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Rapid Health Technology Assessment of Oxitinib in the First — Line Treatment of Epidermal

Growth Factor Receptor Mutation — Positive Non — Small Cell Lung Cancer
XU Xia ,MEI Dan,FENG Ping,BAI Wei,WEI Rong,NI Meixin
(Affiliated Tumor Hospital of Nantong University ,Nantong , Jiangsu ,China 226361 )
Abstract: Objective
factor receptor (EGFR) mutation — positive non — small cell lung cancer (NSCLC). Methods

To assess the effectiveness, safety and economy of oxitinib in the first — line treatment of epidermal growth
The Cochrane Library, CRD Web,
PubMed, Embase, CNKI, WanFang and SinoMed database were searched from the inception to December 2020 to collect the relevant
studies on oxitinibin for the first — line treatment of EGFR mutation — positive NSCLC. Two evaluators independently screened the
studies and extracted data according to the inclusion and exclusion criteria. The quality of health technology assessment (HTA)
reports was evaluated by rapid HTA checklist, the quality of systematic reviews/ Meta — analysis was evaluated by the quality
assessment tool for systematic review methodology, and the quality of pharmacoeconomics research was evaluated by the health
economics research quality assessment, and the effectiveness, safety and economy of HTA reports were comprehensively analyzed.
Results A total of seven systematic reviews / network Meta — analysis and nine pharmacoeconomic studies were included. In terms of
effectiveness, compared with other EGFR — tyrosine kinase inhibitors (EGFR - TKI) , chemotherapy, targeted drugs or their
combination therapy, ositinib had the highest probability of obtaining the best progression — free survival (PFS),and the surface
under the cumulative ranking curve (SUCRA) was 0.89. Compared with the first — , second — generation EGFR - TKls
monotherapy, the probability of obtaining the best median overall survival (OS) of oxetinib was 25%,second only to 50% of dactini,
but oxetinib’s OS was better than dactini for patients with EGFR exon 19 deletion and non — Asian patients [HR =1.25,95%CI
(0.82,1.91) ; HR = 1.40, 95%CI (0.78, 2.50) 1. Compared with other EGFR - TKIs monotherapy, oxetinib had the greatest
probability of obtaining the best PFS and OS in patients with EGFR mutation — positive NSCLC brain metastasis. Among all
treatment regimens, the probability of obtaining the best PFS and OS by oxetinib was 37% and 29%, respectively, second only to
57% and 47% of the "gefitinib + pemetrexed + carboplatin” regimen. In terms of safety, the related toxicity caused by EGFR - TKls
alone was relatively lower, among which the probability of oxetinib — caused toxicity was the highest with SUCRA of 0.96. The
results of the pharmacoeconomics summary showed that compared with the first generation EGFR - TKls, the incremental cost —
effectiveness ratio (ICER) of oxetinib was 340 645.44 CNY per quality — adjusted life year (QALY) and 246 175.55 CNY per
QALY , respectively, which were higher than Chinese payment threshold of 198 018.00 CNY per QALY ,without cost — effectiveness
advantage. Conclusion Oxitinib has good efficacy and safety in the first — line treatment of EGFR mutation — positive NSCLC,but it
has no cost — effectiveness advantage compared with the first — generation EGFR - TKIs.

Key words:oxitinib;non — small cell lung cancer;effectiveness;safety; economy;rapid health technology assessment
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Tab.1 Basic characteristics of system reviews/Meta — analysis
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ZHA0 2019* EGFR % % 2841 NSCLC 18 4628 EGFR-TKIs Eibs hBn(as)  PFS,08>34AE
112020° EGFR % % etk 474 4 4 NSCLC 17 43713 EGFR-TKIs s femBH(4s)  PFS,09>34AF
ZHANG 2019 EGFR % % 8641 NSCLC 25 5005 EGFR - TKIs &7 mhm(as)  PFS,08234AE
FRANEK 2019"" EGER £ Z [tk by 3 4 2445 thAn 46 75 47 NSCLC 15 2690  RFEGFR - TKIs—% 44 i PFS
HOLLEMAN 2019 EGFR £ % Fa#£ NSCLC 13 3539 RRIEGFR - TKIs—%:44 & PFS, 08
DAI2020" EGFR % % Febh88 A8 7 B 445 NSCLC 6 417 EGFR-TKIs f&ibn e fimn(as)  PFS,08
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Tab.2 Basic characteristics of economic assessment

