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W E BR: Wit X WL E %0 (Ad libitum, AL) WY RO AR 2%, ik BRER
RFEEFRHEAKEREFER 2022 48 11 A £ 2023 48 9 A4 & AR 10 F W B 2625 4 500 58] 1
W ERRALG, RAGKR20mg (HFE =2h) HEOREDEILIE, WEFLEKEDEIES
Al #4E 1~7 RRE 14 X AT HER B F 5 %37 4 7% (numerical rating scale, NRS) i 4~ 1
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Clinical research with methadone Ad libitum method in the treatment of cancer pain *

DU Mei-hui ', LIU Yue ', ZENG Yong-fen >, CHEN Hao-fei °, JIA Hong-bin *, JIN Yi "% *

(' Anesthesia College, Xuzhou Medical University, Xuzhou 221004, China; * Pain Department of Jinling Hospi-
tal, Affiliated Hospital of Medical School, Nanjing University, Nanjing 210002, China)

Abstract Objective: To investigate the effectiveness and safety of methadone with Ad libitum (AL) method
for the treatment of cancer pain. Methods: A total of 31 patients with inadequately controlled cancer pain,
despite the use of high-dose opioid analgesics, were selected from the Pain Department of Jinling Hospital
affiliated to Medical School of Nanjing University, from November 2022 to September 2023. As-needed oral
methadone conversion was administered at 20 mg per dose (with an interval = 2 hours). Average pain
numerical rating scale (NRS) scores were observed and recorded before and on day 1 to 7 and day 14 after
methadone conversion. Adverse reactions were recorded before and on day 1, 3, and 7 after conversion. Rescue
frequencies were recorded from day 1 to 5 after conversion. Patient quality of life (QOL) was assessed before
and on day 7 and 14 after conversion. Patient satisfaction and conversion success rate (NRS reduction = 50%,
with no intolerable adverse reactions) were evaluated and calculated. Results: Compared to before conversion,
average pain NRS scores were significantly reduced on day 1 to 7 and day 14 after conversion (P < 0.05), and
QOL was significantly improved (P < 0.001). Rescue frequencies decreased with the extension of titration
time. No intolerable adverse drug reactions occurred, and the overall satisfaction rate was 4.0 (1.0), with a
methadone conversion success rate of 93.5%. Conclusion: In patients using high-dose systemic opioid analgesics,
oral methadone conversion at 20 mg per dose as needed showed clear effectiveness, minimal adverse reactions,
improved patient quality of life, and high satisfaction rate. This approach is suitable for the Chinese population
and can be considered for clinical use.
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ERWE VPR - (methadone) A2 — i 2L -]
FSZARBEN R, 5 - 8- B S At BT — e IR
Ay, [ XF 58 fi BT NMDA %2 4% (N-methyl-D-as-
partic acid receptor) FATFEHUAANL,  FF AT | KK T
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It 240 mg, PR H AT ESME R 5N IE T
952, BRIRCIRSEVDER SN AT 24 h 1 AR k5]
1 1/10, KA ARK 30 mg, [AIBGES (A]= 3 h.
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(oral morphine equivalent dose, OMED) = 200 mg;
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BTN ERATD , RZMEE= 2 h; #HR
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tient controlled analgesia, PCA) ¥, & NAT 24 h
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Fig. 1 Flow chart of methadone conversion test
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N A41~50 4%, —MN 31~40 4y, #N31~30 %, i BT B 2R 25 N R R B W R R A (38.7%)-
W72 <20 555 @ N ERE: EIDE 558 14 IERJEE B (35.5%); A 93.5% (29/31) JiA
RAEAL R NG = (Likert ¥£5>, 5 20 #)D) ; @A RIS A AT RV B AR, R 2 BIRARERY
RN Hid FE A B R A T Z H AT B R 2R 20 B 99 N I SE 2R

MR, AL, FRUERE . Shm. WEME. AT, fIE W 1.
4. Gt AT 2. BE¥ T )5 T34 NRS 14> Ehisg
K H SPSS 25.0 @A HEAT Ge it 22 kb3, Graph- SR AT, s ] 2 KIm A -EE SR

