 2
NETHIBE L~V THEE STV E R A~EE TR B SR T & 5 il B I2 A
W [22],

2) Y — AR L0 OUUE 23], ZOHRITITEREMHIECK L L TOE
LB L OEREZRO HTA DB AL EEN TV 5 [24],

3) IR 7 o DkET [25],

ZOETIE D IZOWT, BUNBERT 2EREIC, EEEBHSOBLS G, L
DEINTKHIEL TWD DD, EOIENNER L IR o Te RIS OWTELET 5, fEER
BBHEHIZ DWW T, RBHADON T TV —Z L OUBIIFET 2 DD, Hie b
FERBHA B 7 TV — O T — 2 DAFRRETH -7, EOTH, REENZ
NENOMAE DBEIRRE OFTFIZ, EDOL SWOEEND DD, BRI 7255 % H
WCRBREIZ R L, Hhik, B2 L7, 2) O HTAIC) DD DOV TIEH 2 BT
D,

G SRS I NV R 5 5T S

HAR D EFRORBRI 1L, 1938 47 (2[5 RAEREIRBRIE D HE S v, 1961 12 Z Ol B D
JIENRER L 72 TLOR, SERIBHIE A2 F5 L C X721, 26], Wi X 2 R
FE 2N 1922 FE X D IARERSL S, 1961 £ L 0 i /0] Ko Binkz AR L+ 25 EEK
FERRIRIRDIND Y | ZIVE T EOWIRBE IBRE STV RERRRDY, RENEE
T HUMEEREER . TOMONBE L ELREREMGE Lo b DILR o7z, BUE
OE RAEFRRIL, KED (1) REEHE B AT, @ERERYT — A ~HIR

BT ITRBATEDHZ EAERIEL TS [, 26-28],
-11 -



1 B RARLRIRHIE 236 & - 72 1960 R8O BUME EREECRER O LRIREHA 2RI A
FEFEVESREN O 6.3% (BEAIL 3. 15~6.3%) Th Y [26]. BEFEOHCAHBITELE
TOAHE, FlZ T2 —EAaHs4e 200 H, ARRBE—HAaES 60 HETho7-
[27], YEE B CAITIEF IS, [MREE] OfRBE E BCAHEZ 5 7o T
N, EO%REE OB CAHEEIS & RBEFAHITEM L, BRI ERM O 10. 0%
(BREAHIIIMAT AR AIC LY BLZ 5-10%) . HEAHEIZ 70T 3
B, 0 ET2EIE KEELIIE AL o T D, HIMNEE L LG A
(28], HESLA Y = —F VB SF RO DEBE 2 L, EEIZSHICHCAB LA
W, AT =—7 OHAMIT 2014 FRER T 100 7 v —F (20204 1 HD A
HL—hrTBXZE 1,150 ) . ARE 100 7 o—F, #EHFIE|T 900 7 n—F £ THD
B THAHN 900 7 u—FE2HBx ., 2,000 7 a—FF TITER, KAV, 7502
AR ER URBEEL N TH D0, BAFOAREENEL, BEARIT R Y
8.2%. 75 A0.75% Tk, HOAHIZHOWTIZ, RAUYRAEL L, APELH
10—, HHATETHDLDOITH L, 7T A8k 35 ARt 28], K| 3.5 5T
bHb, ENEEHELTH, bITPEEDRBE & ACABLIZIE AR B> T
Do

F 2 HAROE RS OIS

H AR OE EAREARBEH L, EFE~OT 7 AL W) ATITEETHLIHLOD, £
Bkt OB O FIZBWTIE, BRI L0 EETERWHIEICL 2> TS, H
RORRFERBHAE L, BUETHRRHIEDN R SN SN b H D, HFHRCaED
EORBAAE N ET L 72> T D, T H DRBHLAITMA T E RV ERRC 3 5 3 H
7 EDERN, FBET L BEREOERICINET 2 A=A R->THEY, REMAE
DL DO/ T AL L T\ D, Lo TEENL, & 25 WO HEAL e & TR R
HIEEZ S LT D, KEZBRS et E & HIE REWAH 5 [29], o mRRRES
FLLTF D5 >DOH 7T Y —IZpsh 5211,

1) EHFHEA  BRBLIOHGAHE LRSLFROBEZ AR LT 5,

2) MAEEMEERR (LLT, MARME : b3y aBEkASth, B AEE BT
A&th, 7 A7 7 A RIS e &L B OREEFEIRER 2 15O FLi Y R A 73 8
o F72. ANEIFE, Information Technology (IT). #RFHZEDMENEFE - T,
RTLOHMAERRZEE LTI HEALH D,

3) EERERERRGSEZEBERR (LT, BgAEER) EHETIEIHHO
D, ITIMATE VW NRBEARZEDIMAT D45,
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4) HHEE R EERE 75 Ll EOEmE At L LT AR,
5) EE : FUMBEDOREER = A ~—7 Y 1)~HIZEGENRWHEE. BX
WEHENRMET D ERRBROBEH 25 1T TORWE ZRE & U TR R,

Fz. D, 2), BEOR)EELEHT HHABRRKEEG] O 7 3Y —IZoELTW
50

52 ik

BRI BRI 2 3 2 DARRALAIZ DWW T, BRAA T & ORBEI O AR L IR
PUTOWTIHA Lo, BERECRBREIAN . #RIRBRE OFTEIT L, BRI ED < Hno
BHIZR 5 TWD 00, RERE DR — L=V B REERETETAEZAFL, —F
DU, HEHEARDLCEBEORBEIHEN W BRI Lo, (REBREIO R E 7k
(TRERREORRAE S T L IZ R 505, A BUIEERMEED 10%23, 2018 FFEICB T D=
FAEORBEHRLE SN TEY, 20 10%%25EICL T, mAHE, H50HMEAHELE S
T2, MERKRTIE, BETAEORBREL Y AHENE TV, L THa T
PNEIZBATT 2 T DBIRRE I & o TIERAHETH T, ZD 10% 2B RWE 91T,
INECEPHBGEZFEATHE L TEN, AR CRIEEHEN 10% %2 2 T
WD D, 2019 FET3I3HE (22.81%) 72> TW\5H[30],

BRI OV T, BHEPRBEEOFEU L2 AT R E VIR >TND
e, A E—Fy bEEHL, KT EGEES, TOMMBAREO TN, REE
BE5% XD TELLETFRNMEEZEL, RO ORREIZF M LTz, E N
RE > TO e AMTRIBREFRE IR S O PRBEH S B L7z (2018 429 H ~12 H A E
i) o 727U, TRTORBHARM AN A ¥ —F v b ETHHGFEEZAR LTS
DI TIE WD, S HIZRBREHEHORWREREHE DFEETH B2 65,
ERIZOWTIE, BIRRIC LY, BEEEEICKHT 2REESE (BEE) 2EAL T
5L AR, 1 NBOERBRE ST D2RBERIZFACTH, 2 A, 3 AH O#KRER
BTKRET DR NGE D BIaR b2 < | SHEFIELEMR 2D, BESIZEALT
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WARWHTRER SRENZRAREZRIR L, FEE, BRTAIEICON T, i

I 72 Tl e < ARG ORBRUBHRE A [F] Uil Hi2 A TR L7,

F - FRFIC A RBHA OMBRIUC OV T HIRE Lz, RBHA 0T T ERIT
A O YRR E < . PEERDMENZ ERAMBTE Y | ARBREHA A Y 5
HEFDRBEZEREN O LTS ZERMBNTNDEN, ZHUSAOHER S 5
DT DONTHIAE LT,

b\, BUE D ERBREIE FI2310 2 EERE OSTHLHIEIZ W T, EEREE RO
BRERDHNERDH D0 E DD, HIUXZDOFERIZ DN T, EICABITOR—L—
VEMHLTHEREAF L, BT LT,

53 RER

F1H ERRBHE OEWIC XD RBREIRE ST U 2K 3 ITRT,

) PRERESK

O IRBRE BRIV OIT, TR AL CREEMRRZ EE L TW 2 ERTH D, L
L6, MAERRORREBITEL B i, BETAZIZERL TV D,

2) IR S

RO WRRE RN LV ORBETAETHY . ROTEE, MARETHD, B
FANEE, EEIEENIE S E OO FEEATHED Y | A YT 0 O PR RE L
TiE, EROHEARIRIZ B3I FHE E DB H D,

3) WeORBRAE O PR & R SRR

B EEREER A2 RE . EROMAFED/MOERRMAAIZHEGEBRTH Y EREN
BWZ EERLTWAD,
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4) PORBRE O ELFIL
B A ER 2R E . EROPRERE OPEFETR IR, ABRzEL Lz
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# 3 HAROMEEEERBRAA & PRBREH RG]
HEFHE HA R - E IS ESEES B EREER EVERE

TRIRE 855! 1, 409 152 1,716 47 NA
BfRBE S (HHN) 8. 84 29. 1 36. 4 33.0 15.7 2.16
PR 1) F i 33.2 34.4 36.7 51.5 82.3
65-74 IR DEIE 1. 5% 3. 0% 6. 0% 37. 8% 2. 4%
PR ERE A (TH) 152 149 167 333 932
AR F 72 13 i ORI () 2,300 (4, 510) 2,070 (3, 840) 1,420 (2, 460) 860 (1, 440) 830 NA
DERBBIRE ST U A B FEE T AT T AR WA HOA LT o=t PRERBFE 7 L
AR 7S 35 7%, Sy THEILAY 240 H M | 1) 97,128 [ 1) 62,400 H 1) 118,800 M 1) 217,000 1) 119,860 H,
DY—R, 2) 1) IZFL 2) 1) IZRHT 2) 1) ICET 2) 307,800 WA DS D 25

P ERITYZ by | KRR RHREMK 2) 225,460 M
2) WeARBRE DM 35 T, BERIT, 75 | 1) 101,784 M =7 1) 120,000 [ 1) 248,478 [ LA RES LIS
WL FORBFIRN 2 40 DA, 2) 1) IZFL 1) 102,000 M 2) 1) IZFL 2) 350,478 M HHGAES®

KBTS 2) 1) ICFEL R
772 U e i TR LA PRI 2% 75 5% | 1) 103,632 [ JRIE RS 1) 276,048 M
Pl EEARE, 2) 1) IZRT 1) 116,400 H 2) 341,852 [

2) 1) IZHEUT
LSt —EDFAITH Y | 16.4% 50% 50% 75% (B D 25%

BRI 1 5. BROMI &R
(%)

ZHIBEDS)

PRBRALG 2 & ORI ELISNT, JRAT @ TERERBREIEZOZRE R 2016 4 3 ARATOT—# [2111I2H5<,
S1: AP HA LN, 84 WFHAITABEDTZDOMAE THH 2, MIROKRFTRHETH D,
S2: RBAEIT 47T TH Y | FERFR I L DEEIZ/R> TV D,
§3: AARTIIAE BORERDEFIRBAFHIL 65 I E T E LT bz, 66D T4mDE T, HABRBRITIMA Langid, EREHER