. o ) Tt L
WA REBE RRAE MAK % - TR
Kia A4

EZEIFE 2018 pLES Y EARE  RZBANTCTR £ Z MEBANSCLC AA%R HIRBALRECER-TKIs  QALY,ICER
WU 2019™ £0.18 B Rk KB #ECFR % %tk NSCLC AFHR FIRFELRECKR-TKIs  QALY,ICER
AGUIAR 2018 ENA EFRE A%FIRFEIREGER - TKIsAF HECFR £ L MINSCLC  RA#R % IKAFIKEGIR-TKs  QALY,ICER
AGUILAR - SERRA 2019 &3k F BFEAKA ECFRE % FAMEANSCLC AA%R B IRBALVRECFR-TKIs  QALY,ICER
HOLLEMAN 2020 e At EGFR % 7% At  NSCLC AA%R B IRAHLVRECFR-TKIs  QALY,ICER
CAI2019™ PE BRLAKE EGFREE M NSCLC AFHHR B IRAELRECIR-TKIs  QALY,ICER
LASALVIA 2021 FhrE BELAkE ECFREZMIENSCIC AA%R HEER (ALY, ICER
Z£2020™" il Ef e EGFR £ % £ NSCLC RERR EFEARIREER (QALY,ICER
Hi2021™ REAKAT VRS EARE ECFREEMEAFBAAAHENSCL AF%R FEEERILBER QALY,ICER

{H 0. 891107 Hirb 2 5% Meta 23S 2 L4 T ANF EGFR -
TKIs I697 BA Sk 5% 4k, 5 HA EGFR - TKIs #.24
BT LB, BB Ay 8 e 3R 15 B {E: PFS 19 HE 23 43 il
95. 19%'8'H199%! 2 .7 EGFR %45 PHYE NSCLC H & A i
MR B IR TR T IR (R IR e + 5 3
ZE + R4A, 5 LAVAISE 240 EGFR — TKIs #2h , B4 B
Je,Juig e + AR ht, AR e + B € + R
B, T PG + R, 1% 5 Hh ZE + iR ) 5 At EGFR -
TKIs 253797 HLAs, BLVER 8 1 PRS2k 25 e K2 % 7
T AT R, B R e AR A Bt PES IR
37% AR THARE S + 85328 + R RN 57%1

0S: 36 5 RGP / Meta Z3 4108 - 10-12- BIRIE T
0S, Hi 455 Meta 43 B8 - 1012090 A {1 B35 85 JE OS $i ¥l
IR B MR 45 B L 2 K Meta 20 HT L6 13090 A B 705 2
OS Fidl 7688, WU AL 53T 2 7 Meta 43 H7 1613 (1) OS . £E
KR B R B BRI, 555 LA SRS 24REGFR -
TKIs 257697 LA, B 7 35 Je AR A B {3 OS Ak =y
25% ALK T IR TEHEJE A 50%6) s (E V.20 3 A 485 51 S s
XFF EGFRAM i 19 6k M AR W& B, WA ey
OS B F ik 7e # e [HR = 1. 25,95%CI1(0.82,1.91) ;
HR = 1.40,95%CI(0.78,2.50) ] '¢) _¥E EGFR 28 7% BH 1k
M 1 NSCLC H. & A ik 5% % 8 35 193G 97 b, 5 HA
EGFR - TKIs H. 25 J/ 7 L8, BV B Je 19 OS 3k £5 i
KB 7 R IS R4 T HU B, B A B e A4S e fE OS
MIRER R 29% , ALK THAER e + LM% + R4
EH4T% 13,

> 39 AE: 3 RGN / Meta 43 #7810 4z i
T 2 3G AET R T TR, B R/ MR K =
INHERE P75 #5 JE (SUCRA = 0.96) > 4 1 {8 EGFR -
TKIs B257677 (SUCRA = 0. 86) > 4% 2/ EGFR - TKls
HZHIGIT (SUCRA = 0. 57) , 33948 T 5 4k 24 3R )7 ol 4 i)
RIS FH 250000 SCHR (8 T R4 T 11 R S it (2R

118

wRER BRI, AR, JEE B, HIERE R
S E, LIS E + DURER T, AR e + KR SE 2 +
2RI 250 AR e + s 2E KR e % + fheE
BIT Y, AT R M ZE LI 259)) = 3L AR
KGN, 455 EGFR - TKIs 5| & 194 G MR, 3
T 5 E 7 S ) 25 A 24, 5 3CiEk[ 10 ]
MRS 18— 3, Hoh WA e R D > 3L AE /Y
RN 47% , fOR TR 7% JE 1 80% 8
2.5 ZBFFTMH

