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[ Abstract] Objective To investigate the correlation between isoniazid concentration
in plasma and lymph node tissue of patients with lymph node tuberculosis, and to explore its
clinical value. Methods The basic information of patients with lymph node tuberculosis in our
hospital and venous blood samples and neck lymph node tissue samples at different time points
were collected. UPLC-MS/MS method was established and isoniazid concentration in plasma
and neck lymph node tissue samples was quantitatively detected, and the correlation between

isoniazid concentration in plasma and lymph node tissue was analyzed. Results The linear range
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of isoniazid blood concentration and lymph node tissue concentration were 0.25-16 pg-mL"

(r=0.999 8) and 2-128 pg-g" (r=0.998 8), respectively. The precision, accuracy, and matrix effect

of each quality control sample met the requirements. Plasma isoniazid concentration and lymph

node tissue isoniazid concentration were significantly correlated at 10 min (= 0.501 1, P=0.001),
30 min (»= 0.402 8, P=0.005) and 60 min (7= 0.614 6, P=0.001) after intravenous infusion of
isoniazid. The ratio of lymph node tissue isoniazid concentration to plasma isoniazid concentration
was 1.46 (0.62, 3.55) mL-g " at 10 min. At 30 min, the ratio was 5.25 (4.61, 11.61) mL-g". At 60 min,
the ratio was 6.62 (4.42, 10.78) mL-g". Conclusion The established UPLC-MS/MS method has

good specificity, high sensitivity, accurac and precision. Monitoring plasma isoniazid concentration

provides a reference for the rational use of isoniazid in patients with lymphatic tuberculosis.
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R BEERER (x5, n=26)

Table 1. Basic information of patients
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Figure 1. Chromatogram of specificity test

2.3.4 KR FAR Au FERCENK R

Gy 3 RO B HIG . by B R
(05, 4, 12 pg-mL™" Fl 5, 40, 120 pg - g™')
EONTE oy =T O W E P i DO Bt
FH 50% WEERGRE, WK, L BT R Y
SRR 1, FE <207 TR Tk gERE E, 15
WERIAL A 55 2 4. B MR el bk e s A
21, N BETE S SO BESSE, BRI
W, DA RIS WAE R, WAk, b S
VR SRR R 2, % 2.1 TR 7k
FEDE , FHUETFL By 565 3 41 HUH- MR IR &
W, A MR sk A A 2 “2.2.27 5§
“2.2.37 TR JIRANEE, WAL, . R
SEURFA T 3, B “2.17 TR kb Rem g,
FRUETRIRY Co Fi¢ T 343 3 F AR B8 R A% B ]

W, KLY =B/A x 100%, #¢ Bl i % =C/
B x 100%, 4% Bl E-FATHE 5 o S5 R TIR,
LSRG I 53 ) 5 BN R 97.5%~104.5% ,
BRI 20 93.8%~97.1%; ik B4 45 28 4K I 5
) 3 AU N 93.2%~108.6%, #< B[l it % hy
92.8%~96.1% . & WL TS T8 540 0 D o
A E 2 8 2020 AF MR SR 10,
235 AR

SEEE 2227 A1 “2.2.37 TR 5 ki il 5
MG, . SRR (0.5, 4, 12 pg - mL™
M5, 40, 120 pug - ¢ ) WIFESEES, TR
B 6h, REZR (-80~20°C) 3 K. -80C ¥
PAE 7 d, #2 “2.17 TR rEdiee e, HES
FREO BTt ok B, RO I 3 Ik, S5
BFETE LIRS PR E T R AT

®2 FEESORRLBER (x+5)

Table 2. Precision and recovery test results (x + )

re— FroRIfil (pg + mL™") / H PRs % BERSD H [RIH5 2% BEERSD Al
MY (pg - g') WS (%, n=6) (%, n=3) (%)
SENRIPE (M2 ) 0.25 35 3.1 96.13 +4.57
0.5 3.2 5.8 96.71 +5.19
4 25 49 95.55 +4.33
12 2.7 3.1 94.37 +2.67
SENRE (414t 2 2.8 4.0 99.18 +3.21
5.8 73 97.18 + 1.81
40 13 45 102.12 + 1.43
120 2.6 3.5 95.35+2.94

https://zgys.whuznhmedj.com



hEZIH 2023 £ 11 AE 26 5% 11 H#f

2.3.6 KGR

SR 2227 1 “2.2.37 TR 5 ik
W 12 pg - mL7 1120 pg + o' BYRES:, HE
Fie “2.17 BRI, B [RAN 2
ML FNZS bk B 25 4 2L B R B AU . 450
N, TE SR AR TR A £ B8 s (R] Ak, 28 L 7 6k
EL &% 2H 2 e g0 0 1T AR5 et BRI 2K /
IR L5 4 UM S C AU T FRL ) A2/ N T 5%,
< B B 300 0T I A ot TR B 235 4 U & B U
FETCHA S 52
23.7 WEBETEMR