BT 5,

§4 &5 : B EEEERBIEIL 5 MU E2SRE L TNDHID, REEOBEEIX 5 Mol EABEL TEE LT,

2018 EDLRBRBERFL AL, SIRBHLE DR — A — VICFE STV 2 FUERLAFIUNE - TEHR L7z,

SCHETA
RIS

2,400,000 X 4.047% = 97,128 [ [31]
2,400,000 X 4.241% = 101,784 [ [32]

S B IR SRS - 2, 400, 000 X 4.318% = 103,632 1 [33]
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T AT T AEEMA ¢ 2,400,000 X 2.6% = 62,400 [ [34]

B IT V7 b o= 7 REEERRALA © 2,400,000 X 4.25% = 102,000 [ [35]

M TRIE R R RALA ¢ 2, 400,000 X 4.85% = 116,400 [ [36]

W AT HCR 2,400,000 X 4.95% = 118,800 [ [37]

W AMZIRE © 2,400,000 X 5.00% = 120,000 [ [37]

HORF LT E BRI - 1) (2,400, 000 - 330, 000) X 7.15% + 45,400 = 217,000 9. 2) (2,400,000 - 330,000) X 7.15% + 45,400 X 3 =
307,800 4 (F K4E4HE 580,000 [) [38]

JE T X E BB S - 1) (2,400,000 — 330,000) X 9.54% + 51,000 = 248,478 [, 2) (2,400,000 — 330,000) X 9.54% + 51,000 X 3 =
350,478 M [39]

Ji s TR AR RS ¢ 1) (2,400,000 — 330, 000) X 10.03% +32,902 X 1 + 35,525 = 276,048 [, 2) (2,400,000 — 330,000) X 10.03% +
32,902 X 3 + 35,525 = 341,852 M [40]

B S A EEEIE - 1) (2,400,000 - 1,200,000 - 330, 000) X 8.80% + 43,300 = 119,860 F  (FiEMELSIAOEE) . 2) (2,400,000 -
330,000) X 8.80% + 43,300 = 225,460 1  (FERNEELSOHE) [41]
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D2 EIETERY, RS OIS M BOEEIX, IREBEZ AT 2 AR
ZIRVIR Y MREIEARR: L 722\, R A OIRBRE S WO BHZR S 57201
b, —EHORBEARERY—EXL, MOBRIZ»PDLRWVWE S RERY—E X &
BRI L 22 Wi 7e E1X, RO RN DI Z & bFT & i25 9, F
72 OISOV TITMERBRE OM T HoEmz RS TRERD 5,
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%2 BISKAEEIZIS 1T D HTA YEMIRILHE & A~ 72 R O 2E
Bl =S
HO1IE OHTA &%

THTA & IZEBRBMT 2 L7235 a 4 U D RS, (A0, BRERE K O E
PR RIREIZ S\ C OB E B2 22 FEETHONT. B, R 2 —HO%EE e 7 n
TRAZEW®RT L, BN TH L7028, £ OIFEN R TEH OB FIN R
DBRRNZ ERRDEND ) [61], Lo T, HTA &1, BARBIFNEAL LS &
LT e, EESPERMG OB M RIRGHE 20 TIER <, bo LIRED, RN
7)Y —=ATEYD IWEE—EZZRETE DL LI ICT DD DBERHIEDH Y
L EHRHLTND,

HTA DXFG & 72 D DIZERA ) R—2 3 VB TH DM, AT TIREELICRE
Uiz, HTAIZASKR, A4 /=2 a VO TH L0 6H, FOEM AR S 5 BRICEE
SN HXEbDTHLR, BEITH LOHKLRELH Y, EITEITEMITR LR > T
W5, BRI DEEE L ERE I RnAE (National Institute for Health and Care
Excellence: NICE) I, HTA % [E3E 5 OLRBRGEHIZ 31T 2 HUL A 223 H-M & A7 E AT T C
Wb, TOFHMEO TR RAIHA Z AL LUK ABENTEY . ZOERN
X ROHEFIEZL, EVAEREVWFEE LTEZL0EREZE L L, HRATRLE
BHRHLHEETH D,

HTA iZd &b &, 1990 FHIEH, B4, A—A N7 U7 HEIC L D EEBEER T 7
BAD—BE L TRE o7, ZOHNICERLART, I—m oy Ntk L, £L
TF, EREREHEORENEA TS, TV THEICRRITE R LTS
[62], #EOERBEAMFIMGMARE & HTA Ol A#KEE £ 4 12F LT,

HTA, HFIZ CEA Z5E2 ECRET Tl WO, HOEFANEE (Incremental
Cost Effectiveness Ratio: ICER) T& 5, ICER &%, & HIRFEMIRERTHIE. fl
ZNFAEFER, EEAL SN DIRRAR, EiBEAFE (Quality-adjusted life
year: QALY) 72 &% —H(IELT DICHEREMNZERT, O ICEREZMWD Z &I
F U TRIERBIEOTRIRIC K DR DR DGR OBE M 2 i+ 2 2 L Al HEIZ 72
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%o NICE TIIXfBR & 72 DRt 27 A %7 P& #E LT, ICER OFfE%A 2 f

~3 HARY R/QALY & LTW5,

ICER DBl I T e T1d < . EHMioBRIc A& &

LT &S, FHlOMR L 22 RSP EERFOH REL BB L, REKRaHh2T

bihvd Z L6l

# 4 MR OERBATFHMALRE & HTA

5] BNTAE | R HTA O @
Vikoad 1990 CADTH TEIR O PR IE,
ICER BfERX E72 L,
F—A K7 U7 | 1992 PBAC ETR D RIGIRIE & AlAS DORRET,
ICER DREfERY E 72 L,
B[] 1999 NICE BIR O AR IRE & Ak DORRES,
ICER B EH Y,
Ax—F 2003 | TLV EOE O AT IRE i
ICER BfEERE7R L,
KA 2004 IQWiG filik& 22945, ICER BMERR E72 L, HTA IC
il 3 2 ks 13 EN R, %A
¥ AZ W,
75 2004 HAS filik& 22 ¥, ICER BAERR E 72 L, BN
WA A 2 o0 B 5 D A it
KE 2010 PCORT ICER BEfE 2 BURIREICHEHT 52 &
AL, EICRMRBRSE T,
i ] 2008 HIRA BIE D SIRIE,
TCER BfEEX 72 L,
2 A 2006 HITAP B3R D AR IE,
ICER B EH Y
EES 2019 hE, B | kRS A, ICER BIERRE H
KN RAHMEE | Y,
PRk

EREANFHE Y — 2 7 > 7 |

1. R OERBINFHEARR [61], MOERBIN ORE
FraTAlh & ASLEOR [29] 2 2B I E 1R

FTHTA TIE, A ED & D R OIEREEZ VL0 b BEIZR D, WROFEEE
(T OEERA 723N, @0, OEFERIE Quality of Life (QOL) . @fEIE13H 5
[62], EEFHOLEAE, OIZONTIE, BKRBROMER R CRE T —2BPHV LR
Do @QIZOWTIE, REFERR S TS T D RE ORERIBICK T 2 A OB L
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SIHEZEERMICELELOEDA L VI, SAOREICIIN SOTERD S

MmN, REHZRL O E LTIE, EuroQol 5 Dimension (EQ-5D) [63]%:12 kv fEEEIRRE
R RLIEMECORIZHBIZESWTET 2 HIERDH D, OIF MERIREBIZE L
TR S A0 D B N B 73 A cl AR AR S S FiE AR [62] C. OK[E FDA SEFE L 7Z
BB AT 7 F A (patient-reported outcome : PRO) [64]X°, EQ-5D % CHIE &h
B AEREREE QOL Td 5 [62], @DHELSITERBEA OEMIZ L > TH LN D50
D LT, @FELULY FH 5, EROBHFMTIE, QALY ZE5HHT 25 Z & BZ0,

T2 LHERTHYRFEAE Tl e, BAETBE DT A T4 TIL QALY 24 L7z
WIS ERIG#HEE R E T2 H D, LnLans, HTA THEA SN D BROFEE
RO HIEIZEETH Y, BEBBENFR L TV DT — % L BRI T 5 7 — 20
—HT 2 LIRS, HHCRHBHER NS AFRRERGE L H D, R TIEL,

INHD QL 7 —ZIZHOWT, ED LI RMETEEZMW, EOXIITT—F2 % ANF
TAHNBTEDRA L D1 DOTHoT,

2 AARICEITD HTA ERITHEA

HATIZ, 1990 FARUTIZA T BB 12 K » TERRFIFEEE SR L STk, A
AR TiHam ST E72[65], JRATTEE L. BEEO HEED 720 O FEARE G AL 2 HE5E L
e, EIMEETHY, FHLOT=OD T A KT A IFE LR o T,

AARTHRMO HTA 1X, FMRPERFTEEE TH L~ R—=LZ O T ThoTe,
FZEDL D BN | EREFRR CIRRE OEEEL T RENE I NERET
LD OFHITod o 7o (k. QBURAYEE, p9l “First HTA in Japan” M), %
D% HTA 1%, E@MmEENT O TITRV, BFELADITEREL 525 L5 EE
x5, Bl IE=aF o7 v a— VELH A RET DEREDO L S, HLnws A
TOREIIKR L TER SNz, O DRI GE A RE . BE L& IR E DS
X% HTA DI DTINThH o 1o, AMNEDMEE LR IRE 2% HTA 7 uk
AzWa EBALTWEIZHEADL LT, AARBUFIT HTA OAKEPEANIZIZEE L T2
AN

-31 -



2012 4, JRAETHEBE IE P ERICE M R IR E R S 2RI L, ANH Ok
(X DEFRE OV E | FOETAIIZ0N Sl 72 ERR T HTA 2 i d 5 72 O OFfl A 2 5 E
L7z, 2015412 A, EAZEE X, 2018 FFOIMBTEIC DD D, [EIELOE X
SR AT 2 720 0 HTA FEfFtm 255 L72[66], 2 FH O MMM TIE, HTA &
FEld L OVERE S 2 72 DI EREBIEY OBLEN G, YT -G OEEST —
O EE, BAME OER ISR ED A F—HZED LI ITBY Ao/ &%
Bty 5 2 sl o724, 66-69], HTA (T, EHRBIROFMZT TR, bo
CIRWEIR ORI 2 & 5 A%, BRATHY HTA 13, MRS BT A A2 T, IR
A _X—= g COFHINE DN & U TBEFOHEM A F— L %08 U Tl & foe & FHi &
N5 Z Lo 72[67], D%, 201748 H 23 HIZ, 2018 4F-0 HTA FEHE DR RN E
ATTBEIZ K o TIERICER S 723 [68], 2 D% EMEITER =41, 2019 4F 4 A Il
b Einiz [69]

