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Abstract

The academic technology assessment group (ATAG) reviewed a report on benefits and cost-
effectiveness of ropeginterferon a-2b in polycythemia vera patients who have an inadequate response
or intolerance to existing treatments by the manufacturer (PharmaEssentia Japan KK). This report
summarizes the results of the review and the reanalysis by ATAG. The target population was divided
into two groups: patients requiring cytoreductive therapy and not previously treated with existing cy-
toreductive therapies, and patients intolerant or resistant to hydroxycarbamide, each with a compara-
tor, the former being hydroxycarbamide and the latter being ruxolitinib.

To assess the additional benefit for patients not previously treated with existing cytoreductive ther-
apies, the manufacturer referred to data from the ropeginterferon a-2b clinical trial, CONTINUA-
TION-PV. The manufacturer concluded that ropeginterferon a-2b had additional benefits over hy-
droxycarbamide because it was superior to best available therapy (BAT) in several endpoints,
including “complete hematologic response and improvement in disease burden” and “molecular re-
sponse,” and most patients receiving BAT were treated with hydroxycarbamide. In evaluating the ad-
ditional benefit for patients intolerant or resistant to hydroxycarbamide, the manufacturer asserted
that no clinical trials were identified that directly compared ropeginterferon a-2b with ruxolitinib and
that the large heterogeneity in patient backgrounds between clinical trials of the two drugs made in-
direct comparison difficult. The manufacturer considered that ropeginterferon a-2b had additional
benefits over ruxolitinib because the incidence of non-melanoma skin cancer and herpes zoster,
which were reported to be at high risk with ruxolitinib, were not reported in the clinical trials of
ropeginterferon a-2b. The ATAG conducted the systematic review (SR) independently. Because the
ATAG’s SR results in patients not previously treated with existing cytoreductive therapies were gener-
ally consistent with the manufacturer’s results, the ATAG determined that the manufacturer’'s asser-
tion regarding the additional benefit was acceptable. For patients intolerant or resistant to hydroxy-
carbamide, the ATAG agreed with the manufacturer’s assertion that indirect comparisons were
difficult to perform. However, because the manufacturer’s claim regarding the incidence of adverse
events was not based on the SR, the ATAG concluded that no additional benefit had been demon-
strated in this population. Therefore, the ATAG considered it appropriate to conduct the cost-
effectiveness analysis for patients not previously treated with existing cytoreductive therapies and the
cost-minimization analysis for patients intolerant or resistant to hydroxycarbamide, and reviewed the
analysis provided by the manufacturer.

In the cost-effectiveness analysis, the manufacturer performed Markov cohort simulations with four
health states for patients with polycythemia vera: “no molecular response/no hematologic response,”
“no molecular response/hematologic response,” “molecular response/hematologic response,” and
“death,” with a quality-adjusted life year (QALY) as the outcome. The ATAG considered that the man-
ufacturer overestimated the therapeutic effect of ropeginterferon a-2b on the health state utilities
and therefore determined that it would be appropriate to perform the reanalysis using the EQ-5D-3L
index scores obtained from CONTINUATION-PV. The reanalysis showed an incremental cost of JPY
241,985,055 and an incremental effect of 0.287 QALYs in the ropeginterferon a-2b group compared to
the hydroxycarbamide group in patients without existing therapeutic cytoreductive therapies, with an
incremental cost-effectiveness ratio (ICER) of JPY 844,272,896/QALY. In patients intolerant or resis-
tant to hydroxycarbamide, the ATAG reanalysis showed an incremental cost of JPY 5,206,479 in the
ropeginterferon a-2b group compared to the ruxolitinib group. In conclusion, these results suggest
that the ICER for ropeginterferon a-2b compared to the comparators is likely to belong to “more than
JPY 10 million/QALY" interval for patients with no existing therapeutic cytoreductive therapies, and
“equivalent (or inferior) in effectiveness and expensive” interval for patients intolerant or resistant to
hydroxycarbamide from the perspective of public healthcare payers in Japan.

