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Value of therapeutic drug monitoring of infliximab in Crohn’s disease
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Abstract: Objective To analyze the associations of therapeutic drug monitoring (TDM) after induction therapy and
during maintenance period with primary non-response ( PNR), secondary lost response ( SLR), endoscopic mucosal
healing( MH) , acute infusion reaction and drug withdrawal in the patients with Crohn’s disease (CD) treated with
infliximab (IFX) . Methods Forty-seven moderate-severe CD patients were enrolled for a respective analysis, who were
admitted to Nanjing Drum Tower Hospital from June 2018 to September 2022 and were initially treated with biological
agents. At the 14th week after induction therapy, the first TDM was performed to detect IFX trough concentration( TC)
and anti-tumor necrosis factor drug antibody titers (anti-TNF antibody, ATI). IFX TC=3 pwg/mL was defined as up-to-
standard, and drug dosing optimization was allowed based on TDM results. In the maintenance treatment, the second
TDM was conducted. The differences of PNR, SLR, MH, acute infusion reaction and drug withdrawal between 14-week
IFX TC up-to-standard group (n=25) and substandard group (n=22) and among different subgroups of IFX TC during
maintenance period were analyzed, and the relationship between different IFX TC and ATI positive rate was analyzed.
Results At (32+4) weeks, there was a significant difference in MH rate between 14-week up-to-standard group and
substandard group( 80.0% vs 31.8%, X*> = 11.113, P<0.01). In the 14-week up-to-standard group, there were
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significant differences in the incidences of ATI, infusion reaction and drug withdrawal between second up-to-standard

subgroup and second substandard subgroup( P<0.01). In 14-week substandard group, there was significant difference in

the rate of ATI between the two subgroups (P<0.05). The ATI positive rate of extremely low IFX TC group(<1.0 wg/

mL) was 53.9%, which was significantly higher than other groups ( P<0.05). Conclusion

IFX TC at 14-week after

induction therapy is closely related to the first endoscopic reexamination of MH in CD patients ,and IFX TC during the

maintenance period is related to ATI , infusion reaction and drug withdrawal. More economical and convenient proactive

TDM strategy is expected to maintain drug efficacy in CD patients.
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Tab. 1 Comparison of baseline data of patients between
14-week up-to-standard group and substandard group [ case(%) ]

14 TCE 14 TCARE  X*/H/

o F(n=25)  hRl=2) g
B 15(60.0) 13(59.1) 0.004 0.95
IFX iR (4E)® 0.5(0.4,3.0) 125(03,23) 055  0.58
W4 (%)

Al(<16) 3(12.0) 1(4.5)

A2(16~40) 22(88.0) 20(90.0) 1.85 0.48

A3(>40) 0 1(4.5)

L1 8(32.0) 12(54.5)

L2 7(28.0) 1(4.5) 5.08 0.07

13 10(40.0) 9(40.9)
£ 14P 2(8.0) 4(18.2) 0367 0.5
PIRATH

B1 19(76.0) 18(81.8)

B2 6(24.0) 3(13.6) 1.75 0.47

B3 0 1(4.5)
T JE AR 17(68.0) 13(59.1) 0.402 0.56
T A 1(4.0) 1(4.5) 0 1.00
REAE25%)

R 4(16.0) 4(18.2) 0 1.00

Hepe I 2(8.0) 2(9.1) 0 1.00
JLZE CRP(mg/L)*  12.9(3.6, 36.9) 12.0(4.9, 18.9) 021  0.83
ek BMI(xs) 20.6+4.1 20.1+2.7 0.54 0.59
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Tab. 2 Relationship between the second TDM and clinical outcomes

