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Real-world safety of cisplatin in treatment of non-small cell lung cancer:
Pharmacovigilance analysis based on FAERS database and external validation
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Abstract: Objective To systematically analyze the real-world safety of cisplatin for treating non-small cell lung cancer (NSCLC) by
analyzing 20 years of data (from 2004 to 2024) from the FDA Adverse Event Reporting System (FAERS) to identify rare or long-term
adverse events often overlooked in clinical trials. Methods A total of 995 adverse event reports were evaluated using descriptive
statistics and four disproportionality analysis methods, including the reporting odds ratio (ROR). Sensitivity analysis was performed
by excluding common concomitant medications, and external validation was conducted using CVAROD. Results In addition to well-
known adverse events such as myelosuppression and nephrotoxicity, potential new safety signals not fully detailed on the drug label
were identified, including pulmonary embolism, septic shock, and atrial fibrillation. Subgroup analysis indicated that patients aged 65
years and older were at a higher risk of cardiovascular complications. Key signals such as pulmonary embolism were supported by
both sensitivity analysis and external validation, strengthening their association with cisplatin. Conclusion The safety risk profile of
cisplatin in a real-world setting is broader than previously understood. This study provides a critical evidence base for developing
individualized risk management strategies and optimizing treatment plans for high-risk populations in clinical practice.
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Fig.1 Analysis of cisplatin adverse events using FAERS database
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Table 1 Two-dimensional contingency table used for non-

proportional analysis

HArA R Htb A RFAF Bt

H AR a b a+b
HAhzi4 c d c+d
St atc b+d atb+c+d

a-[EIELE HARZPAH R AN BSOS IR & #o . b-0 & HARZ
YA AS R SRR B B HARZ I H AR AN R R RL
MR s oA FAh 2R A AN R RS FRHR 5 i

a-number of reports containing both the target drug and target adverse
reactions; b-number of reports containing other adverse reactions
related to the target drug; c-number of reports containing the target
adverse reactions related to other drugs; d-number of reports

containing both other drugs and other adverse reactions.

*k2 BTESKHN4HEEFEE

Table 2 Four main algorithms used for signal detection

Hik ~ik

HTE bt

ROR ROR=uad/b/c

95%CI=eln(ROR)*1.96(1/a+1/b+1/c+1/d)**

PRR PRR=a(c+d)/c/(a+Db)

95% CI>1, n=3

PRR=2, y*=4, n=3

1=[(ad—bc)*(a+b+c+d)[(atb)ctd)(atc)bt+d)]

BCPNN IC=l1g2a(a+b+c+d)(a+tc)atb)
95%CI=E(IC) +2V(IC)°5
MGPS EBGM=a(a+b+c+d)/(a+c)/(a+Db)

ICo25>0

EBGMos>2

95%CI=eln(EBGM)+1.96(1/a+ 1/b+1/c+1/d)°3

a-FIN 5 HARZMIRT H AR B SR & B0 b-08 BRI R HALA BB R SR o8& A2 B ARAS BSOS A 5 A s
d-EE S 2GRN A RS SRR S B0 n-iRE ECRE; - RO7E; ICEERUY: E U0 -IC FIRE(E; v (IC)-IC 177 %; EBGM-4:4%

UL MIRGESLEe

a-number of reports containing both the target drug and target adverse reactions; h-number of reports containing other adverse reactions related to the

target drug; c-number of reports containing the target adverse reactions related to other drugs; d-number of reports containing both other drugs and other

adverse reactions; n-number of reports; y>-Chi-square value; IC-information component; E(IC)-expected value of the information component; V(IC)-

variance of the information component.
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Table 3 Clinical characteristics of cisplatin adverse event
reports from FAERS database
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WEHERT 2015 82 8.24
5 EG 2012 81 8.14
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IQR-PY 4347 [B] i .
IQR -interquartile range.
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<4 FAERS HEEFINANREMH (AEs) 7 SOC HHIESEE
Table 4 Signal strength of cisplatin adverse events (AEs) in SOC from FAERS database
SOC n/ ROR (95%CI) PRR (4®) EBGM (EBGMos) IC (ICos)

I B bk 2 R ™ 321 2.51 (2.23~2.82) 2.33 (251.66) 2.30 (2.09) 1.20 (1.03)
NIKESSHNRKES VTN 129 2.16 (1.80~2.58) 2.10 (74.53) 2.08 (1.79) 1.05 (0.79)
B RGw 420 1.46 (1.32~1.62) 1.39 (51.02) 1.38 (1.27) 0.47 (0.32)
A B KB RS R R 344 0.86 (0.77~0.96) 0.87 (7.10) 0.88 (0.80) -0.19 (-0.36)
B Bk B 7 T A A5 48 0.30 (0.23~0.40) 0.32 (75.18) 0.32 (0.25) -1.65 (-2.07)
FRBU . R R I RAE 88 0.83 (0.67~1.02) 0.83 (3.10) 0.83 (0.70) -0.26 (—0.58)
Rk Mt S A AN BH 1) i ee 137 0.60 (0.51~0.71) 0.62 (34.16) 0.62 (0.54) -0.68 (—0.93)

CEFEFERFE RO
KRR RGBT 159 1.09 (0.92~1.28) 1.08 (1.00) 1.08 (0.94) 0.11 (-0.13)
UL PR % B s 4l AR 2R 9 32 0.41 (0.29~0.58) 0.41 (27.31) 0.42 (0.31) -1.27 (-1.77)
WP RS M S e 95 0 218  0.75 (0.65~0.86) 0.77 (17.27) 0.77 €0.68) -0.38 (-0.58)
o I3 B " 111 1.27 (1.05~1.54) 1.26 (5.98) 1.25 (1.07) 0.33 (0.05)
VG MIE B ik JR 2 B 93 1.48 (1.20~1.83) 1.47 (13.91) 1.46 (123) 0.55 (0.24)
O BE TR 140 130 (1.09~1.54) 1.28 (8.90) 1.28 (1.1D) 0.35 (0.10)
TG RAZ G 253 1.47 (1.29~1.67) 1.43 (33.83) 1.42 (1.27) 0.50 €0.31)
AR 2% B P 9 027 (0.14~0.53) 0.28 (17.10) 0.28 (0.16) -1.84 (-2.75)
Bk B 17 2.38 (1.47~3.85) 2.37 (13.13) 2.33 (1.56) 1.22 (0.53)
HFRE R S50 21 0.32 (0.21~0.50) 0.33 (29.35) 0.33 (0.23) -1.59 (=2.21)
HRE 155 0.70 (0.59~0.82) 0.71 (19.32) 0.71 €0.62) -0.48 (—0.72)
7 i 1) 1 0.77 (0.11~5.50) 0.77 €0.07) 0.77 €0.15) —-0.38 (—2.43)
R I 2 38 0.94 (0.68~1.30) 0.94 (0.12) 0.95 (0.72) -0.08 (—0.55)
G I R BRI 13 0.74 (0.43~1.28) 0.74 (1.14) 0.75 (0.47) -0.42 (-1.20)
B S R SR M 8 A P 950 3046 (0.15~1.42) 0.46 (1.94) 0.46 (0.18) -1.12 (-2.57)
BRI R K EST HRAE 4 043 (0.16~1.14) 0.43 (3.08) 0.43 (0.19) -1.22 (-2.52)
PN 3k R G50 3 0.09 (0.03~0.27) 0.09 (29.32) 0.09 (0.03) -3.52 (—4.96)
BEYRI A R L R 1 3.55 (0.48~26.15)  3.55 (1.76) 3.45 (0.65) 1.79 (-0.33)

FORSET A G B S S, TR,

“indicates a signal with statistical significance in the algorithm, same as below.