Keywords: ropeginterferon a-2b, polycythemia vera, cost-effectiveness analysis, health technology
assessment
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ASMR Amelioration du Service Médical Rendu
BAT Best available therapy/treatment
CDA-AMC Canada’s Drug Agency-L'Agence des médicaments du Canada
CHR Complete hematological response
Cl Confidence interval
DPC Diagnosis Procedure Combination
ECOG Eastern Cooperative Oncology Group
ELN European LeukemiaNet
EMA European Medicines Agency
EQ-5D-3L EuroQol 5 dimensions 3-level
EQ-5D-5L EuroQol 5 dimensions 5-level
HAS Haute Autorité de Sante
Hcet Hematocrit
HTA Health Technology Assessment
ICER Incremental Cost-Effectiveness Ratio
KEICER Institute for Clinical and Economic Review
IMiDs Immunomodulatory Drugs
IQWIG Instituts fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
JAK2 Janus Kinase 2
JAK2 V617F AD | JAK2 Val617Phe allele burden
MAIC Matching Adjusted Indirect Comparison
NDB National Database
NICE National Institute for Health and Care Excellence
NMA Network Meta-analysis
OR Odds ratio
PBAC Pharmaceutical Benefits Advisory Committee
PLT Platelet
PV Polycythemia vera
QALY Quality-Adjusted Life Year
RBC Red Blood Cell
RCT Randomized Controlled Trial
SD Standard deviation
SMC Scottish Medicines Consortium
SMR Service Médical Rendu
SR Systematic review
TTO time trade-off
WBC White Blood Cell

ATAG. Rep. 2024:2(7)

7



8

2/’

0. SrefEH»

WR\ELIE [BERIA v R—=7 28y L7720 BEFHRER) (RRL ICFTF20ugv Y vy
[NRAL ICRTFEB00ug> U v ¥) ] T BERFTEELIEI T 77— YT vy TV v AU KRARETH
%, NZAL I, BEAEINIVRERATDELETELELENSZMAESE PV ARRE LIAERETH Y.,
202358 17TH O RESRBEERBFARSICEVL T, BAMPRIMONRBE ICEESI N, T15
RIEFR(E— 27 B)13163EM T, EAMMEFMO XD IEHL(FHEEA100EMAMU ) 1SS T 5, &
i id, 20238258 0 EMAN S RIFMEFTHEBZE T, KO-10BY RE SN,

&/0-1 FREXREAM ICET 5 s DR

UToOEUZMESEE T NENOITHRER L 5,

ST RER GEEAD) (a) MR EREZ VW E L T2 BE CHEFEOMBERVEEDAERELN L EE

(b) B FAF L HILNI RARFRE IZEREDEE

o [EMEBEZEDENA KT 4>~ 2018FE/MMETHR] Tld. MRS EEDE —FIREIFE FOFh
WA F*THY EFAFTALNI FAMED 2 WFEREDHZEIE. V¥V U F=T7%FEH
Tz LEENTWVWD,

DI REF % KE L 7-2EA GHARFZA4 v EoEREIFE FRFITLT)

GAETH) COANRSAVR—T Oy TLT77-2bITBMERMMERAET AEY Y OBRE 1T -EULMESE
ICEA SN DA, ERAEEIZBEETIER L,

CBILICHMNRER (a) (D) ARELLET, LT b TFT—4AEEEFERL., BROBRKERICED
WTEMEIEDHESTZEITS,

(@ERFAFSHLNIR

)y yF=>7

HITHRE (a) -

o [EMEREBDESA KT A > 2018FRETIR] Tld. MRS EEOE —EREIFE FoFHh

B IREMZRE LZEH| LI REInTnd,

S RER (b) ¢

e L FAFIAHLNI FRMAXZIFEREOZEFLFV U FZIHERIND,

B R AT

[AWERDLH] U0 5 e
i ot 7| Bzomm: )
RERE E L TOALY S %
(AT 258, ZOMELE| (RLTT)
i
Z Dty (FEE9)

ATAG. Rep. 2024:2(7)



1. HENE D EER TR I & 1T 5 FliER

1.1 FHEREROBE

BIERGEER L. AX YR, 77V R FAYVOEREBRMFHEEEICE T 201y 2—7 20y
TILT 7 2bDFHERERERE L2[1], AMOTTIE. TS OERERMTFHEME ICE 1 3 YHEE
B OFEERICOVTORELTV., EERTEBEORENR L DUREIT> 72, HHNEDFHEDOBE
B ERMHRTFMOBROBEIL, £1-1-1, 1-1-2ICEHNT 2,

