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« Participants: Advanced or metastatic NSCLC patients ALK-positive in
whom no systemic treatment with ALK inhibitors has been received
« Data sources: ' /oo [/ randomized, double-blind, multi-center /i /
irials —See Fig.1
~ Compared envonalkib to crizotinib (NCT04009317)

— Compared iruplinalkib to crizotinib (NCT03635749)
* Cost sources:
{wvonaliil (assuming that the price of envonalkib is the average of

iruplinalkib, crizotinib, and alectinib)

b Dl cratini b and et b (www.yaozh.com)
* Decision-analytical model and model inputs:

— Model: Partitioned survival model ("'* ')

—Model cycle: =« oo

— Model time horizon: Lifetime range (' )

— Main model output indicators: Cost, quality-adjusted life year (\/ 1/ 1),
and incremental cost-effectiveness ratio ('© /")

* Analysis strategy:
— Processing of survival data: R was used to reconstruct, fit and extend the

F)
A

original data. (o that the <0 b of covonalih - the best-
fit distribution for /0 e 08 )
Yintervention = 7comparator X HR
’ \ — Scenario analysis:
— 1.Assuming that the OS curve of /.. /" = the OS curve of

iruplinalkib

— 2.The utility value of the base analysis changed

a inervention | b intervention 2
iruplinalkib

Decision
Strategies|

— prommrmen L

Figurel Decision strategies
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Iruplinalkib

Iruplinalkib vs Crizotinib Iruplinalkib vs Crizotinib
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Figure3 Probabilistic sensitivity analysis Figures Cost-effectiveness acceptability curve
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"+ The costs of envonalkib iruplinalkib, and crizotinib were ©/ "© 700 7/,
G180 22004 and 214700270 and the outcomes were 0.0, 400 and 203
(1117, respectively.—See Tab.1

* The cost of iruplinalkib and the cost of envonalkib were the most
consequential factors affecting the economy.—See Tab.3

* The results of the scenario analysis illustrated that the envonalkib was still
the most cost-effective solution.—See Tab.2

Imrt mental |Effectiveness/ .

Envonalkib (vs

iruplinalkib) -22,2952  0.16 -138536.6
167,036.7

Envonalkib (vs 190539 142 135242

crizotinib)

Tablel The results of base—case analysis

Gow Towl QALYs
Envonalkib (vs iruplinalkib) 6.56 (5.61)  0.95 -10,874.34
Envonalkib (vs crizotinib)  6.56 (5.27) 1.29 24,135.23
Iruplinalkib (vs crizotinib)  5.82(5.27)  0.55 74,692.93

Table2 Results of changed utility value
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* Envonalkib and iruplinalkib were dominant compared with crizotinib, and the ICER of

l envonalkib compared with iruplinalkib was -7 7"/, which was much greater than
é WTP.
D = 4

+ Envonalkib was the most economical drug compared with iruplinalkib and crizotinib
- the set price (§1,161.78), and iruplinalkib was cost-saving and ufility-increasing compared

'L b to crizotinib.

» The ICER appeared to be modest with the WTP threshold for a high disease severity in
ALK-positive NSCLC population.
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Survival data source
B ANE Ay E

Two phase three clinical trails

TQ-B3139-111-01 (NCT04009317),

Envonalkib 2s Crizotinib;
INSPIRE (NCT03635749),
Iruplinalkib @s Crizotinib
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Wk e g Data

Cost data source

% 2 & #. www.drugs.com, & 4 4

Drug cost: www.drugs.com, www.yaozhi.com

VR FEY S | = Sk 3 >
Monitoring cost: literature Qli}?'ﬁi;}}%zt\[?

- 3. : Value data source
Z\:Eg;(ftﬁiirft.urjﬁ LLALBH ARER RZ R
£ # L #

PFS, PD, Death: Utility value measurement
literature



http://www.drugs.com/
http://www.drugs.com/
http://www.drugs.com/
http://www.drugs.com/
http://www.drugs.com/
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— 1B RIS (Select clinical trials)

e mmente > P (Population) BFFRXTH:

) A8 bk E2 e i il R 2 1) g A A /N4 B R (AL K-positive
NSCLC)
> | (Intervention) TTRHEH:

1 HKZEP B8 ¢ Envonalkib ) ;2 FFEFII 58 C iruplinalkib )

» C (Comparison) A

ber at risk

m

5 > 119 4¢
& = ¢
7

arvival |

050¢ seerrrermenmnriniiiiniinnnd i

IR .

