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Executive Summary

Chronic lymphocytic leukemia (CLL) is a type of cancer that progresses slowly and is unable
to be completely cured. Fludarabine — a purine analog is an effective treatment for CLL and extend
patients’ lifespans. However, no cost-effective analyses for using fludarabine have been conducted
in Thailand. Therefore, the objectives of this study are to conduct an economic evaluation for using
fludarabine in the treatment of CLL as first-line and second line treatments in Thailand, and to
determine its budget impact on the country.

This study utilized a Markov model to analyze the costs and quality-adjusted life years
(QALYs) of CLL patients from the societal perspective for the life-time time horizon when fludarabine
was prescribed to Rai stages IlI-IV or Binet stage C CLL patients, and Rai stage I-ll or Binet stage
B CLL patients who showed indications. Parameters which were taken into account consisted of the
probability of transitioning to a different health status, health utility, treatment costs for CLL patients,
and budget impacts on the country.

The results of the study showed that for CLL patients who were treated with fludarabine
together with cyclophosphamide and rituximab (FCR) as first-line therapy and subsequently switched
to palliative care due to drug resistance, the incremental cost-effectiveness ratio (ICER) was
1,638,133 baht/QALY gained when compared to the treatment option of chlorambucil and
prednisolone. For CLL patients who received fludabarine and cyclophosphamide (FC) as the
treatment regimen instead of FCR, the ICER was 198,731 baht/QALY gained when compared to
chlorambucil and prednisolone. Since both regimens had higher ICER values than the willingness-
to-pay threshold, they were not cost-effective. However, if the price of fludarabine was reduced by
20.84% to 4,573.77 baht/vial, then the FC regimen it would be cost-effective for first-line therapy. In
the case that patients switched to FCR after first-line therapy treatments with either FC or FCR, both
FC and FCR were not cost-effective.

For the use of fludarabine-based regimens as second-line therapy, it was found that the ICER
for FC was 137,103 baht/QALY gained, and 1,736,759 baht/QALY gained for FCR when both
regimens were compared to palliative care. As a result, FC is deemed to be cost-effective while FCR
is not cost-effective. The 5-year budget impact for using FC for first-line and second-line therapies
amounted to 165 million baht and 60 million baht, respectively.

The use of FC in treating CLL patients during first-line therapy was determined to not be cost
effective. However, it became cost-effective if used as second-line therapy. Further guidelines for

using this drug regimen should be developed if these results are translated into policy.

Key words: Cost-utility, chronic lymphocytic leukemia, Markov model, fluda
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L%'mmﬁ'ﬂmgﬂamnmwmfﬂamn?ﬁaﬁfg

2jig puziSodadanunsasisfiadmasanIwlodn Rai stage 0-1l %30 Binet stage A-B #ilai
formsuadanufAaundvaslaslulay deletion 17p w38 deletion 11q w38 & unmutated IgH, tJ1

v %

du gy ldunzinlwisunissnsiilesandalifins@insuuy randomized controlled trial AREUAYY
=< ¢ o Ao =
faszlomivasnssnunlunsdingsludainiy
A o o ' [ v
PN LT IANNTINEN CLLONNLWINIINITINHI Va9 Teinaing I@ﬂumﬂ%mssﬂw’nmgﬂw

LARZIIHATNINTMNNNITLLTR LA (stage) §Nz2896178 LT 818 FUNIWINY Azlsnsu

v
) a

- & A v a o A . i
(comorbidity) Lazn13@asiag (refractory) nian1Inautdud AI5n13InwINLL% first-line treatment
loun mﬂ%miuﬂéu oral alkylating agent L% chlorambucil $38%38 807 &l’m@;wﬂamﬂﬁ

a 3 . . a 0% . v . @ a X
\Ausa8a (corticosteriods) (3) lasanafinnslaen cyclophosphamide latzunuluuninsdh wananni
. = o va A A o a & A o, =
81 fludarabine ﬂgﬂmmlﬁWQﬁM’]LwaLflumdl,aaﬂlumﬁﬂﬁzﬂL‘W&Jmﬂmumaaﬂ’sU@Jﬂ’]i@lauauad
#an13IN¥IG28 oral alkylating agent
o 2 & & A & o Aa a &a a iday 1 At Y
m3snudthaunsadadanznisesisiaiisadanlnlaan alwanfidetezlunssne
1. §theeny <70 O Nudeussd (good performance status, ECOG < 2) uazlifilsn
1523167 (comorbidity) st l#l3uTnENGI8 chemoimmunotherapy lawA rituximab + fludarabine
+ cyclophosphamide (FCR) (level of evidence |, grade of recommendation A)

2. ftlwany 270 T Audawssf (good performance status, ECOG <2) uazlifilsaszddn

L A @ P\ A A
(comorbidity) 38 Eﬂﬂuﬂmq <70 DN ldudsuss (poor performance status, ECOG >2) #38 ilsa
3167 (comorbidity) wuzth 13NN 1678 chlorambucil + prednisolone (level of evidence I,

grade of recommendation A)

) 2 & & _ a & o a A &a a A& & o &
ﬂ’]iiﬂ‘lﬂl"l%ljﬂ'!ﬂ&&i\‘] LamLaamm'maswumumaaau‘[wvlsmn‘nLﬂwm (relapse) visama e
(refractory)

Aad e, v o %
ﬂiﬂ,{,“nﬁ\lﬂ’aElLﬂEle@i‘Llﬂ’ﬁim:}’m’JEl Chemotherapy

1. ;ﬂ}”ﬂwﬁmﬂvl,@i”%'u chemotherapy WaIZEIANVBINTABLEBEIABNTINEN IUATILIA >1

Yunzsilin1sshsida (level of evidence 1, grade of recommendation A)



2. mng&fﬂmﬁl,ﬂﬂvl@ﬁ'u chemotherapy U2 3282178118IN3ABLFMEIRaN TSN l1UASs
wsn <1 9

a. dwiugthoay <701 Augaussd (good performance status, ECOG < 2) uaz'll
{l3ads23167 (comorbidity) WnetinlWnNIIAG28 FCR (level of evidence |,
grade of recommendation B)

b. dmindthoaty 270 1 Pud9u398 (good performance status, ECOG <2) uas
lidlnuszdrda(comorbidity) wiagiloany < 70 D7ldudauss (poor
performance status, ECOG >2) #w3aill3ats23167 (comorbidity) kuztinlinns

IN¥1628 reduced-dose FCR (level of evidence Il, grade of recommendation B)

ﬂitﬁﬁﬁjﬂ’aUmﬂvl@ﬁ_lmﬁ'ﬂmﬁ’m chemoimmunotherapy
1, gﬂaﬂﬁLﬂ91ﬁ§u chemoimmunotherapy LAZN13ABLEWEIRaNTINENlWATILTAIY >2
Junzihlinssneéy (level of evidence Il, grade of recommendation A)
2. mmjﬂwﬁmy"l,éﬁ'u chemoimmunotherapy LAZNIABUAHAIAIMTINENUATILINIH
<21
a. d&miudthoay <70 3 7ufsus98 (good performance status, ECOG < 2) uas
laifilsadse31a7 (comorbidity) wuetinl#nnssn1628 alemtuzumab +
fludarabine (level of evidence Il, grade of recommendation B)
b. dmibiheay =70 1 fuf U396 (good performance status, ECOG < 2) uaz
lidlsauszdrda(comorbidity) wiagilsany < 70 D laiudauss (poor
performance status, ECOG >2) #w3aill3at32d167 (comorbidity) wuesinlinns

IN¥IG2 alemtuzumab (level of evidence I, grade of recommendation C)

NMsUszIRNANITAaUERBIADNITINEI (13, 14)
mﬁhuﬁuwammauauaﬂumﬁﬂmazﬁﬁmiﬂizLﬁuashaﬁazlﬁq@ 2 LAauRaIN e UL
ATULAA ALTTAUNANIIR o UABaILLI LaLT 4 ngu A%
1. Complete remission (CR)
v A & X & v
NN ONNRNINNG A
-peripheral blood lymphocytes §1n31 4x10%/L
' ' & = Aa v & '
-Vluwmawmmaammaumﬂuﬂﬂmamﬂmw 1.5cm

aiwuau wiadula



-blood count: neutrophil > 1.5x10%/L Platelets>100x10%L waz Hemoglobin > 110g/L G368
laAaanmsle growth factors red blood transfusion %30 erythropoietin
-marrow aspirate and biopsy : Normocellular, <30% lymphocytes WAL IIWUNITTINGIN G
28J B-lymphoid
2. Partial remission (PR)
%ﬁm"fl"]mmgm@Lﬂmgﬁﬂﬁdﬁ'@]’j’uﬁu Partial remission

- peripheral blood lymphocytes 8@y = 50%L8aL g UNLAa®ILEN

v
A =

- NI AABITVUIARNRY = 50%LATANNABNINREITIUINNINNT 6 GaNTINAK W38
@ ' AA v & VAl A o [ ) ) & A Ao A X
’J@mﬂ@]ammaumg{uunmﬂ%@wq@mﬂﬂﬂtunamumLLaz"Lstmaummaaﬂ@ummmwmu Tu
A Aa o ' A A X 2 A
nytbdaNNNIWIAkaENIN 2 cm WINAVWIALANNDY 225% JIIZNANTH
- AU ST VWARARS = 50%
. AI &/ 4 Q 1 Q
- blood count: neutrophil >1.5x10%LATBLANNY® = 50% tdalNouNUnawiIuel Platelets
9 A a & A a o [ A . A A X A
>100x10%/LnIalNNT® = 50%LUDLNEUNUNakILE1%I8 Hemoglobin >110g/LR3aLWTUW 250% Ll
Qs [ e & v 1A LU . .
WVisunuAewsuenddasluiiaannsls growth factors red blood transfusion o) erythropoetin
- marrow aspirate and biopsy: may be normal LT% <30% lymphocytes without interstitial
%38 nodular infiltrates %38N1330AINUWVBY B-lymphoid aaad 50%
3. Progressive disease (PD)
lusenIuasnaInIssuen mnwuatsdas 1nItadih 303t Progressive disease
\ ¥ A A A X
-AaNLRRBINVUIALANNDY = 50%
- y o
- AU WIDWNAVIIALNNDY = 50%
Ql g § Qs 1 >
- peripheral blood lymphocytes LW Y% 250% LiatfisunUAawiuen
- \Aia cytopenia BaITUENATULABEIRRE 3 1w lTINDINTTLAA cytopenia
3293195081 (Cytopenia : platelet count 8aad 250% %38 Hemoglobin aaad > 20 g/L LUIguLngy
nunawILen)
4. Stable disease Aagiu7lidn1InaUAUEILLY Complete remission, Partial remission #38

Progressive disease



=1 @ & & & & o a o &a a
ﬂﬂﬂiﬂ%ﬂ’]iiﬂﬁ"l&&iﬁl,&lﬂLﬂﬂﬂ“ﬂ"l'}Liﬂiﬁﬁ%ﬂﬂl%aaau‘[ﬂl"ﬁﬂﬂ
. J . & o . . o @ gy
ChlorambucHLﬂumluﬂQ&l alkylating agent HyaaLustandard first-line therapy a’msu;dll’sf;l
aa =] o a . ) o A A a & '
CLL ‘mmmmazmmsmmuma\ﬂ:mag ﬁﬂquumﬁﬂm CLL EJ‘H’NLE\]aﬂI%NLﬂ@]T%aUWG%N’]ﬂ%E\]’]U

\ . A . . . @ Y . . )
LD bendamustine sﬁaLﬂuml%wluﬂqu alkylating agents N1337N©®1938 monoclonal antibodies LT

