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Quantitative assessment of Bruton’s tyrosine kinase inhibitors for B-cell ymphoma
in hospital drug selection
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Abstract: Objectives A quantitative assessment of five Bruton’s tyrosine kinase inhibitors (BTKis) was conducted to provide
evidence for healthcare institutions in selecting drugs for the treatment of B-cell lymphoma. Methods Based on 4 Quick Guideline
for Drug Evaluation and Selection in Chinese Medical Institutions (the Third Edition), five drugs were quantitatively scored according
to their different approved indications in China, including mantle cell lymphoma (MCL), chronic lymphocytic leukemia/small
lymphocytic lymphoma (SLL/CLL), and Waldenstrém’s macroglobulinemia (WM). Results The scores for zanubrutinib in MCL,
CLL/SLL, and WM were 81, 80, and 81, respectively. Acalabrutinib and orelabrutinib scored similarly for MCL and CLL/SLL
indications, both outperforming ibrutinib. For WM indication, ibrutinib scored 74.22. Conclusion Zanubrutinib achieved the highest
scores across all three indications and is recommended as a ‘strong recommendation’ for inclusion or retention in institutional drug
directories, while ibrutinib may be ‘retained’, it faces challenges from superior alternatives. For MCL and CLL/SLL, acalabrutinib and
orelabrutinib are ‘strongly recommended’ as suitable options for inclusion in hospital drug formularies. Pituobtinib is ‘weakly
recommended’ for MCL, requiring careful evaluation of its clinical value.
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Table 1 BTKis included in evaluation
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Table 2 Recommendations for BTKis in domestic and international diagnostic and treatment guidelines and standards
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Table 3 Detailed evaluation of clinical efficacy indicators
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PIFETFRdetsEsy G40 221 500 333 3.33 1.03 420 500 452 341 348  5.00
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Table 4 Efficacy score results
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Table 5 Safety score results
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Table 6 Physiological disposition of drug

2 fmx/h  Cma/(ng'mL™")  BRPP/% Vd/L tin/h FEAEE Hehig A% 2 o b
PR e 1~2 100~500 97.3 683 4~6 CYP3A FEMH R (80%)
JRIBIERR (<10%)
FAiE e 2 299 94.0 522 2~4 CYP3A FEAEHE (87%)
JRIGIERR (8%)
BAiE e 2 1580 93.5 122~123  1.5~4.0 CYP3A FEEH IR (49.4%)
JRWBEHE (34.3%)
Fifmy & Je 0.9 563 97.5 34 (Vss) 1 CYP3A4 TR (84%)
PRIGTERR (12%)
VCZAT &8 2 6 460 96.0 32.8 19 CYP3A4 FETHER (37%)

IRIEIERR (57%)

tonax- TS WIS 18] Crna-WEIRZ; BRPP-MIEER AL 3 VA-RWATA; Ves-FaBRMMATER: tp-F 1o

fmax-time to reach maximum concentration; Cp.-maximum concentration; BRPP-plasma protein binding rate; Vd-apparent volume of distribution; Vss-

steady-state apparent volume of distribution; #;,-half life.
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2452577 SME, R8Ik 160 mg B H 2 K.
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1697 W43 A 355.797 76+356.04 JCAI 357.36 TG
VG4 % JE7E MCL 38 NI F H 2545 2575 S N 1 IR
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Y FE e 4495 WK 8.
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PE, WE I . B E e AERERE
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Table 7 Pharmacological properties score results
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e 24 i A L AR WAL, A2 HEE 5 0)

(577)

RN A, S HATEE G0
AL AT, TGRSR (1 20)

25 S DT CIF EE 0 SRR (931 1.0 70, 1 BTG 0.5 /1)
K2 (12 9r)  HUsAERE &R /AR 1 70, 1 BUEH 0.5 7))

WA 3 7)

FIRL (BRI L 23, se/im 0.5 47)

AU (EERE 2.0 4, SRS TREREHARE 15
g5, AR B AR T AT SN 1.0 47)
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YR (R IRE I A4 20 2 4y, TR e R4 25 1 47)