£ 5 IREATE PT KHIHHET 50 A REHFHLEME
Table S Frequency of adverse events in top 50 PT for cisplatin
PT n/ 1l ROR (95%CI) PRR (y») EBGM (EBGMos) IC (ICo2s)

T 63 1.56 (1.21~2.00) 1.54 (12.01) 1.53 (1.24) 0.62 (0.25)
X - * 62 2.08 (1.61~2.69) 2.06 (33.37) 2.04 (1.64) 1.03 (0.65)
HH P A R D 59 2.98 (2.29~3.87) 2.94 (73.51) 2.88 (2.31) 1.52 (1.14)
RGN 48 59 1.52 (1.17~1.97) 1.51 (10.02) 1.50 (1.21) 0.58 (0.20)
R AR T 2T ek R 57 3.17 (2.43~4.14) 3.12 (80.16) 3.05 (2.44) 1.61 (1.22)
JiERE 56 0.86 (0.66~1.12) 0.86 (1.24) 0.86 (0.69) -0.21 (-0.60)
Jii K 56 291 (2.23~3.81) 2.88 (66.94) 2.82 (2.25) 1.50 (1.10)
LM 51 1.66 (1.26~2.20) 1.65 (13.00) 1.64 (1.30) 0.71 €0.31)
ik 22 49 3.06 (2.30~4.08) 3.03 (64.73) 2.96 (2.33) 1.57 (1.15)
AN k2™ 44 2.41 (1.78~3.25) 2.38 (34.72) 2.35 (1.83) 1.23 (0.79)
SE Y2 n e 37 3.96 (2.84~5.52) 3.92 (77.49) 3.80 (2.88) 1.93 (1.45)
ik g 32 2.65 (1.86~3.77) 2.63 (31.49) 2.58 (1.92) 1.37 (0.86)
TaER 32 7.66 (5.33~11.01)  7.58 (169.27) 7.08 (5.23) 2.82 (2.30)
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PT n/ %l ROR (95%CI) PRR (» EBGM (EBGMys) IC (ICo2s)
IR ] 30 0.76 (0.53~1.09) 0.76 (2.29) 0.76 (0.56) -0.39 (-0.92)
4 BPRGLEALT 29 1.77 (1.22~2.56) 1.76 (9.42) 1.75 (1.28) 0.80 (0.27)
R 28 0.83 (0.57~1.20) 0.83 (1.00) 0.83 (0.61) -0.27 (-0.81)
RS 28 1.12 (0.77~1.63) 1.12 €0.35) 1.12 (0.82) 0.16 (—0.38)
B 27 3.19 (2.17~4.69) 3.17 (38.82) 3.09 (2.24) 1.63 (1.07)
RN AR > P 26 9.23 (6.16~13.83) 9.15 (171.86) 8.41 (6.00) 3.07 (2.49)
W57 26 0.70 (0.47~1.03) 0.70 (3.35) 0.70 (0.51) -0.51 (-1.07>
R PEAR T 22 4.76 (3.09~7.31) 4.73 (61.62) 4.55 (3.17) 2.18 (1.57)
aPEE 21 1.84 (1.19~2.84) 1.84 (7.88) 1.82 (1.27) 0.86 (0.24)
W 20 1.24 (0.80~1.93) 1.24 (0.93) 1.24 (0.85) 0.31 (-0.33)
4 [ 41 B D E 19 232 (1.47~3.66) 231 (13.82) 2.28 (1.55) 1.19 (0.53)
Jita 48 8 i 18 0.73 (0.46~1.16) 0.73 (1.81) 0.73 (0.50) -0.45 (-1.12)
Iz 18 2.39 (1.49~3.82) 2.38 (14.04) 2.34 (1.58) 1.23 (0.56)
PR AR T R 17 2.59 (1.60~4.20) 2.58 (16.01) 2.53 (1.69) 1.34 (0.65)
ZH I S RE" 17 247 (1.52~4.00) 2.46 (14.39) 242 (1.62) 1.28 (0.58)
-2 17 1.61 (0.99~2.60) 1.60 (3.80) 1.59 (1.06) 0.67 (—0.02)
5 A R 15 1.78 (1.07~2.98) 1.78 (5.04) 1.76 (1.15) 0.82 (0.09)
R4 L 14 1.67 (0.98~2.83) 1.67 (3.67) 1.65 (1.06) 0.73 (=0.03)
LB 14 1.54 (0.91~2.61) 1.54 (2.59) 1.53 (0.98) 0.61 (—0.14)
{5 14 0.89 (0.53~1.51) 0.89 (0.18) 0.89 (0.58) -0.16 (-0.91)
EIREIRE 13 1.79 (1.03~3.11) 1.79 (4.45) 1.77 (1.12) 0.83 (0.05)
45 2 PR A 13 0.99 (0.57~1.72) 0.99 (0.00) 0.99 (0.63) -0.01 (-0.79)
% 1fiL 13 1.13 (0.66~1.96) 1.13 (0.20) 1.13 (0.71) 0.18 (—0.60)
i 7] 3 v 11 1.37 (0.75~2.48) 1.36 (1.06) 1.36 (0.83) 0.44 (—0.40)
Vi) Joi3 A4 it 92 9 11 0.41 (0.23~0.74) 0.41 (9.40) 0.41 (0.25) -1.28 (=211
[ SINES 11 1.15 (0.64~2.09) 1.15 (0.22) 1.15 €0.70) 0.20 (—0.64)
ok 11 1.34 (0.74~2.44) 1.34 (0.95) 1.34 (0.81) 0.42 (—0.42)
42 10 0.24 (0.13~0.45) 0.25 (23.46) 0.25 (0.15) —201 (-2.89)
TR T J G 10 430 (2.28~8.12) 429 (24.11) 4.14 (2.43) 2.05 (1.16)
i 1 = o 10 1.91 (1.02~3.57) 1.90 (422) 1.89 (1.12) 0.92 (0.03)
R I 10 1.37 (0.73~2.56) 1.37 (0.97) 1.36 (0.81) 0.44 (—0.43)
I /NER B B A 10 0.73 (0.39~1.37) 0.74 (0.95) 0.74 (0.44) 044 (-1.32)
s 9 41.62 (18.93~91.48)  41.49 (245.26) 28.92 (14.96) 4.85 (3.80)
G 9 1.15 (0.60~2.22) 1.15 €0.17) 1.15 €0.66) 0.20 (—0.72)
S IR g is 9 0.82 (0.43~1.58) 0.82 (0.35) 0.82 (0.47) -0.28 (-1.20)
BRETIRE " 9 2.89 (1.49~5.61) 2.88 (10.73) 2.82 (1.62) 1.50 (0.57)
Z RMETR" 9 435 (2.23~8.51) 434 (22.14) 4.19 (2.39) 2.07 (1.13)
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#=6 18~65% (F8IE65 %) BEEHTINBAZENHAREN (PTKFE, BI50 2D