RISNHIDHTIE, FHHE O EESMT MR IC 5 1 2 QX EERMT OB AR MO Mm% &
1-1-3ICEN L., HERTEEORENB L OB ZIT 7,

x1-1-1 FEEICHITSFEO—E

BAlIEEES
ESE HBI#
b e AR
N NICE - $Ffieh (ID1596) - ERICAL
A F¥UR = -
SMC - FEHELE - ERICAEL
- SMR : Insufficient
77V HAS - ASMR : Not applicable - ERICEL
- ZhEMERTE : REHE
RAy IQWiG - No additional benefit - ERICAL
h+& CDA-AMC | - K& - ERICAL
F—Xb+Z U7 |PBAC - R - ERICAL
KE ICER - REEH - REVE
*1-1-2 ZEEICH T2 EANDRTEEEOTE
FHfER D H &
ESE B4
) SERAEE NI
) NICE HY SR (RS 7 R L)
AFUZR = .
SMC Y ERICEL
TIVR HAS ) L
h+& CDA-AMC | &L ERICEL
F—2Z 7 U7 |PBAC L ERICAEL
KE ICER RECH L
£1-1-3 4 ¥Y R(SMO) IcH1F 3 BRI HRITFMIFEE DM
WEREEE | AMIHHT
E# A FYR
B4 SMC
ST EOURLA & https://www.scottishmedicines.org.uk/medicines-advice/ropeginterferon-alfa-2b-besremi-resubmission-
smc2563/
FTAE SRART ARTAYEZ—=7xAY TILT 7-2b ERICAL
RS R FEHERS ERICEL

ATAG. Rep. 2024:2(7)




2/

10

ZHFEHEOSZES [
i, zoxtomnm| N ERIREU
SR SRR E BRI DEMRIEREAR Z D LK APV EE EEICEL

1[E]100ug (fts o # B 5l D A 3R % % 5 Fh D 54 1£50ug) %
fEAAECK) FREEL L, 2BICIEIRT&RET % EEICEL

BB 2B Z & 1250ugd DT, 1E500ug% B A A L
B BB LEYYF=F ERICEL

ERRIMEOT (s LEV U FZT)

13 - SHHEHART (6238) D4 2 X b 1 £9,051
B R L o ERRAMUOT DA EBINZ72H, MESINLTUL AN CBERSENERINBESOEMES X

£9,146
- hEMOBREE S X b 1 £37,801

1.2 SERFEEREIC L ZHNE OERXMMEEICH 1T 2 FHEREOL E 2 —
ENNE DERMNHEEEIC B T 2 O N REMOTFMHICOVTDOL B2 —DRER, EERTEED
BENBRBRZEL LD TH T,

1.3 2MSHICHEITESEER
AONE O ERKIFHMEEEIC B 1 2 IERERF 2RI L. DN OSE L LY 551 DELTICE

B L7,

<SMC>[2]

© A (SMC2563) IdEIRH SN/ DICE DI HDTH > T,

ONRTA vy R—T7xAY TILT7-2bDERKFARTH 5PROUD-PVICEWT, FEFME R (PR
YA XDEBZH S MERFNTE2ENTH 7o TNICEAL T BB FoF o HNI K
ISR T BIELHMERSNEBA -2 Z ARSI N,

® 1z T. PROUD-PVX>Z Dkt T4 %2 CONTINUATION-PVDIEE O HiEmAEEL B IN T
Y. PROUD-PVAEHMERBA SR O AW —I v 2B VWEELUERB~ZTEINLI &
CONTINUATION-PVICZ SN2 £ TCORBAEBEICE VW TEA > TW/zZ &, CONTINUA-

TION-PV A 5

RNATZADHEERT 2 I & ENERENT,

O XENNOERZMENT 572012, CONTINUATION-PVORET —X (ORI v Z—T7zAY T

L7 7-2b) £ RESPONSE®D

AT —2(LF VYU F=7)Dnaive R HELBAEBI NS, AL b

NIcFECBENLRERNA TR ECL ORADVFE L7, MARBOFEICEXRESHEEED
HY., FEWUREFAMICHRANLREN (BRPHE., ZEE. sIaRELE)IHEEH D B
Nic, BUSIRTTEEIL. BELDT7 7 M HLZHRLERL WA BAELERCERIITINGD

-7,

ATAG. Rep. 2024:2(7)