001 ]
Survival data SRR, (Crizotinib) GRS 2L+ e HE 25
T » O (Outcome) Zf:
0 f Tmfginmonths ! i OS (Overall SurvivaD) = EAF A
] “mberatis PFS ( Progression-Free Survival ) b ZE 17 HH
b \ 2 by PD (Progression Disease) <A 3 fg PD = OS-PFS
S > S (Study design) BFILKAL,
ES N SET U R R I 2L B (o
I N effectiveness evaluation based on Phase ITI clinical trials)
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iISF0Y", '[forestgreen’),

ion Measure",
b+EC", "Benmelstobart+anlotinib+EC", "EC alone"),

rate",

étab]e -

ent_text(size = 12),
ement_text(size = 10),
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> B (Software)
Getdata
> B 1 (Firstsiep)

K i R 5 v ()OS EI/PFS I 5347 N IPGIIPEG ] (save
the OS/PFS graphs from the clinical trial as JPG/JPEG images)

> B2 (secondsiep) s
{EGetDataH it NOS/PFSIE -, H- B B X4, Y311 i

1&15%[1%%15 ( In GetData, insert the OS/PFS graphs and set the
minimum and maximum values for the X-axis and Y-axis)

> 3 (Thirdstep) =
EREABOESEMBLSE, RFEN AT
L, ¥E: 5 RAEL (inthe background, change the color to the

color of the selected curve, and then select each point individually, noting that

inflection points must be included )
> B4 (Thirdstep)
58 2 Ja— 3, A7 NEXcelHdis ( Atter selecting the

points, go to File, and save as Excel data )
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12 24 36 48 60
Time in months

> B (Software)
Excel
> 3 15 (Firststep) :

50 27 18 7 0

gﬂéﬁﬁ% (Orgam'ze survival data)

HEFEG

1 0 1
S u rV i Val d ata 2 0.091491946 0.999999567
3 0.166348993 0.999999213
4 0.24120604 0.999998859
5 0.316063086 0.999998505
6 0.390920133 0.999998151
ure —— . _.melstoba 7 0.46577718 0.999997797
8 0.540634227 0.999997443
9 0.615491274 0.999997089

> 28 2B (Second step) :

&tﬁ%ﬂﬁ i Trisk Lower Upper Nrisk
1 0 1 204 73
. . 2 12 205 455 66
(Hand]e missing Va]UeS) 3 24 456 653 16
4 36 654 879 32
5 48 880 974 14



rate",

ntable(), o = Bemeliobata,

e;t_text size = 12

ement_text(size

ent_text(size =

ement_text(size = 8)), p:000085
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> Bk (Software)
R Studio

> 581 (Firststep) :
WEBHE (Fitdata)

ggsurvplot
it
data = data,
pval = TRUE,
risk.table = TRUE,
palette - c('FDOSEDY’, "EEGEIBIE") .
legend.title = "Treatment"”,
legend. Tabs c("Con-RT", "Hypo-RT"),
risk.table.height 2

28
H 175G e

- ylab "overall survival rate",
u rVIva a a risk.table.col = "strata",

tables.theme = theme_cleantable

10 ggtheme theme_classic

theme(plot.title element_text(size 12),

% legend.title = element_text(size = 10),
T 000 axis.title = element_text(size = 10),
— Con T T T T T T strip.text.{( element_text(size

pval.coord = c(55, 1),

- 0 5 10 15 20 4 pval.text = TRUE,

b pval.size 4,
fontsize = 4,
T'meln momhs risk.table.title = "Number at risk”

et at sk > 3 2 (Second step) :
t data)

gompertz", "weibul1", "weibul1PH","Toglogistic", "Tognormal"

. . 1M regora_mle=fit.models(formula=formula,data=regora, distr=modsl,method="mle"
0.022 . . pla 1 .models(formula=formula,data=place, distr=modsl,method="mle"

8,nsim = 1
,mod = 8,nsim = 1



A 2 SRR PE AT (
)

X PT R 69 S B 34T BT 20% 49 5 3
(Float all parameters up or down 20% )

SRR F L IE D WA TN RN AR AN
Rk B 14 (Parameter selection
Includes drug and adverse reaction costs

and utility values)

RET %A iR Z 09 A AR T &
wg % m E % (The cost of iruplinalkib
and the cost of envonalkib were the most

consequential factors)



PER SR AT (
)

1. AR E RO T H 2 P AR #T T
x, "REBEFE LEALKAEE
8y % 3% = ( The new therapy with lower
uncertainty in cost-effectiveness results
has a scatter plot that presents denser
data points on the plane)

2. 1000:%k 45 F &A= w445 R & A
Envonalkibs& LA 2 5% ( The results
of 1000 Monte Carlo simulations show
that Envonalkib has the best economic

value)
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1. Envonalkib E%0R, H&LFAH

BTN GDP#94QALY3# % 69 WTPE LT,

Crizotinib B 7799.9%#288.0% 4% nk, A 5% R 49 7T At
P (Envonalkib was more effective,
resulting in 99.9% and 88.0%
probabilities of being cost-effective
under a WTP threshold of the GDP per
capita per QALY gained)

2. FEM b i B R 2 A, 1204
&% % (lruplinalkib was more

effective but more expensive compared
with crizotinib)
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