Table 6 Top 50 most common adverse events (PT level) for cisplatin in patients aged 18 to 65 (excluding 65 years)

PT n/ %l ROR (95%CI) PRR (» EBGM (EBGMys) IC (ICo2s)

T 38 1.73 (1.25~2.40) 1.71 (11.02) 1.69 (1.28) 0.76 (0.28)
g 36 2.11 (1.51~2.96) 2.08 (19.90) 2.05 (1.55) 1.03 (0.55)
Vi 27 3.30 (2.23~4.88) 3.26 (40.33) 3.14 (2.26) 1.65 (1.09)
R AR r L 4T B ek R 24 2.95 (1.95~4.46) 2.92 (29.05) 2.83 (2.00) 1.50 (0.90)
itiAd £ 24 2.50 (1.65~3.77) 2.47 (20.33) 241 (17D 1.27 €0.68)
" 23 1.62 (1.07~2.46) 1.61 (523) 1.59 (1.12) 0.67 (0.07)
TG il 7% 23 1.25 (0.82~1.89) 1.24 (1.08) 1.24 (0.87) 0.31 (-0.29)
HR L AT i 93 D 21 2.43 (1.57~3.77) 241 (16.76) 2.36 (1.63) 1.24 (0.60)
HIRANY S8 20 2.34 (1.49~3.66) 2.32 (14.50) 2.27 (1.56) 1.18 (0.53)
SEY N ne 20 4.73 (2.99~7.48) 4.68 (53.87) 441 (3.0D) 2.14 (1.48)
ii-3 19 0.67 (0.43~1.06) 0.68 (2.98) 0.68 (0.46) -0.56 (-1.21)
JHeEERE" 17 3.14 (1.92~5.13) 3.12 (23.33) 3.01 (2.00) 1.59 (0.89)
BER 15 5.60 (3.29~9.53) 5.55 (51.37) 5.17 (3.31) 237 (1.61)
R 14 0.76 (0.45~1.29) 0.76 (1.01) 0.77 €0.49) -0.38 (-1.14
T I e 13 0.65 (0.38~1.13) 0.66 (2.35) 0.66 (0.42) -0.60 (-1.38
4 BpRLRAL 12 1.40 (0.79~2.48) 1.39 (1.32) 1.39 (0.86) 0.47 (-0.34)
RE 55 12 1.15 (0.65~2.04) 1.15 (0.23) 1.15 (0.71) 0.20 (—0.61)
JIti 8 98 R 12 1.18 (0.66~2.09) 1.18 (0.31) 1.17 €0.73) 0.23 (—0.58)
YL AR T 11 6.15 (3.30~11.45) 6.10 (42.72) 5.64 (3.35) 2.50 (1.62)
HR L AT i 9 D M R B 11 7.60 (4.05~14.25) 7.54 (55.62) 6.82 (4.03) 2.77 (1.89)
WP e 10 1.31 (0.70~2.47) 1.31 (0.73) 1.31 (0.7 0.38 (—0.50)
S E 9 1.71 (0.88~3.32) 1.71 (2.57) 1.69 (0.97) 0.75 (-0.18)
H‘Eﬁ? 9 1.54 (0.79~2.99) 1.54 (1.66) 1.53 (0.88) 0.61 (—0.32)
4 I 40 Al k2> R 8 229 (1.13~4.65) 2.28 (5.56) 2.23 (1.24) 1.16 €0.18)
B s 8 35.08 (14.69~83.76) 34.87 (167.52)  22.55 (10.89) 4.50 (3.36)
(555 8 2.13 (1.05~4.32) 2.12 (4.60) 2.08 (1.15) 1.06 (0.08)
V) o3 2 it 2 9 8 0.90 (0.45~1.82) 0.90 (0.08) 0.90 (0.50) -0.15 (112>
FE Bk AR 7 4294 (16.32~112.98) 4271 (167.77)  25.54 (11.37) 4.67 (3.45)
ZH I 9 RE" 7 2.11 (0.99~4.49) 2.10 (3.93) 2.07 (1.10) 1.05 (0.01)
&t 7 0.43 (0.20~0.90) 0.43 (5.25) 0.44 (0.23) -1.20 (-2.22)
T WA PR 7 1.78 (0.84~3.79) 1.78 (2.33) 1.76 (0.94) 0.81 (-0.23)
fEFb 7 1.10 (0.52~2.32) 1.10 €0.06) 1.09 (0.58) 0.13 (-0.90)
A i 6 3.01 (1.32~6.84) 3.00 (7.64) 291 (1.46) 1.54 (0.42)
542 6 0.35 (0.16~0.79) 0.35 (7.09) 0.36 (0.18) -1.48 (-258)
e EBE 6 2627 (10.08~68.46)  26.15 (101.62)  18.61 (8.35) 422 (2.96)
S IR g is 6 1.06 (0.47~2.38) 1.06 €0.02) 1.06 (0.54) 0.08 (-1.02)
PNGLTlI 6 8.35 (3.55~19.64) 8.32 (34.03) 7.44 (3.64) 2.90 (1.73)
2y 6 2.06 (0.91~4.66) 2.06 (3.16) 2.02 (1.02) 1.02 (-0.10)
Ve 6 1.36 (0.61~3.07) 1.36 (0.56) 1.35 (0.69) 0.44 (—0.67)
TR i AR TR i 6 1.59 (0.71~3.59) 1.59 (1.29) 1.58 (0.80) 0.66 (—0.45)
O ER 6 1.26 (0.56~2.84) 1.26 (0.32) 1.26 (0.64) 0.33 (—0.78)
MM T E PR 6 0.94 (0.42~2.10) 0.94 (0.03) 0.94 (0.48) -0.09 (-1.20)
& il 6 0.97 (0.43~2.17) 0.97 €0.01) 0.97 (0.49) —0.05 (-1.15)
M EBIREAIE 5 3403 (11.39~101.67)  33.90 (102.65) 22.15 (8.86) 4.47 (3.07)
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xKe6 (42
PT n/ 1 ROR (95%CD) PRR (4®) EBGM (EBGMoys) IC (ICos)
I i 5 7.47 (2.95~18.92) 7.44 (24.86) 6.74 (3.10) 2.75 (1.50)
N2 (iS 5 0.83 (0.34~2.01) 0.83 (0.17) 0.83 (0.40) —0.27 (-1.46)
AN E K 5 1.08 (0.45~2.62) 1.08 €0.03) 1.08 (0.51) 0.11 (-1.08)
% KA 5 6.65 (2.64~16.71) 6.63 (21.58) 6.08 (2.81) 2.60 (1.36)
i 5 0.93 (0.38~2.25) 0.93 (0.03) 0.93 (0.44) -0.10 (-1.29)
IR 2 WUE" 5 2552 (8.98~72.54) 2542 (82.83) 1824 (7.61) 4.19 (2.83)