553 IH  HTA |AGHR L 72 o 7o B RO EFL O 7K HFE & SEAMh I B

HATIE, ERLOER, LEMEFEICH )b D EAER L, PUDA TITWV, KR
NIz EH G OOV TR, BT EIE OEBURIE GRS G EE~ Ll O b
T U T ERT, @60 HUNGEL &b 90 B IZHRET 5 [1], HrsE o KA
HITFICAEH D, HTABAILH TV FrE L 72 o7 Dix, HTA BFTIED KA O AEEA
EREDTZ DO & SN DHA . KB D 60 HOMIZFHMI 21T/ T iud 72 b7
W& EDOMMiRs AL > THIA D7 — 2 2 ¥ fili T 2/ Th o7z, TDRITHOWTIL,
2016 0 b E e SN -FATRVEAIZIB W T, BRI L CTotra 3L, —
O 0 RZMERT — 2O R ERRET SN D Z LI Tin e, Ll
RN D . ARZENS OFHIT — # O, FIAZIT K D ANHIFHIG O F 6 2 06 T i A
FkEh R BRI L DR A3 (77 LAY ) & 60 AHUINTHERT 2 2 &
FBOTHE LW E SN TWe, ZORICELTEBNFbEELTBY, T bEMa
NTWAREIZR L, 24EIC 1 ETON TO A MO FEE GEMo v FiF) o
A IVTICBNTERT D Z &2 RBEISREL GO, ZOBRFEICOWTHEHAT D &
LTWe, Lo TARIEOFRARE R TIX, HTA RFHEEICHEHA S0, F¥
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OIEMFEE I SN D DOENTIERL . BENHTA OF — & ZAERT 2 BEOfliks
b, AREOHLMRE SRR R DD LB ORNEMAE R DNRE L TWRI o7, b
L HTA \ZHEH T DAlis A3 . AR S5 88 O EBURRR B R CIRE S 11D NEMAEIZ 5 &
FAUL, HTA IZAEMAE S RE LI TR cEinz bichsd, R 232 o
FIEE RS D72 B O A O I E 1T B FE O A LA TS L. HTA FEA
PEET LT DM OFIEZIT-> T 5 [29, 70], T 7 h, HTA TEH S5 ik
b, DNEfE & T DD AREORHLEME LT DD BUTOFAMBIE & OBEMZ
EDT LM BUELRHRAFHEDIT T TH T,

AWFZETIE, HTA IZB W T HERRFERERE O 1 > Th 2 WEEE~OFH & 4@
U, HTA S AT 7o SR O e SRRE A HE4E L. A AR HTA S AORRE & Tt |
DR EBLET D,

281 Hik
RAEEOVER

A IR G & A DRI EN E D L HITHTA IS Db D A, BRFEIR %
el LT D75, 2018 4RO HTA D AKSHYE AR IZ ML EEZR . & 2 WITBUR/N S ER S
TNDT —FRNEL SNDHELKRRE T 7 EA L TWOIREH DD, 19 DE
17 AR S D BB A AERL L7z (F6k@OHTA J8 ) , £ 5 12 HATEFIERIR O
HTA A B 2 7R T,

BB IR R LB RTRE 2R B E R B & BUR 22 R & 2 W 2 AN B2 5, K
ERE B, EERER0E Lo L9 ORI, WEIE DR, % 3 /I
EfL7fER S D0 (bhuEE o) | HEH LTV D EEHER, Moy
KRN MNE I D, BATORERBRTQL OF —Z 2B L TNDENE I DNE 7R
S>TW5,

BREREEICE L CiE, U7 VT —)L K5 —4 (Real World Data: RWD) ., 7=
X% A (Post Marketing Surveillance: PMS) T —X Z{EH L T\ 51 E H 0
ZIL LD & L, HTA ~OHE(HFIZE L THEZNRD b d L EDILHE ., £ 0fh

¥ B
Z

1

N

/
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HTA ICFRER T, HAHEIRE A F—LF DOFEL W o 72 HARDERBURCHF TH —
Wb D 2 EEBmBANIICa A FLTHBW, ZNENHEAZEICE LD,
BEOT VA U RoF BT BB R AMEER S (No. 28-19 35 LTV 29-38) 12 & B7KR
2157,

520 HTA DOXRIG & 72 2 RIS DO BT rIRE 7R B3 D13 E

RO G & e HEIBITY = X VU v 7 283 LT 5 EHRL R AL
T, EMBFEDOBRIIME OG0 D &L O REFEMLZFFE L T\ D 2 & AFHREMT &
8%, TDEOIREERLERE L TWD ARORIERIE &5 IFSNE T HARICHHSE
RIRFE DS ZFE > TWARFD 7 0 — VRIS E 5t b U, HARICIT R4
3 LRI DD 2014 FFRFAT 310 #EdH 22T, Z D% ITFEHESCHLA] 0 H
W EERTORETHY, ATHEZHE L, ARFFHEL AARTITV, AR
T LM RERER L 2 RO EIINE DO ARIENEZED 50 tHRRETH D, F7-,
(AR LIXREOARED ARLIMNCH 2, TREDEADBRICEL SN

TWDEHET, HAROKRHEERT OIS L RERFEEB 21T I BELERT D,

B3I G A EET M, B KO Y E ORE

HATIE HTA OB FR 28 e ERRE L OHEMZE N D72 | F B LVlEE
D7z, BUERED BRI EOFMBFEMOMEREZ L TV 2O THIBEE TH -
72 SMEBOW /1% (Bruno Rossi K, 7€ Bayer Health Care Health Economic and
Outcomes Research Head) . IEERIP KZEI/ o — )L« LX 2T M) —- P TR
T bR DA N AR (TR ZE O BHFEEPICIER) . & D WITEE O ARy e %
vy MU =7 (EICAIEMIZE, FEBRICIESE) 26, £SR3 T HIA 2 %
LTW5 E BN DEHARCANM ORI 2T, HEEZ A — /W THYE A Ll
BEEE L, —HOBREIZONTE, F—2X=V0 [a>% 7 k| b HTA DK
FE A5 LT,
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BATH A ENE L L BIE O

RN TEZ D, HERGEIEDO HIA Y FIZEET RA > M A MERY |
BEREZVBLTA U Ea—2FE M, HDWITEFIITA X v a—%2FE i LT,
A U H 2 —DOREMITTY 1 R Th o7, FEHEPREIZ LKL, RICHYFICEE

AT UHER A1, AT o0, B LECTRd L, Ml b Lo
FETER L, HELIEOR, 0 F Ea—%EHEET, A—/LTHEREZ A
FLIAREND . TOREDORIZEDHAKRGETH T, WAL 2016 4 12 05
2017 5= 3 HOM D 4 77 AFNCSERT UL NERA 2 B =2 — % FE i LTz,

%5 HTA HAEZE (H ARFEFIERRR

R No. | &=tt4

HARTOWEEEK

HARMS ToEY EIF (2015 4F) BN B A

e K, Y=Y s, CROZD
1t

R

W&, SE DI

W% 3ELINIZ AAT ki S vz i
WD HIITZE DI

e E (b Lbid)

@O OV e

HTA BAEE DN E D vy WD &
PIEFAEF 1ITE S BV DOREERD 8 5
7> 2 BAEA ORI 2

Q@

HTA {22\ T, FHRRT 2 88 = F BN
FETDHME I 1?2 b LARER 61X
MEeBmoHEEEN,

® AN DONE BRI OBERT | AEREEDH
I, BT HTA I L., 5 —%
EANFTHZE, BOIWEZEOT—X
EONTT 20X EDENIHEY LTS
WHZ TS0,

©) HTA IR 2 PRI ED L S IR L | B2, ~—F >y b T 71 A
TWETN? OB TTEZMEL | 58, SREFBEOREM, 3REFE
TWET/M? P, BRPRBHE. B L

) HARD HTA 123030 D IR FRERIT & D
[E T3 L TWE T2 i BRDFEfEIZ
B0 N— b F =TV FETN? L
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L. RN CEESINDGE. £
DT —HELEDEITHARDT —H L
L CHER, ERLET0?

EEeu: D
HH

@

HTA | ZB59 2% BRfiE

BURF S HTA % AN ECfEIRE O A % — A 2E
AT DI LEEZRDTEHFIZOWNTE S HEfEL
FTN?

Bl 2 ITFAM S & T D
72, D WY
REHESS, HDHWIEE
YRR E IR IRAE S
Wit 53 57 0%

HTA ICEE L. sk & X 9 73k 2 21 LT
WETMH2RERED L )R T —H HINEL L
FLEZTNETN?

MEfL X, HTA AT B2 T — X DOIE, HH
PRI U758 =R e HTA BEAmR
FEOMERICEET 2 MAAF L TWNETN?
HLLEIRBHENSEDLIICAFLELE

7?2

kT, Iz > T HTA 3741 % 920 ¢ X
LHaras s MO A T
M2ELE 2R IEEEL . HDHUVITHEE
L H BT TLIEE,

HTA 1%, R3EREXE, RS, BEFo7
T RAERZIZXK L, EOXIITHYIAEND
NRX L EZFT ) ?HIA T E EOER
TR, EFOXHICEEREY—E R (K
L, bE, AR, RS, THE%) ITRIH
INHRELEXEFTN?

< DAl

E) O-OIE 3H., BEXO4HOKERDORE, BLOEK 6 IZxIET 5,
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FIHI RER
%11

[EI &R DGR

46T T r—F L, A ¥ Ea—0R AR 20 41, 1 #IEA— T &
HEZETH o, 464D 5B, 8 HITNERBETH Y . FEIIR LD 14 4
(50%) . HE 18D 5 HLIHEIZIS UTeDIL 74 (38.9%) ThoTo, K 8ITHHA
BAEEONREZRT, K6 IITEREMEAEHETH D,
BEOR—ILX—=IUNHHHEEREEZ E ST — AT, FZERE LN B AREZET
72 ANERFREESEHAIC OV TIL, AL =Y TOBREZICHYTENSE
PBRNREOHEROMNEDLERDH o2, L LA LRERMICHER NIZGE LN o
2o RABITIE UMDl REDA X Ea— RSO EIE,  THTA (T 2 HEfF23
N BV AR H O DREZZT HEENC ) . HRYEEN DML
W THAEICHTA O L7220 9 D8N | HEEEEITH L8, L L
THEICH I TERW, PRGSO PELELIHEBETHoT,

1 X

20 B HTA fAEFEO)

[E A AR ITHEEE D 100 ALLF /NI O RN S | KTPAAEREEE THIGICH
Tzolee AARTIE, 2000 FARUCKRFANE REEEAZE O IEML AT TITHOE L Tk
0. FERBREOEMLIETI, v — AR~ —7T 4 VMR T DIEER L
STWD, —J, WERBEDLEIL, 1000 A5 4999 ADHT 2V —(ZFdT 54
X, BENRHENOE— NV AET B LIEERENET D, ZOoW73Y) =80
BN S WRZEIZB W TIE, EEMEMSOEANLHEEZPLET D0, HICH
WFEIC TR L ESE MR A2 . EIR &3 2R BHEIRLSMC OV TR AL I8 T 5
EWVHEVRRAETNTH Y | FREOHEBIERIZHET) LI BER L,