Pad Prism 9.5 221l 4 i1 B’ 3&;  {#i FH| Shapiro-Wilk £ NRS iF4> F % (P < 0.05), 5 3~ 14 REFEHE AH
6 ) 7 5% R R KR = S IR IEAS 43 A, A Levene (P <0.001), HERY 2 RUEERERITFE
REIR VPR 7 2255 1 IR A T A A 350 + X (P<0.05, WE2 , HE2 60 N5 72 h
FriEZE (X £8D) T, LA A7 B R R ¢ K DR i 2 1l R R A NVR YT o S VD I i M 3 45 il
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HFAE Characteristics HUE Value
fERY (%) Age (Years) 56 (20.0)
FERYBE Age group (72, %)
FH4HE (<44 %) Young ( < 44 Years) 5(16.1)
4 (45~59 %) Middle age (45~ 59 Years) 14 (45.2)
FERFAE (60~74 %) Young old (60~ 74 Years) 12 (38.7)
H4E (=75 %) Old people ( = 75 Years) 0 (0.0)
5] (9/4) Gender (Mael/Female) 19/12
JRRFEFRZET (FT 5 4) Primary diagnosis (Top 5) (72, %)
Jifid Lung cancer 6 (19.4)
251798 Colon cancer 4(12.9)
Jik i Pancreatic cancer 4(12.9)
A& Esophageal cancer 3(9.7)
‘B ## Cervical cancer 3(9.7)
Child-Pugh 432 The grade of Child-Pugh (72, %)
A %% Grade A 20 (64.5)
B %% Grade B 11 (35.5)
C %% Grade C 0(0.0)
B /NERPERE 2R (ml/min) S 181 IE 4 3 GFR (ml/min) and staging of chronic kidney disease (72, %)
%18, =90 Phasel, =90 28(90.3)
%241, 60~89 Phase2, 60~ 89 39.7)
% 3~5 ], <59 Phase3-5,<59 0 (0.0)
IR Pain type (72, %)
B Metastatic bone pain 9 (29.0)
WY Visceral pain 4(12.9)
FHZAZ LB A R 18 PEJ# Nerve invasion or nerve compression pain 3(9.7)
PSR + & ¥ V) Visceral pain + Metastatic bone pain 5(16.1)
PSR + #4212 LB 4 38 PR Visceral pain + Nerve invasion or nerve compression pain 4(12.9)
BB + AR E R I8 14 Metastatic bone pain + Nerve invasion or nerve compression pain 6(19.4)
Y5l 25 Fh2E Previously prescribed opioids (72, %)
FHERIZEWAZE R Fr Oxycodone hydrochloride prolonged-release tablets 12 (38.7)
Z5 K JB 3% 7 7] Fentanyl transdermal patches 11 (35.5)
FFRJBIE G + ShEFA 5 B 28R - Fentanyl transdermal patches + Oxycodone hydrochloride prolonged-release tablets 5(16.1)
R JBIE R + SRERSHEZERE A Fentanyl transdermal patches + Morphine hydrochloride sustained release tablets 3(9.7)
A5 R K] Reason for methadone rotation (72, %)
PR ] R 44 Inadequate pain relief 25 (80.6)
HBILAE LA 52 /R4S [ OB Intolerable side effects 2 (6.5)
PEIRFE i R AR + HILAE DA 52 AN [ M. Inadequate pain relief + Intolerable side effects 4(12.9)

RV H D ARFIEIN T 25%, ¥NUUHN A .

4. FEYY AR o v N AR TE B4 LU

2L ybER AT (31.724.2) ML, S 7
K (42.5+3.9) M 14 K (42.3+2.7) QOL ¥4 & #
Fem (P <0.001); 287 K52 14 RMLLES LR
R WANBEHEE N 4.0 (1.0).

5. RTINS R S T

FVP AR 7 FIos NABABS I A Z AR AT A
Pefass 1| RETEFK P < 0.01), HAKME SR
FHGA R o T DI, kg, vERE, JR
YR AT I A S A E gt (R 3D .