#x7 5SSRUEEEHRINBAZRERNHARENS (PTKFE, BI50 2D

Table 7 Top 50 most common adverse events (PT level) for cisplatin in patients aged 65 and above

PT n/ 151 ROR (95%CD) PRR () EBGM (EBGMos) IC (ICo2s)
TGl 98 30 1.99 (1.38~2.87) 1.96 (14.11) 1.94 (1.43) 0.96 (0.43)
515 29 1.15 (0.79~1.66) 1.14 (0.52) 1.14 (0.84) 0.19 (—0.35)
Ayl 24 2.16 (1.44~325) 2.13 (14.32) 2.11 (1.50) 1.08 (0.49)
JieoK™ 22 2.61 (1.70~4.00) 2.57 (20.78) 2.53 (1.7 1.34 (0.72)
Hp R 4T i k2 R 20 3.20 (2.04~5.02) 3.15 (28.8) 3.09 (2.13) 1.63 (0.98)
nE 19 2.00 (1.26~3.16) 1.98 (9.12) 1.96 (1.34) 0.97 (0.31)
R FANE R 4 A ek i 18 2.81 (1.75~4.50) 2.78 (20.08) 2.73 (1.84) 1.45 €0.77)
/NI it 17 3.00 (1.85~4.88) 2.97 (21.73) 2.92 (1.94) 1.54 (0.85)
Tl 15 1.16 (0.70~1.94) 1.16 (0.33) 1.16 (0.75) 0.21 (—0.52)
(554 15 5.00 (2.97~8.42) 4.94 (45.23) 4.77 (3.08) 2.25 (1.51)
A SR GLEAL” 14 2.25 (1.32~3.83) 2.23 (9.38) 221 (14D 1.14 (0.38)
PR PR 20 gk 2 1 e R 13 12.13 (6.82~21.57)  11.98 (118.04) 10.90 (6.73) 3.45 (2.63)
I 5 12 0.99 (0.56~1.76) 0.99 (0.00) 0.99 (0.61) —0.01 (—0.82)
SV N 11 3.85 (2.10~7.04) 3.82 (22.16) 3.72 (224 1.90 (1.04)
B HIRS" 10 3.54 (1.88~6.67) 3.51 (17.48) 3.44 (2.02) 1.78 (0.89)
I I X 10 0.70 (0.37~1.30) 0.70 (1.29) 0.70 (0.42) -0.51 (-1.39)
A I 41 L 95 D 10 2.87 (1.53~5.40) 2.85 (11.79) 2.81 (1.66) 1.49 (0.60)
R 10 0.80 (0.43~1.49) 0.80 (0.52) 0.80 (0.47) 032 (-1.2)
JEGAEAR T 9 434 (222~847) 4.31 (22.05) 4.18 (2.39) 2.06 (1.13)
5B 9 0.91 (0.47~1.76) 0.91 (0.08) 0.91 (0.53) -0.13 (-1.05)
R4 af JiE ™ 9 2.82 (1.45~5.48) 2.80 (10.21) 2.76 (1.58) 1.46 (0.53)
5B 9 2.42 (1.25~4.70) 241 (7.27) 2.38 (1.36) 1.25 (0.32)
A I AE" 8 2.66 (1.32~5.39) 2.65 (8.05) 2.61 (1.45) 1.38 (0.41)
YL 8 2.34 (1.16~4.73) 2.33 (5.98) 2.30 (1.28) 1.20 €0.23)
SRR 8 1.54 (0.76~3.10) 1.53 (1.47) 1.53 (0.85) 0.61 (—0.36)
itk 8 1.57 (0.78~3.17) 1.57 (1.64) 1.56 (0.87) 0.64 (-0.33)
IR 38 7 1.13 (0.53~2.38) 1.13 (0.10) 1.12 (0.60) 0.17 (-0.86)
ik E 7 1.50 (0.71~3.17) 1.50 (1.14) 1.49 (0.80) 0.57 (-0.46)
A R 7 1.47 (0.69~3.10) 1.46 (1.01) 1.46 (0.78) 0.54 (—0.49)
Ji5m 7 1.75 (0.83~3.70) 1.74 (2.20) 1.73 (0.93) 0.79 (—0.24)
TER 7 5.72 (2.67~12.26) 5.68 (25.72) 5.45 (2.88) 245 (1.39)
R 7 1.11 (0.53~2.35) 1.11 (0.08) 1.11 €0.59) 0.15 (-0.88)
5 L WE™ 6 4.83 (2.13~10.96) 4.80 (17.32) 4.64 (2.34) 2.21 (1.09)
R S RE" 6 2.59 (1.15~5.83) 2.58 (5.68) 2.54 (1.29) 1.35 (0.24)
eS| 5 1.58 (0.65~3.84) 1.58 (1.05) 1.57 (0.75) 0.65 (—0.54)
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PT n/ 15l ROR (95%CID) PRR () EBGM (EBGMos) IC (ICo2s)
JE 22 95 5 247 (1.01~6.00) 246 (4.24) 243 (1.15) 1.28 (0.08)
BB e e 5 474 (1.93~11.64) 4.73 (14.09) 4.57 (2.16) 2.19 (0.98)
2N 2 5 8.22 (3.31~20.44) 8.18 (29.35) 7.68 (3.59) 2.94 (1.71)
% fiy 5 1.40 (0.58~3.39) 1.40 (0.56) 1.39 (0.66) 0.48 (—0.71)
T WA P A 5 1.65 (0.68~4.00) 1.65 (1.25) 1.64 (0.78) 0.71 (—0.48)
O J I3 5 1.37 (0.57~3.31) 1.37 (0.49) 1.36 (0.65) 0.45 (—0.74)
P REST 4 4.73 (1.74~12.90) 4.72 (11.24) 4.56 (1.97) 2.19 (0.86)
R 4 0.98 (0.37~2.63) 0.98 (0.00) 0.98 (0.43) -0.03 (-1.33)
B o i 4 2.50 (0.93~6.74) 2.49 (3.50) 246 (1.07) 1.30 (—0.01)
N 4 3.52 (1.30~9.54) 3.51 (6.96) 3.43 (1.49) 1.78 (0.46)
R PERAE" 4 4.00 (1.47~10.87) 3.99 (8.64) 3.88 (1.68) 1.96 (0.64)
EQ R L 4 4.04 (1.48~10.97) 4.02 (8.77) 3.92 (1.70) 1.97 €0.65)
Fii 7 firp™ 4 7.72 (2.80~21.32) 7.69 (21.78) 7.25 (3.100 2.86 (1.51)
P 4 1.46 (0.54~3.93) 1.46 (0.58) 1.46 (0.64) 0.54 (—0.76)
X Z R 4 1.21 (0.45~3.25) 1.21 (0.15) 1.21 €0.53) 0.27 (-1.03)