O EMR/IMLAMAER SN, BBRT —XOREXMICHENH Y. ZOBROTHEEREETSVES
RENT,

0NN J AV RZ—T7x0Y TLT77-2b3HNEBEICEETZEEAOND I LD OREDPTOKE
BIEEESLZITANOND EDBRTH-72H, RRIOICIEHER L 57,

® AR (5L DEFM (SMC2421) ICH W TIE, BUSIRFEERICLZLF VU F 72 kBB E L7z
ERMBEOIAEREIN T3], TODTICHEWTIE, /37 ETAHIERS JAK2 ADEA
KB (50% KiH) &£ BEGO% U L) EBRAMLINTEH Y QOLME, MBFERE DA X b DBBRERIC
BRZENTNTNERAIN, ZTOBRIIORTA V=7 Ay TLT77-200LF VY F=T
IZxt L Cdominant& %22 & WS 6D TH > 72D BE K OFEEME (AELRO KR ERTREERE, T
EYTRARRB, PMICBIT 204X =720y TILT 7-2bDEAIER E) ARSI N

<HAS> [4]

o KE|DAEME - LM% M L 7ZPROUD-PVTIE T ERmMNEBEEGRPICASNAZBNOZEERY)
Rtk TEHEEHICBELTE FAFYALARI RICHLTE AW EATHTELRD 57,
® CONTIUATION-PV T X EBTICHEMIRFAZRES NS ARSI A > X =720y P 7 7-2bDHE
BVRERIRICE T 2REZHEROT 2 I EAERLD -7,

<IQWIG> [5]

@ H—F/IRFav1le LT, ERAFTHLNI RRBE - BAEECERAFIHLNI R
EIEDLZ W, H LLENHATRVWEZFEZGYRE L THEY ., EBRHBIZE FRF AL N TH
572, PROUD-PVICEWTEZHEDORBERREICET 2T — KRB Y 7 /L —THITORE, AR
TAR—=—7zAY TILT7 7-2bDFHNE. ZeMEHETERAN >/ I, PROUD-PVICE
FAMBREERT —ZhBld, ARSA VY ER—7 Ay 7L 7 7200 ENEBTHEE FAFTHh
IR R LT 2A8EATRRENTEY >T, VUT—F 7T XF a3 »1UIEIT5ENMNE
BRI TWAR WL YTz,

@B —FI/ITRF a2 LT, ERAFUALNI REAETE FAFS AN RIEFMHS L <
FE FOFS AN PRHADEEETRE L. KENBELFY UF =T L LTWED, FHET
BRET =2 CBMPBEREILIER I A h -7z LRI s,

ATAG. Rep. 2024:2(7)

11



C..,H

2, EMRYE Ao

2.1 2 WICBIEZVRTFIT4 v oL Ea—
PVICHITZRRL I 0BINERUEARTT 27010, HHREN(a) MBI EEEZHNEET
% BE CRFOMPRMEEDBERELN ZWEE] ICOVWTIERCTZ, 2HKRER () b FoF
ANNRI RHRARMBEEIFEAMEOEE | (oW Tke P RROEKRARE, ZNhEFnitsk e L7ZSR
ERLT,

2.1.1 29 HHPRELAEVY—FI/IRFa >~
N DRELIZV Y —F /T A F 3 v &2FK2-1-1ITRT,

£2-1-1 2HIPWMICEBRTFRT4vILbE2a—DYY—FHIITRFa v

HH AR
B BEYZMESE
A ARSAvE—7z0Y FILT77-2b
L EROFAHILNRIR
2T BB
LeE iR LEyYyF=7
TN L o - ke

HHREM (a) 1 RCT
WHRER(b) : b FEFROERRER

B BAZE. ®E
X kiR 3R 2 201541818 A 5202438158 £ T

METHA >~

2.1.2 EE0Fh

NEERTIE, EFBERY —EX - XBRROBFIRD, REL. EFE, ART A v BRH
SPHEOEGEHEAEDE TRRAZBEL 72, RREIATIEIDTHRERZH T TITHA LR
HBAFAL TWIRARICOVWTRESKRREEEL, 77X 77 FOR YU —= v FRICHHT
FEH@KRUG)ICH L TRET 2RAHABROBFELZITo7c, BXDT7ALT7 MIEDICRY
U—=v7, EIMNERMETFMICAVIRIXERET 21FEIE. 2280MILLE2—T—2ER
TICTEmLIz, WXORSIFEFICEHE LIBAANEE, BRAEEIRVHE L/, LE2L—T
—HDOR—EFIL, MEOBREICL VB L, BRNICEESNHROBEZEN LEEL, &
BITHRE S Nz SR O HLHIRRS R & 4T 5 72,