I A 9 B 25 W) & Tk 2 IR0 Hodh 4 B A
G L15:19.20 = 22U 45 e (6] (1 AR B0 AT I 5 Fh T LA
B e B OS H8ARTE 2019 4F 11 Ay A A A3 A 2 5%
SCHRE -2 T SR A R e B 4 OS Bl , HLHLI R %
P4k H FLAURA 3561230 0 D ] B 7 R 15 1) £
Wk, T YT AR UL QALY AR TSR,
fat A 3 N B & R WF 98 3R I, o Scilk[22 119
fE FRAS R (AL [ £ >4 5 WRRIIE () N REASORI L, Sk [ 21 ]
) it RS0 (B B v A R AN 0 B SCik [ 21
MY 22 G2 PPN 25 R 45 R R T, LA 3 4% 2018 4 | A
BE N A S B ST E, 55 AR e 1 e
BICIR YT L #e, B A B JE 1 ICER 4 340 645. 44 JC /
QALY , i /& T & B A 19 {4 1) 198 018.00 It /
QALY , ANEA WA — HORPLH X EGFR 28 748 BH 1: 16 1]
H % NSCLC ik 5% % 1 J & AT 4 5007, 535 AR
Je 1 EIEEIeiny 7 S, A I ICER 246 175. 5570/
QALY & TR JE 2 AT BIA 1Y 198 018. 00 JT / QALY [H]
FEREA A - RORE S US4 2R o | 25
Wk B 1E J B B 1 50 R 1 B 30 8 I R I AR 2 )
98 45 F v R ) 1) B ZE S0
3 iTig

ARBEGE I T R R GV 1 Meta 50 BT #1955
YA TS, SO TR e P SR R 4T



20224E3 H S H %31 B S W
Vol. 31,No. 5,March 5,2022

¥ %

China Pharmaceuticals

@I

Drug Evaluation

H R, RGN 1 Meta 53 M i IR 7 A HE

Fe i, NSRS TAURES 2 fUEGFR — TKIs $L257R

I7 RS AT AR AT SO BRI A L, )

i B JE AR AT e Ad PFS BB AR B 5 558 1AURIES 24K

EGFR - TKIs #2535 7 ML , B8 75 8 JE AR A A OS 1Y

BEARAUR T A5 e B7E EGFR AP i - 19 Bk 2k KR

WA B, WA e Sk e R I 25 S s eI B

B EHIIRIT T, 5 A EGFR - TKIs L2557 AL,

YA VYR JEARAT B AE PFS F OS MIRER 2 e K5 54k 2#ih

7 RS ENA YT B SRS OT AL, A e kA i

HEPFS A1 OS BRI T AFRFE + BiSE i 28 + K40

WIE

e VEIr i, s T AR R s, 55 AU

%5 2fUEGFR - TKIs HLZ5R Y7 AL-2IRT / #L AT 5

HAAIETT )7 A, EGFR - TKIs 512 M1 56 # P42

N B TR IR T B ) 25 W RO K5 I 24, Hoh B Ay

Bt m/ MR R R

LV, 558 1fUEGFR - TKIs AR 1L, B 4%

JEAE B NHE K i 7 A RE P i ICER 2155 T 2 JE S A

% {5 4 198 018. 00 JC / QALY , % W B 75 B Je M4 T

55 1AUEGFR - TKIs AN HA A - ROCRAEH A SR

AT S S B 2018 4 s L B A 3R 1 24 i vh

A R W BOR A ERAT L 24 il s E— 25 e, lUm 22

FU AN AR JE T

L BRTA , A B JE 78 EGFR 58 72 FH 4 NSCLC 1

— &Y TP B R A R et B 55 1R

EGFR - TKIs fH Lt , AN HAT AR - BORIEH

S 3Lk

[1] BRAY F,FERLAY J,SOERJOMATARAM I,et al. Global Cancer
Statistics 2018: GLOBOCAN Estimates of Incidence and Mortality
Worldwide for 36 Cancers in 185 Countries[J]. CA Cancer J Clin,
2018,68(6):394 — 424.

[2] AR A INTAR, KRS 4, 55 . 2015 48 B Bl B R AT 1
oAl & 4nt 7 % &,2019,41(1):19 - 28.