x8 HRE LGS ERAE FAERS HiEPIRARIR S0 B FNREHF

Table 8 Top 50 most common adverse events for cisplatin in FAERS Database after excluding commonly co-administered drugs

PT n/ ROR (95%CI) PRR (;?) EBGM (EBGMos) IC (ICo2s)
K 28 5.16 (3.53~7.55) 5.01 (89.24) 4.95 (3.60) 2.31 (1.76)
Wy 19 1.64 (1.04~2.59) 1.63 (4.65) 1.63 (1.11) 0.70 (0.05)
g 19 2.23 (1.41~3.52) 220 (12.48) 2.19 (1.50) 1.13 (0.48)
TGNl 98 18 1.62 (1.02~2.59) 1.61 (4.19) 1.61 (1.09) 0.68 (0.01)
TER 18 1490 (9.24~24.02)  14.58 (218.28) 14.00 (9.39) 3.81 (3.12)
i85 18 0.97 (0.61~1.56) 0.98 (0.01) 0.98 (0.66) -0.04 (-0.71)
R R R D RE 16 3.07 (1.87~5.05) 3.03 (21.72) 3.01 (1.99) 1.59 (0.88)
JiliAg: 2€” 16 3.47 (2.11~5.71D) 3.42 (27.31) 3.40 (2.24) 1.76 (1.05)
I 5 15 1.43 (0.86~2.39) 1.43 (1.93) 1.42 (0.93) 0.51 (—0.22)
FR L 4 B gk 2 R 15 2.61 (1.56~4.36) 2.58 (14.52) 2.57 (1.67) 1.36 (0.63)
i 15 1.71 (1.03~2.86) 1.70 (4.33) 1.69 (1.10) 0.76 (0.03)
R 13 1.36 (0.79~2.36) 1.36 (1.22) 1.35 (0.85) 0.44 (-0.34)
ik B 12 3.46 (1.95~6.15) 3.43 (20.5) 3.40 (2.11) 1.77 (0.95)
SEiY 7 11 4.05 (2.23~7.37) 4.01 (24.61) 3.97 (241D 1.99 (1.14)
RS 11 1.55 (0.85~2.82) 1.54 (2.12) 1.54 (0.94) 0.62 (—0.22)
IR R 10 0.89 (0.48~1.66) 0.89 (0.13) 0.89 (0.53) -0.16 (-1.04)
iR 10 3.34 (1.79~6.26) 3.31 (16.06) 3.29 (1.95) 1.72 (0.84)
(553 9 3.68 (1.90~7.13) 3.65 (17.21) 3.62 (2.09) 1.86 (0.93)
ISR k2> 8 1.51 (0.75~3.03) 1.50 (1.35) 1.50 (0.84) 0.59 (-0.38)
T WA PR e 8 3.35 (1.67~6.76) 3.33 (12.96) 3.31 (1.84) 1.73 (0.75)
Iz 8 3.72 (1.84~7.49) 3.69 (15.54) 3.66 (2.04) 1.87 (0.9
Pz 7 3.03 (1.43~6.40) 3.01 (9.34) 2.99 (1.60) 1.58 (0.55)
PR 2 v 7 1.53 (0.73~3.22) 1.52 (1.26) 1.52 (0.82) 0.61 (-0.42)
R e 7 2.60 (1.23~5.49) 2.58 (6.77) 2.57 (1.38) 1.36 (0.33)
FhR A R AR R 7 8.20 (3.86~17.41) 8.13 (42.76) 7.96 (4.24) 2.99 (1.95)
& 1. 6 1.85 (0.82~4.13) 1.84 (2.29) 1.83 (0.93) 0.88 (—0.22)
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PT n/ | ROR (95%CI) PRR (» EBGM (EBGMys) IC (ICo2s)
{5 ik 5 1.12 (0.47~2.71) 1.12 €0.07) 1.12 (0.54) 0.17 (-1.02)
AR 5 5.17 (2.13~12.55) 5.15 (16.47) 5.08 (2.42) 2.35 (1.15)
oA AL 5 3.39 (1.40~8.21) 3.38 (8.30) 3.35 (1.60) 1.75 €0.56)
TR AR T 5 3.68 (1.52~8.90) 3.66 (9.57) 3.63 (1.73) 1.86 (0.67)
% 1k 4 0.91 (0.34~2.44) 0.91 (0.03) 0.91 (0.40) -0.13 (-1.43)
SO UEIE" 4 7.01 (2.60~18.93) 6.98 (20.09) 6.86 (2.99) 2.78 (1.47)
e 4 3.48 (1.29~9.33) 3.46 (6.94) 3.44 (150 1.78 (0.48)
1 YR B 4 218.72 (61.6~776.58) 217.61 (517.49) 130.96 (45.36) 7.03 (5.47)
7R 4 1.61 (0.60~4.32) 1.61 (0.92) 1.61 (0.70) 0.68 (—0.61)
i L7 T b 4 2.67 (1.00~7.17) 2.66 (4.13) 2.65 (1.16) 1.41 €0.11)
A BRI A 4 0.85 (0.32~2.26) 0.85 (0.11) 0.85 (0.37) —-0.24 (-1.54)
AN AR 4 1.67 (0.62~4.46) 1.66 (1.06) 1.66 (0.73) 0.73 (-0.57)
4= I 41 BRI/ E 4 1.69 (0.63~4.53) 1.69 (1.12) 1.69 (0.74) 0.75 (-0.55)
SE R qEa s 4 1.29 (0.48~3.45) 1.29 (0.25) 1.29 (0.56) 0.36 (—0.94)
5423 3 0.26 (0.08~0.80) 0.26 (6.39) 0.26 (0.10) -1.94 (-3.39)
JH FEI A 25 3 1.48 (0.48~4.62) 1.48 (0.47) 1.48 (0.57) 0.56 (—0.89)
I3 3 1.31 (0.42~4.06) 1.30 €0.21) 1.30 €0.50) 0.38 (-1.07)
LT 3 1.15 (0.37~3.58) 1.15 €0.06) 1.15 (0.44) 0.20 (-1.25)
it 2 4 3 2.55 (0.82~7.96) 2.54 (2.79) 2.53 (0.98) 1.34 (-0.11)
Jiti s af 3 3.37 (1.08~10.55) 3.37 (4.94) 3.34 (1.29) 1.74 (0.28)
% RMPEIR" 3 499 (1.59~15.63) 4.97 (9.38) 491 (1.89) 2.30 (0.84)
TN BRI 3 40.95 (12.31~136.28)  40.80 (103.55) 36.38 (13.30) 5.19 (3.64)
e AR 3 3.18 (1.02~9.93) 3.17 (4.42) 3.15 (121D 1.65 (0.20)
NSSIPNSEY 3 2.95 (0.94~921) 2.94 (3.81) 2.92 (1.13) 1.55 (0.09)
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e 245 30 d WRA: . BI A R AR I SE 11X
PR, AR ) 2345 WL 3, ST S
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Fig.3 Onset time of cisplatin-induced adverse events
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<9 CVAROD H|i$HF REHFIN A EIHRE
Table 9 Frequency of cisplatin adverse events in CVAROD

