Chinese Journal of New Drugs 2023,32(15)

oW b e SRR R E A
(1 KA FEHRFHBEPHESESER, KA 610041; 2 KA W HE — AR ERK, R4 610041;
3HEHEAKAFEMREER, PN 646099)

[(HE] HA:hRRADBKRE R _E 4000 8 REAKASRERELTERA T H K& AT
(IBS-C) T M R %2, Hik: RAWER 3 RO NF R T, T U AT BN IBS-C &%, &
— T R E S A RS T BB, R B A T K (290 wg-d ) 9 N BT 45 R 7 Z B 4000 #H
(10 g-d™") + &R (120 mg-d ) A NEH M B A FEA(12g-d™") + BE R (120 mg-d ™) 4 A F
WEMBL, TR UTE-FRULAEEN(=2 B4 AL . EREEREZEDL 02 EEAZE
Sl Rk w A B RMEHE(CSBM) 7 4 8, WEF IR 3 A AF N — EAAmELLH, T FEHT
% (NRS) | & & P H £ (SBM) ,CSBM | Bristol 2 {# #£ 3k & % (BSFS) \IBS jE Rk /* & # £ & & (IBS-SSS) 4 4 4%
T EN AR R R R, R R £ A Logistic BT MM AN HEE, GR.ELAZRH
RIAMNRIT AT A RGO R 129 Bl (67 4148 Bl , Bt A 41 ], P B IEXT B A 40 ) ,3 4L A H K
REAT M, EFRHE T AT HESBARELER HERF ERBEXREARTEANEA
(P31 <0.05), % 4 J& 4 Kb, 57 4 89.58% (43/48) v W [& 2 fE 41 90% (36/40) ik 5|57 4 5, 4 & T
V250 B4 73.17% (30/41) (P # <0.05) , $FH F 5 AT & % 8 8 NRS An IBS-SSS & s K7 45 i 8y
B EE (P <0.05), H& WP ik G F 4T = 0 Logistic B 3 44748 & Al A% K (P =0.023) (E &
i NRS(P =0.009) f 2 4 IBS-SSS(P =0.000) 2l K7y B LW A &, MXARRK M, BT AEER
JEI5E(16.67% ) JLITEAK(6.25% ) JEMK(4.17% )% , REEX EEFHTHEEXNBEA(16.67% vs 2.5% ,
P<0.05), Hf AR KA ERNGTHEZ R, G0 AP %K IBS-C & 08l KT R R %4 %H
1 SN T G VR S N = el 2 R O

[XEiR] 5 %% A4 A A& R I KT &%

[FES>%KE] RIT5.3 [EttRERD] A [3XZHE] 1003 -3734(2023)15 - 1552 - 09

Study on linaclotide in the treatment of IBS with predominant

constipation: a prospective cohort

YIN Hua'?, ZHAN Yu'?, WEN Xu-dong'?>, WANG Xiao-xiang'>, WEN Yong’
(1 Affiliated Hospital of Integrative Chinese Medicine and Western Medicine of Chengdu University of TCM ,
Chengdu 610041, China; 2 Chengdu First People’s Hospital, Chengdu 610041, China; 3 The Affiliated
Hospital of Southwest Medical University, Luzhou 646099, China)

[ Abstract] Objective; To compare the short-term efficacy and safety of linaclotide with macrogol 4000
powder and Maren pills in combination with otilonium bromide in the treatment of irritable bowel syndrome with