31 e k@& (HTA HAEZEO)

76 EEIZBI L CiX, 57. 2% DINE RAEFED 1000 F 7K KLh 5 5000 FH 5K KLT
HY, ZOTNV—=T XV ENRZNTA—T RN TRFRIEEE) THY, MEHMEER
FAROIRTH L Fott2f L, B Fattzm U Cilgsh T REER 2 340 L 72 #%

5
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BN o Tz, BIMUZFRENRWGEAE T, BHo S— M —EL 7 LTt C
AR RBRCAARRE ORBR bo 72 (38 6) o 1000 H K FALD H5E EAVNES NI
EREFEICOWTE, FEhiiT 2R & FAFEORE T, »OAARTH LN QL 7
— A PCERCAFTERITIUL, BRRAR L~ H2WVIFRIEE CTEMET 5 Q0L
T =X OERNNLEI D, INERIEBZEIC OV T, 1000 F 52K K425 5000
B RVOAT Y —TH HRZ GO EEELRETER A i L 7= RN H - 72,

HATE BE3ERT LN LS (1A HAEE)

9. 5% DAEFEITWMEIZ 15 WL E EfiLTI Y, 47. 6% DT 2~5 R,
23.8%I1% 0~1 THY | HEICSMLUIZEEOR TIINERUERED TN H REE
F BB ERZVMER R H - T,

A) >10000 NA, 1, B) NA, 2, <500, 2,
15% o 5% >5,000, 9% 9%
500- 1,5%
999, 2,
10%

500-
1,000,
, 19%

X8 [EZEENR
A) EBH.
B) 5 LRI (F ik P, 1USD
= 113JPY, #E3)

2,500,
6, 29%

®)

C) W% 3 FE< kL 7= 8 5%,
NA : fE[[]%Z
E3FEELYRO AT L — T
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75 EAREE HTA RAZEOD)
DA, BLOFHEHFER (Central Nervous System: CNS) /¥ fEIK MBI D
EAENEBRER CH o7, BIEZD 52 4% A% . 38. 1% ONS,/ I H B8k % #F
ZEBAFE DOENME E LTz (K5) o 1F & A E O/ ZEITRER O fEK % 1 )
B LTV 00, W= v FREROZ AR L T 5% b -1,

NA

Others
Dermatology
Anti-infectious
Respiratory
Critical intensive
Ophtalmology
Urology
Immune-allergy
Inflammation
Bone-joint /orthopedics
Oncology
CNS/Pain
Metabolic Disease
CardioVascular

o

2 4 6 8 10 12
Number of respondents

9 [ FEOTE R A (EEKEIE)

NA: No answer, CNS: Central Nervous System

F6IH HTA F— LA (HTA HAZEG®, #6)

HTA F— L BFFET 2 LIRWIININE R LA EROBAFE REN L o> Tz, N
ERMEED 14. 0%, NERMBED 85. %N HTA DHEALF — L2 HF L T, NER
BED . T%I1E, FFEDT RV =7 FaZTT D20, 25V IEHTA DIFRINEDR
HC, BB ERETT 5, BEMICEE SR T U T A T HIA F—LBFE L, BT
YT AT T LNFEHEEGOM, HTA 5 HEL TR Y | BB MR AR NE
REERLTIEOVAT A LR > T,
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*6 LEREMHALERR

Global or

Company ' japanese

I & m m O O W >»

r X <«

c 4 o »» O W O zZ =

®

O 06 0 0 6 O O

—

Sales
Category

®

*kkk

*kkk

NR
NR

*k
*k
*k

*k

*kkk
*kkk
*kkk
*kkk

*kkkk

HTA team

Exclusive
Exclusive
Exclusive
Exclusive
Exclusive
Exclusive

No

No

No

No
Voluntary
Voluntary
Voluntary
Voluntary

No
Voluntary

No

No
Exclusive

No

Exclusive

HTA team
Size
4-6
1-3
1-3

>7
4-6
Less than 5
NA
NA
NA
NA
Unspecified
Unspecified
Unspecified
1-3
NA
4-6
NA
NA
4-6
NA
4 -6

HTA
Budget

®

Yes
Yes
Yes
Yes
Yes
NR
NR
NR
NR
NR
NR
Yes
Yes
NR
NR
NR
NR
NR
Yes
NR

Yes

Global

trial

© @

Yes
Yes
Yes
Yes
Yes
Yes
Yes
No
No
No
No
No
No
No
Yes
Yes
Yes
Yes
Yes
Yes

Yes

40

External local
Consultants

@, 0
Not established

Yes
Not established
Yes
Yes
NR
NR
Not established
NR
Not established
Yes
Yes
Not established
Not established
Not established
Not established
Not established
Not established
Yes
Not established

Yes

Local QOL
data Use

©, ©

In future
No
No

In future

In future

In future
NR
NR
NR
NR

In future
Yes
Yes
NR
NR

In future
No
NR

In future
No

In future

RWD
data Use

@

In future
No
No

In future

In future

In future
NR
NR
NR
NR

Negative

In future
No
NR
NR

In future
NR
NR

In future
NR

In future

PMS data
Use

@
No

NR
No
NR
No

In future
NR
NR
NR
NR
NR
NR
NR
NR
NR
NR
NR
No

In future
No

NR

Use of HTA other than

pricing
@
Not used
Publication
Promotion

Criteria for the premium

Bargaining and value share

Bargaining and value share

Promotion and publication



Footnote:

Abbreviations: Global/G: Global pharmaceutical companies headquarted outside of Japan but its subsidiary is registered in Japan,
Japanese/J: Japanese pharmaceutical companies registered in Japan, NA: Not applicable, NR: No response or no answer

Sales Category (in million USD): * (<500), #* (500-1,000), %% (1,000-2,500), sk (2, 500-5,000), skxkk (55, 000)

HTA Team: Exclusive = there is a team dedicated to HTA, Voluntary = there is no dedicated HTA team but some work for HTA depending
upon project/product needs, No = there is no dedicated HTA team

HTA team size: Unspecified = there are team members, but the accurate number is unknown

HTA budget: Yes = HTA budget is allocated to products or HTA team, No = currently no budget allocated to HTA

Global Trial: Yes = respondent conducts global clinical trials including Japan sub group, NO= respondent conducts domestic trial
only

External Consultants: Whether respondent established a relationship with external vendors and/or consultants

Local QOL Data Use: Whether the responded company use locally obtained QOL data for HTA, In Future = currently, not utilized but
planned, No = currently not considered or planned, Negative = negative outlook for the use of QOL data,

RWD data use: No = currently not considered or planned. In future = currently, not utilized but planned

PMS data use: No = currently not considered or planned. In future = currently, not utilized but planned

Use of HTA other than pricing: This is for the question of “How respondent will use HTA data besides the pricing purpose”

Not used = currently not used for any other purpose. Publication = used for research publication, Promotion = used for promotion &
marketing purpose Criteria for the premium = used for the pricing criteria for the premium and/or negotiation with the authorities,
Negotiation and value share = used for the price negotiation as criteria and sharing the product value with other stakeholders
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T SN2 b (HIAREZD, @)

EEAREEDZL 1T, RFEFREIZZODBHEOHMAERN RN L9, ARIZHMD
R =PRIV EEEHRL TV, ZAUNHARTHIA ZEATHICHTz>TO,
REREFEERLZLEITHGNLTH S,

Hem TR (HTARARO)

HTA DEEF — LD H HRIBERZEINAOTHRL H -T2, HTA OF — A THEZR
LTV aaELHE, BREO—HE L ey ey NMEHO—% HTA O THE
ELTWEAEGAELDhoT, BIELIENEREBEDIZEAL X, HIADTHEEZED L S
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CEA : Cost Effectiveness Assessment (& FH x50 5-2FAM)
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EMA : European Medicines Agency (BRI =S T)

EQ-5D : EuroQol 5 Dimension

FDA : U.S. food and drug administration CHKERSLEIKE)
GDP : Gross Domestic product ([ENHRAERE)

GNI : Gross National Income ([EEMATE)

HAS : The Haute Autorité de santé

HEOR : Health Economic Outcome Research

HIRA : Health Insurance Review and Assessment Service

HITAP : Health Intervention and Technology Assessment Program
HTA : Health Technology Assessment (FEEEFZITEEAM)

IQWiG : Instituts fur Qualitdt und Wirtschaftlichkeit im Gesundheitswesen
JPMA : Japan Pharmaceutical Manufacturers Association

NCE : New Chemical Entity

NDA : New Drug Application

NICE : National Institute for Health and Care Excellence

NHS: National Health Service (H[E[EEEEY —E R)

0JT : On the Job Training

PBAC : Pharmaceutical Benefits Advisory Committee

PMDA : Pharmaceuticals and Medical Devices Agency (|3 5B ZRHS OHEHE)
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PCORI : Patient—-Centered Outcomes Research Institute
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QOL : Quality of Life

PRO : Patient—Reported Outcome

RWD : Real World Data

SF=6D : Short Form 6 Dimension

TLV : The Dental and Pharmaceutical Benefits Agency
WHO : World Health Organization (HHSEORpEFERE)

WTP : Willingness to pay (GCfAiEHE%H)

WG WS (DPC)
BEDBM O T Do 7o) RWHEDE) I Lo TRIEHRM IR E D61, HREmwn
HIEEAS, ERERY — B R0 B IS U EERTTOI D O & ITRHRNIC, ZHEE
LTI D TV TWN D, BARTIEFIZ, SEHMOAREICEL, BEAZ
NTWD, HREHEICR T 2\ RERT—EX2Mfil+ 2 & & biz, BFEP—E
ARHEHE O B BB K D RBEREDREEE OF2E L 72 572 MEERZR R — R
OMFIRATREIZ AR D, — T TRERERY — A2 R/MEL T E2E0, BERESE
FHOHMEZE ) RES H D [68],

WERIRHN (77 LA F)

FERIZBIT DX IEFTFMIIL TD 4 SDORAT v Ik o TEBEND, Thb
B, 1) REOHHT — XM, 2) AWREMEHICHSN. 3) REWEEMN, 4)
RS RIS RETH Do A AR H 2 1 0 2 H kb R B PRk I & 0 B
W7 GE, B 2 1 TH Sy B AR R (ICER) OFHMEIEEDOREFEEFET 2 & &b

(2, fWERAY, FEEEIRE R E ARG RICEHME T 2 [72],

E AL (QALY)

AT QOL (Quality of Life) fEZR U TH LMD, QOL A0 DILFEIHLE, 1 DY
ArsEaipfEEERE L LT, #1212 0.6 O@FRIRIET 2 FEAEFOLHA D QALY 1T 1.2
FThHD,

77



YRSy #e I h R (ICER)

WO IR AW BERATH-THEOND,

ICER = GHEZEM) / FEHHET)

= { GRRASIFEEH) — (emBERFER) | /7 { GRRASIRRIER — (RRB IR |
*JEAETEE ITREARDRIEIE L LT QALY 242 L T\ %,

EQ-5D :

QOL % #Efli+ 2 7= OERED 1 -, EQ-5D d 5HHETIE, BESL KD AXICH
STHEOHEBREZFRIZLTLL Y Z &k, R (XU 7) ZHVTQOLEA
FON DA 5T D, EQ-5D I, 1987 AFIZFENL SN SEH 7 V—TTh 5
FuroQol (—w =)L) Group |2 KV BA% S iz, HAEIX EQ-5D & (b X7~ EQ-5D-
L EBEAICHEH S TWD, BARTIZAARFEOFR A=V a UMEHI TV
2, S BT L7 B ARGER EQ-5D-5L H T SN T\ 5 [84]

78



TR LD I & 72 D INF

Kido K, Matsumaru N, Tsukamoto K. Health Technology Assessment in Japan: A
pharmaceutical industry perspective. Ther Innov Reg Sci. 2019; 53(4): 472-480.
DOI:10.1177/2168479018791136

T ORI L I 5255
Kido K, Tsukamoto K. Japan's health care system faces a perfect storm (Short

Communication). Int J Health Plann Manage. DOI:10.1002/hpm. 2936.