PT I 51 5/ 151 ROR (95%CI) PRR (4») EBGM (EBGMos) IC (ICo2s)
F R 2 PR gk 11 22.32 (10.64~46.83) 21.37 (140.6) 14.37 (6.85) 3.84 (2.1D
A PR ik e 10 1.31 (0.69~2.49) 1.30 (0.67) 1.29 (0.68) 0.36 (—1.32)
LINING S 6 16.70 (6.42~43.42) 16.32 (61.75) 11.94 (4.59) 3.58 (1.79)
ANE RBP4 6 13.18 (5.22~33.3) 12.88 (50.1) 10.03 (3.97) 3.33 (1.56)
it 2~ 5 3.91 (1.55~9.86) 3.85 (9.69) 3.60 (1.43) 1.85 (0.13)
Wy 4 0.87 (0.32~2.35) 0.87 (0.08) 0.87 (0.32) -0.20 (-1.89)
IS5Vl 4 591 (2.06~16.97) 5.83 (14.04) 522 (1.82) 2.39 (0.64)
B RPIRES" 3 6.18 (1.83~20.95) 6.12 (11.2) 5.45 (1.61) 2.45 (0.67)
I35 3 0.77 (0.24~2.44) 0.77 €0.2) 0.78 (0.25) -0.36 (-2.05)
o 3 2.12 (0.66~6.83) 2.11 (1.68) 2.06 (0.64) 1.04 (—0.68)
a2 3 1.07 (0.34~3.37) 1.06 (0.01) 1.06 (0.34) 0.09 (-1.61)
B 3 123.89 (12.84~1195.32) 122.39 (90.33) 31.35 (3.25) 4.97 (2.86)
N 3 61.94 (10.3~372.37) 61.20 (71.09) 25.08 (4.17) 4.65 (2.60)
RIRPEZ WU 3 30.96 (6.89~139.1) 30.60 (49.11) 17.91 (3.99) 4.16 (2.2)
3 e 1/PD-L1) #iil 55) Se e 7 iE R B — b VR T, 1X

AW FET FAERS 45 %, X IEA7E NSCLC
BT ST B AR AT T TS FE KA 20
FERIZES M DEFTR ™R 2 AR T
nag: e, ARG SN A T AN R R,
KHT 4 R ERAE SRR T 6 b H
W, TERE TR, TEHERR T8 WA 1y 7T 25
YIRITHGE, BAE T O B EHE 5 RS TE,
XIS TE S 5 A S St e, it
CVAROD HHAT 1 A a5 , e i filide ZE A0 =
IBOHPRAS SR 7 RS 515 2] 1 BRI, M
W T X SRR R I AT EEME . FERCERRE B, TENE
SLOHA RN (WTE &, i, & B
) HIFIRE, HyEE R e 2E . BT, T E
GUHAAE. Z PR . B, B EEThRERER
SETEDUAT 24 Ui B 0 o R R 00 A T TR A
55, R T IRASEEEKVGR, JFRH TEIR
PRI 58 oo} 28 DL B 2 5 AN R A AT 5 R A 5
T T

AWM ES AT (B 2) Bx, K
AN R HAERAETE 2015 FIA RN TG 20T R
X IR ATHE /R T NSCLC 1897 48 & (IR ZI AL 4
2015 S J5, LAFR B AR KPR 7 52 R s e B a4 1
7] CEGFR-TKI A1) 28 14 bk EL 3 38541 1751 C ALKO
AR E R AT H 3 &, BE)S Rt
MUFE T8 E -1/ 7 4R U AE T2 8 A -Fe ik 1 (PD-

A BE 5 305 AR I 4% ey 7 RAE— IR YT I
S FH B AR kD, B 22 M T 2R B R E A
B, AR T A RS B8 RS 3
W BN AT BE 5 RF 58 A A R Y I PR 56 1) R AR B2
WV EUR AR R

RWFFET FAERS $IlEFEIF B LG i, =
FRVEANE YT NSCLC BB sEt Fa e, Ak
PR M 5 AR P Rt 1B i R o Gl I PR NI
2004 5 1 TR 2024 5 3 FRERIREIF A
REMRE, RIESLCAA RN (WIE#EE. ff
M. FREMHIE MEN, R 2.
AR TS . A, BUERIRS . B
FEBE. B BT A TR AR AT 25 S Ul b ok 78
SHVHBEEA R RVE 5. XL R E 75
FEMEE AR, FRERH T ARG RIS o 27 WL 5%
AN R AT R S T

AT T FEELE TR, [k ZE RN G R e
S 7 B IR E PR 2R G0 AR G I RO AE IR VG 9T I A
HHARZR AN WA SCHR O il i ZE A0 A A A G 1
HEMAEEE B, 78 1 TR S A 254 1)
WEFE R, ke 2 K AEFIE 5.6%, N2 HEATTRE
FhEnz R0, AR FAMYAE FAERS £048 28 A
WRBRZI 2SS, FHEEHRRRECE 218
BT %G SR EZE, AR CVAROD )
BUE AT AN TIX—(55, XN REHE K