2
=

rituximabuaz alemtuzumabnga purine analogs leun qudarabineuaﬂ%ﬁﬂﬁgdwﬂﬁilfﬂﬁﬂﬁiZU5%5]
FWAueTduaIE (15)81n§4 alkylating agentlduni chlorambucil fin151493uuy monotherapy
WAz combined therapy laslE31unY prednisolone 31NNNTANEIVES Han LAZAMEWLINNNTbT
chlorambucil muﬁ@leﬁ’nam ﬂﬁéaifilwﬁ/u prednisolone lNanInauaBadLUUCR Uz PR w.,?iy 45-
86% liimsdnmlafiugasliiiniinisldsiuny prednisolone AT progression-free interval
%38 overall survival(16)kas bwnTd#n13LE chlorambucil ﬁﬁmm@mmnif%mnmﬁnmluﬁﬂaU
IUIN 279 ﬂu‘ﬁaﬁmlﬁ’m chlorambucil Y#1a§3 (15 mg daily) T2UNY prednisolone %38 chlorambucil
LLUUﬁIﬁ’Lﬂuﬁ’Nﬁ] (75mg 7N 4 fUa1#) 37uAL prednisolone WU’J"];‘Q]T“?{VL@T%'U chlorambucil TW1AgIE
i remission rate mﬂﬂ’i’lﬁﬂm\i&mﬁd (70% vs 30%) uazilein median survival Awunin 63 vs3,
p < 0.01)(17)

BNEY purine analogs LA fludarabinetugnfioangnilagnissugaawloinaasfialy
mgu@]aumiaﬁy’m DNA (inhibition of DNA synthesis)i%% DNA polymerase, DNA primase, DNA ligase
I, ribonucleotidereductasetJudu ¥inl#iAa complete inactivation of DNA synthesis A1N@8A15LAA
program cell death LLas apoptosis maomaﬂuﬁq@(w) fnanusnisufiugniUszantuaves
fludarabine 14n153N®1 CLL 1Z% A15AN®1289 Keating LasATAL WUIN WALBINTTLT fludarabine
L(ﬁim g (25 mg/m? IV Wutaan s fu@im(ﬁau) IAnan1snauauadlassiy (overall response rate
ORR) iU 70-80% laad CR Uszunmh 30% wazilen median survival tinnu 73 1eaw (6.1 )
(19)41 fludarabine ﬁ“/i‘igﬂuuuoral form (40 mg/mzlday for 5 days) LA intravenous form NaN19
MOUAWDITDINIFDS form Inalndldnsiu(20)nananidn1s@nsietsouifsunisls
fludarabine 45187 9UN13M chlorambucil 14n13ANB1U89 Rai wazAmewLdN fludarabine 1WnanTs
AOUAWaINGNIN chlorambucil I(ﬂEli’]&ld’]uwaﬂ’ﬁﬁﬂﬂ’ﬂugﬂLL?IJLICR (20% vs 4%) PR (43% vs 33%)
median progression free survival (25 vs 20Laau) LLRE median survival (66 vs 56 Lﬁau) (21)

MR85 fludarabine $9uTUBN A% Y LRBIRNYSEANENaluN TN BN WU nnsld
fludarabine 374N cyclophosphamide (FC) LfiaLﬁsmﬁ'U fludarabine 2 lANANIIABUEWBILLULCR
(23.4% vs 4%, p <0.001) overall response (OR) (74.3% vs 59.5%, p=0.013) LLa ¢ progression free

%

survival (31.6 vs 19.2 Liaw, p < 0.0001) (22)wanandadn13ldudarabinestuiveIng



monoclonalantibody L%% rituximab alemtuzumab HAN1TABUEUEIVBINTT Y fludarabinesINA L
cyclophosphamide L8z rituximab (FCR) WisuAuSIE fludarabine3siuny cyclophosphamide(FC)lu
gﬂ?ﬂﬂﬁju@’]q‘ﬁﬂﬂﬂj’] 65 ﬂﬁmmauauauwu ORRL‘Vi’]ﬁI'U 89% vs 79%nN17eaUakaILULU CR
WAL 45% vs 20% UaTIUazUady A fiprogression-free survival m 1387 31 lungy FCRannndnlu
NANFC (65% vs 45%)f1 Hazard ratio (HR) WAL 0.56 (0.46-0.69)(23)uaﬂa'mftwammauauaa
289 alemtuzumab 71193201 fludarabine Was cyclophosphamide Walguny rituximab 71lE3280
fludarabine W&z cyclophosphamide (FCR) wuinfitszaninarasniinisld rituximab nanifia ORR

o o

lduandrenuadrsdvedaniead@ (90% vs 91%, p=0.79) LAz 3-year progression-free survival

o o

lduandrenuadadnefaynIaia (82.6% vs 72.5%, p=0.21) ue CR uan@19as9dnadamynig
aa gd = A a a a A .

80@ (33.75% vs 19.2%, p=0.04)(24)kanniin13ansnidIoungulss@nduavas chlorambucil
waz fludarabine uaz FC luglan CLL lugide1gdnag wudn lugihsetgesndt 6o n1s
@AOURWAILUL CR LYINNL 29%(Chlorambucil) 46%(Fludarabine) 67% (FC) Las N1IA0URHaILUL
Partial Response (PR) iy 46%(Chlorambucil) 34%(Fludarabine) 27% (FC) (25)

ASANEIVEY Terasawa WazAME(26)ldnunIniIssmnsuataduszuuuazAalion

2 A i . o a & . A a a

N13ANINLU % randomized controlled trial Lac¥i1N133LAI1E W meta-analysis LN aLUTaULNY D
Uae@AnBnareinsinen CLL mMadand1d g lasiIsufsununsld Chlorambucil Wuinen Hazard
ratio V89N13INE1928 FC Waz FCR lua@u overall survival §@1.¥inAy 1.09 (0.90-1.35) Las 0.73
(0.47-1.16) @ANNR1AU @14 progression-free survival JA1LYINNY 0.43 (0.33-0.59) waz 0.24 (0.15-
0.40) @US1AU

lumsingihe CLL wenanazRnsanluduwdszaniuauds anudaaadslunsldoni
Dusuiaynlflunmainsanmafennsinsndanumunzas lasgihe CLL ld3unasnm
v A ' [ a a 1 R [ v ] o '
Mugnuandenuatallanaina1nvlainsUseadn (Adverse event AE) l@LANG1IAKLTH 11T
TnE68 FC waz FCR a1a¥inlwina febrile neutropenia, anemia, thrombocytopenia, pneumonia e
lagdadu grade 3-4 AEs ANUNINNGN 5% (27) WAZANNATANBIVEY Hallekuazame WUI1NT
v o ° v A . . o o & ' o '
N®NeI8 FCuaz FCRYIN1#ALA febrile neutropenia (21% W&z 34% @N&1AL) FaLana1danwasinail
wpfAN9aia aawn1aia anemia wag infection Jaasniaia lduaned19ni fa n3uiia anemia
slumju FC w8z FCR YINAU 7% Wae 5% &3wN13LAa infection anemia Mmjw FC uaz FCR vinnu
21% U8z 25% (23)

nTe9uwntUszsiduinaluladlas National Institute for Clinical Excellence (NICE)

uuziinlilgfludarabineidu second-line therapy dniunisinwlsacLL lugthonnauidudnialal



AaUAUAIGachlorambucil LLﬂzLL%:fb’]lﬂ“ﬁi’;&Jﬁumgmmau CHOP (cyclophosphamide, doxorubicin,
vincristine and prednisolone), CAP( cyclophosphamide,doxorubicin (Adriamycin) and prednisolone)
wae CVP (cyclophosphamide, vincristine and prednisolone)I@il NICE launzsirlilslu oral form
ANNI7 intravenous form Lﬁa\‘ﬁl’mﬁﬂ?’lmjuﬁ’m’mﬂ’j”l Taamsl intravenous form azlddaidadite

CRl

wulTEnsy oral formutinNteazinisnauaueddasn fludarabinefi@ninen firstline therapy ua

U

side effect ﬁa%m"’tymaa fludarabine ﬁagranulocytopenia, anemia LLazthrombocytopenia(28)
2. gszdran

szisdaiiaansesisfiadimadaulwladnidulsandnsduinldueslsat dileesd
ansaasdudesld dnazdidaifieav1iuin daula srula wiadensiniaslalaidulg vinlw
At CLL Sanaumainnassainsdifiulsauaznmaneinsatlinadiiuinnnizeeslsauazainisn
a g 1 1 Aa Y a s =1 qq: %2 5
iaduazdsnansznudegmnindiavasgihe ludagtuuuwinienissne oLL dnimsldenalu

=& 'Y ! ! . .
kU1 monotherapy L&y combined therapy 0391U3:Naua1881AAN unyaLTHh alkylating agent purine
. a J £ 1 o v v v a o s

analogs WAz monoclonal antibody J93tiulsafdslisursninslinisralddroiadtida
81903374 lasniliaddidasuiagiatndianisdgndismadduinfiadaionaniias
(allogeneic stem cell transplant) fiadudunsnsiTiduanilamarligie CLL wswaldudn

o LA = [ ox \ A ~ o oy v
m"l,mmnLﬂumﬁﬂmmmgmlu;dm el innmoiitesnniinnzunandauguusigis udindihe
gl’ 1 o v v 1 e v aid a a [ ) Y Y =
Tyaaz lg1urynInelvwiganale meﬁﬂmmslmwwﬂimﬂmmzmmﬂm‘{mﬂuqmmw
Aa Aa ~ A &
Tianauaziiongdusin
Fludarabine L‘flumﬂQ'N purine analogs NiUszansanlumssnenlasfisnasaunisans
fladsz@nSuanylusuoverall survival uaz progression-free survival ATNITUNINAWILYTIIREN
1 al v a =3 6 a £ . o Y qq:
LHAIT@ laun1 TN s dddsz lamiuasnm st ale e fludarabuneiunﬁiiﬂﬂwpdﬂaﬂ CLLNI bbbl
first-line therapy Uz second-line therapy 113iie fludarabine 'l ldaglutiyFomanurimauaziu
a :é 1 % = 2 =1 a (% ] [
piinauwsdianadudymnzindszanadaniasy fadasdnsdszidiuenuduarzesmsinm
Hilae CLLN3luuUL first-line therapy Wae second-line therapy Imjfﬂ’m cLLIasdSoufisununis
w1628 chlorambucil based-regimen WIndianuguAIIaINITINBIAMZOUNITINTTY aladins

W3 fludarabine tNaAaLEans LT wanuITAda b



3. ANDNNITWIDY

3.1 N15bTw1 fludarabine SINALEN cyclophosphamide WALSINALEN rituximab LB UAY
chlorambucil-based regimen éﬁﬂ?ﬂﬂ’li?ﬂ‘]ﬂ’]é’ﬂ’m CLLuUY first-line therapy ludszinalnafiniy
v 1 A 1 1
dudnIalal atdsls

3.2 N15b381 fludarabine SINAVEN cyclophosphamide WALIINALN rituximab W UAY
chlorambucil-based regimen §1%3UN1TIN®E K128 CLLLUY second-line therapy Tudsznalned

v 1 A 1 1

anugudmiala atnals

v A a '

3.3 winaziinmiaaduwlatien fludarabinelt i Tenanuwssn@ s1a1efludarabinenvinle
fiaanududrainduwritla lumssnsgihe cLL
3.4 ﬂﬁﬁ&]@ﬁ:&lﬁ’lmadﬂ’lﬁ'ﬂw’lﬁ’m fludarabine31 41U 1 cyclophosphamide LazIIUAL 8N

rituximab xUNANITENUAaIUUTzN ML INAT NN e

4. Janiszaed

4.1 Lﬁaﬂiuﬁumm@j‘”ummaLmb@ma@ﬁmaamﬂfmfludarabines'wﬁ'um
cycIophosphamideLLazi’JanTEIJEJ’l Rituximab t18UNLchlorambucil-based regimen fIRTLNITINGEN
H1le CLLWY first-line therapy

4.2 Lﬁaﬂiuﬁumm@j’mmmaLﬂmgmam"’maamﬂf*ﬁmﬂudarabines'mﬁ'um
cyclophosphamide WRZIINNLEN rituximab LiBuNLchlorambucil-based regimen F1RIVNTINEN
Eﬁlﬂ’m CLLUUY second-line therapy