[3] MOK TS, WU YL, AHN MJ, et al. Osimertinib or Platinum -
Pemetrexed in EGFR T790M - Positive Lung Cancer [ J |.
N Engl J Med,2017,376(7) :629 — 640.

[4] SORIA JC, OHE Y, VANSTEENKISTE J, et al. Osimertinib in
Untreated EGFR — Mutated Advanced Non — Small — Cell Lung
Cancer[J]. N Engl ] Med,2018,378(2):113 — 125.

[5] MOK TS,CHENG Y,ZHOU XD, et al. Updated overall survival
(0S) from extended follow up in ARCHER 1050: a randomized
phase Il study comparing dacomitinib with gefitinib as first —
line therapy for patients (pts) with EGFR mutations[J]. J Clin
Oncol ,2018,36(22) :2244 - 2250.

[6] FARRIS MS, LARKIN — KAISER KA,SCORY T,et al. Network

meta — analysis of first — line therapy for advanced EGFR muta-

tion positive non — small — cell lung cancer: updated overall
survival[ J]. Future Oncology,2020,16(36):3107 — 3116.

[7] CHIOU CF, HAY JW, WALLACE JF, et al. Development and
validation of a grading system for the quality of cost — effectiveness
studies[J]. Med Care,2003,41(1):32 — 44.

[8] ZHAO Y, LIU J, CAI X, et al. Efficacy and safety of first line
treatments for patients with advanced epidermal growth factor
receptor mutated , non — small cell lung cancer : systematic
review and network meta — analysis[]] BMJ,2019,367:15460.

[9] LIXY,LIN JZ,YU SH. Front — line Therapy in Advanced Non —
Small Cell Lung Cancer With Sensitive Epidermal Growth Factor
Receptor Mutations: A Network Meta — analysis [J]. Clinical
Therapeutics,2020,42(2) : 338 - 350.

[10] ZHANG HW,CHEN J,LIU TT, et al. First — line treatments in
EGFR - mutated advanced non — small cell lung cancer: A
network meta — analysis[ﬂ. PL0S One,2019,14(10):0223530.

[11] FRANEK J,CAPPELLERI JC, LARKIN - KAISER KA, et al.
Systematic review and network meta — analysis of first — line
therapy for advanced EGFR — positive non — small - cell lung
cancer[ J]. Future Oncology,2019, 15(24):2857 - 2871.

[12] HOLLEMAN MS, VAN TINTEREN H, GROEN HJ, et al.
First - line tyrosine kinase inhibitors in EGFR mutation — positive
non — small — cell lung cancer: a network meta — analysis[J].
OncoTargets and Therapy,2019,12:1413 - 1421.

[13] DAIL,LUO CY,HU GX, et al. Comparative analysis of first —
line treatment regimens for advanced EGFR - mutant non —
small cell lung cancer patients with stable brain metastases[J].
Annals of Palliative Medicine ,2020,9(4) :2062 - 2071.

[14] EZEIFE DA, KIRK V,CHEW DS, et al. Economic analysis of
Osimertinib in previously untreated EGFR — mutant advanced
non — small cell lung cancer in Canada [1l. Lung Cancer,
2018,125:1-17.

[15] WU B, GU XH, ZHANG Q, et al. Cost — Effectiveness of
Osimertinib in Treating Newly Diagnosed, Advanced EGFR -
Mutation — Positive Non — Small Cell Lung Cancer]J] Oncologist,
2019,24(3):349 - 357.

[16] AGUIAR PNJR,HAALAND B,PARK W, et al. Cost — effective-
ness of Osimertinib in the First — Line Treatment of Patients
With EGFR - Mutated Advanced Non — Small Cell Lung Can-
cer[J]. JAMA Oncology,2018,4(8):1080 — 1084.

[17] AGUILAR - SERRA J,GIMENO - BALLESTER V,PASTOR -
CLERIGUES A, et al. Osimertinib in first — line treatment of
advanced EGFR - mutated non — small - cell lung cancer: A
cost — effectiveness analysis [ J . Journal of Comparative
Effectiveness Research,2019,8(11):853 — 863.

[18] HOLLEMAN MS, AL MJ,ZAIM R, et al. Cost — effectiveness
analysis of the first — line EGFR - TKIs in patients with non —
small cell lung cancer harbouring EGFR mutations [J]. The
European Journal of Health Economics ,2020,21(1):153 - 164.

[19] CAT HF, ZHANG LF, LI N, et al. Cost — effectiveness of

119