©2614 FA8EBFIH 2025F9H

ﬁ Wrigahah Fo Drug Evaluation Research

Vol. 48 No. 9  September 2025

I AR PR T B IR ST ) ALt SRR . A AT
PR R (5 S S MR A —3,
A I BN H SO A S B G, I AT S8
R GLOT8] 6 B — OV, AR
BEAERIE AR ARF T I, R 1%
ik s B A e M PR K, BB 15% 6 H s Tl A
PG5BT, X e gl PR ORIE T 7 (10 A FE A
LR S, JEHAE G FF A S e DR 2 ) B
e s

A DR A A A AL B R RDIRES , DU I PR S
RO AR R B0 5 R 1 i A2 28 090, BT e S5 VA 5 | Ak 1)
R WK FAR T 2R AL B AR FE A R RO,
A, “EIRBHPIRE” {5 5 7E FAERS iR
FEF CVAROD Hi8 2R, 7R ImIREEAE R 15
IFETETE R A 2 R G . (EfERIE, &
W, —HREEAT R (30d ) BIH
SR B . 1) A TR PR A A s 2R tR, R S TR,
S FEUCE G R BT, TR AR S B 5 A B
Wby, MREAN, 75 EAG P ST (R S 9 Ak
FEAR, R AR R TR M SR I -

KT B A AR IX — /b TLAEL ™ E (R R AH DG A R
HiF, AR SBEAENRIRIEMET. SRR,
FATAA + 5 PO A5 75 S ) 5 H B 00U A e, 3L
AT RE ML AL FEMRUER 175 A 1) I/ 9 B 43 kIl T e
FALIOKA 55 FFERIF 1L, FAERS Hf F
(S 5 AT b2 i A AN e E A7 SGBG,  1f AEf
SEMIBIR G R T B HIAE R IR 5 5 B 4m ek
HAR ARG, FENERTE YT I AR b R HE g R B X
PRI I ANE S DhRe ik s IR FE i B, DA
B2 Imia

K FILSE N T BRI RE R B A R
HES, SRk iEmmyLssEss. A
FURIEE ] B 1 E R T Re, (H2HEd Tk
R /b /MR D B3 2223, B EE T R
i PRI PR 485 ) U R B R o B R, TR AR R
FENBEABE KRR (i, FFERAR . BT
SR BEIN T RS U024, FEIRRSEE, MR
FREFIATHEE R MR T BT ae I, a6
M2 0 AR A PR S TR T T

ETE R TR, ARAHEEFIEA R
FAAAEZE R, RBLT ESCE AR S 5
R EREME, Sl (=65 %) BEMUE S KE
WIS, waEt, ER D NP IRER .

i B ARR520], XNl R 2R L EAIHIE. 4
B IIReE & AR R AYNERREE ST R SRR K,

BT BREER, B HEAS RSB A W R R
o, AU 1 A TE DI S A A
FER KR, TREYR 8 XA 22 4R UGR, FIR
[ iR 242 38 1 1A B B R A 2T, 2 e 1)
IR ZE . YR T BB A R A R
BIRAS . B HEAE K BE T A 2800 55 2 WL H = A R
HE, A BEIRIE YT A SFE TR SR06. 21,281,
HW, ARFFeaEif, xFFmld. Resek 2 =20
B, AR OO REEE 5 24k, IRIKTR 785
VAL OB ThEE . ke BB RS, AR i 3 LAk
TEOLRA T SRR 2, e, ST
Sy SR s B 2, LRSI AT R Y
BEPER N, IR RGE 2 R R, DURTHA
JPIRIE S R A A3k A

EARARHE I S A 2 Mg e 215 5, (HIF
E—LE )RRt Bk, ARIRSG RGOS EA
PEEATERNE, WA R FFRR R BRI
T R e 200, Uk, FAERS $4 B /b 25 4 Ak 1)
WITHRER, WA B AARTR . A28 A
G2, XS TCIEA IR HERR R AR R 2
UGB ATE — R 2B T ke, EATS
T e BT RMPERIIRTE. =, AH
=IT RG05 NS IR 22 5, AT RES RS
ORI F AR AN R i B
B FE, B A T I al R I R TR —
WAL, BfE, BN RFEFMFEARGIR, WA
& DAGHRE W2 AT RN 20 AT

RSP ARSKIETL, PIMCL R TR — gt
EREENEE (ks ZEAIHE. B DhEEGE
) HATRINEYEZ OB, XAl SE . AR
oy A E B REAESE T IR ROREREAT B R G
FHUHIRG ;s =i 25 L R 4 2 S Bk 2 5)) 2
R, A BT 25 1 1) B IR AR SR R R, Ol R
PRI S s = RINGRE GBS TTIEI %
VP, RHOGE SN TR RIEIRTT A
CH I i B s DU A I - B st S ) AT
MBS S R &, A BE RS
SR, ShATEA RFAE, AW e ia 7
GAEH,

B2, ARG T NSCLC 78 B st
FEIREE P AT REAEAE ) 2 A2 AL 2 &R, G



FA8EFEIH 202559 A %¥r34ak £ Drug Evaluation Research Vol. 48 No. 9  September 2025  + 2615 *

ok gE . GPERTE . SSEL. IR R RR A
WIRZS B BESEAN B Bl ) R 35 5 55 1o R AE BAT 15
P FE N UM I RAER O . WIS IR A = e
NI P TP, S 22 S BB 1 AU 7 B AN A4
WEe 25 5ms, IR CGE BB AR AR, ek
P EFRRAN R FF FER T I 5 50T XU

FBAR PAAVEHNFAREEA BT R

&3k

[1] SungH, Ferlay J, Siegel R L, et al. Global cancer statistics
2020: GLOBOCAN estimates of incidence and mortality
worldwide for 36 cancers in 185 countries [J]. CA Cancer
J Clin, 2021, 71(3): 209-249.

[2] Hirsch F R, Scagliotti G V, Mulshine J L, et al. Lung
cancer: Current therapies and new targeted treatments [J].
Lancet, 2017, 389(10066): 299-311.

[3] Uprety D, West H J. Perioperative therapy for resectable
non-small-cell lung cancer: Weighing options for the
present and future [J]. JCO Oncol Pract, 2023, 19(7): 403-
409.

[4] Watanabe S I, Yotsukura M, Miyoshi T, et al. Updated
review of perioperative treatment for non-small-cell lung
cancer in the New Era of immune checkpoint inhibitors:
Past, present, and future [J]. Jpn J Clin Oncol, 2024,
54(12): 1244-1253.