79



fHg

O HTA FHEZE (4 VU VU FVIEEERR)

Company information

Number of Employees in Japan

Sales in 2015 in the Japanese market

In million JPY

Type of business

Pharma (NCE), Pharma (generic), others

Contact person details

Japanese or non-Japanese

Japanese or non-Japanese

Any products launched into the Japanese YorN
market in the past 3 years? How many?
Therapeutic areas of focus If any
Any person or group who engages on HTA YorN

issues? If yes, how long the person has been
working for it? What his/her background?

Please describe

Do you have any third party who can consult
HTA issues? Is it possible to disclose the details?
(if applicable)

If your company is headquarted outside of
Japan, which site (country) is responsible to
generate HTA data and which site is responsible
to analyze the data for the Japanese market?

Non-Japanese company only

How do you secure your HTA budget? Which
department and divisions hold a HTA budget in
your company?

Such as Market Access, Pharmaceutical Policy,
Regulatory Affairs, Marketing, Clinical trial
department, or a part of research development
budget and/or sales budget

Where (which country) does your company run
the studies for HTA purpose? Does your
company run these studies through collaborator
(partner)? If the trials were conducted outside
of Japan, how do you interpret the data to meet
HTA in Japan?

Understanding of HTA

How does our company see the reason why
the Japanese government decided to
introduce HTA for the pharmaceutical pricing
and reimbursement scheme in Japan?

Such as to reduce the price, to benefit innovative
drug, and/or innovator company.

Which type of studies is your company
conducting or planning in the future? Which
type of data is your company trying to gather
or planning to gather in the future?

Did your company receive information and/or
guidance that how your company should
collect necessary data to analyze, consult with
the appropriate third parties, make necessary
reports for HTA evaluation?
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If yes, from whom? Or how did your company
get the guidance?

Is your company familiar with any consultancy
companies and/or organizations which may
conduct HTA evaluation instead of your
company?

If yes, please list up the organization/company
name.

How we should incorporate HTA for the
pharmaceutical industry, heath innovation,
patient access, etc? How we should utilize HTA
not only for pharmaceutical pricing but also for
other health care services (diagnostic agents,
hospital, physician, medical device, care
giving)?

Other comments, if available

We do not disclose your company name in the presentation and/or publication unless your company
requests to do so, however, as we analyze the data per the size of company, type of business, and
other categories, people may guess specific companies.

If your company has any questions and requests for this survey, please do not hesitate to ask the
investigator.

Thank you very much for your cooperation.
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How does our
company see the
reason why the
Japanese
government
decided to
introduce HTA for
the
pharmaceutical
pricing and
reimbursement
scheme in Japan?

HTA discussion was originated from comments of a former chairman of
Chuikyo (Mr. Akira Morita) in 2010 that the current Japanese pricing scheme
does not have cost effectiveness aspects and we should introduce the
assessment as other developed countries do. However, discussions how to
evaluate and to price technologies and innovations were left out.

The purpose of HTA is not only to curb pharmaceutical expenditures but also
to allocate the expenditures to more appropriate/effective pharmaceuticals.
Regarding “Technology Assessment”, the Japanese pricing scheme has
already been established to incorporate the innovation as the “premium
price” in the current drug pricing scheme. Therefore, this HTA introduction
aims to incorporate “treatment effectiveness efficiency” measure as a new
criterion into the pricing rather than technological innovation such as new
mechanism into the pricing. The HTA is a benchmark to examine the validity
of the premium price under the current pricing scheme.

The Japanese social and macroeconomics challenges in the future such as
low GDP growth rate and a growing older population.

From pharma company perspectives, HTA will be introduced to reduce
pharmaceutical price to curb pharmaceutical expenditures. HTA won’t be
used for positive purpose. (ex to increase price based upon HTA)
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To curb pharmaceutical expenditures.

The Japanese government intends to lower pharmaceutical prices by the
introduction of HTA in order to curb the rise in health care expenditures. HTA
introduction itself is inevitable in Japan for certain pharmaceuticals whose
prices are very high. HTA will be good for physicians to understand
specifications of certain products, not only from efficacy and safety but also
economic efficiency perspectives. However, under the current situation, HTA
may be a burden for pharmaceutical companies upon price negotiation, since
the link between HTA and pricing scheme is unclear.

The government intention is to curb health care expenditures.

Itis very difficult to find a meaning of the cost effectiveness analysis in Japan.
In practical, the meaning of the current HTA can be used to discount price cut
rate for listed pharmaceuticals upon the re-pricing.

To correct unnecessarily larger price cut for the target pharmaceuticals, the
company expects that the government is ready to take necessary measures
to discount the price cut rate when the target pharmaceuticals are appraised
to have the value for the price. Since the government also advocates an
innovation evaluation, it should consider such policy measures. However, the
company does not expect that the re-calculated price will be higher than the
current price even after the products are evaluated to have higher value.

To curb pharmaceutical expenditures by introducing more struct pricing
scheme. HTA is a part of the government measures to make more
transparent pricing process.

Officially “HTA is a tool to distribute limited health care budget to necessary
medical treatments/pharmaceuticals”. However, the government intends to
curb the expenditures/or cut the prices.

Innovation assessment is not associated with the cost effectiveness. It’s not
possible to assess the innovation value by the premium price scheme. In
Japan, the government has target prices. No matter how outstanding the
innovation is, the price should be within the range the government sets.
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To optimize pharmaceutical prices and health care expenditures. The
company recognizes that this is a part of policies discussed at Chuikyo since
2012. HTA itself is an important measure in the industry and the society from
now on. However, it is not clear how HTA (Cost Effectiveness Assessment)
affects will be introduced into the current pricing scheme and/or prices.
The company expects the government to provide the reasoning and the
strategy how to practically implement the policy when the trial
implementation is over and/or before the full-scale implantation starts.
People who are not experts of HTA and/or health care services lead
discussions of the HTA introduction into the pricing scheme just to curb
pharmaceutical expenditures. Therefore, there are gaps between the real
interest groups and the government in terms of the policy direction and HTA
positioning.

It is not clear how the government evaluates the innovation using HTA data
and where the link between HTA and the price is. In major European
countries, pharmaceutical companies run HTA at their wanted price,
however, in Japan, target price ranges are set by the government. Initial
assumption is also different from other countries for HTA.

For some products, such as sovaldi and immune-oncology agents may be
better assessed by cost effectiveness measure, however, oncology products
are generally less cost effective and it’s difficult to use HTA as its effectiveness
measure.

To curb pharmaceutical expenditures. The mission of Japan HTA is almost the
same as the one NICE does in UK.

To evaluate the product value and/or the price validity

To curb the increase in pharmaceutical expenditures & to assess the value of
pharmaceuticals

To utilize limited health care budget more efficiently.

It is difficult to use HTA for pricing purpose, though HTA are used for the
reimbursement decision outside Japan. It is not clear how the HTA results will
link to pricing and what type of formula the government considers using HTA
results. Regarding the innovation assessment, the government has already
introduced the premium price scheme. It is not certain if the government
considers the additional premium as HTA premium besides the original
premium and/or considers new scheme.

The purpose of the trial HTA (2016-2017) is to examine whether HTA meets
the current pricing scheme or not. This does not necessarily mean that the
government has decided to introduce HTA into the current pricing scheme.
Since the current pricing system is well structured and functioned to assess
the value of innovative pharmaceuticals, the contact person believes that
pharmaceuticals are priced in appropriate manner. HTA will not be
introduced if the introduction causes inconsistency in the current system.
Some companies claim that the Japanese pricing system is not transparent.
However, the contact person believes that the system is transparent but
negotiation with the Ministry of Health, Labor, and Welfare is not
transparent. However, it is often uncertain why the Ministry selected cost
method other than reference, and if reference method is selected, which
reference pharmaceutical should be used.

To cut pharmaceutical prices and evaluate the innovation for truly effective
pharmaceuticals.

To curb the increase in pharmaceutical expenditures & to assess the value of
pharmaceuticals

To curb pharmaceutical expenditures.

The contact person believes that HTA is not beneficial for companies whose
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estimated sales meets HTA costs.

In terms of the innovation evaluation, the contact person does not believe
that the government seriously considers incentives of HTA for the innovation,
as he sees consequence of Opdivo case.

HTA does not fit the current Japanese reimbursement and pricing scheme.
This is because in other countries where HTA is dominated, pharma
companies can use their wanted sales prices for HTA. However, in Japan, the
prices to be used for HTA has been already screened and squeezed by the
government using reference pharmaceuticals prices and production costs.
Since the current pricing scheme has already incorporated the idea of HTA, it
is not necessary to run HTA besides the current pricing scheme.

1)To run cost effectiveness analysis to curb pharmaceutical expenditures

2) To evaluate innovation

3) To evaluate efficacy to meet costs/expenses to run appropriate drug price
adjustment

However, 3) is not associated with innovation assessment

To curb pharmaceutical expenditures.

HTA won’t work for innovation evaluation purpose. In countries where HTA
has already introduced (such as Germany), HTA only works to reduce pharma
prices but does not help to increase the product value.

Which type of
studies is your
company
conducting or
planning in the
future? Which
type of data is
your company
trying to gather or
planning to gather
in the future?

Besides the traditional post-marketing study on safety, the company would
like to conduct studies on real-world comparative effectiveness, healthcare
resource usage, patient-reported outcomes and pharmacoeconomics.
Commercially-available claims databases can address some of the research
questions but not for some. The company is open to any new tool / study
methods that are available.

Currently, the company uses model analysis simulation for HTA cost-
effectiveness analysis. In the future, the company would like to consider not
only pharmaceutical expenditures and QOL for certain treatments but also
other items such as disease burden on patients, willingness to pay, social
impact, and ethics from real world data and trials.