Ji7R 14 J8 IEX TC 3EPRAL FIAS IR bR AL 7E (3244 ) JE B
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TDM, ¥k TDM & 3K 9 i (36.0% ) H:# TC F 2 A
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14 J& IFX TC ANikprdl, J5 22 % H 25 9 I8 46
B OIFF 2~3 WH A JE IR TDM, H AR 2591k ik
B it Ry 35 TFXC 3] 5 100 mg, 47 %6 11 24 (6] B 22 5
4 5y 6 &, [A] B B A IR FH ik e IEE R4 50 mg/d ., 22 4]
BF AL 16 648 A TEX [] i) 15¢ FH A s REE e, {1
o 3 45 A FH 5 o 300 B HE B0 O B R ISR ORI 32
T . eAkJE =k TDM % 3 8/22(36.4%)
W TC AR o WA AR I 20 A 35 475 4111 41 8]
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A, 1 FIPIR IFX TC AR R, G Hr2k 25
PEAb G B 25 =Yl TDM B 283k b5, i N 45 T 1%
BUNTC N 2 255 MH; 55 1 i f 3% & ¥k TDM B TFX
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AR ATIIE B, B B8 T 1 LN MH 215 K15 31
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14 J& TC KR4 (n=25)

14 5 TC AiEFRfH (n=22)

s w U SRR w | CUOSRE CWRBE X P
- (n=16) (n=9) - (n=8) (n=14)
PNR 0 0 0 3(13.6) 0 3(21.4) 0.2734 1.717¢  0.190°
SLR 4(16.0) 1(6.3) 3(33.3) 0.116¢ 6(27.3) 0 6(42.9) 0.051¢ 0.342  0.558
MH 20(80.0) 14(87.5) 6(66.7) 0.312¢ 7(31.8) 3(37.5) 4(28.6) 1.000¢ 11.113  <0.001
ATI 8(32.0) 1(6.3) 7(77.8) 0.001¢ 7(31.8) 0 7(50.0) 0.022¢ 0.000  0.989
VRSN 3(12.0) 0 3(33.3) 0.008¢ 1(4.5) 0 1(7.1) 1.000¢ 0.152  0.697
152 8(32.0) 1(6.3) 7(77.8) 0.001¢ 11(50.0) 3(37.5) 8(57.1) 0.659¢ 1.574  0.210

Te: O 14 J8 TCIAFRAI , K TC ISARMIAIAPRZ I b4 ;4 14 JH TC AIBFRALN, IR TC IAFR A AR Z [l B L 425 < 14 J8 TC 3k

FRAL RIS AR 2 I () FE 4 ;¢ S Fisher B YIHER0L  © WALIE XKL



FEIGRIFSY 2023 47 A4 36 %5 7 Chin J Clin Res, July 2023, Vol.36, No.7

- 1051 -
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Fig. 1 ATI positive rates of different IFX TC subgroups
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P EAET IFX TC RAARE 4 . (32+4) I
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FYIMIE, AE 14 J8 TC ik brdl ik 80.0% , Ju H &
TC FFELk bR Al ik 87.5% , IiAE TC FFLLA kbR #
HRAIK, (L 28.6% , (HTE G SL e H 1, B I A 45
RIS 5 TFX TC 1 SO P AT A e, T 22
KB o

— MR AT ATL a] 23387 Ak i 58 A,
AT | 4 S 8] B IBE P e A A
R YE ATL HEE S A B, 1k TDM Al i 7 3
B EE AT, B 2590004k, 5P RE A 22 T i, B
LSRRI N SR T A T R i B AT Rf
SECY Y IR ARSI AN | B B R I FIR T R
W BB LI, XS TFX TC<0.6 pg/mL B}, ATI &5
T R 2 oy, DB T AR 2R AR R I 25 R A
T, LASETH 250k B FREAIG AT R, S B 3= 5
FEWCE A 23R . WA RS R By IFX TC>
5 pg/mL B} ATI BHPERAR AR, I AN 6- AR S 1
WA KA, ATI 5% 2 JLF- 7] 20 (<3%) 7 o A HF
FEI & B H— 80, A 58 4ER5 30 — 9K TC (13 4153
B, ATI P2 A= 345 R TC ANk R 5.
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JBE R e sl TEX 3R Y7 I, AN 2 3] B 3 B B sk I
FEJS SRR A TDM 25 5 K B I A5 e IR e YR 7 o )
K, N A BTG , FELR I 40.2% 1 2 B A
WRIZENS , 2R B0 PEVAYT T 4ERF I IFX TC>3 pg/mL #
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