MHJE CCRRMB. FTEATAZ 3 4, L. fEMARD
SNRIG BT 2 5, BEHS NGRS 1 5)

I (2.0 43)

A I (1.5 43)

AJRA VR TR (1.0 43)

TG EEGEUES (0.5 43)

2 AR 2 7) =36 A 2 9)

=24~<36 ™MH (1.5 4)
=12~<2441H 1.04))
<1241A 054

5 5 5 5

3
5 5 5 5 5
1 1 1 1 1
1 1 1 1 1
1 1 1 1 1
2 2 2 2 2
1.5 1 15 1 1.5
2 2 2 2 2
2 2 2 2 2
2 2 2 2 2
1 1 1
2 2 2

1.5

AR PR 23.5 25 235 24 25
&8 ZFMITNER
Table 8 Economy score results
MCL CLL/SLL WM
2 . = . ;
(10 45) anm Al AT BA BTR] VLA A PRAT BAG Bwl A AN

He BE HE BE #E

B B e BE BE #HE

738 1 44 24 i HIDTREAEIR )T SRR ZS o 3 7y, 3 33 3 3

G 7)

PO 25 V2 = S ARG T B AT 2
IR ST X3

FEEMNUER] BT RRAERIT RSN RA 7 396 7 6.99 697 1.89

B (7
1)

LIS

g5, VU2 G = BRI T SRR
W2 BT B X T
6.96 10 9.99 9.97 4.89

3 3 3 3 3 3

528 7 699 697 528 7

828 10 9.99 997 828 10
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Table 9 National medical insurance coverage status and dual-channel status of five BTKis

2k A e % FAERRRE BT ER Fiy o] ¥ Je e g VLA % e A
2025 FEZF ERZHE SO RAIZE R (225 PrBCH N IRAIZE Y (Z P SUYT P iR 026 & B 03 N R ) 2
R HZ ES) (239 (2.2%
2y
2025 FEG LA E D2 LIS D2 —MIGI7 1.CLL/SLL A B LEME SR 1 B2 20 2 ff
AT e TR PR MCL B3 2EREEDEZE LR R e T M REGMHIRIT (K
FA MCL % 2.5\ CLL/SLL i3 BTN MCL . CLL/SLL R¢ A BTKis) 8 & B
2.CLL/SLL &3 3.8 A WM & H £ B MCL A&
3.WM, FUiHI4 4. 6 & B Z Bk U T B 3 B St | Mo B E ST &
F1%4 g E SR RYGMG A i B —FEIT IR
T OB R B M DG ERE MCL 3
JEHL MR IR R
2025 4E)AR A2 2 2 2 i
B s
E” HEN
T

R ARIHATS 43, BAH KA AT W& 1.

IR R AR R A TR BT 45 1, HAb)g 3 Wig

VEYESE 5284570 ILA& 10, AW (FarE CE=10), WARME. %4

2.6 ZRAES Ve 295, bt KA EYE 5 ADNYEREXT 5 i
5 AN 3 RIERIIE 5 MERESEE R4S BTKis #HT 7 2@ Mk AP, . AHEC T 58 B,

F10 HiBEMITFSER
Table 10 Other attribute score results
HAMBIE (8 4) g g FaEE B MagE ILZmf)e
EXRER 3 47) FEXERIZE, A SATIREIEL G 2)
B RERP, AR ERE
R, BASATIREISEAT (2.5 43)

ERERLI, BHIXARBELE 24 2 2 2 2 2
s BRI BB 25 B SR 280 (1 47)
EREARZY (14) BERERZGY), BAEAER (1 5) 0 0 0 0 0

EREAZGY, HAER (0.54)
SR R 2 KRR FIEZ (1 5)

0 0 0 0 0
(177)
JRE/ S e/ — BV R /SR (19 1 1 1 1 1
a4 I — BRI ZE (0.5 4)
EFEARSL (145 TR ERT 50 FIHIZ ol TE RIS T 1 0 | |
A SR (1 43)
AR (14 PHE. ERE. B, BAYE EH A 459) 1 1 0 1 0
EANMSEEE 0.5 77)
HAhE VRS 5 5 3 5 4