Currently the company has not yet decided specific policies. This is
depending depends upon the requirements the government sets and
products and the purpose (Pricing, PMS). If the government requests real
world data for the assessment, the company will use the data.
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Other than cost effectiveness data for the reimbursement/pricing purpose,
the company may look for patient preferences including administration
method. Real world data can be analyzed to determine the pharmaceutical
potential, and the gap between the potential and the reality. RWD are used
by the medical affairs department, however, medical affairs dept. is not
involved in economic analysis.
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The company has no experiences running the studies for HTA and it’s difficult
to answer. As described for another question, Japan HTA is not actually HTA
but cost effectiveness analysis for certain products. This HTA seems to be

used for the price cut. However, the HTA should be used to evaluate various
comparative effectiveness depending upon the target disease and the
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characteristics of the products. As a part of accountability, the analysis should
be used to convince medical service providers to understand the price and
the value of the products.

HTA should be used not only to negotiate pharmaceutical price with the
government but also to provide physicians/patients to understand the
pharmaceuticals.

Still we are investigating the feasibility of future studies, but there is
possibility to utilize the real world data, the company would like to examine
how its products show significant difference from the standard therapy
references.

As a kind of post marketing survey, the company would like to collect data
from patient registry to observe behavioral manners.

The company arranges and conducts QOL scoring test incorporated clinical
trials for the future application for approval.

The company expects some advantages in price negotiation with the
submitted HTA. However, the HTA is completely for internal use and not
shared with other stakeholders.

In the future, the company would like to use HTA not only for the price
negotiation but also for product value sharing with other stakeholders
Outcome research using real world data rather than clinical trial data for
costs, QOL, CEA, treatment pattern, etc. QOL from Clinical trial data is also
used. In terms of public database, prescription database can only be used as
reference (SOC) for the company as its products are used in hospitals rather
than through pharmacies. DPC database may be utilized.

Clinical trials which require HTA as a new product evaluation.

EQ5D and/or SF6D aiming Japan filing, depending upon target diseases.

The company does not intend to run QOL survey as post marketing survey.
Besides regular clinical trials, QOL tests may be incorporated in the future.
Currently, combination trials of pharmaceuticals & diagnostic agents are not
considered.

The company currently does not consider trials to obtain RWD specifically for
HTA, however, is interested in looking for data to run meta-regression,
unadjusted indirect comparisons, and multiple treatment comparisons.

Did your company
receive
information
and/or guidance
that how vyour
company should
collect necessary
data to analyze,
consult with the
appropriate third
parties, make
necessary reports
for HTA
evaluation?

If  vyes, from
whom? Or how
did your company
get the guidance?

No training or education on HTA was provided by the government or the
ministry.

The company obtained information associated with HTA through seminars
and conferences organized by the industry.

JPMA provided a seminar on HTA guideline in March 2016. There were
several seminars organized by healthcare authorities, university professors
and private consultancy vendors.

The Ministry of Health, Labor and Welfare.

The guidance was released by “Central Social Insurance Medical
Council”(Chuikyo) as of December 2015. The company acknowledges that
from 2016 the company should submit HTA to the Ministry for the product
which meets criteria. Then the Chuikyo worked with The National Institute
of Public Health to set up the competitive bid scheme for the HTA review and
reanalysis. As far as the contact person knows, only public organizations
can be bidders and for-profit organizations are not eligible. Since only limited
number of researchers can work for HTA analysis, eligible universities are also
limited. (University of Tokyo, Osaka Univ, Nihon Univ, Kyoto Univ, Kobe
Pharmaceutical Univ etc)
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No. The company obtained necessary information through their regular
information collection process. When the company launched a product,
which is also launched into oversea markets, the Ministry of Health, Labor,
and Welfare asked the company about the product’s HTA situation in other
countries. However, no information from the government.

No.

The contact person believes that only several people are working for pharma
pricing & reimbursement at the Ministry of Health, Labor and Welfare,
though there is a supportive function called “Central Social Insurance
Medical Council”(Chuikyo). If the government intends to apply HTA to all new
pharmaceuticals in Japan, definitely resources are short to analyze HTA
submitted by the companies. It may be good for Japan to have an
independent organization to review HTA like NICE in UK.

No. However, the contact person recognizes the existing guidance by the
Ministry of Health Labor and Welfare (or, Chuikyo) through a seminar held by
RIHDS.

If the understanding is correct, the company has no experience receiving
information and is unable to answer for the rest of questions.

After the guidance was release by Ministry of Health, Labor, and Welfare
(Chuikyo), JPMA provided seminar to explain the details of the guidance.
Report released by the Institute of Health Economics and Policy. Dr. Fukuda’s
research group report.

It’s difficult to say yes or no.

The company obtained information through regular industry activities. The
company recognizes in 2016, Chuikyo provided related guidance to be used
for the trial HTA introduction and conducted the seminars for pharmaceutical
companies.

Much information from the government. The company recognized the
guidance and the details through seminars organized by JPMA and others.
No.

Yes. There was a seminar held by JPMA this year to explain HTA guidelines
released by the government.

No direct information from the government.

Yes, through the seminars organized by JPMA etc.

No. The company received information through JPMA and the company was
involved in making HTA guideline at JPMA.

The Ministry of Health, Labor, and Welfare/ Central Social Insurance Medical
Council (Chuikyo). The guidance was released in Dec 2015 by Chuikyo.

No. The company found the information through the government website,
and/or seminars held by the third parties.

No. Probably, companies having concerned products may have received
information.

Is your company
familiar with any
consultancy

companies and/or
organizations

which may
conduct HTA
evaluation instead
of your company?
If yes, please list
up the
organization/com

Yes, the company works with various vendors to obtain systematic literature
review results, cost-effectiveness data, and burden on patients of illness
mainly from based on publication data base.

No.

The company has not yet established the relationship with third parties for
HTA work.

Yes. However, the company does not use vendor’s proposal. Some professors
at academia come to the company to promote their consultations.

Yes, for modeling and analysis part, the company works with external
companies. However, the company does not work with the third parties
outside of Japan.

No contacts with local vendors so far, though the company works with
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pany name.

academia in Japan as advisors.

* Yes. However, the company feels that an independent third-party
organization is necessary for HTA purpose.

. However, the issue is not the number of available consultant companies.
Unless pharma companies have ideas how to make a grand design for HTA,
companies cannot utilize such resources any way.

. No. The company has no relationship with external consultants for HTA
purpose.

. No contacts with external consultant companies, though the company
recognize some local consultant companies. Currently, the company join
seminars to collect HTA information.
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How we should
incorporate HTA
for the
pharmaceutical
industry, heath
innovation,
patient access,
etc? How we
should utilize HTA
not only for
pharmaceutical
pricing but also
for other health
care services
(diagnostic
agents, hospital,
physician, medical
device, care
giving)?

. It is not appropriate to introduce the same HTA concepts as in other
countries, since we have a different health care system. However, it is
understandable that the government considers allocating limited health care
resources more efficiently using HTA. NICE in UK, where NHS has a fixed
budget, publishes the guidelines for treatments and the scope is not limited
to pharmaceuticals but includes procedures and diagnostics as well. Japan
needs to keep the difference in mind when it learns lessons from the UK.

. Current discussion on the HTA introduction is under influence of the Cabinet
as well as the Ministry of Health, Labor, and Welfare.

. Since the expenditure on drugs are only small portion of the total health
expenditure, Japan would need exhaustive HTA-related discussions for the
entire health care system rather than concentrating on pricing system.
Maintaining universal health care and free access is critical in Japan.

J In other HTA countries, other medical treatment and service fees are also
examined by the cost effectiveness measures to utilize the entire health care
resources.

. Pharmaceutical expenditures are only one thirds of the entire health care
expenditures. Therefore, HTA should be applied to other medical treatment
fees whose pricing fundamentals are uncertain.

. ICER will be calculated soon. However, this value is not appropriate to use for
the pricing scheme because of its uncertainty, though it may be appropriate
to judge reimbursement or not.

. How we incorporate HTA for the current Japanese pricing scheme and health
care fee is very critical.

<HTA expansion>

J Generic /biosimilars - non-sense

. Formulation/device - may be considered if the medical service
provider/patient’s benefits increase (ex, prefilled syringe)
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. HTA may be applied to any other medical treatment/service fees in the
future. Pharmaceutical price may be the first step.

. For high price pharmaceuticals, it is important to select patients who may be
responsive to the pharmaceuticals by biomarker etc, though this may limit
patient access to certain pharmaceuticals.

. HTA based upon Real World Data can be one of indicators which treatment
drug (method) service providers should choose. However, we should
emphasize that the indicator is one of representatives and does not exclude
other possible treatment options.
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Since HTA will not be conducted (only cost effectiveness analysis is
conducted) in Japan, issues pointed out are important.

Some stakeholders are very sensitive to the price, while some medical
providers look for the value of certain products based upon comparative
usefulness to the standard treatments. We are facing a time when we are
accountable to each stakeholder for the product value and need gather the
data besides the product approval purpose.

Regarding the innovation assessment, the initially launched product should
be priced higher as itincludes the premium, while followers can be controlled
under the reference pricing scheme. Followers should have cost effectiveness
simply if they are priced much lower than the initially launched product just
like generic pharmaceuticals. Not necessary to run QOL survey to spend extra
costs for HTA for followers.

Therefore, to price the innovative pharmaceuticals more appropriately, it is
very important for the government to prepare “Innovation Assessment
Criteria”. If the government presents clear requirements whether the
expected products are innovative or not, this will encourage pharmaceutical
companies to develop new innovative products.

Originally, HTA was planned to evaluate the advanced technologies such as
heavy particle radiotherapy. However, the government initiated HTA for
pharmaceuticals. HTA should be applied to all other medical treatment fees
in the future.

Cost Effectiveness Assessment results may not be used for product
promotion purpose as comparative advertisement is not allowed in Japan.
To implement the new policy, we first need to develop social awareness of
HTA, more researchers and experts to run the assessments, and integrate the
real-world data to run the assessments for the new reimbursement and
pricing scheme. It may be difficult to prepare all at once, however, after the
trial implementation is over, the company expects that the government
considers what to do for the full-scale implementation in full measure.
Incorporate into the premium price requirements upon the pricing. Use HTA
for the product promotion. Consider using HTA for medical treatment fees in
general.

In the future, we might need to consider outcome-based payment scheme.
The contact person recognizes that some countries introduced trial
negotiation of this scheme.

HTA/cost effectiveness assessment may be good for product promotion
purpose. However, it is difficult to apply to all innovative pharmaceuticals.
Only completely innovative products whose social/economic impacts are
large enough should be assessed to provide evidence required for the
premium price. The premium price is one way to assess the accountability of
pharmaceuticals.

HTA/Cost effectiveness assessment should be applied to other medical
treatment fees which require reimbursements by public insurance. The
original discussion started to examine whether the heavy particle
radiotherapy is reimbursed or not.