2.1.3 EREMIRDEAANEECRRNEE

SO HRER () RO (D) 12K L TDOSRD EAFAAANELE & BRARAERXK2-1-3-1 K ) FK2-1-3-2
(R,

12 ATAG. Rep. 2024:2(7)



#®2-1-3-1 SHMREM (a) OEREE

FHA AN ESE FROVELZE
= iﬁigg;}ffgvu%i&?6%%’(%7%@%&1}1@@6%%&@ o0 BE LA
A ARZSAvyR—7z0Y 7IL77-2b EEZ DN AL
&t B ERAFTAHANRIFR SR D A BB AL
T MAL it (MRFNE., HTFEEENE) - 22k EROT T MHLPBREINTLARN
WRTY A RCT FEROMETH A >~ U
ERDTESE FRER VORI
B HARE, &E EROEZ/LUL

£2-1-3-2 SIAKRER (b) OEEEE

HEA AN EAE BROVEAE
BE ERRFIALNI FARMAEE 2 IZEREOPVEE | A0 BEHEUN
AR 3;?;7&—7:1:*/ TNT77-2b HLLIELFY FEROA AL
FeEx iR — —
77 NH L B (MRFHE. P FETENEY) - 22 EROT 7 MHLPBREINTLARN
WRTHA v £ M ROBRRER EROMET T A >~ N
XHkoiEsE RE®RX 72 EE D STERAS:
B3 HAE. &:E EROEH/UL

2,14 ERALET—4E~R—-2Z

SRIZIE. PubMed(Ovid MEDLINE), Embase/Embase Preprints, Cochrane Central Register of

Controlled Trials(CENTRAL). Efsiweb% A\ 7z,

2,15 fEALREN
SROIETRI % F£2-1-5-1~FK2-1-5-4(1T R,

ATAG. Rep. 2024:2(7)

13



%2-1-5-1 PubMediz3xf L THW=1&ERR

%% H2024438 150

BE BRI TERH

#1 Polycythemia Vera.mp. or exp Polycythemia Vera/ 8,782

4 ((osler adj2 vaquez) or (erythremia adj2 erythremias) or (polycythemia* adj2 primary) or (polycythemia 3,889
adj2 vera*) or (ruba adj2 polycythemia*)).ti,ab,hw,kf. '

#3 #1 or #2 8,890

#4 ropeginterferon*.ti,ab,hw,kf. 70

45 ((aop adj2 "2014") or aop2014 or besremi or (p adj "1101") or p1101 or (peg adj4 IFN adj4 alpha adj4 2b) 594
or (pegylated adj3 interferon adj3 alpha adj3 2b) or ropeg).ti,ab,hw,kf.

#6 | exp Interferon alpha-2/ or exp Interferon-alpha/ or exp Recombinant Proteins/ 363,130

#71 | #4 or #5 647

#8 | #3 and #7 62
limit 8 to (adaptive clinical trial or clinical trial, all or clinical trial, phase i or clinical trial, phase ii or clini-

#9 | cal trial, phase iii or clinical trial, phase iv or clinical trial protocol or clinical trial or controlled clinical trial 16
or equivalence trial or multicenter study or pragmatic clinical trial or randomized controlled trial)

#10 | #8 and (randomized or placebo or randomly or trial).ti,ab,hw,kf. 31

#11 | #9 or #10 31

#12 | exp Hydroxyurea/ or ruxolitinib.mp. 11,799

#13 |#11 and v12 8

#14 | #11 not #13 23

#15 | #3 and #6 300
limit 15 to (adaptive clinical trial or clinical trial, all or clinical trial, phase i or clinical trial, phase ii or clini-

#16 | cal trial, phase iii or clinical trial, phase iv or clinical trial protocol or clinical trial or controlled clinical trial 42
or equivalence trial or multicenter study or pragmatic clinical trial or randomized controlled trial)

#17 | #15 and (randomized or placebo or randomly or trial).ti,ab,hw,kf. 12

#18 |#16 or #17 72

#19 | #18 not #11 53

#20 | #13 or #14 or #19 84

#21 | Polycythemia Vera.mp. or exp Polycythemia Vera/ 8,782

497 ((osler adj2 vaquez) or (erythremia adj2 erythremias) or (polycythemia* adj2 primary) or (polycythemia 8,889
adj2 vera*) or (ruba adj2 polycythemia*)).ti,ab,hw,kf. '

#23 | #21 or #22 8,890

#24 | hydroxyurea.mp. or exp Hydroxyurea/ 13,507

#25 | (hydrea or hydroxycarbamid or hydroxyurea or oncocarbide or x6q56qn5qc).ti,ab,hw,kf. 13,523

#26 | #24 or #25 13,524

#27 | ruxolitinib.mp. 2,905
((inc adj2 "424") or inc424 or (incb adj3 "018424") or (incb adj3 "18424") or (incb adj3 "424") or

#28 |incb018424 or incb18424 or incb424 or jakafi or jakavi or (kks adj3 "278") or kks278 or opzelura or (rux- 2,757
olitinib adj3 maleate) or ruxolitinib).ti,ab,hw,kf.