15 .

AHFFRE, ST, 5 m AN E
R 28 (NRS VB N R, Az i i B i o
TEREIREE 14 KBV, 95 NAETE R ¥ 28 7
RAEA s NRS VEZBEAT 30, HEM I A 5
JE IR AT e 590 NS A . AT 4 R B R
VOB T 2N 93.5%, S EAMETR 715 (92.8%)
FIE W, AESESE VIR AT A ROH T HAh R A 2R 2
7 RCRAE IR N U (ELR S b R Rk R 1 24
BN I 0 s, 5 AR 7 259 1) U 0 &

S
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Average pain NRS score
i +

0 T T T T T T T T
Pre- D1 D2 D3 D4 D5 D6 D7 D14

operation Time point (day)

2 FeBTE T NRS 1P5)
*P <0.05, ***P <0.001, 5FHArtALL: P <0.05,
P <0.001, SR 1 R 2 RAHLL
Fig. 2 Comparison of average pain NRS score before and
after conversion
*P < 0.05, ***P < 0.001, compared with before
#ith

P <0.001, compared with 1
and 2 days after conversion.

conversion; P < 0.005,

PR G % . DRI BRI G 27697 52> (European
Association for Palliative Care, EAPC) 2548/ fi H!,
EVEL TR BHERFEENHEWANRFRI K
W 56 HR A [ 75 B 495 BT v 25245 (OMED) %% 46y
5 VDR AR 45 25 L Ayonrinde 45 © HERE A LLAE /),
— 7 T T A 5000 N e e 2 b B RT3 . R
FEJRIR N, AR BBy 2R 2454 70 B v A IA 3
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| T T —6—

* 193 -

ANEIEMFRRE; H—J7H, fariEEmflEas
FHXTORSF, VD EA SEBRAl A A 2 s T
Fili=

At EERANEZ, CEREFEDRAS
i N, HH Child A 2% /7 LE 64.5%, Child B 2% /5 Lt
35.5%; M2PEE AR 2 B 5 9.7%, R g
AR 1A AR P IR MY, SRIPERAR
W TCTE T, AR BB DR AN A ] DAAS U
I, FFINRERACEEN B E . TN R T
K2 ). %+ Child B 2% A AW 5t v o2 1
PARKIE O ERIR 20 mg, JEHIRTELY, S5
UGRBEIR 30 mg AHEL B 44,

Sulistio 2 " bR i 5 e vk 1) [l i AT S
36 119 N (38.3%) TEANE] 1 JE IR 1] P 58 R 4
R, 54 4] (57.4%) 7E 1~2 8 N 58 . Tse & [
KA T e vk, 2R BN 24 B A (88.9%) 7
57 KRB E SR, HESE 11 RN 2
PR H R aF. A7 29 B9 A £V IR 5
%5 3 K NRS P20 FEAK = 50%, 557 K5 KW
SRR B 14 R3 G AGFIER N T 25%, %
FE5 0 NI IE AL IR A G, R A\ SE V0 IR
T JE, I MR N B AR B AT R R R
Porta-Sales 2 7 5% F P 38 % 6 25 () AT B 1 WF 72 R
SRR, HAHEES 14 RBP4
(IQR: 3~8) &% 2 (IQR: 0~3). AW 7T Hi AL
IR 6 17 7 B TR PR S K I 2D, (RO B

Table 2 Equivalent conversion ratio of methadone in different dosage groups of patients

HAR TR H E R ) Bl%K g R H T R i) 957 REEH DUIRSEIP R 55 7 Rt
24 h OMED before conversion (mg) (72) 24 h OMED before conversion (mg) 24 h OMED on day 7 (mg) CR on day 7
200~300 5 240.0 (75.0) 40.0 (20.0) 5.0 (4.0)
301~600 15 440.0 (240.0) 60.0 (20.0) 8.0 (4.0)
601~800 6 725.0 (83.0) 75.0 (23.0) 10.5 (4.0)
801~1000 3 920.0 (50.0) 60.0 (40.0) 15.0 (5.0)