To introduce cost effectiveness assessment (CEA), we should design and
develop a new scheme by considering the following three premises under
the current insurance reimbursement and the sustained pricing scheme.

Do not inhibit innovation

Do not limit patient access

Do not prolong drug lag

Under the current pricing scheme, product innovations are evaluated by
means of adjusted premiums. However, the assessment of the cost
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effectiveness is not fully conducted and should be utilized as a part of
product value evaluations. Meanwhile, premium rates should not solely
reflect cost effectiveness assessment results in the final adjusted premiums.
Originally, HTA discussion was initiated to assess medical technology (such as
heavy particle radiotherapy). The concepts of HTA should be applied not only
to pharmaceutical products but also to medical technologies and treatments.
The initial purpose of HTA introduction was to judge if the
products/technologies should be reimbursed by the insurance or not.
However, after discussions at Chuikyo, HTA target was switched to
pharmaceutical prices.

Under the pilot HTA (CEA), CEA results are considered to link with prices. It is
hard to understand why a certain product price should be cut by certain per
cent and/or receive premium by certain per cent based upon the CEA result.
Unlike other countries, the industry should use government approved prices
not prices pharma companies intend to set. If the industry uses its intended
prices, the industry can be responsible to prove the effectiveness. However,
if not, the government should assess the effectiveness of its approved
products using its pricing logics.

Innovation evaluation cannot be measured by CEA. Cost effectiveness
measure is one of the important issues, however, we should try not to rank
products/diseases/patients under the universal health care system.

HTA is not just a cost effectiveness analysis report on certain products but a
report to visualize the value of pharmaceuticals including the social values of
the products. HTA will guide health service providers and patients how to
recognize the value by scoring pharmaceutical products.

HTA may be used for GO/NO GO decisions on reimbursement. However, it is
not appropriate to be used for pricing decision. Currently, how the
government plans to incorporate HTA data into pricing scheme is not clear
and HTA itself has a lot of uncertainty by nature.

If the government considers HTA for pharmaceutical prices, the government
should introduce the same for other medical treatment fees. There are many
service fees whose logics are uncertain.

One way is to use outcome study including HTA for the product promotion
purpose. If the company can receive merit from it, the company will consider.
However, up to now we cannot see any successful cases that the prices were
increased by HTA even globally. Unless the government decides HTA
introduction, no companies intend to do so.

Evaluate innovation appropriately

Consequently, the pharmaceutical price should increase compared to the
listed price and/or reference pharmaceutical price

Maintain equitability

Introduce standardized models for HTA depending upon type of
disease/therapy etc. to minimize the influence of uncertainty or eliminate
pharma company’s intentional differences

Use HTA to sustain/improve health care system

To do so, more stakeholders should be involved in HTA process.

Pharma prices

There is no clear rule/link between HTA and price. How HTA is used for price
re-calculation is uncertain

The use of HTA

Besides pricing purpose, HTA may be used for product promotion purpose to
increase the product value and/or to let stakeholders understand the product
value

The assumption is that the government is willing to provide the premium
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price based upon HTA. If the assumption is true, any time after NDA is fine.
For pharma companies, product launch delay is the most critical issue rather
than lower price. If the HTA is used for Go/No go decisions of the product
reimbursement just like UK, patients do not receive benefits from HTA due
to the product delay. Either Germany or France system may also work in
Japan.

Other comments

Policy general

The contact person believes that the government implements HTA in full
scale in 2018, though it may limit to the small number of products to be
reviewed. It is important for us to gain experiences through the
implementation.

It’s better to establish an independent organization to evaluate HTA health
technology just like NICE in UK.

Under the current system, it’s difficult to maintain HTA experts. For example,
contact people at Ministry of Health, Labor, and Welfare change every two
years, while Chuikyo committee members also change every several years.
No. Only few members are left remaining from the cost effectiveness
committee establishment at Chuikyo in 2012. Under such circumstances, it’s
often difficult to conclude discussions by lack of expertise.

It takes a while to get a consensus how to interpret data and understand
certain technologies for HTA.

The company does not expect incentives of HTA, since HTA is used to control
pricing in other countries.

HTA cost: This should be incorporated into pharmaceutical price.

Premium price: If HTA is used to generate the premium price not only used
to reduce the price, it’s ideal.

In around 1995, the Ministry of Health, Labor, and Welfare and requested
pharma companies to submit HTA for the products already launched in the
market. However, there was no feedback for the HTA at that time. The
contact person believes that almost no companies submitted HTA
afterwards, though the government admitted voluntary HTA submission up
tonow. The company wonders when and how the government establishes
the organization to review HTA. Does Chuikyo continue to be in power?
Foreign pharmaceutical price adjustment can be an issue for HTA/pricing.
The company wishes to use HTA to gain a bargaining advantage for the pricing
scheme, to secure a firm position in the market.

It’s better to have an independent organization to evaluate HTA just like NICE
in UK. Under the current scheme (MHLW - Chuikyo — National Institute of
Public Health - universities through competitive bid), a very limited number
of researchers can review and analyze HTA, which will not sustain HTA
evaluation scheme in the future.

<HTA appraisal & pricing scheme>

No clear standards, undisclosed minutes and members, if there is any chance
that the public have comments?

<Some special pharmaceuticals>

We have some products whose APl was approved many years ago, but new
application is approved after years of clinical use. How can we use conduct
HTA for such products?

<Value-added Formulation>

So far, no pharmaceuticals obtained the premium price for the value-added
formulation. Therefore, HTA may not help for companies to receive the
premium for the improved formulation. The government usually requests
substantial size of clinical trials as “evidence” for the improved formulation.
Under the current scheme, pharmaceutical companies have no idea how the
HTA is reviewed/re-analyzed by the government/academia. The scheme is
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not transparent.

. Currently, pharmaceutical companies must provide a list of consultants
involved in the development of a relevant product and competitor’s product
upon NDA to avoid conflicts of interest. However, for HTA, due to the limited
number of experts, it is uncertain if the government has a sufficient number
of reviewers. The contact person believes that price will not increase upon
re-pricing based on CEA result.

<First HTA in Japan>

J As far as the contact person knows, in Japan, the first cost effectiveness
assessment was conducted and submitted for Mazindol used for exogenous
obesity in 1990s. The issues discussed were; 1) If obesity needs medical
treatment or not and the costs are reimbursed by public insurance or not, 2)
No exerts can provide consultations for the clinical trials and/or reviews. To
run the trials, Sandoz started with the academic society establishment to
develop experts for this and finally submitted NDA 11 years after the initial
plan. The cost effectiveness assessment data were used to explain patient’s
benefits using Mazindol. Therefore, HTA/cost effectiveness assessment is
appropriate to explain a new type of product and to judge if the product
should be reimbursed by public insurance. Similar type of products may be
tobacco and alcohol dependence treatment drugs.

<Biosimilars>

. Biosimilars are the same as innovative drugs in the sense that almost
equivalent trials are required, and the development costs are high. Only NCE
pharma may bring the products into markets.

. Regulatory Science: We should plan suitable QOL surveys for the Japanese
market and HTA purpose to meet the current regulatory science in Japan, if
the surveys are incorporated into clinical trials. Not only health economists
and policy makers but also regulatory science researchers should join the
discussion to control reliable QOL data generation.

. Regarding the innovation assessment, it may be enough only for the first
launcher not for followers to have an opportunity to be evaluated and receive
its innovative premium.

<Who can evaluate HTA in Japan?>

*  The government (Ministry of Health, Labor and Welfare) has a very limited
number of experts. Universities offering health outcome studies (including
HTA) and the researchers are also very limited. If HTA is carried on with full
scale implementation, one of critical issues will be lack of
researchers/reviewers who can provide HTA evaluation and re-analysis.

<The use of HTA>

J HTA can be also used for a sort of advertisements/promotions to let stake
holders understand the value of the products in the future.

. Products under “Sakigake Strategy” scheme

. The company considers that it is possible to conduct HTA for such products,
if HTA has the meaning for products.

<HTA review organization>

. In Japan, the number of researchers who can run HTA review is very limited.
If HTA is introduced and extended to other products, we do not have enough
resources to re-analyze HTA. To maintain transparency and fairness in the
evaluation scheme, an independent organization should work for HTA just
like NICE in UK.

<HTA extension>

. Pharmaceuticals under “Sakigake Strategy” scheme does not meet
HTA/pricing scheme due to limited time and data availability.

. Generic drugs —it’s not ideal to have multiple prices due to the acquired
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premium by HTA, as the government currently intends to simplify price tiers
for generic pharmaceuticals.

. Medical device — QALY increase may be equal to the premium price?

<HTA review organization>

. Might require an independent organization to review HTA just like PMDA.

<Difference between Japan and other countries>

*  The difference between Japanese and European pricing scheme is that
companies can price at their wanted price in Europe though we cannot price
like that in Japan. The Japanese government has target prices and the
products should be within the range. Therefore, we cannot simply introduce
HTA/cost effectiveness assessment used in Europe into Japanese system.

¢  Also, QOL survey should be localized to generate for Japan HTA. For example,
in global trials, EQ5D is used as QOL survey. However, the same survey does
not always generate the same outcome in Japan as we have different
perceptions from Western people. Lack of real-world data may also have
problems for HTA introduction. We need develop necessary database and
experts before the implementation.

. UK system is not ideal but French system (ASMR, level I-1) can be considered
to establish Japan pricing/HTA scheme.

<HTA models>

e Although the guidance is released by the Ministry of Health, Labor, and
Welfare, companies may have different models from what the government
and public experts expected. This may be revealed during the trial HTA in
coming year.

<The use of HTA (CEA) results>

*  The company does not use CEA results for promotion purpose, as there is a
guideline to restrict the use of comparison data with other pharmaceuticals.
Most likely, the company will use CEA data to issue publications to guide
service providers.

< HTA/CEA criteria>

. Products are expected to have 1) big premium, 2) big social/economic
impact, 3) innovative products such as gene therapy, IPS therapy, new
concepts.

. HTA is a part of economic efficiency, which is the fourth hurdle of
pharmaceutical development followed by Quality, Efficacy, and Safety.

. It is very critical for the government to maintain “consistency” with the
current pricing scheme by the introduction of HTA and create the transparent
pricing system.

e Japan HTA considers the additional efficacy/efficiency to reference
pharmaceuticals. If the product is completely unique, and no reference
products are available, what will happen? (How to evaluate absolute value?)

. HTA will not be used to increase prices. However, HTA may be used to
discount the price cut rate as a kind of pharma companies’ incentives in the
future.

. If HTA is only used to cut the pharmaceutical prices, companies may be
demotivated to develop and launch new products into the Japanese market.
There was “Talz” shock this summer that Eli Lilly once tried to withdraw its
product even after the approval due to the objection to the lower price than
the company proposed.