4.3 LﬁiaﬂizLﬁuwam:wumoﬁmwﬂi:mmlaamﬁ'ﬂm;j;ﬂw CLL@881 fludarabine %N

v lutyFonanurind

5. 35n13ANE

5.1 gﬂu,uumiﬁnm

mu%‘”ﬂﬁlﬂumiﬂsuﬁumwmj?uﬁwmaLﬂmgmam{ lagmslguuudiaasnatasugegas
A A 1 o [ 4 o Aa 6 v 4 -
M3un31 wuydrasinisaew (markov model) mmi’sLm’]:%@unuaﬁnﬂsziwu (cost-utility

analysis: CUA) 138 uLfisus=ninansiaen fludarabinesiunuen cyclophosphamide (FC) Laz3iunL

10



81 Rituximab (FCR) $194NN33n®1UUL first-line Waz second-line Wisununissnulagld chlorambucil-
based regimen &%y IINELLY CLL

5.1.1 Uses1nT84nAN®

2
o A a

NWIBRIRLe U zTINT ﬁqmawﬁﬁmaﬂﬁﬁﬂ 3%

1. fjthe CLL fajlu Rai stage III-IV %38 Binet stage C uaziilae CLL fiat/luRai stage I-Il

1 [
AA v ~

%38 Binet stage B N&Uateslunslaen laun
=1 dl =) J 1 Qo 1 1 A Qs dll Q =1 ~ A
- FanINNetwatNITaLanatNla ot 19r o wkaIana lIn LS AR 0 A1)
X o a a &a A YRS ') ' = o A A
Sassrhatimasan W ladnlauniininaadawwisanldiniasannatsfin
A A A & A o o A ~ s & A o a &
- 1Mzl aR e ILREHIALNTALA D QG A LA ININTILTRANSL SN U TIWILNUD
ashwial,ﬁaﬂuvl"umz@ﬂ
9 ' o A o X ' ' A A A
- shulaninnin 6 . nmelassdansaiiuladwatinsdaiihasniaiainiy
A ~ o ' o o a
LHH9NNNINALT AT INING DI LITTNILA LI
° = a A & ' = a W
- F1walianv1viie lymphocyte LANIMaENITIALTIABLIANNNIANINTBLAT 50 11
2 [nauniel lymphocyte doubling time (LDT) #ounin 6 L1aan
- A2 AIHA %38 immune thrombocytopenia (ITP) N liaauawaIdan1IINHAE
corticosteroids ‘v\%ammmgﬁuﬁuﬂ
t&,d U g v o Qs U o =
wananitiitaanadidasdudmivgiholuwuudnes fe

1. ﬁgﬂwlmmuéﬂaa@ﬁuﬁuﬁmq 50 1

[ ]
=

2. ﬁgﬂ’mﬁﬁmﬁﬂé’uﬁﬂﬁu 60 AlaNTULATINWNAIYINNY 1.6 A1TILUAT

Ajie ﬂluLL@ia:amuzqmmwﬁﬂ"]aﬁnﬂiﬂwﬁwhﬁ'uluﬂnmaLﬁaﬂmaamﬁﬂm
512 gnlEnsdne

a i o Al =2 ' Al a .
T ITBRIIABAVA ULV AV DIENA LT LN AN B TaantiaiTwen b A3 N9 WUy first-

line W& second-line therapyauseazidaaluanen 2
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~ ) X & & A X o A o~ ca a . .
MA1INN 2 LLH')W’]GﬂqiiﬂiﬂqﬁdﬂjUNZL?\?LN@]Laﬂ@]"ﬂ’]"‘]Liaix‘ﬁju@‘ﬂLsﬁaﬂﬂNvaLGﬁ@]ﬂLLU'U first-line LLag

second-line luluudaad

ATNITN N INTL sFownInh APNIINEN
Y § ] e o 1 o o Y IJ 1
gﬂ’m CLL ﬁvlumﬂvl.munwssnmu'mau ﬁﬁ‘lﬁi‘.l_laﬂ’m CLL ﬁma@am
First-line (6 78U) Second-line (6 7a1) Second-line(6 38U)
Chlorambucil + Prednisolone nuuulszaulszaes aagn nsuuudszaulzaay
Fludarabine+Cyclophosphamide neuuvdszaudizaad 1 Fludarabine+Cyclophosphamide

Fludarabine+Cyclophosphamide Tnsuulseaulsenad 2 Fludarabine+Cyclophosphamide
+ Rituximab + Rituximab
Chlorambucil + Prednisolone Fludarabine+ 3

Cyclophosphamide +

Rituximab

Fludarabine+Cyclophosphamide Fludarabine+Cyclophosph 4
amide

+ Rituximab

CRVETIAVEH cLLlsiimpsunssnsnannonazsulidnisshendrssuuy firstline lawn
Chlorambucil (Chl) 328411 Prednisolone (P) (#21U38UL71810), Fludarabine 33414 Cyclophosphamide
(FC), Fludarabine 338nU Cyclophosphamide W&z Rituximab (FCR) ﬁnﬂffugi:ﬂaan"l,@ﬁ'umal,ﬁaﬂmi
%lmz&’lﬁll,ﬂu second-line l@uA Fludarabine 3747 U Cyclophosphamide as Rituximab (FCR) wI0N13
e uulseaudszaay (Palliative care)

Wil cLLligsumIsnEnanian
Yl’wl,ﬁaﬂ“?; 1 m3l4 chlorambucil-based regimen
'm\'il,ﬁaﬂﬁ 2m 358N fludarabine $IWAL cyclophosphamide
matﬁanﬁ 3n3lFen fludarabine $INAL cyclophosphamide LLag rituximab

a a @ A | [ a
I@UN?’]QE‘KL@ ﬂ@“ﬂﬂdﬂ’]ﬂ“ﬁ&l’ﬂuﬂﬁuaaﬂ@’m s] AINIINN 3
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A ad [ X & A X o a a &a Aa ! .
AN 3 EJ’]LLa:’J‘Eﬂ’]ﬂﬂumﬁﬂH’]aﬂ’JU&I:L‘N Laﬂ@mqaLiﬂiﬁﬁu@uLsﬁaaﬂ&liwvlasﬁ@]ﬂtl,ﬂﬂ first-line

therapy
n19Laen 7! AR 1 2ZHZLIN
1 Chlorambucil (PO) 30 mg/ m2lwiui 1 nn 2 dlanwauiinme
mauauaagaﬁq@

Prednisolone (PO) 80 mg/day quuﬁl 1-5

2 Fludarabine 25 mg/m2 I\ 1%’3’%“71' 1-5 nn 28 M FIUI% 6 30U
Cyclophosphamide 250 mg/m? IV L3l 1-5

3 Fludarabine 25 mg/m? IV 1winufi 1-5 "N 28 1% 1 6 70U

Cyclophosphamide 250 mg/m® IV Tuiud 1-5
Rituximab 375 mg/m? IV Twinfi 1 (soudi 1)

500 mg/m?lwiud 1 (saufi 2-6)

(2

Hilae CLLAAREN
N9Ldani 1 MIkEeN fludarabine SINAL cyclophosphamide
naLaani 2n3lgen fludarabine $IWAL cyclophosphamide L& rituximab
a__ 4 > o -
ngtaany 3mIInuLuulszaulszaad (Palliativecare)
a A o A . o A
I@]El&li’]ilﬂzl,ﬂEl@]“llax‘iﬂ’ﬁl“ﬁil’]l%“n’]\‘il,aﬂﬂ@nd6] AININN 4

P aa ) X & A A o A a &a a
AT NN 4 UWLLﬂzaﬁﬂqilﬁuﬂqiiﬂﬂqﬂdﬂjUNZL?GLR@@IT’]?Lﬁai@"ﬁu@ﬂlfﬁaﬂ RNIWVL"IT@T]LLUU second-

line therapy
‘YI']\‘lLaElﬂ a1 ?l%’]ﬂﬁsl% FLETLIAN

1 Fludarabine 25 mg/m? IV 1Sl 1-5 NN 28 7% 91UI% 6
Cyclophosphamide 250 mg/m? IV 1%’3’%17‘1' 1-5 39U

2 Fludarabine 25 mg/m? IV 1Sl 1-5 NN 28 7% 91UI% 6
Cyclophosphamide 250 mg/m? IV 1%’3’%17‘1' 1-5 38U
Rituximab 375 mg/m? IV w1 (saufi 1)

500 mg/m?luiudl 1 (saufl 2-6)
3 Palliative care

5.2 yunasnlglunmaliased
nwiTnilfyunaivasdiny (societal perspective) lumyTaTzd SaaziimsNaTondunu

(P . @ a9 & .
NATINNNIUWNE (direct medical care cost) uazduun19a399 ldlEn19n13uNNE (non-direct

medical care cost)
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5.3 nyauULIAN T lBLULIIRD9
a v e A o . . e A
nIdsziiuanuduamsaTsgmanikinisiiwuansaulaan (time horizon) T dvznen
ATAUARNAUNULAZNAANTVRINTING lagdaeIgaIunIIninaaadn (lifetime) maaﬁjﬂwﬁmmh

LWUUINRDY

5.4 263510135080
A v eaa ' o & v = o
madszidinanuduamaaegmaasnldszozaanunnni 1 T snduaaslnslsuavad
v Q UV &) 1 = dl o U v Q fdl a &, 1 Ci ] a
@unuua:waawﬂ%Lﬂugamﬂa}ﬁ;uu Lwaﬂﬂ%m@unuua:waawwLﬂﬂmulumaanmmmﬂummsn

[
a v A a

Wisusunule uwlaeildoasnaanan81989 (reference case) 3% sl uazltiw.a. 25571 0uil

%

pulunsfadunuuazkaanslosldaunsasd

madsuyaendagn = AUNURTINRANT

(1+8ANFINAN)!

t = Srwudnuandrsandn.a. 2557 (D311)

5.5 NMINAUWILLUINRDI
o 6 ni Aa o a 6 v a 6 ni
LuUdaesNnIneW (markov model) ﬂlﬂummfﬂm:’smezmunmmmaawﬁmaqmmww
a & o X a ~ ' = ' & Ao A9 o °
m@muma@mqmwaa;dﬂ’aUI@slmmhzmmezmwmuaaﬂmu6] F3luaundaahlanissnaad

amu:mdqmmwmadﬁﬂw CLL +J#% 2 wuus1a8d (model)fe LLUUfﬁmaaﬁﬂmuaﬂaﬂl%&iﬁ"L&iLﬂsl

IN®IUTTa% (untreated CLL patient) wazuwuud1aaddwiugia7aedasichlorambuci-based

] '
= o A

regimen (refractory patient) 119 2 model tunassunanmsdszgudidorsigilaiun 78w
2557 lasluudazuuudnaasinnaien asit

1) upudnasdwivgihovziiadafaaruiesisiadimsdaulnlodnldaesnsan
niat (untreated CLL patient)

Tuupudaasdmitgihe CLLAlesInsuriau (untreated CLL patient) 9z1d3auifisy

A o X . A % A A o Y o %

NILRBNTBINITINWILLL first-line TIUTzNaval8 3 N9LRaNAa NIINENG887 FC N1IINEIAE
81 FCRUAZNNIIN11628 Chlorambucil-based regimen (Chlorambucilwith/without prednisolone)LL.&®4

%

3517 1
a
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FCR

Untreated CLL patients

FC
()

Chlorambucil with/without prednisolone @

gﬂﬁ 1 WWWAW decision tree LLam"maLﬁaﬂmﬁnﬂwmmﬁﬂmﬁﬂas;lu:ﬁuﬁmﬁawmnﬁa%’a
sRafimasanlWlo@nuuy first-line therapy
o o R v [ | i { =i
wuudraesdniuglo CLLAldtassn®1NNAan (untreated CLL patient) (7UN 2) T
o Y] A A . P =< A v P
Usznaudis 3anusgunIw 1dun aauzNe1nsaeN (Disease free) Tanansiasauengeinng
AOURUBIGDNITINBILUY first-line N9 complete remissionta e partial remission#38 haifin1y
A A =< A o & o
Wasuulad (stable) amu:ﬂmmsmaﬂmqﬂmu (Progress) nansfaanuennefosasLazdas

waswnssneLduuuy second-line 138 palliative care UazaDWLTETIA (death)

