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Abstract

Objective: To provide a reference for clinical administration of trametinib (TRA), we mine the
TRA-related adverse event (ADE) of respiratory system based on the FAERS and explore the cha-
racteristics of ADE occurrence, the correlation strength between ADE and TRA and the risk factors
of TRA-related ADE of nervous system. Methods: We use reporting odds ratio (ROR) methods and
healthcare products regulatory agency (MHRA) methods to mine the TRA-related ADE of nervous
system based on the adverse reaction report data of 24 quarters from the first quarter of 2017 to
the fourth quarter of 2022 extracted from the FAERS. Results: Totally 4 392 TRA-related reports
were obtained, 86ADE of nervous system were reported. There were 15 PT with signal, which
could be divided into 7 high level group term (HLGT). The top 3 reported PT were seizure, syn-
cope, sleepy. The top 3 PT with the highest signal intensity were central nervous system lesion,
hemiparesis and hydrocephalus. There were 15 PT that were not included in the drug instruc-
tions. Conclusions: Need to attach importance to TRA related nervous system the risk of ADE, es-
pecially the peripheral neuropathy and hydrocephalus, patients with underlying diseases related
to the nervous system need to be closely monitored to ensure the safety of medication.
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1. B

2% B JE(TRA)Z — P 2 25 iR AL A I /M 5 1580l 172 el (1], F 2@ % MEK & H
MER, B2 MAPK I8 2% 01 20 B 35 58 T R FEAE AR A . ARSM5 4] BRAFV600 Z8A% BH LK 3 1
FRAMAKMMER2] [3]e TRA fERN—F DRI MEK1/2 #0075, 7685 HIR0R00 H Bon TR I 1 IR
ST R AT AR T ISR SL 36 25 R WoR (4], AHEE T HAR A0 R 8 4k 7 25, A Bos 7 Kot @ A A7 i
MU AR, BoNE R Y)BE BRAFV600E 5% V600K 84554 5% 1 T o 28 (8 & #2488 17 3 A
SR H2, TRAJ NAFIHIA RS PR ] 1 Hifm AR R o

BE#E TRA ) 2N, HARKRRNHREH @G 2[5, 51K 7T ARK TRA LA MR 171X Le5%f
TRA A R Hff(adverse drug event, ADE) 7347 J5 B T IR R W20 72, sl /M5 S 2380 9. Rk, 23408
RS2 T4 TRA A RRNAS S, HEZKIHH ADE 55, yRAMEHRIA L. FIAH 7t
T e A B FH 4R RS0 (FDA adverse event reporting system, FAERS)%4k ¢ W 82 1) $5bis 3547 72 4l A1 i
e, XA R EEE S 3T T, DUHCAIG IR A B IRTT 7 % Tl AR 250 A R RN AL S %

2. AREFZE
2.1. BEERIR

1) BirdimA R EAIREE UL L FAERS 2088 5 2017 455 1 R 3 2022 F55 4 TR 24 NFF
BB R A5, DL “TRAMETINIB” DR % )8, MLt DLl 2 8 e i B4 s .
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2) Zidh A R FEAR Y R4 FAERS %045 &+ ADE #4°% F (Medical Dictionary for Regularly Activities,
MedDRA)H 1 i i (preferred terms, PT). =40 i% (high level group term, HLGT). ZR4i#:H 452 (system
organ class, SOC)BEAT 4 fih I 1 5 AL [6].

22. YI_SWHE

KA T ROR Al MHRA VAT A R FHAEARIZIR, X PR 77286 T th gl R ik DU R (G5 1), R
FHAEREHTA 2T 5H ROR B AN LL 41 3% 25 LE 4 L (proportional reporting ratio, PRR)YE[7] [8], T id 1% & AT
I A E T PT (£ 2). PFrASEiH M Excel 2020 58,

Table 1. Fourfold table of measures of disproportionality

1. IR EIAMEER

2 HARAS R 5 B 25 A R R B 5 L it
H¥rz5%) a b a+b
HAb 254 c d c+d

At a+tc b+d N=a+b+c+d

Table 2. Formulas and threshold values of ROR and MHRA
%2 2. ROR 5 MHRA EAR K HE
ik 3k 4B
(/) _ad
ROR= (b/d) be
ROR 1111 a23;
SE(InROR ) = [g+g+;+gj ROR 9 95%C1 FI > 1, WHURAER— M5
95%Cl _ eln(ROR)irl .96 [;4;4—;4-51
PRR = a/(a+b)
MEHRA c/(c+d) a>3:
»__(ad—be) (a+b+c+d) PRR>2, B, FJ7(A) 24, MHERER MG
B (a+b)(c+d)(b+d)(a+c)
2.3. HIBLLIE
GitERE

i Fl MedDRA 25.1 AR ik FOBHE AT bR vEAL, & IFF SCE SGHFIRT PT, 183% PT SR 5L
T AR A0 THH ROR A PRR {H A1 95% CI FBR. ROR yEHHiREH a>3. H 95% CI FR >1, I
R ANERUE S MHRA EDHRE S a>3. HPRR>2, >4, WHR 1 AMERES, WL S A
=51 PT.