<HTA organization>

. It’s better for us to have an independent organization for HTA. Currently, HTA
committee is under the umbrella of Chuikyo as well as pricing committee. It’s
not clear which decision is the final of Chuikyo, if Chuikyo has two separate
committees in a single organization.
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<Pharmaceutical pricing in Japan>

Currently, other than pharma companies, medical service providers have
almost no interest in HTA. Also, physician do not always follow the treatment
guidelines for certain diseases. Under such circumstances, it’s difficult to
obtain accurate outcome data in Japan and it is not certain to what extent
HTA using such data contribute health care budget control. Rather, we may
need discussion to overhaul the entire health care system including patient
access, universal health care system, and the reimbursement/pricing
scheme.

In the future, HTA may be used for the first pricing scheme upon NDA. To
meet the future demand, the company will increase the internal resources in
the long run. However, since the company has its own global network and
the necessary models provided by HQ, it will be able to quickly respond to
the needs.

The company believes that Chuikyo needs to ensure transparency of
HTA/pricing scheme.

Currently, HTA re-analysis is done by universities through the competitive bid
organized by the National Institute of Public Health. However, if pharma
companies have chances to discuss the models and approaches used for HTA
before the appraisal, it’s ideal.

HTA
timing

submission

If HTA submission is required for the first pricing, we may expect product
launch delay due to extra HTA review process. If we expect product launch
delay, this is not acceptable as the patient access is delayed. Therefore, the
ideal HTA review timing is after the product launch. However, if post-launch
HTA depends on the real-world data soon after the launch, the data will not
likely reflect the true value of the product as it will be used for severer
patients and under less well-managed follow-up (indication bias). if this is the
case, we may have a gap between clinical trial and the real-world results.
Indication bias should also be considered.

It’s better upon re-pricing.

After 2018, the government may consider HTA introduction for the new
product approval, however, this may not be practical. Under the current
approval & pricing system, the product is priced in 60-90-day time frame
after the NDA. Both the government and companies do not have enough
resources to evaluate HTA and preparation for the appraisal. Consequently,
the product launch will be delayed just as observed in UK. Nowadays, the
government accelerates the approval & pricing process for certain necessary
pharmaceuticals under the scheme of “Strategy of SAKIGAKE”, for such
Sakigake products, companies have limited data to support approval but no
sufficient data for HTA. Therefore, if the government introduces HTA for the
pricing scheme, the most practical way is to use HTA for re-pricing. However,
for the technology assessment and the innovation promotion purpose, HTA
should be introduced for the initial pricing scheme. Under the currently
planned HTA scheme, there is no incentive for pharma companies to
motivate innovations.

If HTA is required upon NDA, QOL survey should be incorporated into clinical
trials. Depending upon the size/or type of trials, this is very costly. Moreover,
product launch will be delayed due to HTA review time. Probably, the pricing
scheme change may require more than 10 years to solve the system
inconsistency and establish an efficient institution. It may be difficult to
incorporate HTA into the pricing scheme for the expanded products in 2018.
it’s better to use for the first pricing. However, if there is patient access delay
due to the HTA review, this is not acceptable for companies and patients.

If the HTA is used for re-pricing, we may have different data from the clinical
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trials in several years. Therefore, if HTA is used for re-pricing, the company
cannot get price increase and/or premium price. Depending upon treatments
and therapeutic area, major treatments and reference pharmaceuticals may
change in a couple of years. It’s more likely to obtain inferior data later on.
Since the idea of HTA is different from the current pricing scheme, which is
based upon the prevailing market prices, practically it’s difficult to use HTA
results directly for pricing after products have been launched. (Re-pricing
timing). However, for example, HTA may be partially applicable to products
subject to repricing for market expansion by adjusting and/or reducing the
price cut rate. On the other hand, the incorporation of HTA result into the
new drug price listing will influence the patients’ access to the new drugs,
since the current approval and reimbursement schedule will be delayed due
to new drug launch delay as a result of more HTA review and appraisal time.
To avoid the access delay, the government should schedule incorporate the
entire HTA and new drug pricing process in parallel with process into the new
drug approval schedule safety and efficacy review by PMDA, and prepare
appropriate framework and enough resources to complete each process on
time.

If industry submits HTA after the product approval, the product launch will
be delayed due to HTA review/re-analysis time, consequently, drug lag will
happen.

In UK, the standard HTA review period is about 9 months. It’s not feasible for
the government to meet the current pricing timing. (Currently, new launched
product will be priced in 3-4 months after the approval)

Orphan drug and products under the Sakigake Strategy scheme may not be
applicable due to insufficient clinical trial data (as well as oncology drugs as
mentioned above). HTA for these products should be submitted and
reviewed after the product launch upon re-pricing. When introducing HTA in
Japan, pharma would be welcome to have a F2F consultation with PMDA
about the required HTA data at “End of Phase 2” timing.

HTA should also be incorporated into the first pricing scheme. If the HTA re-
analysis and review will be over before the price negotiation, this will be
optimal.

Since HTA cannot be conducted before phase Ill trials, it is difficult to submit
HTA upon NDA. If HTA is re-analyzed by the public organizations and
academia after NDA submission, it may be difficult to complete the reanalysis
before the price negotiation. Consequently, product launch and patient
access will be delayed. Therefore, it may be better to have HTA review
process in between the initial pricing and price re-calculation steps. Just as
Germany does, we may price the products without price negotiation, then
review HTA within about a year. After HTA appraisal, we will start price
negotiation and make adjustment based on the appraisal.

<HTA submission timing>

For new drugs: It’s difficult for pharma companies to submit HTA upon NDA
as necessary data are not confirmed for HTA at this point. Generally,
companies are unable to submit HTA until they become confident to get the
approval. Therefore, the ideal submission timing is upon the request of price
listing. If the government can review HTA and complete the appraisal before
the pricing (in 2-3 months after the approval), it may be acceptable for the
industry. If the HTA review prolongs pricing and/or product launch timing,
HTA is not beneficial for the society because of patient access delay. However,
without a sufficient number of experts, the HTA introduction in 2018 may not
be able to function under the current approval/pricing scheme as the
number of experts might not meet the ideal process timing.
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<The timing of HTA>

. If possible, HTA submission upon NDA is ideal. However, if the government
(public experts) cannot complete the review by the price listing, we may have
product launch delay. If this is the case, the timing is not ideal. Since access
delay is the most critical, if we expect product launch delay, HTA should be
submitted and reviewed after the launch. The review results will be reflected
in the re-pricing.

<HTA submission timing>

. It’s hard to run HTA/CEA re-analysis and appraisal until the approval becomes
realistic. Since re-analysis and appraisal require more than 60-90 days which
is a standard duration for the pricing, it is not practical to submit CEA for NDA
timing and reflect the data for the pricing scheme.

. The government may run simplified HTA reviews (check the format and if the
necessary data are appropriately submitted) for the pricing purpose,
otherwise there is a concern to limit and prolong patient access.

<The timing of HTA>

. If HTA is introduced for the initial pricing scheme, product launch may be
delayed due to HTA review/re-analysis process. Therefore, the practical
scheme is to price the product using the pharma’s wanted price. Then, a
couple of years after the product launch, the price will be re-calculated and
adjusted based upon HTA review.

. Timing of HTA/HTA submission

. In practical, HTA submission upon NDA is difficult as the price is required for
HTA.

o As for the trials, if the HTA related trials are conducted after the product
launch, this may be costly compared to the case when HTA trials are run
together with phase IIl.

. Ideal HTA submission/pricing scheme is, 1) the company runs HTA trial
together with regular Phase Ill. 2) After the approval, the company places a
wanted price to launch the product and submit HTA. 3) The government
evaluates HTA in a certain period and decide the official price based upon the
appraisal and re-analysis to adjust the price.

Real World Data

*  Japan will need to carefully monitor the current discussion on “adaptive
pathways” in Europe as the technology/infrastructure is becoming more and
more available in healthcare and the patients will be able to receive a benefit
of earlier access.

. RWD are used by the medical affairs department, however, medical affairs
dept. is not involved in economic analysis.

<Gap between clinical trial and real-world data>

. If the HTA is reviewed after the product launch and the assessment data are
considered for the price recalculation/re-pricing in a couple years after the
launch, the gap between clinical trial and real-world data after the launch is
unavoidable. This is because treatment trend and reference pharmaceuticals
may change in several years.

<Real world data collection after the launch>

. Currently, the company does not look for QOL data as a part of post
marketing surveillance, since the data collection is not listed in the current
Risk Management Plan.

<Real World Data in Japan>

. DPC data are generally very good though the data do not include outcome
data.

. In Japan, electric card system is different from hospital to hospital. It’s hard
to unify the data. However, health insurance claim data are well maintained.
NTT data is a largest service provider in Japan.
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<Use of public database>

The use of national public database as a part of post marketing survey will
increase and replace with a part of real clinical trial data in the future.
Regarding the use of post marketing data, the company currently has no plan
to utilize the data, especially for oncology agents, as they generally provide
inferior economic effectiveness by nature.

Any submission would require a review by the third party without any conflict
of interests, however those submissions from manufacturers would also
need advices from external experts. The current human resources in
academic societies are not sufficient to provide both reviewers and advisors.
Besides the government organizations, we have a very limited number of HTA
researchers in academia. If they are involved in HTA as consultants, not many
researchers can provide HTA reviews. To maintain experts and efficient
review process, the independent HTA review organization should be created.
We do not have enough experts in Japan to support HTA. Some researchers
say to develop enough experts to have HTA in pricing scheme, we may need
another 30 years.

Since Japan has almost no universities offering health economics
and/outcome study courses, it will be difficult to maintain researchers in
government organizations as they will be absorbed by the industry. To
introduce HTA for pricing scheme, securing critical number of researchers is
a big challenge.

<Lack of experts>

Officially, public experts involved in HTA preparation are not allowed to join
HTA review/appraisal process. If this is the case, the current number of
experts is not sufficient to implement the new scheme. The government
should seriously increase/create university courses to develop necessary
researchers and graduates to support the new scheme. Currently, few
Japanese universities provide health outcome research, health economics,
and public health disciplines.

<HTA personnel issues>

The ministry of Health, Labor, and Welfare has no experts and manpower. We
need an independent organization to run HTA reviews. The ministry should
have at least contact person/department permanently work for this issue.

<Outcome researchers in Japan>

We do not have a sufficient number of researchers in outcome studies. The
government needs to develop necessary experts to run the system. Although
the contact person feels that abundant researchers available overseas, they
do not look for jobs in Japan due to language issues.

There is a concern that Japan does not have enough human resources to run
HTA research/evaluation in the industry, academia, and the government.
Lack of HTA researchers is a bottleneck of Japan HTA when the government
executes HTA/pricing scheme.

Needs merits/incentives to meet HTA costs.

Under “Sakigake Strategy” scheme, pharma companies have more workload
to generate HTA due to limited time and resources.

Lack of
researchers

Post  Marketing
data

If the company uses the post marketing data for HTA, regular post marketing
survey data will not be sufficient and needs to look for intended data to meet
the designed model.

The use of post marketing data —may become a burden for companies due
to the increased costs. This is also not good for HTA in terms of data validity,
as patients are under very different conditions.
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