-_

Disease free

Stable
PR

_—

Progress

A o o a U I3 ~ A dy o a A (2 a A 1
307 2 unudaeusasnsdinldvesdihouniudaiearisesisiadiradanlnlofnfla
LAEIN®ININEY (untreated CLL patient)(29)
wuudraadvadgihe CLLAlinsInsannian (untreated CLL patient) (U7 2)itoazis
=3 A 2!’ g a = A a U 1 o CZN & L et o
WaiaauniseTisiedizadinlwladnazidrguudrasdlusniuzgihogdazldiumsinseny

a : & A @, = a a
NN NN G]ﬁ]']ﬂuuluﬁzﬂxlﬂaqnﬂ 6L@auﬂlhﬂa’]ﬁ]ﬁJIaﬂqaLﬂaﬂuLLl]ﬂdﬁﬂquzqmﬂqwqﬂluaﬂquzﬂ

A A I A oA A I A Aa A
mmwaﬂ‘mqﬂmwsaLﬂawuﬂauﬂuamuzmmsmw WD LU R WU T URDIUSLRUTIO WD
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a

Y . Aa A a : @ & & A X o a a ea a |
ﬂ’]"ﬂElﬂagluaﬂquzﬂwﬂqﬂ’]iL%&lﬂuL@N a')uﬁd'ﬂqEll]zlﬁ\?L;J@]Lﬂa@ﬂ.n']L'ﬁaidﬂju@]ULsﬁﬂﬂa&lIWvL‘ﬁ@ﬂ a%
a P a . = @
1uaﬂ’]%$ﬂaqﬂqi°ﬂa\‘]‘[jﬂi§ﬂﬂqu a’]’ﬂﬂﬂ:aﬂ’]al’l]ﬂUuLLﬂa\‘]vLﬂa%luaﬂ’]uzqmﬂqwa’]ﬂqiﬂx‘]'ﬂ NIDBIIYN
1 ni A a A ni a Aa o a
ﬂgluﬁﬂ’]uz‘ﬂa"lﬂ’]imaﬂiiﬂqna’]uLﬂNﬂ%L(ﬂu ‘ﬁjﬂLﬂaUuLLﬂaﬂvLﬂﬁﬂqugLaﬂﬁ')@ ﬂ’]imLuuvLtha\‘lISﬂ

= . A A VX o A Aa &
%Lﬂ%lﬂjuuv[,ﬂ“qnc] 6 L@auﬁ]uﬂizﬂ\‘lﬁdﬂ’lSJI%LL?J?J?]’]E\]ENL&EJ“H’J@WN%N@

2) uuudaasdwingiheninauidug/aaen (relapse! refractory patient)
luuyudraesdnsy Edj'ﬂ’ssl CLL N adaa Chlorambucil-based (refractorypatient) 2
a a A o . = Y A A o Y
WIBUgUNI9LeaNYaINIIINEILUUsecond-line TiUIznavals 3 N1dtaanae N1IINEINIeN FC

MIINIEE FCRUAzMIINEULULLTEAUUSEARY(Palliative care) UaaiaazUi 3

FC

Chlorambucil refracto FCR O
|
CLL patients

Palliative care -
O,

gﬂﬁ 3 WA decision tree LLammaLﬁaﬂmﬁﬂmmaamﬁﬂmﬁﬂawu%uﬁmﬁammﬁa%'d

anatiraaad W @nuuy second-line

wuudnaasdwingie cLLiinauilus/aas (relapsel refractory patient) (3U7

A U v 1 4 {

4) 3315znaVUIY 3 ADULFUNN loun amuzﬁmmimaﬂsﬂqﬂam (Progress) RaN8fd&0UN
;‘Tﬂuﬂﬁmmiﬂfﬁ'uLﬂwﬁm%ﬁa@iamﬁ'ﬂmLmu first-linelaz l@TLNIIINBILLL second-line &N1WEN

{ . = { o ' o .
21N13A97 (Disease free) ‘Iix‘i‘ﬁll’]ilﬁ(‘lﬁﬂ?‘HZﬁaﬂ’)Elﬁﬂ’]i@l'PJUﬁ%@x‘i@]E]ﬂ’]ﬁﬁﬂﬁ:ﬂLLU‘]JSGCOI’\d-lIneV]\‘]

X A = A A Aa
complete response LAz partial responseitya lafinm s fouuas (stable) LR RDNULLRYDIA (death)
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Disease free

Stable
PR

_

Progress

sUN 4 wuuinaas Markov LLamms@‘hLﬁuvl,ﬂ"uaagﬂ’sw:ﬁuﬁmﬁamnﬁa%'wﬁ@ﬁvmﬁﬁuiwvlm

U
@nN@adaen Chlorambucil-based regimen

=)

° X { & X P S o @ .
Tuuuudrassvesgilie CLLAGauN(UN4) dilie CLL N@adani3insnean Chlorambucil
based regimen aztdnguuuitaaslugniuznainisveslsngnatn anuuluszuziiainn 6 iow

@ = a A A A . A Aa A
EdlhEla'ﬁ]&ltﬂﬂ']ﬁl,l]ﬂﬂuLLﬂﬂGﬁﬂquzqmﬂWWLﬂuﬂqﬂqiﬂdﬂ VﬁaL]JﬂU%LLﬂaGﬂgluﬁﬂquzLﬁﬁﬁ'ﬂ@ “nia
@ . A A a ) X A A A ~
mﬁ]mElQluamu:“na’m’]wadiiﬂ@iﬂa’mmwaum&l muaﬂ’m CLL‘Y]E]giuammwmmsm‘nmﬁm

a f A Aa A o f a A a o A

IQﬂ’]ﬁLﬂﬂﬂuLLﬂaﬂvlﬂaQluaﬂquﬂ,ﬁﬂ"ﬁ'}l@l ‘mam%magluammmmsm“nmuam@m ﬂ’limmuvlﬂ

v
o

vaslsnandwguitlinng eideusnnsziagiholuuuudnefodianivua

o | I a A o a
gﬂﬂﬂmmumaadLtamﬂ’J’]&lu’lﬁ]:Lﬂuﬂladﬂ’liLﬂaﬂuLLlJadﬁ]’maﬂ’quﬂm’w\muﬂﬂ gaan

A ‘é v s et U
amu:qmmwwmmﬂ‘lmamwmm (cycle) 6 Lﬁaumaa@maaaﬂmmznmlumﬁummaaaﬂw

5.6 aauUN Tl uuuuaad
5.6.1 Mmudmnuiandulunsfsusauzgann
o ) A A o A
Tayannuinziduasnmalfsuanuzgunmnanamuzganwnii lUga8naniue
A U v a @ Gq: 1
gunwnilazasgilie CLL ldanmsnumuwissanssalasaseuaguauisonsdnideznauazly
Uszing lugnudaya MEDLINE uaz Cochrane Library lasfwuadndanlunisiueu ldurchronic
lymphocytic leukemia (MeSH), chlorambucil, fludarabine, cyclophosphamide, rituximab
Toyannuiaziduvesnsuldsuanuzguawdmindiheuziiaaeasniseisie
a €a a A a % s v . . 1 A v Aa v ]
TiradanlnlafnfiTudunisinuean firstline therapy laaenfladainieaunisidud1agazgn
WNEWIH ANNTUAD A
" duamk risk (P) 29N TiFeTIa luldas cycle SzuzIan 6 LA IINFNANT

risk (P) = 1- S;
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" dune rate 2a9NILRETIO lWIALITHLIIAN BLAAK INRNAT

St—u

4 , .
LB S; = survival fraction NLIAT t

U = JEUTUITINIAAANY

rate = -In(1-P)

time

" SNz wuednsiReTIe InaNnNg

P = 1-exp (-rate)

mwaammuwuﬂulumﬂﬂﬁﬂuamu:qmmwmaa Hilie CLL lusay 6Laaun

FUWI DA LALRAI L UANTIINBUAE 6

A ' = A @ & & A X o A a &a
1IN 5ﬂqquuqﬁ]$Lﬂu€LuﬂqsL‘]_]ﬂUuaﬂ’]uzqmﬂqwmadaﬂjUﬂleﬁﬁL@J@]Laa@ﬁ]'nLiaﬁﬁ"ﬁu@ﬂ“ﬁaaauiw

lar@nAlasun13TNELLL first-line

Taﬂﬂ?qwﬂqﬁlzLﬂum [N
Chlorambucil NUAN Hazard
ratio (HR)=0.2400u#2

SE = 0.12500

. .| @enueaa | sduuung
nsagnannuegunIn AR . N 81999
LARDWNINIZIN | NITINY
31N Disease free 1‘]]!,57’]% Progression
MBI Progression #1781 1 Jusn | 0.1682 0.01007 Beta (21)
Chlorambucil-based | Progression e 2 0.2750 0.01435 Beta (21)
regimen Progression fadi 3 0.2205 0.01237 Beta (21)
Progression am 7 4 0.0963 0.00626 Beta (21)
Progression finanii 5 0.1146 0.00730 Beta (21)
Progression fans duly | 0.1146 0.00730 Beta (21)
MITNEIe8 FC Progression ssi'm'numaufluwi'm”uwa@m log normal (26)
Pa3auazLlus e
Chlorambucil NUA1 Hazard
ratio (HR)= 0.4300L.ae
SE = 0.13000
MITNEIMILFCR Progression @hmmmanﬂum']ﬁ'ﬂwa@m log normal (26)
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. .| eenueaa | sduuuns
nsagnannuegann AR 4 N 81999
LARDWNINTZIN | NI
27N Disease free 1i/iil# Death
MIINWIAIY Death 7281 1 Tuan 0.0628 0.00188 Beta (30)
Chlorambucil-based | Death AVani 2 0.0425 0.00130 Beta (30)
regimen Death 7t1anif 3 0.0612 0.00184 Beta (30)
Death ﬁL’Jﬂ’]ﬂ‘ﬁ 4 0.0835 0.00245 Beta (30)
Death #2811 5 0.0873 0.00255 Beta (30)
Death 716 T4l 00988 |  0.00285 Beta (30)
MIINBIAE FC Death Aanuinziduyiiunag lognormal (26)
yasanuzidues
Chlorambucil NUA1 Hazard
ratio (HR)= 1.0900 Lz
SE = 0.20000
N3INENILFCR Death fanuhasiurinunanm lognormal (26)
madﬂlﬁuu’lﬁ]:lﬂm}m
Chlorambucil NUA1 Hazard
ratio (HR)= 0.7300 L@z
SE = 0.34500
210 Progression il Death
MIINBIA2E Death fitaan 1 dusn 02817 0.00647 Beta (31)
Chlorambucil-based | Death fivamilfi 2 0.3766 0.00750 Beta (31)
regimen Death fiaanifi 3 0.2966 0.00667 Beta (31)
Death it 4 0.2094 0.00529 Beta (31)
Death flaailfl 5 0.2094 0.00529 Beta (31)
Death 7i1an6 Dwly 03196 |  0.00695 Beta (31)
MIINB628 FCR Death a0 1 Jusn 0.0430 0.00248 Beta (27)
Death filaanilfi 2 0.0531 0.00302 Beta (27)
Death i 3 0.0993 0.00538 Beta (27)
Death il 4 0.0852 0.00469 Beta (27)
Death a4 4wy 0.2418 0.01103 Beta (27)




P ' & A @ & & A X o a a &a
1IN GQUWNuqﬂzLﬁuluﬂquﬂﬂUuaﬂ’]uzqmﬂ’]WTaﬂaﬂaﬂmzLiﬂ L%J@Laa@TW’JLiaidﬁu@ULﬁﬁaaaNIW

1r@nN le3UNIIINBILULY second-line

. . ﬂl'lﬂ')'l&lﬂa']ﬂ sduwuunis
nstlAsnaniweganIn ANRAY 4 * 21999
Lﬂaa%&l']@l'iﬁ']% n3zaNg