constipation (IBS-C). Methods: In this prospective, three-arm study, patients with IBS-C who met the criteria
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were enrolled in the outpatient clinic. On the basis of general treatment and health guidance, linaclotide (290
pg+d ") was orally administrated according to treatment preference and assigned to the treatment group; or macrogol
4000 powder (10 g+d ") + otilonium bromide (120 mg-d "), divided into the western medicine control group; or
Maren pills (12 g-d ") + otilonium bromide (120 mg-d "), divided into the western and Chinese medicine control
group. The efficacy endpoint was achieved in half or more of the course of treatment ( =2 weeks/4 weeks) with: at
least 30% improvement in the degree of abdominal pain and at least 1 increase in complete spontaneous bowel
movement ( CSBM) per week compared to baseline. The general and baseline data of patients in the 3 groups were
observed and compared, and changes in abdominal pain score ( NRS), spontaneous bowel movement ( SBM ),
CSBM, Bristol Stool Symptom Scale ( BSFS) , and IBS Symptom Severity Scale (IBS-SSS) were recorded. To evaluate
drug-related adverse effects using univariate analysis and Logistic regression was used to analyze the influencing
factors. Results: The number of valid cases that finally completed the study and were included in the statistical
analysis was 129 (48 cases in the treatment group, 41 cases in the western medicine control group, and 40 cases in
the western and Chinese medicine control group) , and the three groups of patients were comparable overall. During
the course of treatment, the improvement in abdominal pain, frequency of defecation, and degree of symptoms was
better in the treatment group and the western and Chinese medicine control group than in the western medicine control
group (both P <0.05). At the end of the 4th week, 89.58% (43/48) of the treatment group and 90% (36/40)
of the western and Chinese medicine control group reached the efficacy endpoint, both of which were higher than
73.17% (30/41) of the western medicine control group ( both P < 0.05). Univariate analysis showed that
baseline ahdominal pain NRS and IBS-SSS were influential factors for clinical efficacy outcome (both P <0.05).
Covariate diagnostic validation followed by binary logistic regression analysis suggested linaclotide (P =0.023),
baseline abdominal pain NRS (P =0.009) and baseline IBS-SSS (P =0.000) were independent influences on
clinical efficacy. Related adverse effects, the main ones in the treatment group were diarrhea (16.67% ),
tenesmus (6.25% ), and abdominal distension (4.17% ), etc. Only the incidence of diarrhea was higher than
that in the western and Chinese medicine control group (16.67% vs 2.5% , P <0.05), and there was no significant
difference in the risk of other adverse effects. Conclusion: The short-term clinical efficacy and safety of linaclotide
in IBS-C patients are good, and it has the characteristics and advantages of “one drug with two effects”. So it’s
worthy of further promotion and application.
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WEIRIE (B /TC) 7/102 2/18 — 0.629
BE®
BITZHW S (H/78) 54/55 11/9 0.201 0.654
N HoAb T B (A /6) 16/93 5/15 1.321 0.250
HE AR
FLk M NRS 5.24 £1.47 6.30 £1.38 2.993 0.003"
ek SBM/ Yk - ) ! 3.07 £1.02 2.85+1.09 -0.89%4 0.373
ek CSBM/ k- JH ! 1.21 £0.56 1.10 £0.55 -0.814 0.417
JL2k BSFS 1.37 £0.48 1.25 £0.44 -1.005 0.317
2k IBS-SSS 249.54 +56.85 310.00 +49.84 4.449 0.000°
a:P<0.01

HET IR B AT A 2R K B A AT RE R R T RS (P=0.023,0R =6.628,95% CI:1.298 ~33.831) J&

Fyg R 2R (25 1 07 48 G BMIT i e | 5 48
NRS FELL IBS-SSS) #EAT M2 Wi g5 ik s FH4T o0
Logistic [ )3 43 B (£ WL 3% 4) o 25 5 R FK 1% ik

ZR M9 NRS(P =0.009,0R =8.520,95% Cl:1.695 ~
42.824) 132k IBS-SSS (P = 0. 000, OR = 0. 927,
95% CI:0. 888 ~0. 967 ) f2& llfi RYT R Al 37 52 Ml R 2R