A2k AR B A A RIAL 77 B8 5 B R M e AE LR TR 5 T, IR s B A v 4.
A-drugs should be used under the guidance of physicians with corresponding prescription qualifications or specialist physicians, and the monitoring and

evaluation of their use should be strengthened.
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£ 11 BTKis Z£AES
Table 11 Quantitative scores for selection of BTKis
i MCL CLL/SLL WM
defE e FABR AR E M BE ILZAHE e BATR BAEE g e Fage
B 2479 28 26.24 26.25 16.28 21.84 27 26.76 25.25 26.44 28
24P 11.00 13 13.00 11.00 12.00 11.00 13 13.00 11.00 11.00 13
iR 23.50 25 23.50 24.00 25.00 23.50 25 23.50 24.00 23.50 25
e dis 6.96 10 9.99 9.97 4.89 8.28 10 9.99 9.97 8.28 10
HApl g 5.00 5 3.00 5.00 4.00 5.00 5 3.00 5.00 5.00 5
By 71.25 81 75.73 76.22 62.17 69.62 80 76.25 75.22 74.22 81

(FBF CE=RO) G TIEM IR RE5H, HEFrHE
THRES, A THERMES e YEE, RIBT
DA PRME A% O BIPRS00, X 2 /MO Fads
1 R T IR L S At (VP TR TS B0 R
#E, AERITHER R TUE T SCl & B 25 S 0E
BT HRAL T SR vk T AU, 2PN 45 R 2R,
FAi# JEAE MCL. CLL/SLL A WM 3 Fftid S iiF o
PR R, R AT RS, UHEER
Rt 52 4k 2 MO YERE R IR H . IXRIH—
X BTKis @it gtttk 76 Faa 2. et
LTS TS TSt R

AR PR S T “IENAE SRR
Je “WRPRITRL” 2 AU 2T, BUCE HEE R 27
IIPRTE A 28 4y o FEIENAETTTH, B T T
TR FE ) AR VR A AU RIS T 24 5 VEN 2t
IRIE R IGTT FHAL o g0 . ASHIF 7045 & 5K 24
B R R L, B T2 VEN ik
BN T 85 259008 R [RDE MEAIE R R 7 H A2 3], E 4
FEHERE T T, B X CSCO K NCCN ZERUs 45 /1)
RGP0 . RIS 807 KT
VMG PR B FC R 28 55 500 . 45 IR BoR, F A
#JEfE MCL. CLL/SLL X WM 3 Ffuig ik 43K
sy, YA B7E CLL/SLL H iR &4y, e
— AR BTKis /41 & JE 75 i@ BEE H 3 3 B AR
o X—EERIER T AFRFF BTKis 7RG IFIE
Paom E 5 Im AT R s E S . ILZAE e
DR L 75 ] PR 3 I AIE SR P =5 PR 1 A A it 11 b 7T B
], FEEHEAAUEIRARNTARES, HE#Rem 7 AT
W15 . BETEEEZ S0, BPLEE K BRUIN
CLL-321 NI AL 45 3L, ILZ A & Jé T 2026 -2 H
AT E KA IR E R (NMPA) #itiE, H
FRIT B R EERYE CLL/SLL, PR3k % F i) [a] g

TR, ARRVP A BRI BT aANBA,
Ab, HHTVR R R 3 AR T AR A E AT VR
93 s RXFUEHE S0 72 S AT INBLAL 3L« (R, 75 MCL
EREH, AR B R R T AL R 7S 1IE 4
R, AHHYT SBT3 A AR
MEUE, FEOLAEZHEN PSR &P R
PINUEHESEHAE, A0S B A XT 1S 53 v] BeA B
751 B N IS S0 DS T €058 I Bt i 75 1
Ga L AR 25 R0 7= 2