91N Diseasefree 11]@% Progression

MIINBGY FC Progression 71l3a 6 Liaw 0.0509 0.00154 Beta (27)
LLIN
Progression 438171 1 0.1208 0.00639 Beta (27)
Progression 381 1 a5 0.1336 0.00697 Beta (27)
Progression a7 2 0.2218 0.01039 Beta (27)
Progression a2 Dade 0.0299 0.00175 Beta (27)
Progression 4381171 3 0.1557 0.00791 Beta (27)
Progression 717813 Ta33 | 0.0378 0.00219 Beta (27)
Progression fiaanilil 4 0.2966 0.01256 Beta (27)

33NN FCR | Progression #k3an 6 Liau (27)

0.0120 0.00038 Beta

LLIN
Progression am 7l 1 0.0820 0.00453 Beta (27)
Progression e 1 Ja3 0.0637 0.00359 Beta (27)
Progression a7 2 0.1018 0.00550 Beta (27)
Progression a2 03 0.1353 0.00704 Beta (27)
Progression fm i 3 0.0716 0.00400 Beta (27)
Progression ‘ﬁL’JmB ﬂﬂéd 0.0292 0.00171 Beta (27)
Progression e 4 0.1473 0.00756 Beta (27)

210 Progression il Death

MIINEILUL Death 71981 6 LiouwIN 0.3069 0.01531 Beta (31)

Palliative care Death fitasnilil 1 0.2557 0.01370 Beta (31)
Death 71138 1 a3 0.3607 0.01660 Beta 31)
Death #11aI7 2 0.3921 0.01716 Beta 31)
Death 17812 T3 0.3032 0.01521 Beta 31)
Death #1aI7 3 0.2899 0.01482 Beta 31)
Death #i1aa3 03 0.0927 0.00269 Beta 31)
Death 7itanifi 4 0.3111 0.00685 Beta (31)




. . ﬂl']ﬂ'l']&lﬂa']ﬂ sduwuunis
nmsisnanweganw AR 4 " 81999
Lﬂaa%&l'](ﬂiﬁ']% naIcaxNg
MITNEG28 FC Death 7iL381 6 Liouwsn 0.3787 0.01694 Beta (32)
8= FCR Death #1381l 1 0.2377 0.01304 Beta (32)
Death 711781 1 a3 0.2728 0.01428 Beta (32)
Death fitaanifi 2 0.1353 0.00842 Beta (32)
Death fna12 03 0.2260 0.01259 Beta (32)
Death fitaanifi 3 0.1757 0.00463 Beta (32)
Death fitaan 3 039 0.2016 0.00514 Beta (32)
970 Disease free 11Tl Death
mMIsnEee FC Death il 6 tiawuwsn | 0.0458 0.00315 Beta 27)
Death #itaanilfi 1 0.0401 0.00277 Beta 27)
Death 7281 1 a3 0.0417 0.00288 Beta 27)
Death 7128137 2 0.0643 0.00433 Beta 27)
Death Maa12 039 0.0857 0.00564 Beta 27)
Death #iaanilfi 3 0.1127 0.00720 Beta (27)
Death 7117813 T3 0.0543 0.00164 Beta 27)
Death #iaanilfi 4 0.1151 0.00325 Beta 27)
Death 711781 4 a3 0.2418 0.01319 Beta 27)
MIsNENeae FCR | Death 1181 6 Liauusn | 0.0451 0.00310 Beta 27)
Death #itaanilfi 1 0.0545 0.00371 Beta 27)
Death fitaan 1 a3 0.0562 0.00381 Beta 27)
Death #iaanilfi 2 0.0371 0.00257 Beta 27)
Death 71812 T3 0.0363 0.00252 Beta 27)
Death 7128737 3 0.0293 0.00205 Beta 27)
Death 717813 03 0.0832 0.00244 Beta 27)
Death 711837 4 0.0253 0.00079 Beta 27)
Death 7ilnan 4 a3 0.0996 0.00645 Beta 27)

5.6.2 eLUITANTHAAILLAZANNT LIRS 2RI

I8 ATIRI AU AN TN AAILL T WD ATINTADLRHAIGANITINE L 3 320U A

Complete remission (CR) Partial remission (PR) s ldfnasuuyas (Stable)
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1) Complete remission(CR) Fasfinamianwitnonue laun

-peripheral blood lymphocytes @%’m’i’l 4x10°/L

-Vl,aj‘wwiauﬁﬁmﬁ'aaﬁﬁlﬁumﬂuﬁﬂmamﬂrm 1.5cm

laiwuey nIadhula

-blood count : neutrophil >1.5x10%L Platelets>100x10%L &% Hemoglobin>110g/L
%aﬁaavlmﬁ@mnmﬂ% growth factors red blood transfusion %30 erythropoietin

-marrow aspirate and biopsy : Normocellular, <30% lymphocytes L& lainynas
TIUAINWVY B-lymphoid

2) Partial remission(PR)m i nmsilainassinitasainidu Partial remission

- peripheral blood lymphocytes 8984 = 50%LUBLNEUALNUTLEN

v
) A =)

- AN NRAINIWIARARY = 50%1a8IAINNABNHILHRDITIWIBNINNTY 6 dadl

[ ' 6

o A [ 1 aid [l d' a [ 1 > 1 1 :/ = =
JIUNY 1/158’3(ﬂﬁ]’]ﬂ@]BNWNLﬁuNWf’I%Uﬂﬂ’NIﬁ'LyY}q@L‘YlElllﬂ‘]JﬂE]uT]JEJ’ILLEIZVLNWU@]BﬂJu’lmaE]dI@]&J
° A X A Aa Y ' a A X =2 a
IRIVDLNNY 1umm<ﬂau‘nwm@uaﬂmw 2 cm ANV ILNNUY 225% ITNINTIN

- U WNATWIARARI = 50%

QI J 4 Qs ] ™3
- blood count : neutrophil >1.5x10%L#3atANY % = 50%LUatNeununanIyan
9 A a £ A A o ) A . A A X
Platelets >100x10°/LAIaLWNUUL = 50%LUatNUNUNDWIVETIATE Hemoglobin >110g/LATBLWNNUYY
4 o o A o " a 0% .

>50%datfsununausuendidaslaiiinannnisld growth factors red blood transfusion #3538
erythropoetin

- marrow aspirate and biopsy : may be normal LT % <30% lymphocytes without
interstitial 438 nodular infiltrates #38N1IIINAINUVDI B-lymphoid 883 50%

3) Stableﬁa;&fﬂaUﬁvl,aiﬁmmauauamuu Complete remission, Partial remission %38
Progressive disease

ﬁagaﬂszﬁw%wam 29N1IINWN LLﬂzaﬂﬂ’]ileiﬁ\‘lﬂizadﬂwl@ﬁ’]ﬂﬂ?i‘ﬂﬂ‘ﬂ?%’)iifﬂaﬂ‘ﬁwﬁnﬂ

gﬁu"ﬁaga Pubmed ez Cochrane library LEAILUANIIIN 7 - 8

@l’]‘i"lx‘iﬁ 7903NNINDUFBBIADNITINWILUY first-line Uaz second-line

NNIINBN Complete response Partial response 21999
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First-line

Chlorambucil+Prednisolone (Chl + P) 0.2900 0.4600 (25)
| FC 0.6700 | 0.2700 | (25)
| FCR 0.4500 | 0.4400 | (23)
| Second-line

FC 0.1625 0.5613 (27)
| FCR 0.2793 | 0.5253 | (27)

= A o Y A A | = & A A o
nsAnedlaruasnmweiuiansdiiiaony LWl szasdiiasandnangiunig
aa { a % 3 ) o { a 4 ' . .
ARRNINEINWLNINUNATILALIVIBIULATNATIILA LIS A Y NL A AL febrile neutropenia,
infectiont.®> anemia I@mﬁﬂmiﬂ”@]Lﬁaﬂmww:mmgmmizﬁu 3 LAY AVNBUAIIN SLEAIDATN

ﬂ'ﬁ'Lﬁ(ﬂBﬂﬂﬂﬁvl,&i‘ﬁ{'lﬂ53ﬁdﬁﬁ]’mﬂ’] VINITINBULUY first-line ez second-line

A o a ] caa @
AN sﬂgﬁﬂﬂ’]il’ﬂ@a’]ﬂ’]ivl,llwallizﬁﬂ wNﬂQWNEuLLiﬂjz@]‘U 3uac 4

anslainedszaen .
81 21929
Febrile Neutropenia Anemia Infection
Chl +P 1.4% 9% 9% (21, 33)
FC 6% 7% 21% (23)
FCR 9% 5% 25% (23)

5.6.3 é’aLLﬂiwaﬁ'wﬁmaf,jmmw

[ e €

msﬁﬂmﬁi’@waawwnqmmwiugﬂmao Ardwrudguniie (quality adjusted life

years: QALYs) Giduisanndruinidia (ife years) guaandnasindszlozil (utiity score) ifien

=

<, = A Aa =< e A v o o &
QLS O (V\&nﬂﬂ\‘] ﬂ']iLaﬂ"ﬁ'J@l) 1 ('ﬁlﬂﬂﬂﬂ Ei“ﬂﬂ']WﬁNHim) Lua\‘l'mn“uaﬁnﬂ@lumagaaiiﬂﬂiﬂmm

vasthelulszinalnonuidviislidayaandelomivasdilie CLL luanuzgunneisg an
a v . A A ' o {
UITD0I Beusteriankazamwe (34)T9143T Standard gamble finasTalszlawinansninnsnen 9

T mhai'mUi:hmﬂuu@iammuzqmmwazgﬂﬁﬁmmﬁa ﬂm‘igmﬁ'uﬁmm@ﬂa Uﬁmagluamu:
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(7
[

gunIntug lusauszuziiainn 6 teuuaznududgunnizildninualdaunseiagdioluy

LULINRBIRETIARNA

A ' & X & & A A o a o~ &a a
1IN gﬂqaijﬂﬂiz([ﬂ?fuﬂ]ﬂﬂaﬂ’lUNZL?GLN@]Lﬂa@?n')Lsaix‘i"ﬁu@ULeﬁﬂaaNIWVbﬁ@ﬂ

ammqwmw @hm&‘ﬂ mwmmmmﬁau EllLL‘]J‘]Jﬂ’]iﬂigﬁ)’lEl 5’]\‘15\‘]
AT

NNINDURBAIADNITING

Complete remission 0.92 0.09 Beta (34)
Partial remission 0.84 0.14 Beta (34)
No change 0.78 0.14 Beta (34)
Progression 0.69 0.19 Beta (34)
213 biwaLszaed

Febrile Neutropenia 0.1 0.0200 Beta (34)
Anemia (grade 3-4) 0.09 0.0200 Beta (34)
Infection (grade 3-4) 0.20 0.0200 Beta (34)

%

5.3.4 euLldun
NwITpklIN e TzAluyunedneIfinn GINwAUNUIIN (total cost) NilFlun1s
’imﬁzﬁﬂi:ﬂauﬁaU@Tunumamamamnmw5 (direct medical care cost)LLa:ﬁunumamaﬁm"ﬁ
s . . v o [ % o A
N9NIUWNE (direct non-medical care cost) lasdunuazgnisuliidudunuluddagiuie w.e.
2557 laglFaaiianaduilna (consumer price index: CPI) AunafaTin Uz A BN @ wILdun
NIIATINIINITUANE LLa:mn@@hlﬂ?ﬁhmmuqﬂﬂaﬁ%w%’ué’u‘qumamaﬁﬁlﬁmamum‘nET
6 v & & % &'
23nsenauTaIAuNNINUG Luah
u ﬁunumamamammwm‘f Lflu@iﬂﬁhUﬁl%é'mﬁaamanﬂmﬁﬂmwmma;&”ﬂm
CLL dsznaualaanen @hﬁﬁuLﬁﬂwmammwwﬁémﬁ'uu%msgﬂwuaﬂ (OPD visit) A1l ganaaas
Ahuludaranias fudne dramafiasuszddiannislastayadunudieldunanmeen
nuEviawel iUy o nanueT@l 25570ayadunuen fludarabine 50 mg/ vial S1ANNILERDAD
5,778.00U1 68 vial 81 rituximab500 mg/ vial 31A1 60,455.00 UN6ia vial INHUETWITUAIITIALT