3. 58
3.1. FREGHREERER

2017 FE56 1 SR 2022 F55 4 =R ADE B 505 5% 8,787,823 4%, H UL TRA A EMNELY)
] ADE #45 4393 1, Hob R B L FAHK MR ADE 55852, MELEA 17.03%, HiX
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A B N S 4R P AL R RS, R 14.27%, #4240 ADE 55 h 86 4, MIRLEL N 3.77% (W

& 1).

3.2. TRA HERGKFESERER

iZ2 ] ROR fil MHRA £ E A E AT NEES PT, LA 15 4 TRA HXMR RS HES PT,
WS ANEFTUR IR BE A P R PEANC RIS S, BRERIE, LSRR, RS RGN, WUWN, T
eSS, HRHE MedDRA 25.1 XA (551 PT #H4T HGLT 43 28HE %, LRI 8 7 4~ HGLT, 432%J5 HGLT
{5 5%, ADE 558 % 1. 7F 86 35155 PT [ ADE R, 4 2005 1A pl EE B (L 26 3),

N 41.86%, HEAIE, LU, AR, TR

HUR IR K AE(26.74%), L3515 R & A A0

Rk Ak LAERAN BRI CRIBRFERANE AR

RGP

UERES

53 R G

1A 5 I BB R

o HEA B B

WIS ZRGE B R

AR &% B
FIAR L T SRR I RO

Ry e SR

EEEN ok
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Figure 1. Constituent ratio of ADE of organs and systems involved by TRA
E 1. TRA ERBFERGEFS REGREHIKMMEL

Table 3. Sequence of TRA-related nervous system ADE signal under HLGT
7 3. TRA HEMEZ RS ADE {55 HLGT Bl NHEF

HLGT He4 w0 5 s 5 EEE WEEHRLE
, e KAEB) LFRIFG) PRIHE RGRIG). FHET). #E
K 0
HERIIR RUREG). NG, EH(10) 7 41.86%
S R AE HIR6) TRRAE0T) 2 26.74%
AN JE P2 R I ANEIZ B TOR(S) AMNE SN TTI (6) 2 12.79%
Pl P T v B AR K AR K (5) 1 5.81%
FAH 25 57 THIFRERE(4) 1 4.65%
PR 4R 2R G I A A 0
Py P I (4) 1 4.65%
123 RS BAmREQ3) 1 3.94%
15 100.00%
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4. ¥Wig

AHFFE M FAERS HHEEL TRA HIA KA S 4393 4, L S 048 B 1 Stk R 1k o A B F P
FRAA . Y AR P IBIREE 11 A SOC, 5 Ut B 5 K SCHRHRIE 1) ADR JEAR—2, ESE T AHE A1 7]
FEME. @ 1 RTDUE R S Rt BT AN BRI R A G e, X AT R AR R %, (AR
S BT LA (R 8L DA B o i3k A

H AR SAFED TRA AHRAE RGA R FARTE 86 10(3.77%), Hrf EZAFERHE RPN « WR KA
AMEIAPE I R T SRR A5 . AR R MM . e shiEhg 7 AN 71
IEAh, BATTRIL TRA AHAE RGN AE U BH BRI R S, A A DI A s 1Y) A3 75 I s I

EAFERIE, SNE PR HLGT TR MM BN 12.79% (W< 3 BiizR),  ESAKY R L AR X
R RIRE, HANEIZEh#Z 70 PRR 5K 77(69.87, 329.25) 45, #il TRA 5 4NE M4 2AK50% Kk
AR E R R, BB E T A — i R R T I B R JU B BERT A A . TS 4ligsh &t R
HEAA 2 B B HE AR SR 08 P EAT PR VR, IR IRRIANITE 71 WL 4 AAEAR SRAE A [F 4 4[9] [10],
S POETR TR RGN - TR, A5 41 A 22 003 AF DG BBl 1) A3 A6 A TRA 75 3 AR . itk 4h,
KA K EIRNBEIRA S, H2H PRR AIR7E(19.71, 88.58)% 1, UiHH TRA SMF/K I A A K
RS, EALE PO AR A7) 35 D s

A FAFAE—E W RBRME: S—, BRI EAR LT A RIS KRG A RRE, bk, &
] ArEah. FIRAHERRSE, XL RSB A G IR AT . 3, RATIB AR T 8
Foo ANRERIEA R F SR B TRA HISMAEREARFMHIES . =, 25 LR R%ZREE
—EFEE L ADE Lk s,

2z FPrik, ARFFIET FAERS B8 200 7 TRA AJ BESG A2 R 48R B 34 (0 XUy, JH o 47 J el
20 RGN AR K A D 5, FURTEIA B U B TR 38 K, 75 i FH 25 17328 Bl 0 28 T B 350 AF O
FERHPORR AL, UK ZET . FZEE I, RIS WIATATY, Bl TRA MHCHE RGA R EF K
KE.
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