#29 | #27 or #28 2,925

#30 | #3 and #26 769

#31 | #3 and #29 407
limit 30 to (yr="2015 - 2024" and (adaptive clinical trial or clinical trial, all or clinical trial, phase i or clini-

430 cal trial, phase ii or clinical trial, phase iii or clinical trial, phase iv or clinical trial protocol or clinical trial A1
or controlled clinical trial or equivalence trial or multicenter study or pragmatic clinical trial or randomized
controlled trial))

#33 | limit 30 to yr="2015 - 2024" and (randomized or placebo or randomly or trial).ti,ab,hw,kf. 70

14
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#34 |32 o0r33 80
limit 31 to (yr="2015 - 2024" and (adaptive clinical trial or clinical trial, all or clinical trial, phase i or clini-
cal trial, phase ii or clinical trial, phase iii or clinical trial, phase iv or clinical trial protocol or clinical trial
#35 - . ; . ) o ; . 45
or controlled clinical trial or equivalence trial or multicenter study or pragmatic clinical trial or randomized
controlled trial))
#36 | limit 31 to yr="2015 - 2024" and (randomized or placebo or randomly or trial).ti,ab,hw,kf. 79
#37 | #35 or #36 88
#38 | #20 or #34 or #37 179
£:2-1-5-2 Embaselc¥ L TRHWE=RER
WRA202453815H
BE RERA FERI
#1 | 'polycythemia vera'/exp 14,143
#2 | 'polycythemia vera'/syn 16,543
erythremi* OR erythrocyt*emia OR erythraemi*:ti,ab,de,kw OR (osler* NEAR/2 disease) OR (polycyt*emia
#3 | NEAR/2 vera) OR (polycyt*emia NEAR/2 cryptogenic) OR (primary NEAR/2 polycyt*emia) OR (vaquez 22,725
NEAR/2 disease)
#4 | #1 OR #2 OR #3 22,725
#5 | 'ropeginterferon alpha2b'/exp 241
#6 | 'ropeginterferon alpha2b'/syn 590
(2b NEAR/2 ropeginterferon) OR (al*a2b NEAR/2 ropeginterferon) OR (aop NEAR/2 2014) OR aop2014
#7 | OR besremi OR (p NEAR/2 1101) OR p1101 OR (peg NEAR/2 2b) OR (pegylated NEAR/2 2b) OR ropeg 1,042
OR (ropeginterferon NEAR/2 2b) OR (ropeginterferon NEAR/2 al*a2b)
#8 | #5 OR #6 OR #7 1,149
#9 | #4 AND #8 165
#10 #9 AND (2015:py OR 2016:py OR 2017:py OR 2018:py OR 2019:py OR 2020:py OR 2021:py OR 2022:py OR 145
2023:py)
#10 AND (‘clinical trial'/de OR 'clinical trial topic'/de OR 'controlled clinical trial'/de OR 'controlled study'/
de OR 'double blind procedure'/de OR 'multicenter study'/de OR 'open study'/de OR 'phase 1 clinical tri-
#11 |al'/de OR 'phase 1 clinical trial topic'/de OR 'phase 2 clinical trial'/de OR 'phase 2 clinical trial topic'/de 89
OR 'phase 3 clinical trial'/de OR 'phase 3 clinical trial topic'/de OR 'randomized controlled trial'/de OR
‘randomized controlled trial topic'/de)
#10 AND (crossover:ab,kw,ti,de OR randomi*:ab,kw,ti,de OR ((random* NEXT/5 assign*):ab,kw,ti,de) OR
#12 | ((random* NEXT/5 allocat*):ab,kw,ti,de) OR (((singl* OR doubl* OR trebl* OR tripI*)NEAR/1 (blind* OR 84
mask*)):kw,ti,de,ab) OR ((clin* NEXT/2 trial):ab,kw,ti,de) OR 'placebo':ti,ab,de,kw)
#13 | #11 OR #12 96
#14 | 'hydroxyurea'/exp 32,370
#15 | 'hydroxyurea'/syn 35,054
'biosupressin' OR 'droxia’ OR 'hydab' OR 'hydrea' OR 'hydreasyn' OR 'hydrine' OR ((hydroxy NEAR/2 car-
bamide):ti,ab,kw,de) OR ((hydroxy NEAR/2 urea):ti,ab,de,kw) OR 'hydroxycarbamide' OR 'litalir' OR 'mylo-
#16 | cel' OR ((n NEAR/2 hydroxyurea):ti,ab,de,kw) OR 'neodrea' OR 'nsc 32065' OR 'onco-carbide' OR 'onco- 35,070
carbide' OR 'oribamide' OR 'oxycarbamide' OR 'oxyurea' OR 'siklos' OR 'sq 1089"' OR 'sq1089' OR 'syrea’