(7
o Aa A a

Ganiiy (TaANTN) LAaTAIWIMIMIALNNLTISINUTIABIdaRniIe (RafnsH) suaenltdens

<o

2 12

& o ¥ o o & Aa X P~ B R A o o o A o AL Aa

Tuﬂuuqﬂuﬂ@nLLQZW%WNQTQGEII’JU sﬁﬁﬂqﬂu(ﬂlﬁﬁdﬂ’JUNu’]ﬂ%ﬂﬂq 60 ﬂIaﬂ'ﬁJ LASUNBNNIY 1.6
A 1 Ll v dl v s dl

ANINNLNAT LLGZ‘S’]Elazl,a&I@ﬂ’ﬂ"ﬁﬁ]’]El@’]u&l’]‘ﬂl"]jLLﬁ@\‘]@d@l’]i’NVl 10

24



A & . @ o
A13NN 10 adﬂﬁi:ﬂaumamﬂ“ﬁmﬂmum

g S1ANAMB0Y  WIVIAU 1AM 6 LADW 91999
Chlorambucil 30 mg/m2 PO $ufi 1 329 12 3,945.14 (35)
Prednisolone 80 mg/day PO
o 26 12 315.46 (35)
IWMN1-5

, 118N
Fludarabine 25 mg/m® IV .
e 4 23,112 6 138,672 LRWALUN
IWMN1-5

NLED
Cyclophosphamide 250 mg/m? IV
o a 790 6 4,740 (35)
WN1-5
Rituximab 375 mg/m? IV 34l 1
4 556,186 6 3,337,116

I8UN 1 NLED

Rituximab 500 mg/m2 IV Sl 1

J0UR 2-6

algiovesdiholulidandldiwarunguiiiadnlinianvasyilinlu(Diagnosis

Related Group: DRG) d1a37an13wasd judnisldannonudunuanasgiunanisdazidu

waluladdrugunin anudvasianniy uaznsanmiiiaslfjuanis ldannsdszguunnd

v

sauszpzalunIIaTanitasl juansuasmsidaanisugasluansen 11

@797 11 sauszEzIa lumIaTan eIl juanisuasnisiiannis

A Y & & A X o a o &a a A o A a @
EdL"liEl’)“]j’Wmﬂuﬂ’ﬁiﬂH’mzLNL&I@Lﬁﬂ(ﬂ“ﬂ’]’)Liﬂid“ﬁu(ﬂuwﬁﬂaQNIWVLGII@mLNa’Ju‘YI 7 RIN0A 2557%@%@

v

@u"qu

A
AMNAWAIIATID

OPD visit

1 @349/ IDUANTINE

Lab before medication

1 @349/ IDUANTINE

Bone marrow aspiration and biopsy

2059

CT scan

2059

25




= @TunumamaﬁmﬁmammwwsT Wwenlta1anlg lva At CLLEwWILAUA
wazuInsdunueniwilaninnisuinisnansunng dszneudin ddun1s uazdiemnsaunu

ninNa ldnnMenudunuinasgwiandsadwnaluladdugunn asa13en 12

A o o A °
AN 12 maga@unuﬂﬁ’lmmm’mad

AW AR AMNARIR suluuuns 21999
(Un) Lﬂﬁﬁ%&l’]ﬂiﬁ’l% n3yzang
@Tunumdmomammwwﬁ
Chlorambucil 2 mg tab 3,945.14 394.51 Gamma (33)
Prednisolone 5 mg tab 315.46 31.55 Gamma (33)
Fludarabine IV 138,672.00 13,867.20 Gamma ITHINENY
Cyclophosphamide IV 4,740.00 474.00 Gamma (39)
Rituximab IV 3,337,116.00 333,711.60 Gamma TyFemany
OPD visit 292.09 29.21 Gamma (36)
Admission 1,254.01 125.40 Gamma (36)
Cytotoxic drug preparation 270.59 27.06 Gamma (36)
(per prescription)
Cost of febrile neutropenia Gamma (37)
77,699.94 7,769.99
treatment
Cost of supplement for palliative Gamma (38)
1,779.27 177.93
care
Cost of supplement for Gamma (38)
905.24 90.52
responders
Lab before medication 4,532.45 453.24 (38)
Bone marrow aspiration and Gamma (38)
biopsy 11,237.47 1,123.75
CT scan 24,972.16 2,497.22 Gamma (38)
@qummamaﬁ"laﬂ*’zimammwwsT
ALAWNNI (travelling) 14713 14.71 Gamma (36)
fne1m13 (food) 54.20 5.42 Gamma (36)

5.9. 3%'31,@3?315%;3@
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5.9.1 mﬁmﬁ:ﬁﬁunuﬂs:ﬁﬂ%wa
o v a a A e L2 v
mimmm@unuuazﬂs:awﬁwamaamuaanhmatmm@ﬂw CLL L@Ia28
é"@]i’]ﬁiam:wjﬁm’su@hwaaﬁunmmzﬂi:ﬁ?wﬁwammﬁu (Incremental Cost Effectiveness Ratio,
A v A a X o A a X o X . o
ICER) fia dunuiiAndndaiiwiundguniiziia YU%INNN1TLT81 fludarabine SINA L
cyclophosphamideliaz M 3kEen fludarabine SaNAL cyclophosphamide LLag rituximablU 38 UL LN

M3kEE chlorambucil SI0AL prednisolone lagldrauns

Total cost — Total cost

study treatment regimen comparator treatment regimen

ICER =

Effectiveness — Effectiveness

study treatment regimen comparator treatment regimen

592 mMyIATLRaN biuiuan (Sensitivity analysis)
a 1 1 é a [ ] 0/ 1
mylenzdan ldusnausasnan1s@nsn dafinananuladuiseusesaiulsedneg
dl =S vadAa 6 ] [ 1 e . g w .
Alglumsdnsn 1835 nzianulduinaniuuainuinazidu (Probabilistic sensitivity analysis,

PsA) lauld Monte Carlo simulation ¥imygaaaudsdnwin 1,000 asadaelilsunsa Microsoft Excel

[
a v A

auzduuunInIznetaye I@sminsluvl,@Tﬁ’mmgﬂLL‘uumsmzﬁnwam”aLLﬂimmmaxLﬂwad
muﬂﬁiyuamu:qmmmﬂu beta distribution WAz log normal §1%YUA1 Hazard ratio A2ulydun L
\Jun13nIzansuLY gamma distribution uaz@IulIFIUNIANTAREVNIN KIadaTInUs oDl
NNINIZNYUULY beta distributionLLazﬁwLauawamﬁmsw:ﬂ@slfgﬂLLa@aiz@”umaﬂuvﬁ:Nmﬁ pansule
(cost-effectiveness acceptability curve)

5.9.3 MIATIZAMNIZIVUTZN

mﬁmﬁ:ﬁmizauﬂizmmmaaﬂizmmfmﬂumiﬁmimﬁﬁunﬂmwia:ﬂmadms
nwilae CLL luyuuasvasgddnoiin (third party payer) laslunisdiasizinansznudiu
ouﬂﬁzmmazﬁuagjﬁ'umm“qﬂLLa:qﬂ'ﬁmsrﬁmaaQﬂw CLL titagann CLL 1Junazlsndinylald

v
v a o o a

vaswnludszinelng a9w awamm"qml,axqﬂﬁmnﬁmaa CLL 33803710 @I%wnITILAIIER

u

(7
[

Hansznuduwsndrzimluadsilazldiiuaugdan CLL anTsauvesdsdnaudsziugunw
i@ Dw.e. 2555 lasdswaugihenswue 271 g @nnonudhwudihenanivuinea
s&lIa (ICD-10) 911 BaddinIunanUIzAugun IWURIT @) Lazazimuaauydgiunaduls
v 6 U ] et ) A o a 6 v
pu@n13oiyad fiae CLL 1Ay 271 118 @R0aT9aNiMslezinansznudwiulszan
=S A tﬂl ] ' U d' s
LazIINMIANBIVEY Castovsky wazam (25) wuifidiheflinauauasdon 25%vadgthenldsy
chi+Paaiu lun1idnsit azdnuadiuiugrundesniin1sineeds second-line treatment

WNAY 25% maa"ﬁwmu@;ﬂm CLL NINNUALAZIZAUIIANVAILN fludarabine NiTaztdwszauIIa1n
27



Laualﬁ’@iaiadﬂ@]i’]ﬂqaﬂ 20.84 % ﬁ]']ﬂiz&a.ls']ﬂ’]ﬁunuﬁqEl']ﬁﬁ]ﬁc]‘ﬂvuﬁ']ﬂf]ial,ﬂif]$ﬁﬂ7§$\1ﬂﬂ§$lﬂm
o [N & % X & & A & o A a &a
I@UﬂquamﬂqﬂﬂqquqﬂLLﬂzaq‘U@]ﬂ’ﬁmTaﬂﬂﬁliiﬂﬂqﬁllﬁlﬂﬂJzLiGLN@L@Q@T’]?L?@?G%H@ULsﬁﬂﬂaﬂJIWvLsﬁ

aﬂﬁuﬁuﬁuﬂladﬂﬂi{ﬂHWISQIHLL@iat“m\‘iLﬁﬂﬂLLﬁ?ﬂS&N’]Mﬂ’]i:dUﬂi:&nm 5 Jan9niin

5.9.4 mﬁmﬁ:ﬁﬁmmﬁﬁﬂﬂﬁmmmj’mﬁwmammgma@{
a 6 v 6 1l | (% 1 6
ﬂ'mL@mwmunuasmﬂsﬂwmmmmmmazl,ﬂulummqummaLﬂmgmam
2a9NI I FLINUAANNLANTIATBNINNTIIAT 3 LS 1 Y189 GDP Wazazd IR rITIAN LN YN

IiRaanugudmaiarsgmanifiianaidslagnen 160,000 un

6. HANIIANTN
Ao Xa o =2 = aa = ~ o .
Nuitehinsianenanisansudade 2 nydlfe nansAnvINTENTlTE1 combined
fludarabine 13 first-line therapy WRTHANIANBINTHNNTLITEN combined fludarabine L4 second-
line therapy
6.1 NYALMIIEEN combined fludarabine LI first-line therapy
6.1. 1AM IATIRAAUN UL ENTHA
mMyeTidwwlEEnINazenaiand 9 azuanianzimafeniidu 2 nqu
lasnguusnazdunmadSouifisunislden FCR uaz FC Aumslden Chi+P lunsdi first-line therapy
wazdngthsdaimsgnanunasannld firstline therapy azlnisinsuuuilszdulszaas (Palliative
care) uazrmadanngud 2 anduninIvufisunisldun FC Aunnslden Chi+P el firstline
therapy uazigilielaiaauauaandaanly firstline therapy azl¥n3snm UL second line therapy
¢1881 FCR
a 6 v a a A 1 A
HAN1IIezAdUNUIIN UizAndua uaz ICER vasmaiannguuinuaasluaisnn 13
fmiunisdziduainududinisaisgaiaas laslduaain Monte Carlo simulation 1,000 A3
(Probabilistic results) Wui1MIINMNEI1881§AT FCR Uz FC ddunuluyuiaizaidiauginiinis
o A o , a . '
1$u1 Chi+P 3,485,195 UM Uz 152,625 LN TIGUNUEIULANVEIgAT FCR dd1unnin FC
) @ A . . A A
Aauinann 1Ha931nTene Rituximab dnenfigaunn
f13UUszanTnaved FCR waz FC WlatdIauifisuny Chi+P wu3ndd33anuannin

Chl+P2.361 way 0.71 Jaud1au u,a:LﬁaﬂﬁnimﬂNaé’wfqmmwlumuﬂqmmq:wudwﬂqmquﬁ

A X { % 1 [ o @
W NI FCR way FC  tWatlSauiiauny Chi+P winnu 2.1380uaz 0.771 enud1eau
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4 ) v U =3 v i QI &, 1 { QI &/
daRansananuduamaassgemaas nmadsadudunuiiisdudadgunziiadu
1 v v o Y Y QI &/ 1 U [
WUI1 NTMTEN FCR LmeMgﬂwﬁﬂqmmamwmu 1 Jazdenlting 1,638,133u M lasitr9n74
WraNh 95% LNy 1,009,270 - 3,116,373 mﬂ@iaﬂqmma: LaTAIMEN FC LLﬁaﬁﬂﬁgﬂwﬁﬂqm
a £ A o A A < Y
AzRNA% 1 Jazdianldans 198,731 un laaditiaanuidash 95% LAy 193,887-269,165 1771

dellyunie WallSouAsuny Chi+P (a13197113)