R4 3 HBEEIRKITRAY Logistic [\IH43H7

AL ES B SE Wald y* df P OR 95% CI

LY/ TS — 5.942 2 0.051 — —

FIR % ik 1.891 0.832 5.171 1 0.023" 6.628 1.298 ~33.831

JBRAT L + VA TR 1.183 0.756 2.448 1 0.118 3.265 0.742 ~14.378

R B 4000 H + B — — — — — —
51

s 1.350 0.735 3.372 1 0.066 3.857 0.913 ~16.294

5B — — — — — — —
BMI/kg+m ~? -0.247 0.190 1.698 1 0.193 0.781 0.539 ~1.133
P T/ 4 -0.115 0.080 2.038 1 0.153 0.892 0.762 ~1.044
FELE R NRS 2.142 0.824 6.762 1 0.009" 8.520 1.695 ~42.824
B2k 1BS-SSS -0.076 0.022 12.403 1 0.000" 0.927 0.888 ~0.967

a:P<0.05; b:P<0.01

5 REMIER NETTEN e/ AN3dE (2 ) H (1 ) Sk (1)) 5

YT AT IR IO 8 AEs i, & N R
(9 AEs, JCHR ] [N AEs T i % o 1677 241 AEs e i 3t
T 10 41 (20. 83% ) , 4 & A= 9 91 AR Uk S IR TS (8
) LT TEA K/ ANTE (3 i) MK (2 i) s/
(1) ;P25 % B2 AEs e 363t 8 11 (19.51% ),
WU I K (4 B) 75 (3 41) GEao/mKnt (3 1) |

1558
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PG X R4 AEs i35 363t 5 61(12.5% ) kvl 1
T2 1) WEYE K AT TT Bk B3 1 . 3
41 ABs 3R 25 B B RORAS I AR R/ 363 53 4
THEE (P >0.05) fH B V5 1 5 1897 410 &
R TP EX A (P =0.0363) . FIB%K
JIKF T IBS-C M B 15 A XU IR d i, 0 AR LERR A=



JU+ BN, Hofl AEs & AR XU TG I i 25 5, A
PRI & 3 T2 )5 5 002 A VE X L

o

IBS J& B AT 52 2% 5 B A= FRAL ) 00 22 I R
REAFAE AT 38 0 IBS vk (v R 36 Wit A% R4 L0 B8
Fho 85 R AEAE SR P A R A VR A G i R n
W % AT 32 1% M A I 24 T BUR ) Y
B H A AN B sh kAR | P I R AR B T
BN IBS R IT 1 Se B R
IS AP R BE R OC R B 40 IR B 1 8 R R IR
R 6 7 2 ] A B0 B A AR RS o IR A 4
YiayT , Hoh IBS-C % Fl g e 700 B sh J1 371 4 Fh
TG 8 e s

H A E 2% 2 (JSGE ) 16 2020 Ji 45 B 42 i
IBS 697 = BBk vk : @ KBTIk AT 0 IR A i
2GR YT, W 4 T8, TE RN #H @ BEA A TR L
il 0 Fp 3 0 1] 24 ) R/ SORS Bl S 250 BE AL BER
J7, I 4 8 TE RN H @ BCA B iE R 25 A
W2 A SR R L BIA T IR L, R4y
BETLL2 LU LA A, R H R
fift BE 70 + GRS ./ 1k V5 5 i AR 9% BK A LA R
fifp e IBS-C BKA 25 M 5. E MR OELZ
] e 4 T30 i DR F 55 4 A 839 43 IBS-C f8 3%, LA
290 pg-d “IAYT 12 JH IAIT ALY 60. 0% ik B HE IR T
BLL S (R RIT Ry 48.8% ) (29 31. 7% ik %5 IBS 2%
fifp A B B0 R R R 8 A R R (R AL
15.4% ) , YR BT 30 2 445 SBM/CSBM A R | K fi
PER 9% ) AR A TR T kR R
299.4% "M — I R G R AR I KO TG
7 IBS-C FI & 4 290 wg (445 5% ¥, OR {2 2. 43
(95% CI:1.48 ~3.98) " Fea WA AN B B 2 58
MG RIE, 5 E B B4 (AGA) 1E
5 v R IR V8 BB Sy TBS-C M — (4 25 B 2 1k A7
FIZ50 S R T AL G TS 24, FIIR % K B4 O 34 7 T
@O S R, @ ek AR MEHEE, S 3
WLHEE RS , I T 2 M ME R I S A DGR R . B 3
A AE B il p AR, B D HE RGOS BB
M UR S TR WA s R AR . @ X FC
N IBS-C B4 18 37 40, A5 & B i A AR YT
fi Ot