[5] Non-small Cell Lung Cancer Collaborative Group.
Chemotherapy in non-small cell lung cancer: A Meta-
analysis using updated data on individual patients from 52
randomised clinical trials. [J]. BMJ, 1995, 311(7010): 899-
909.

[6] Sedrakyan A, Van Der Meulen J, O’Byrme K, et al.
Postoperative chemotherapy for non-small cell lung
cancer: A systematic review and Meta-analysis [J]. J
Thorac Cardiovasc Surg, 2004, 128(3): 414-419.

[71 Rosell R, Lord R V N, Taron M, et al. DNA repair and
cisplatin resistance in non-small-cell lung cancer [J]. Lung
Cancer, 2002, 38(3): 217-227.

[8] Rose M C, Kostyanovskaya E, Stephanie Huang R.
Pharmacogenomics of cisplatin sensitivity in non-small
cell lung cancer [J]. Genomics Proteomics Bioinformatics,
2014, 12(5): 198-209.

[9] Bottger F, Schaaij-Visser T B, de Reus I, et al. Proteome
analysis of non-small cell lung cancer cell line secretomes
and patient sputum reveals biofluid biomarker candidates
for cisplatin response prediction [J]. J Proteomics, 2019,
196: 106-119.

[10] Chen M J, Wu D W, Wang Y C, et al. PAKI confers

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

chemoresistance and poor outcome in non-small cell lung
cancer via P-catenin-mediated stemness [J]. Scientific
reports, 2016, 6: 34933.

Lu M, Hu C H, Wu F, et al. miR-320a is associated with
cisplatin resistance in lung adenocarcinoma and its clinical
value in non-small cell lung cancer: A comprehensive
analysis based on microarray data [J]. Lung Cancer, 2020,
147: 193-197.

Pan J C, Joseph A, Lafarge A, et al. Cancer cell-
autonomous overactivation of PARP1 compromises
immunosurveillance in non-small cell lung cancer [J]. J
Immunother Cancer, 2022, 10(6): €004280.

Konoshenko M, Lansukhay Y, Krasilnikov S, et al.
microRNAs as predictors of lung-cancer resistance and
sensitivity to cisplatin [J]. Int J Mol Sci, 2022, 23(14):
7594.

Nam A, Mohanty A, Bhattacharya S, et al. Dynamic
phenotypic switching and group behavior help non-small
cell lung cancer cells evade chemotherapy [J].
Biomolecules, 2021, 12(1): 8.

Ren J K, Zhao S W, Lai J Y. Role and mechanism of
COL3A1 in regulating the growth, metastasis, and drug
sensitivity in cisplatin-resistant non-small cell lung cancer
cells [J]. Cancer Biol Ther, 2024, 25(1): 2328382.

Hirsch F R, Govindan R, Zvirbule Z, et al. Efficacy and
safety results from a phase 11, placebo-controlled study of
onartuzumab plus first-line platinum-doublet
chemotherapy for advanced squamous cell non—small-cell
lung cancer [J]. Clin Lung Cancer, 2017, 18(1): 43-49.
Tomkowski W Z, Wisniewska J, Szturmowicz M, et al.
Evaluation of intrapericardial cisplatin administration in
cases with recurrent malignant pericardial effusion and
cardiac tamponade [J]. Support Care Cancer, 2004, 12(1):
53-57.

Santana-Davila R, Szabo A, Arce-Lara C, et al. Cisplatin
versus carboplatin-based regimens for the treatment of
patients with metastatic lung cancer. An analysis of
Veterans Health Administration data [J]. J Thorac Oncol,
2014, 9(5): 702-709.

Alt N J, Muster J, Ziegler D A, et al. Outcomes of
multimodal treatment in elderly patients with localized
non-small lung cancer from a radiation oncology point of
view: Special focus on low-dose cisplatin [J]. Cancers
(Basel), 2024, 16(2): 327.

Chan S H'Y, Khatib Y, Webley S, et al. Identification of
cardiotoxicity related to non-small cell lung cancer
(NSCLC) treatments: A systematic review [J]. Front
Pharmacol, 2023, 14: 1137983.



<2616 SE4A8EFEIH 202559 H %¥i34ak . Drug Evaluation Research Vol. 48 No. 9  September 2025

[21] Cavdar C, Toprak O, Oztop I, et al. Bilateral renal [26] Wang H Q, Ren Y G, Qian Z Z, et al. Nimotuzumab
infarction in a patient with lung carcinoma treated with combined with gemcitabine and cisplatin as second-line
cisplatin and gemcitabine [J]. Ren Fail, 2007, 29(7): 923- chemotherapy for advanced non-small-cell lung cancer [J].
925. Thorac Cancer, 2012, 3(1): 72-78.

[22] Splinter T, Kok T, Kho S, et al. A multicenter phase II trial [27] Schelman W R, Mohammed T A, Traynor A M, et al. A
of cisplatin and oral etoposide (VP-16) in inoperable non- phase I study of AT-101 with cisplatin and etoposide in
small-cell lung cancer [J]. Semin Oncol, 1986, 13(3 Suppl patients with advanced solid tumors with an expanded
3): 97-103. cohort in extensive-stage small cell lung cancer [J]. Invest

[23] Vallejo C, Romero A, Perez J, et al. Ifosfamide and New Drugs, 2014, 32(2): 295-302.
vinorelbine as first-line chemotherapy for advanced non- [28] Endo C, Takagawa R, Chiba T, et al. A case of
small cell lung carcinoma [J]. Am J Clin Oncol, 1996, consciousness disorder induced by the syndrome of
19(6): 584-588. inappropriate secretion of antidiuretic hormone following

[24] Pless M, Stupp R, Ris H B, et al. Induction chemoradiation cisplatin and 5-fluorouracil chemotherapy in a patient with
in stage IIIA/N2 non-small-cell lung cancer: A phase 3 esophageal cancer [J]. Gan To Kagaku Ryoho, 2013,
randomised trial [J]. Lancet, 2015, 386(9998): 1049-1056. 40(12): 2130-2132.

[25] Zazuli Z, Kos R, Veltman J D, et al. Comparison of [29] Wehler T, Thomas M, Schumann C, et al. A randomized,

myelotoxicity and nephrotoxicity between daily low-dose
cisplatin with concurrent radiation and cyclic high-dose
cisplatin in non-small cell lung cancer patients [J]. Front
Pharmacol, 2020, 11: 975.

phase 2 evaluation of the CHK1 inhibitor, LY2603618,
administered in combination with pemetrexed and cisplatin
in patients with advanced nonsquamous non-small cell lung
cancer [J]. Lung Cancer, 2017, 108: 212-216.
[Frieshit

FHE]