13197 13 @Tunmw 132AnBNa waz ICER ¥adn133n®1 CLL #28n151T81 FC uwas FCR
a ~ o % A, . v v = [ v
Wisuisununslgen Chi+P lunvdl first-line therapy LLazmaﬂawmmsgﬂmwaomﬂlw first-

line therapy 3zl¥mMIsnEuuUYAUYIzAaY (Palliative care)

Y

GHE FCR FC ChI+P

(@ndIaunay)

Probabilistic Results

ﬁ%n%@aﬂﬂ““ﬁW(mﬂ) 3,503,376 170,807 18,181
14576 life year (D) 4.95 3.30 2.59
Dgunnz (@) 413 2.77 2.00

Incremental cost (U11) 3485195 152 625

Incremental effectiveness : Life year gain (1) 2.36 0.71

Incremental effectiveness : QALYs gain (fl) 213 0.77

ICER per LY gained (Unéiad) 1 475 229 915 099

ICER per QALY gained (U dailgunig) 1 638133 198.731

A a ¥

L;J'awmsmmunmw Usefnfua uaz ICER 2890135081 CLL 628151 F81 FC
wWisuiisuriunaslden chi+P lunadl firstline therapy wazwindiaslinauauasda firstline
therapy 92 1n153n8dada8 FCR 1w second-line Wu3nnsle FC ﬁ]:ﬁﬁunummﬁmmﬁu
1,433,670 mﬂI@ﬂlﬁﬂ%%LLa:ﬂqmmazﬁmﬂﬂ’h ChI+P 1Ay 0.18 T uaz 0.39 I awdeu lag
@1 ICER 2090130481 FC uatdanwidu FCR lunsdifilinauguasda firstline therapy L¥inNU
3,672,939 mmiaflqmmq: Fr9auLEasn 95% LrifL 2,425,223 - 8,354,092 mmiaflqmm’s::

AILEAIla1I9N 14
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miwﬁmﬁunmmﬂs:ﬁw%wa WAy ICER U24n13301Y CLL e28m3bten FC iSuunaununyhs
61 Chi+P lun3dl first-line therapy wazwingthelinauauasde firstline therapy azlin1sinmdae

@18 FCR 11w second-line

Y

23la FC Chl+P

(@ ndIsutnay)

Probabilistic Results

é’u“{q}u@]aaﬂoﬁw(uqﬂ) 3,987,419 2,553,749
1%57q: life year (0) 4.08 3.90
Dgunz @) 3.27 2.88
Incremental cost (U1") 1,433,670

Incremental effectiveness : Life year gain (1) 0.18

Incremental effectiveness : QALYs gain (ﬂ) 0.39

ICER per LY gained (Unéail) 8,006,004

ICER per QALY gained (U ndadl) 3,672,939

mnmMIlanzAdunulsziniuafind1iain o szauanaudulanazing (Wilingness to pay)

Qastlyzne ng wudw"l,xiﬁmoLﬁaﬂsl,@ﬁﬁmm@j’mhmoLﬂmgmam"’ LANIITEN FC &%3U first-line
9 ~ ' o I ~ ' M o o < P '

therapy MAN& ICER ‘ﬂmﬂmﬁz@mmmmulﬁmﬁlxmnaQ"lwgamﬂuﬂ A% WININ1IAaTAITIAN

g1 lRaaas a1 lvnisle FC ﬁmm@j“mh"lﬁ uazsndglaianniatianilunisdtacvainu la

winanzaInanIllnanuguamaagmaasiudaudaly

6.1.2 wamaNzHaN laiuiuean LUy One-way sensitivity analysis
a [ 1 1 wva A PO . < a 6
MIAaTzA biwiueaw lasltis one-way sensitivity analysis tJun153LAT=H
aa N Aunuladuadan ICER Lialsutlasuaindsnlitinuuusiaasliidudivauuniazay
S19UITIANULTONUN 95% lasilasnulasaindsinegd 1 ararTasazniTidaswiiladvas ICER
= o %% v o . A = 2{ ¥
Se9dauUaININ lUtias 20 auauwIN a:gmmmlugﬂmao Tornado diagram ( 31/15) NNIANEH LG
AaTzray huwaulaslsuld funanttluiuusiasd uazNasmnsiUasuiasuadan ICER

284 FC 11/3guiauny Chl+Puyvini
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mngﬂﬁs zAnlain m"”;LLﬂiﬁﬁmméau"lmmnﬁq@ fa hazard ratio 289 overall
survival 284 FC LUSaufisuny Chi+P  81eunaan bawA hazard ratio a4 progress free survival
2849 FC WSsuifinuny Chi+P, 31A181 Fludarabine, 80AAATBINAANT, A1assauselasived
NIABUAUBILULIFNYTOL u,axco'hasinﬂsﬂmﬁmmammqmmwﬁﬁmsqnmu"uaﬂiﬂ (Progress)

ANRAL

000
[

g ]
0000

HR of O8_FCwvs ChiP  [oo- 1235

HR of PFS_FC vs ChIP o w0 %)

CF 11140008 882

PChi_PFroDeath_Ye «+ 0100 13]

PChI_PFtoPD_Y1 150191

PCR_FC o0 ro)

pChi_PFtoDeath_Y1 (0 06-0.07]

pChI_PFLtoPD_Yee+ [ 050 10]

pPCR_ChIP o zs0ss

uNC o s1-087]

pChi_PFtoDeath_Ys [0 o8-0 .08

pChi_PFroDeath_Ys [o08s0068]

cIPD  [1o089 800

pChi_PFtoDeath_Y2 0 o4-008]

pChi_PDtoDeath_Y> 0 w03

pChi_PFtoDeath_Y¥s 0 oe-000]

Ly [as11-6.660]

U7 5Tonardo diagram wasnMIiaTzRduuUzANTNavas FC winuifisuny Chi+p lu
Nyt first-line therapy

6.1.3 wamIaTzraw liuiuaniuy Probabilistic sensitivity analysis
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Asiazdaulausiuen las3s Probabilistic sensitivity analysis(PSA) lfinadia

Monte Carlo simulation $1%3% 1,000 34 lagtduiiamezsian ICER Wadsuiddsunaaudinais o

drlugrnaunnduulsld lasdunsdsudasudaudsnn 9 daluwuudaesldniong du lu

w@az simulation %:"L@T@héfunuuazﬂizﬁﬂ%wa Tviai 1 70 ﬁ]’mﬁuﬁ,’]ﬁaHaﬁvlﬁmmmmmszm’m

v

a X o a A [ A
WadupaInslten FC wSauiisuny Chi+P (3U 6)

AN HUAZUTZENDNS wazthaunainald Cost effectiveness plane s:mwﬁunuua:ﬂszﬁw%waﬁ

5,000,000

3,500,000

P

4,500,000 -
4,000,000 -

3,000,000
2,500,000
2,000,000
1,500,000
1,000,000 -
500,000

CE Plane

Incremental Cost

# FC-Pallvs ChIP-Pall
A B FCR-Pallvs ChIP-Pall

WTP=160,000

™ T T T 1

5.00 -400 300 -200 -P@@000

-5,000,000

-1,000,000 -
-1,500,000 -
-2,000,000 -
-2,500,000 -
-3,000,000 -
-3,500,000 -
-4,000,000 |
-4,500,000 -

0.00 1.00 2.00 3.00 4.00 5.00

Yy

m T T T ¥ Incremental Effectiveness

3 1/9 6 Incremental cost-effectiveness

WSsusuny  Chi+P-Palliative care

Plane 984 FCR-Palliative care wax FC-Palliative care

ﬁ]’mgllﬁ BWLIN incremental cost LLa® incremental effectiveness ﬁvlﬁﬁl’mmi simulation 149

1,000 A9 &7 ui%quﬂz@lﬂagjlu quadrant 1 1(NE)71 61 incremental cost L& % incremental
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effectiveness L WUINNIRUA  LAWUIINIILRBNNNANTT simulation @ﬂaglﬁl,é?u WTP=160,000 LN
A A A .y
mﬂ'ﬂq@ﬂamamaﬂ FC-Palliative care
<& A & o Aad e . . & a =2
wannNuK MIezianylluiuenlasis Probabilistic sensitivity analysis TIWINTWIDN
au lauikansasadnlsn Tl uiuusiaag LLamNalugﬂiamaﬁﬁlzLﬁ@mméjmiwaomﬁﬂm
(Cost-effectiveness Acceptability Curve (CEAC)) @811 L8 8 N FCR-Palliative care (FCR-pall)uae
. a A o Lo A =i '
FC-Palliative care(FC-pall)i/Suuifiuuniu Chi+P-Palliative care(ChiP-pall) lugdft 7 Gswuiilania
ﬁﬁ]:l,ﬁ@mwmjmiwaaﬂ’]ﬂ“ﬁ FC 1Suutisuny Chi+P 71 50% azdadnuidulanazinaszanm
A = [ { [ ~ { 1 { (=] =1 {
200,000 11N Gatdudrnuinninanuidanlanazitgvastlssnang uay m q@ﬁmummmulﬁ]ﬁa:
Feva9lszine lng azﬁiaﬂﬂaﬁa:Lﬁ@ﬂawuﬁu@iﬁmaamﬂfﬁ FC vU/SoutNeuny ChI+P wvinnu 27 %
§71uUN1918aNFCR-Palliative carel/Suuifiuuriy  Chi+P-Paliiative care wudn laifiannaduenluyn

= A '
anuLdulanazang

Cost-effectivenss Acceptability Curve

)

y\v FCR-pall(3)

©o0o0oo
Uo N ©

,\K& FC-pall(2)

—¥— ChlP-pall(1)

© O O«
N ow

Probability of Cost-effectiveness
o
N

10,000 :

40,000

70,000
100,000
130,000
160,000
550,000 =

s 190,000

- 220,000
250,000
280,000
310,000
340,000
370,000
400,000
430,000
460,000
490,000
520,000

=]
«Q
=]
D
()]
(7]
—
o
2
<
—
_|
T
vy
~

gﬂﬁ 7 Iamaﬁﬁmﬁ@mmﬁummaam{lfﬁ FCR uaz FCLUSaulfisuny Chi+P fszauanaianlan
3918619 ¢ (Cost-effectiveness Acceptability Curve)ﬂ‘itﬁsl"f Palliative care LI % second line
treatment
6.1.4Naﬂ'r5’“al,mﬂ:ﬁﬂ’;'m"l,’aLﬁamﬁmmﬁﬁﬂﬁl,ﬁ@mm@jmm (Threshold analysis)
= & o oA A & .
NIANEIRAIR A LRI NI ATIZR AN b7 (Threshold analysis) L2W1EI1ATEN

fludarabine 1#4893Mn81331A1§9U82 cyclophosphamide 7il433uriL fludarabine lunaiiandifinua
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\ir 160,000 undadgunizlasszaunanfiauaiidyduwaniudagiuyiiny 5,778.00 1
dia vial MNNANIANBINLIN 318181 fludarabine MraNzRUAITATION 4,573.77 1 nda vial laad
ILADINANITIANGS 20.84 %
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6.1.5 HAMIINATITRANIIUY Tz

L - | a '

1%ﬂ3fﬁﬁﬁﬂ’]3ﬁﬁ]’limq 81 Fludarabine LINUI TN RANLAITIAIERINAGDIUU TN

o

o A a ¥ a

28933 TINIILAITHAY THUNDIVBINIATG I@ﬂms:auﬂi:mmﬁﬁ”gﬁaaaﬁuagmﬂuﬁunuma
c'l A > (ci n' J > U £ d'l = =4 > a U
@IidﬂLﬂEl’mil_lﬂ’]iLLWVlEl‘Y]LW&I“]J%fﬂ’mﬂ’ﬁiﬂ‘k}’]Eﬂ’m CLL @28 FC L&laLﬂSEI‘i_ImEJ‘Uﬂ‘LIﬂ’]ﬁﬂHWEd‘]J’]EI