OR 'wr 83799"' OR 'wr83799' OR 'xromi' OR 'xybaid"' OR 'hydroxyurea'
#17 |#14 OR #15 OR #16 35,070
#18 | 'ruxolitinib'/exp 10,777
#19 | 'ruxolitinib'/syn 11,137
'inc 424' OR 'inc424' OR 'incb 018424' OR 'incb 18424' OR 'incb 424' OR 'incb018424' OR 'inch18424' OR
#20 |'inch424' OR 'jakafi' OR 'jakavi' OR 'kks 278" OR 'kks278' OR 'opzelura' OR 'ruxolitinib maleate' OR 'ruxoli- 11,136
tinib phosphate' OR 'ruxolitinib’
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#21 |#18 OR #19 OR #20 11,137
#22 | #4 AND #17 2,937
#23 | #4 AND #21 1,788
424 #22 AND (2015:py OR 2016:py OR 2017:py OR 2018:py OR 2019:py OR 2020:py OR 2021:py OR 2022:py 1579
OR 2023:py OR 2024:py) '
425 #23 AND (2015:py OR 2016:py OR 2017:py OR 2018:py OR 2019:py OR 2020:py OR 2021:py OR 2022:py 1.440
OR 2023:py OR 2024:py) ’
496 #24 AND ('Article'/it OR 'Article in Press'/it OR 'Chapter'/it OR 'Conference Paper'/it OR 'Editorial'/it OR 943
'Erratum'/it OR 'Letter'/it OR 'Note'/it OR 'Review'/it OR 'Short Survey'/it)
497 #25 AND (‘article'/it OR 'article in press'/it OR 'chapter'/it OR 'conference paper'/it OR 'editorial'/it OR 853
'erratum'/it OR 'letter'/it OR 'note'/it OR 'review'/it OR 'short survey'/it)
#26 AND (‘clinical trial'/de OR 'clinical trial topic'/de OR 'controlled clinical trial'/de OR 'controlled study'/
de OR 'double blind procedure'/de OR 'intervention study'/de OR 'markov chain'/de OR 'multicenter
study'/de OR 'multicenter study topic'/de OR 'open study'/de OR 'phase 1 clinical trial'/de OR 'phase 1
#28 | clinical trial topic'/de OR 'phase 2 clinical trial'/de OR 'phase 2 clinical trial topic'/de OR 'phase 3 clinical 333
trial'/de OR 'phase 3 clinical trial topic'/de OR 'phase 4 clinical trial'/de OR 'phase 4 clinical trial topic'/de
OR 'randomized controlled trial'/de OR 'randomized controlled trial topic'/de OR 'single blind procedure'/
de)
#26 AND (crossover:ab,kw,ti,de OR randomi*:ab,kw,ti,de OR ((random* NEXT/5 assign*):ab,kw,ti,de) OR
#29 | ((random* NEXT/5 allocat*):ab,kw,ti,de) OR (((singl* OR doubl* OR trebl* OR tripl*)NEAR/1 (blind* OR 183
mask*)):kw,ti,de,ab) OR ((clin* NEXT/2 trial):ab,kw,ti,de) OR 'placebo':ti,ab,de,kw)
#30 | #28 OR #29 363
#27 AND ('clinical trial'/de OR 'clinical trial protocol'/de OR 'clinical trial topic'/de OR 'controlled clinical
trial'/de OR 'controlled clinical trial topic'/de OR 'controlled study'/de OR 'double blind procedure'/de OR
'markov chain'/de OR 'multicenter study'/de OR 'multicenter study topic'/de OR 'open study'/de OR
#31 |'phase 1 clinical trial'/de OR 'phase 1 clinical trial topic'/de OR 'phase 2 clinical trial'/de OR 'phase 2 clin- 358
ical trial topic'/de OR 'phase 3 clinical trial'/de OR 'phase 3 clinical trial topic'/de OR 'phase 4 clinical tri-
al'/de OR 'phase 4 clinical trial topic'/de OR 'randomized controlled trial'/de OR 'randomized controlled
trial topic'/de OR 'single blind procedure'/de)
#27 AND (crossover:ab,kw,ti,de OR randomi*:ab,kw,ti,de OR ((random* NEXT/5 assign*):ab,kw,ti,de) OR
#32 | ((random* NEXT/5 allocat*):ab,kw,ti,de) OR (((singl* OR doubl* OR trebl* OR tripl*)NEAR/1 (blind* OR 253
mask*)):kw,ti,de,ab) OR ((clin* NEXT/2 trial):ab,kw,ti,de) OR 'placebo':ti,ab,de,kw)
#33 | #31 OR #32 399
#34 | #13 OR #33 478
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#2-1-5-2 Cochrane Central Register of Controlled Trials(CENTRAL) I=%f L THW-#&%ERX