RT3 FHHEEARRPIRAEZR 72 (%))

Table 3 Incidence of side effects before and after conversion [7z (%)]

AR XM Side effects 4511} Pre-rotation 5 1 K Dayl 5 3 K Day3 % 7 K Day7
1+ Dry mouth 1(3.4) 3(10.3) 2(6.9) 1(3.4)
SO X Nausea & Vomiting 1(3.4) 4(13.8) 1(3.4) 0 (0.0)
{EF Constipation 13 (44.8) 13 (44.8) 9(31.0) 4 (13.8)**
3L Dizziness 1(3.4) 3(10.3) 0(0.0) 0(0.0)

W& HE Drowsiness 0(0.0) 2(6.9) 0 (0.0) 0 (0.0)
JRY R Urinary retention 0(0.0) 0(0.0) 0(0.0) 0(0.0)
AT Cold sweat 1(3.4) 3(10.3) 1(3.4) 1(3.4)

4P <0.01, SRR 1| KA **P <0.01, compared with before conversion and 1 day after conversion.

W 2024P9Fi3 N L indd 193 $

(T

2024/3/15 14:49:31 ’7



| T T —6—

.- 194 -

AR, DLW 2 RoAE, HEBHE S0
KA E TR %, M ) B AL N Ok
20 mg C[EIBEITE] = 2 h) fE&A] 2 KIEVPEA ) I 24
VR FEARXT AU, AR AYERF 2 h K.

FKVD B HARRT F RGWHHEL, A R SN AHL,
FERIONOT. Ok, FFh. k. FgHE.
PRUETE BA S, g L s U AR —
TRBE N HERE 7T e U, 108 191 %6 55 K] Fr 28 2540 T %%
PPN R U 3775 = N v 4 i E AR ES
WHERYY, SRERZHZ AR RN ZE R TR
TR S ARBFFURE D T SR VDE IR C R E,
154 2 1511 (200~300 mg) i A H B B g g, A
SV AL ek FE v, BT RS B N ARSI,
S . AW ER K AR R, HiRAK
IO R RT 225y, HEmshio . B
2 RV RE e S R R AH DG . (B A2 B F SR 2454 it
W AR AN Gy it 22 A B s s

O T S S VD I Bt i E EE ) RN R
il 7T BELI§T hERG (the human cardiac Ether-a-go-go-re-
lated gene) JEIE, %181 g b5 AL 15 HE A B HLIR
(IKr), K 7O LA sh 1 AL B AL, AT 5]
O E QTe [RIAREK:, ™ 5 1] K f A BB 1 A ity
UL AL = Bt T POy S b i I 308 oy L
TN P v e T FEL A 5 %) R R A
A BB O LA ) AR 7 AR B FE 7R 2O JUE A% 3 RIS 46
RN X SE0ad s, EIEaR
PRSI 5 B bl DA KB IS 51 R A 1 e Y = M 3l i
T, NI G 0O R B 5 S

9 i HH e 284 2 1 0o B I (1) R A AE I PR B AH X
., {HFE QTe = 450 ms /A7 M &340, FEK
A:7E QTe > 500 ms [r9 A BYo E g Ha e e 1 QTe
] AR H 470 ms (L) /500 ms (i) HAEA] 17,
A 70 %8 R N QTe ) < 450 ms, R Jo 4k BE
ViTR AR I QTe > 450 ms S H B ™ H 0o 2 5 TR
i, AR S BN IR SE VD )2 KT8 H 30 mg
(> EEH 100 mg LA _E) 8 IE7E B i A 3
fl AT ZE G QTe IR ZG4, LA RAFAE HLA ot e i (nl
AT AR R AR BREC S IRE ) A5 A 7 2274 30
W R, [ FE R A AR B A 1

AW FRAFERRBRYE: ARy A O, FTHE
PEIRIR LSRG, FEARRRU/N, SR04, HpE
Vil AV, S5 R e e e — e M m . A2t
1720 RTBEPEREAL AT AR — PR sy
VLRI R 2 4k

i BRTIR, A5 KRR R A,
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