AT oo, FIIR I K (290 pg-d ™) RIT )R
IBS-C £ 35 1 JUE 935 Vol 20 58 400 %6 395 o | 28 458 5 b vk
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e R R AR DR, LI (4 )8 T AL BE S (]
B, AL ERREERK T Y
64.47% SBM ¥4l T 4.15 ¥k - J& ' CSBM ¥ T
4.46 Y- J8 ' IBS-SSS PRI T £ 61. 02% , A 5K
2y 89.58% , LIt BLIARYT RUAE B B AR AR B 4F T R
T 4000 H + BRI, J5 H T R AR N
73.17% o [RIE  ASHF G K BRRRA AL + B VL ke 11 24
W) 07 AR B R (90% ) LA KX 45 TLH8 b 14 2
by AR R G R IR K BRI R R REAR T A
66.36% ,SBM /i1 7 4. 15 ¥ - J& ~' .CSBM # /1 T
4.32 K- J8 ' IBS-SSS BRI T £ 59. 26% , % )7 S I8
SV T £ U 4000 B+ BRI BR(T) 1
JUl R WG9 ), DLW T 7 )RS RR , fE 4 DT
M R A I R 52 B 5 LT RO e A PR AR B e )
AT 3 — 00 R G T A B 8 R AL B T ) &2 0
B FC 35 0.95 Y CSBM - J& "1 A% P BA B4R i
TEURHR T IRA " ALIE 5 1) 24 BRAL ), 14 N S0 53 00F 52
Hon] b8 45 i 7K 58 38 2 3 (aquaporin 3, AQP3) Al
CFTR A48 HE 17 i I 5 5 Kk 43170 3 30, A H A
PE— W5 & Blax — 1 A A L L 5 K ) g 3
FE R 45 A 48 LR AT 181 S 3G TR IR B s
%5 %58 8 5 BR ( short-chain fatty acids, SCFAs) #5£ |, |
T AR PR 5 Rl (5-HT) {55, #E 1 %
7% 5-HT4R-cAMP-PKA-CFTR 3 B {1 ik 45 i 4 ™)
UTAF , Mars 2513 1o 2 i) BURE 16 4 22 21 2% &% )L 1BS-
C L fil R X ) 2806 T 25 ) I o ) 3R B 1 B K
A8 SV, HLRE AR OC A A ) SCFAs 4] 2 IH VT iR
By 8 W o b e sh D RE R R . BRI, AR A
BAIA A AR T IR 3 K, B A= HL X6 gy T8 A= 28 1 18
A R HLT R B R W TE LR, O TTRE T AT A RLIA
J7 0 G AN, BT TG LB e % R A AL BE 65 ek
IBS-C 5 Jif i AR, Wl 90 22 A6 T S8 L e i A
M AH R 5 2 Z B2 1 1o FH o] RN R &8 2 i o i
o

A b RIS IKAH OC AEs 2 2R 8
15, HEEAR(16.67% ) & T o5 2 Fhor Z{EA 4 T
HHEWE(5.9% ~22.1% )", ZH5IRMEE £
AT 308 2ok AR AR 2 A VR R T B, L X K 3 3 a7 i
b RV 1) £8 38 T 55, 5 B IR VS T R R e O W 2 1
AR o ot 52 BR T B) R 28 3%, By e AR F
FE A RE R FH B AL JE 3 56 1 J7 2%, I 4k 45 9 R0 PN 3
B PR 22, (EL RS A B AT 2 1 46 2R RS B 1K L &5
B IMIR B SLERBAS . HR A REA R, —
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