2255 1 SR R T 24 i AT Rt A PR32 R 1)
KR, IR B ATT 25 HE T 1 s 4
o fERgEEVE T, e, B e ST
BRIy, REE TR AL 2 G
Je, XEREMHTERIERYE, CHBERSHT
oo, FABR. Mg HRTHASE, &
MCL. CLL/SLL %3& N AIEH ] G 5 A 5 AR 1 A 2L
705381, XA REYR T = U PR YR I Ok I A B
BEARFAFIM = RBANEIT A . I H 36T 3%
HKRE, FAEE. BATE e Ak a] & Je ) H 5 2%
2 ETE 355~357 Jt, Tt & Je £ MCL 1& ik
b 2% FH R (628.68 76D, 7E CLL/SLL 5 WM )y
471.51 JGo ULZATE e AFNEGH i sl £ MCL
HH SR A 1320 U6, X —ZEFAMURBLZY) E
roEms, W5 TR e VML, 5
A BTKis A E . WAEE. P& 50t
R CHEN 2025 4FE KPR PN N R H1 2
dn H 33 R IR BUA B JE B — 28R YT CLL/SLL &
NAEFEOIN H R PBY,  H 3528 H o EAR A SR
BT A BRI 4 “ ARFEA” FI AR AR T2 F JE a0l
AT O A% 13k — 20 R 1 AT RE A8 LA B 2R — AR
BTKis i & e E A4 1. B EKERRHAZ
“RUEIE 7 EFNLE] A THEAT DR, AR 24
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BTKis AN “XUGHTE” 255 B &M, XERES
GrEVEr w2 i, HA AR 3 re il i SR A B 1 2R
TE MK i 24 i (1 ] Bk

fEHA B, S B e 5T
A& R B AR B E VR (543D, FES ST H
BEERZ X T 5 R A e ek 45 s 1A )
SpRak[E WL ETS, X PR TR T L2
MMEEEVEINMA R, ML AR RS ST E
FAE IR AL R K . I H A
PR AT, BTKis FIEEST MU B AR T
HimRENE, H5EKEREZHERE, “X0E
7 AERRRE . AT )% 2 EECR 5T A
REEMHX. BRXEREEER PARBRERZE G
(RO Z) M B R R4 THE ) e Bk
BB 2R R S FE I, AL T 24 B St FUAT 9T
XA B 5] AR AT B IE TR Sk B 421,
KK, EEITHIZE S VEN R, SRR 2
25 R BIRT 22 S A AR BEAI G I R AN B, T AN
A2 24T B A L AR B T 37 47

AW TAAFAE— 2 R . (HRR CBB=/0D)
HHTI R AR R AR 58 4TS F T BT A IR IR 55
DRLE, AR R AZ VP AN M 2R I AR 4R S BR 75 SR X AN [H]
YEFE MR CE AT IR . BN, X =R A VL RERTT
MUK B ORF% 2 e T3 R I IX, i 200 M 4 FE AL
H 10 0 ERE 15~20 4, AN T 25220k
Fob RS E; DASEME M B 1297 A% O 1) =2 H
SR XIRE T Gy, BN GERr G — 2 LiRA
MR Y E4EFERE R 60 43 6T EE K
18 103 B B R T AR, AT 2 B At A
CEZRIEARZY” FRFRAE (H 14 2R 3 ).
A BNELE FE (T 8O0 43 FE IR A T KR
e PRI Fe 8, o T B i 25 K S A A7 H0 0
FS 0 Sk HEBGIESE AN 78 4, AT RE s A PE 2 4 T
P GUFHEE U T2 5 H 9697 SR AT
B, RTINS, TTAESEA I RS S 3E B T 2
FHRIA RS b3 3 AR T 2 7 S 8 G
BRIT S AR, FETR 55 LR R 4 ) S = Bt
s AL A BRI S 2 AME A TR .
4 g

FAi# JEAE MCL. CLL/SLL K WM 3 Fidi
WEF RIS 80 X4y, AEBT A T] E B
Wy “amdfEtE” Zifh, A5 OFE H 3P R
B, Pl # e 5 84 Je £ MCL J CLL/SLL i&

RAEF LT 70~80 70 XA, [FIFEFF& “omitE
57 5lEES “ORE 7 MIbRiE, FRIL T AR IR
Yrf. A JEAE MCL A1 WM ity igis 1 70
gy, EWCRE 7, HHAERGHE S et
Xt B SERAEAFAE B AR TR, FLl R
HoAE AT RE G Pk . VL2 A0 # JEAE MCL 3&RAE
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