SRR €2.227 F <2237 IR )7 VR 5
T N 12 pg - mL™ AT 120 pg - o' MORESS, H
2 IR ALV R 1045 )5, 4% “2.17 I
TOEHEREI R, BB REE (FESL AT
ES ) o iR Eon, WRea eSS % RSD
INTF10% (n=5) , HEHHE N 97.9% il 98.5%,
FEWIRE i 28 MR 5025 250 3R B 10 1%
X H B TC B SR s
2.4 HARESHIE
241 MHEHFARELALHE

WSS B E B SE —IRIT %, 7 M
HE 0.3 g % T 100 mL 0.9% FALENE S %, T
Kemr KR Ay, Rl T4 A 10, 30,
60 min, BURZHIMREGEHA (B2 N 458
PERZEM ), IELRIE T AN R IMLBE G FRE, i
A 400 uL/100 mg F (55 2.5 pl 2R B AR )
4 FiwEeR , HEWFEBEALAIH 30K, B5.0(7000 x g )
10 min, HX W4 0.22 pum f0FLIERE S Bk S,
Fip 217 TR AR
242 SigAAREL R

BEOYRE (S N8 ) R
FEHFUAZE)5 10, 30, 60 min FUFEKIN 2 mL,
B0 (1000xg) 10 min 5 B F T, KR E
40 plL 1%, A S pl R B T AERAT 755 L
HES, IWETIR A B0 (7000xg) 10 min, B
FIEWRZE 0.22 pm PALIERE IR, #2017 T
ORI

315

2.5 HZitESH

K H1 SPSS 23.0 #AF#ATHIT 0. FF 5 IE
Ao G 2R R Ll X £ s RO, WA
FLBCR ST FEAR ¢ K56, 224 LR R R
TSN, WM ZE VBRI g ks JEIERS
MTH BN M (P, Pps) FoRx, ZHILKR
FH Kruskal-Wallis H F& K56, 20 8] 2 & H AR
H Dunn #3555 R H Spearman #H5¢ 73 #1 PFEAl AH G
P P < 0.05 MERAGIH L,

2.6 AR F
2.6.1 B Fek B4 P 6y 7 0E Bt
R E

WA SR EZA 25 10, 30, 60 min 5 (TR &
MR AR LA A2 i bRy A a2 AN Al
U B , 25 Fsf 1) 5 S AR R 01 2o e i L3R 3,
YA L UL 20 15 S AR Bkl 5 BsF 1] 9 R 1
Fefe, ZRWAESIFEL (P <0.05) , £
JikES ARG 1 h Uit , AT BRI B,
TR L 45 20 205 M0 AR BE 7R 10 min A1 30 min [ 22
SAEGHFEY (P <0.05) , ZUISHEMESZ
30 min J5 E A EME LS H LV 4E
2.6.2 ek E LR P A BRR B 6
EE T i

SERI%E 10, 30, 60 min A4 I R 0 45 2H 21
SRR B AT AR DGR A, AR R ISR
Ik L 235 2 2 S A o A SR R T 4R 2 )R
10 min ( 7=0.501 1, P=0.001) . 30 min ( 7=0.402 8,
P=0.005) 160 min (r=0.6146, P=0.001) ¥ H
AIEASCHE CHr r ARERAOCHE RS, PICRZ
PECRM BEN) , BARWE 3,

A3 W% 10, 30, 60 min 4% #1045 21
205 1 3 o SRR B HUAE R T AT, S5 R R
£ 10, 30, 60 min K% HLAE 53R 1.46 (0.62,
3.55) , 5.25 (4.61, 11.61) , 6.62 (4.42,
10.78 )mL+ g™, H:H1 10 min 55 30 min ( P=0.002 ) .
10 min 5 60 min ( P=0.001 ) WiZ W 2Z S A 53
22 S, M 30 min 5 60 min % A 25 3 ESE
THFE L (P=0.99) . HAKILIA 4,

+R3 BE MR E L5 H R )RR R E

Table 3. Concentration of isoniazid in patient plasma and lymph node tissue

215 10 min

30 min 60 min

M3 (pg * mL™) 3.50 (2.75, 3.84)
WELEHL (pg - ') 3.92 (1.57, 10.29)

147 (0.98, 2.51) ™
9.02 (3.92, 16.95)

197 (172, 2.31)"
10.29 (8.62, 22.3) *
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Figure 2. Concentration distribution of isoniazid in plasma and lymph node tissues of patients at
different times
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