CLL @28 Chl+P laainuatzaziian lun1 e vuanIsznuawiulszanmyinny 5 1
a [ v % @ . A9 o &)
N1IILATIZANANTENUAIWILUTE N1 LTI A UIIAVaI81 fludarabine NlTazLTlw
TAUTIANLEWA IR ADTIaATIANRY 20.84 % mm:@"’m’lmﬁunummﬁﬁ]ﬁ;ﬂ’u(4,573.77 UInea vial)
PINHAMIILATIEANANTENUAWIVLTZUN 8 WUIIMINNEN fludarabine 1wy TonanuwaTna

1 QI &/ v v ] =
Tus191281 5 1 fﬂ:ﬁmi:auﬂszmmwmm’mmﬂﬂjmfﬁm FC UN®%A1TLT Chi+P 1¥inAw

164,596,866 L NeILaalua139R 15

ANT19N 15HANTENUAIWIVUTZ AU DILINTITEN FC 1USuuisuny Chi+P Mmﬁ'ﬂm@;ﬂw CLL

LUy first-line

Year FC Chi+P Budget impact
1 35,197,883 2,683,105 32,514,778
2 35,857,712 3,188,517 32,669,195
3 36,375,725 3,458,042 32,917,682
4 36,768,302 3,615,006 33,153,295
5 37,064,772 3,722,857 33,341,915
Total 181,264,395 16,667,529 164,596,866

6.2 NYEMIITEN combined fludarabine L4 second-line therapy

6.2.1 Namﬁmsﬂzﬁﬁunuﬂi:ﬁﬂ%wa
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Nﬂﬂ’?i’iLﬂi’TZﬁ(ﬁ%n%i’J&l U3zAnINa Wy ICER 289 FCR, FC WIBUsuNLNIINe

wuudszdulizaad (palliative care) dniun1sinmgihnflianeuauasdan1sinm firstline dae

{ A& a o e , o
Chl+P LLRﬁﬁﬂ'\ﬂ'ﬁE}]‘ﬂf‘nﬁJ LL@@GI%@]’]TNﬁ16‘D’\1Naﬂ"l‘nl,ﬂi’]$ﬁ‘ﬂ’mﬂifﬁ Probabilstic analysis I@Elslfﬁ

W&31N Monte Carlo simulation 1,000 @34 (Probabilistic results) WU31@ L‘aﬁiﬂ ICER 9843 FCR

a a et s L ] [ ] A A <
WIgummsununIIINEALLUYIzAUYIzARILLYINNL 1,736,795‘]J’1°/](§]8ﬂ§°1]ﬂ’1’3$ I@] JUDIIAULTDN W

95% LVinnU  1,469,851- 2,013,150 m*n@iaflqmma: L&z ICER 284 FC 1US8 U N8 UAUNITIN®E

LUUUIrAuYsean9azvinny 137,103mw@iaf1q°nma: Taofit190NuLTa3% 95% L¥NNL 121,548-

154,226 undailgunng (@1971497116)

A1714716 AuNuIIN UszAnTna waz ICER 28901530181 Chi+P refractory CLL @8nTLTEN FC

waz FCR Wipuinununmslanmssnsnuuuyseaudseaas lunsdl second-line therapy

TBHE FCR FC Palliative care

(@nd3aunay)

Probabilistic Results

ﬁuuuma@%w(mw) 3,560,985 217,690 7,044

14576 life year (D) 4.04 3.32 1.09

Dgunnz (@) 2.76 2.25 0.71

Incremental cost (U11) 3,553,941 210,646

Incremental effectiveness : Life year gain (fl) 2.94 2.23

Incremental effectiveness : QALYs gain (fl) 2.05 1.54

ICER per LY gained (uneai) 1,207,198 94,315

ICER per QALY gained (U dailgunig) 1,736,795 137,103

a 6 v a a ' A = a 0/ o
INNANITIUATICAAUNWBUILENTNG WU LUaLlUIgUINey FCR NUNIIIN®ILULY

q

UrzAvdszaasazlddanuduarmiarsganand uddmsu FC SanududniawSouwfioununis

TN UUYIEAUlTEna

6.2.2 WaNALATEHAN likKen LWUY One way sensitivity analysis

mytanzian laiuiuau laoltit one-way sensitivity analysis Jun153iazRaaTINT

1WAsWLURIUaIAN ICER iUt funaandsnlriuuuudiaadliiduwa o unniazaauaisuad

F1IANULTaNUN 95% lautRouuiladaindsines 1 aad15auazni1stdaswiiladvay ICER

Sosgauannuntlies 20 auaUWIN azgnuaadlugilvas Tomnado diagram ( U7 8)
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feunaN laun aanAnaauaINaans, Alasradselomiaasnisaauauaduuy partial response,

v 6 a 6 Qs A Aa 7N d' s %] [
dunuMIanTLIdAaunaaI(CT), amwmimmm@maogmﬂﬂ"lmumssﬂmLmuﬂi:ﬂuﬂs:ﬂaﬂu
6 LADWLIN, é‘@i’lﬂﬂilﬁﬂ"’f‘ﬁmadﬁﬂaﬂﬁvl,ajmauauawiaﬂ'lﬁﬂﬂmuu second-lineluil 3.5 1Tudn
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52 ES 52 ES 52 ES 52
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Dro  [0-8]

uPR [0.87-0.75]
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pPall_PDtoDeath_%0.5 [0.28-0.34]
pPD2toDeath_¥3.5 [0.19-0.21]
uMNC  [0.64-0.74]

uPD [0.52-0.71]
pPall_PDtoDeath_¥1 [0.23-0.28]
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pPal_PDtoDeath_¥1.5 [0.33-0.39]
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uCR [0D.&67-0.75]
pPall_PDtoDeath_Y2 [0.26-0.43]
pPD2toDeath_Y2.5 [0.20-0.25]
pFC_PFtoDeath_Y1 [0.02-0.05]
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clPD

pFC_PFtoDeath_Y4.5
pFC_PFtoDeath_Y2.5

pFC_PFtoDeath_%Y1.5

3171 8 Tonardo diagram 284MyIATRAUNUIzENTNATY FC Winuifisuiuninm

wuuszaulsznaslunsdh second-line therapy

6.2.3 wamTlanzranwlainiiuanluy Probabilistic sensitivity analysis
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Eﬂﬁ 9 Incremental cost-effectiveness Plane UadFCR WasFC LUS8ULNEUNAUNITIN B U

Jyzaudsennd

ﬁnﬂgﬂﬁ' 9 WUIIMSLABN FC 924 incremental cost ua® incremental effectiveness #1la
91NN13 simulation ¥19 1,000 ﬂig\‘l@magﬂuquadrant NE 7ifléi1 incremental cost L&z incremental
effectiveness Lf’lumﬂﬁwmLLa:ﬁﬁﬁauI%tyjﬁaﬂﬂjw160,000 UINABQALY
wananiim Msiezianyliwinenlasss Probabilistic sensitivity analysis IR TN BIAY
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03 FC

0.1 Palliative

Probability of cost-effectiveness
o
N

Willingness to pay (THB)

gﬂﬁ 1OIaﬂ’1aﬁﬁlzLﬁ@ﬂ’nmj”mi’maamﬂ,if FCR, FC 1WSsutisuny Chi+P fszauanuidulanay

918619 ¢ (Cost-effectiveness Acceptability Curve)

6.2.4 Nﬁﬂ’ﬁ%l,ﬂi’]tﬁﬂ’ﬁzdllﬂitlnm

A A A a o o o .

. 02 a ' ' o A
luﬂif],L“/lNﬂ'ﬁWﬁ]'ﬁM']ﬂ’] fludarabine LTWU@?U’]%QHLL%G“EW@]%zﬁGNﬂ@]ﬂdﬂﬂiz&ﬂmm8\132 BN
a 6 ¥ . Ao o e IS (7 A A a

ﬂ’]i’)Lﬂi’]z%’%ﬂﬁlﬁmuﬂd“ﬂﬁ]dﬂﬂﬂig I@Umi:\mﬂizmmmgmaauuagmﬂu@unumdmmmmmJ

{ A & o X v | o o A v
ﬂ’ﬁLL‘WV]gﬁLWﬂJﬂl%’ﬂ’]ﬂﬂﬂ‘i‘iﬂH’]ﬁﬂ’)ﬂ CLL @28 FC LﬁaLﬂ%‘UULﬁUUﬂUﬂ’]‘SSﬂH’IEU’JU CLL @28n13

%JﬂHWLLUUﬂizﬂyﬂJﬂﬁtﬂa\‘]I@Elﬁ']‘ﬂ%(ﬂizEltL’Jﬂ']sluﬂ’]‘i’alm‘i’]tﬁwaﬂizﬂﬂﬁﬂuﬂﬂﬂiquMLﬁ’]ﬁU 5 ﬂ
INHANTAATIZRHANTZNUAUIVLIZU 0 WUFIMINEIEN fludarabine 1M lwiityTonan

' a v ' A X %

BLAITIFAIUINARARY 20.84 % 1%°D"NL'JE‘I'1 5 ﬂ "ﬂzﬁﬂﬂizdﬂﬂizuﬁMLWN“IJM'%']ﬂﬂW{L‘EEﬂt;(@]i FC un

M3l IsnEuuulTEauLszaadinaL 59,503,732‘]J’W]LL@i%’m‘l&iﬁﬂ’I‘iﬂﬂﬁﬁﬂ’] NANIENUIUUIEN

LYINNY 69,294,203U’W]1%°ﬁ’)dnﬂ’]5 I duaasluansen 17
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AN 17HANIENUMUIVY Tz bV 898 ANT bEEN FC Isuinaunumysnsnuuulszaudszaas

o X . A A a a o
‘luﬂ’liiﬂﬁ’laﬂ’m CLL Uy second-line(NIth@a3Ia3d3101 LRENITWINATNUIWNLRLD)

Year FC Palliative Budget impact
NIWAD509351A1 4,573.77 UINAA vial
1 11,884,300 193,589 11,690,711
2 12,076,957 278,502 11,798,455
3 12,231,827 316,755 11,915,072
4 12,352,915 341,094 12,011,821
5 12,440,317 352,644 12,087,673
Total 60,986,315 1,482,583 59,503,732

NI I1AANUIENLEW5,778 UINAa vial

1 13,842,394 193,589 13,648,806
2 14,035,051 278,502 13,756,549
3 14,189,921 316,755 13,873,166
4 14,311,009 341,094 13,969,915
5 14,398,411 352,644 14,045,767
Total 70,776,786 1,482,583 69,294,203
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lunuudaas Markov 2a991uddnilaiinssiaasaniunisainadfsuaniuzniigunin
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289 Rai LATAML(21)LaZN13AN®1VBICLL trialist(30)azAANULANAIIN WA WI19NN LHadaNn
= A = A \ o o & .
msAnluasifazdnunarainaiondni g laafinue path lun135nE7Ng first-line Laz second-

. o s . ‘3 s { Qs 1
line therapy 1aui1Rna8AIINNITANLVBY second-line therapy 2#ny treatment Ala3U 3% NNy
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100,

Fludarabine

Patients without Disease
Progression (%)

40_
20 Chlorambucil "+ . \_\_\—l—
c T T T T T T T 1
o 1 2 3 4 5 6 2 8
Years
NoO.AT Risx
Fludarabine 172 116 74 43 27 13 6 3 o
Chlorambucil 183 99 S 17 y 2 1 o 1]

Figure 2. Proportion of Patients without Disease Progression, According to Treatment Group.

Shown are the proportions of the 172 patients assigned to fludarabine and the 183 assigned to chlor-
ambucil in whom disease progression could be evaluated who did not have progression of disease
from the time of entry into the study. The disease progressed in 79 percent and 81 percent of the pa-
tients in the two groups, respectively. The median time to progression was significantly longer in the
fludarabine group than in the chlorambucil group (20 vs. 14 months, P<0.001).
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311 14 Model validation
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