%3 HE20245E3/15H
BE BRI TERE
#1 ropeginterferon®:ti,ab,kw 55
((aop near/2 "2014") or aop2014 or besremi or (p near/2 "1101") or p1101 or (peg near/4 IFN near/4 al-
#2 | pha near/4 2b) or (pegylated near/3 interferon near/3 alpha near/3 2b) or (interferon* near/3 alpha 1,002
near/3 2b) or ropeg):ti,ab,kw
#3 | #1or#2 1,027
#4 | MeSH descriptor: [Interferon alpha-2] explode all trees 1,977
45 (Viferon or (LelF near/2 A) or (IFN near/2 alpha) or Reaferon or (Interferon near/2 alpha) or (IFNalpha 6.917
near/2 2b) or (Interferon near/2 2b)):ti,ab,kw '
#6 | MeSH descriptor: [Interferon-alpha] explode all trees 3,977
p ((Interferon n-ear/2 alpha*) or (LelF near/2 J) or (Leukocyte near/2 Interferon) or (Lymphoblast* near/2 6.372
Interferon)):ti,ab,kw
#8 | MeSH descriptor: [Recombinant Proteins] explode all trees 11,032
#9 | ((Protein* near/2 Recombinant) or (Biosynthetic near/2 Protein*)):ti,ab,kw 10,219
#10 16,126
#11 | MeSH descriptor: [Polycythemia Vera] explode all trees 155
412 ((osler near/2 vaquez) or (erythremia near/2 erythremias) or (polycythemia* near/2 primary) or (polycy- 183
themia near/2 vera*) or (ruba near/2 polycythemia*)):ti,ab,kw
#13 | #11 or #12 in Trials 482
#14 | #3 and #13 42
#15 | #10 and #13 55
#16 | #14 or #15 82
#17 | MeSH descriptor: [Hydroxyurea] explode all trees 609
#18 | (hydrea or hydroxycarbamid or hydroxyurea or oncocarbide or x6g56qn5qc):ti,ab,kw 1,524
#19 | #17 or #18 1,524
((inc near/2 424) or inc424 or (incb near/3 "018424") or (incb near/3 "18424") or (incb near/3 "424") or
#20 |incb018424 or incb18424 or incb424 or jakafi or jakavi or (kks near/3 "278") or kks278 or opzelura or 801
(ruxolitinib near/3 maleate) or ruxolitinib):ti,ab,kw
#21 | #13 and #19 182
#22 | #13 and #20 201
#23 | #16 or #21 or #22 with Publication Year from 2015 to 2024, in Trials 233
#2-1-5-2 EdiEweblc3t L THW:RERR
1%FH2024E3H13H
BE S TERE
#1 | Ropeginterferon Alfa-2b/TH 11
#2 | Ropeginterferon/AL 13
43 |aop 2014/AL or "aop2014"/AL or "besremi"/AL or "p 1101"/AL or p1101/AL or "peg-IFN-alpha-2b"/AL or 1
"pegylated proline interferon alpha 2b"/AL or ropeg/AL
#4 | ("Ropeginterferon Alfa-2b"/TH or XX L I /AL) or ART A > X —7 = 0> /AL 12
#5 | #1 or #2 or #3 or #4 15
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