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Abstract Objective: The aim of this study was to explore the efficacy and tolerability of low dose of fentanyl
transdermal patch (TDF) (12.5 pg/h) in opioid naive patients with moderate-to-severe cancer pain, and evaluate
the influence on quality of life and cognitive function. Methods: A prospective, single-arm, non-randomized,
open-label, multicenter trial was conducted with 285 opioid-naive patients with moderate-to-severe cancer pain
in 11 tertiary hospitals in mainland China. The initial analgesic dose of TDF was 12.5 pg/h, pain assessment (pain
score, pain relief and pain response rate) was performed every 3 days for a total of 9 cycles. Adverse reactions
and events were monitored over 24 days. In the meantime, quality of life and cognitive function of the patients
were evaluated. Results: Of the 285 patients, 267 completed the trial. The total pain relief rate was 98.1%.
There were 78 patients (29.2%) in the low-dose group, and the pain response rate of the low-dose group was
better than that in other group within one week (P = 0.0018). The adverse effects were mild. The most common
adverse reactions were constipation 7.9%, followed with nausea 11.2%, vomiting 4.1%, drowsiness 1.9%, and
urine retention 1.5%. There was no difference in the incidence of adverse reactions between the low-dose group
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and the other group. Meanwhile, TDF improved the quality of life of patients with moderate-to-severe cancer

pain without impairing cognitive function. Conclusion: Low-dose TDF is effective for opioid-naive patients

with moderate-to-severe cancer pain. Adverse reactions are mild and the quality of life of patients is improved

with little loss on cognitive function.

Keywords cancer pain; opioid-naive; low-dose transdermal fentanyl patch

B J SR 25 R a7 T B R I B A, Ak
BT F R A R R T T AR B I N A . A
EAFRJEIE W) (fentanyl transdermal patch, TDF)
el PR b s AT e thl5R 2 —, AR
FRIRIETT T C a3 R EA U R4 TDF 2
JHE D REAN AL o LR 7 Pl PR ¥ g e s N\ ) A 3k
B2 N, HIELZ H RS2 (NCCN &
N Je a4 rE BT v SR 25T 32 1) 5 e 4R BT 2K 2
VIR 25353 0 RS ESE H 60 mg 5% TDF 25 pg/h 572%
RO &AM R 25 s m i ), YRR 2
FRER | EE AR A1) o T E R R
TR T VLB, R, R DREA 2. A
HIDIREARIR N, HIRG 2@z BRG], ik
DN N2 o N =Y e S 207 g =
BRRE . K8 BIAS RS N AR Oy XL AR e
R ESE, AR e, GE IR IR A0
85, RITIREOR AT E, e vEE R . K Var-
gas-Schaffer " $2H, 7EHT I VU RS V6T 2,
PR 3% He W77 25 2535 2 Al idk . NCCN RN Ji i 4
MAESE: 8T R R LIRSS 2451815 i
WL BRI, BRI NIEFEE, )5 R A
HoAthgs 25342 (Fpllk. 2N Bl &5 K81 .

FSC () 9 T BE AN L HE R I R R, L
WAL AT N AR T B ) G L OB AR BRI AR
BNt Tie iR E, AMAR KM R NME. ©
HFERM, KA TDF Al DL 2w A
MR . B H g sl IR EThEe ¥,
A I &2 /N FEAR T 7T R (K77 & TDF & 466 97
( < 12.5 pg/h) XTI N A8 R R N\ 22
2P e IREREFUAR L, 23K 8 R 7 AT
BEREHRNAERE ", B EIGR E6EH
¥ TDF S Ml 752 25 pg/ (he W), AR HE H
7% (a morphine equivalent daily dose, MEDD) %]}
£ H 60 mg. HI T TDF {E/& NI ICZ BIAIE . 12
W RN T, TR R R 520 A &
25 g/ 5 — AR AR IR, RN AT RE 2 B
R 22 RIS RS L 4 18 ks o 40 1y R U
b, EFEACHIE (< 12.5 pg/h) [f) TDF 897 o &
TR T BE A — A RCBUR BN RS R B R

. SR E AN O — N T T R TR R
TDF (12.5 pg/h) F97 350R 22 4k U, {17
i TDF 897 B s A SR U 2 G BRI, Tt
RN F A E AR R E . AU E X
UITRE TAKF & TDF 7ERT F AN 52 A 5 RS i A
T RS e A R B . ARRERL. TFRG TREMER
Z RO, A ERREVPNMIKTIE TDF (12.5 pg/h) 75
SR N R AE T A6 T 58 5 58 1) 2 A T A 281k 5
I s A0 5 6t 995 N AN R0 B 6 DA B A= 3 o = FR s, A
HH R AR e 0 A b 7 B (LA AR

A&

L R RS — AR R

AHIEFELAR N T o B e 5 240 B 53 24tk tE
(XZXY-LY-20171123-027). AHF5 R HE . JEFEHL
TP ATRETER A E 2 oot gT, B 2017 4F 11 H
FFURZE 2019 F 12 ATEAE 74 ME B 11 K =4
I B i B SR 0 e 295 9 B R RN, AN
4 285 1.,

RNFRAE: B AN 52 o B R B VP ik
(numerical rating scales, NRS) ¥'F 5 = 4 ()% V4 [ R
N, AT PR, FURHAAER RT3 H Ol
SR NI IE ARG "D 5 NHZ AT E S E
& FEBIAEMAT A .

FERR AR E: R SUREAH SR BEAT A B
KAV BOR L. A . B, B
T 2 BORS MR 25 HOR S8 HEEF ThRe A 2 [ IR
M (Glutamic-pyruvic transaminase, ALT) = 2.5XULN,
B EHE B (Glutamic oxalacetic transaminase, AST) =
2.5XULN, & AHZE (Total Bilirubin, TBIL) = 1.5 X
ULN) . [MALEF (Creatinine, Cr) = 2.5 X ULN}; 41U
Wi LA 8 2 S AR 58 WA IE & S I AT 5T 1)
TR HERR N4

2RIT TR

EARIRITA T 1/2 W77 12.5 pg/h TDF G| B
AR RATD , BikE: 4125 mg/lh (3.75 cm’
Wi, A 72 h EAT R R R B0 B0 R EUR
ROR B I E A R R TR T AR
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10.0% ~ 20.0% %5 230571 & 1 RIURE Bl v 28 24 Wtk A7 Ak
B, B NS TR U . AT WS A N
24 Ko EJEiRYERAMMHAE, 5 A RAEHANE
R A, ARFIEAEH 172 15 (2.065 mg).

3. P bR

SRTERZ 0~1 (FEZR) | 3~4. 6~7. 9~10.
12~13. 15~16. 18~19. 21~22. 24 K&V 1
W, L9 B, ZFRJEMA 3 HEE# 1k, Hit
3HNIAVIE R . KA NRS PP PEAG IR FE B
FELE VR YT 1 5 58 3% AR L & VF 23 EORTC QLQ-C30
(V3.0) && K&IAF1 DI 6E 1A 7 & % (mini-mental state
examination, MMSE) i #; 7 BRHIIECEE R VP4l ¥R
JTRTG IS B IhRe: HAhvT Re i ILRIA B R/
o PR HIZF N2 H B NRS < 390 A 505 SN
L], IR IR T RN WS (1) P IR P A3 B
LRI B 20% M UL I ABE S EE .

4. Gt

%2 A SPSS 25.0 4t vF 8 A 34T 7 A, IR VR
K Y+ bRvEZE (X £SD) #or, AT EH
ORI, ESMATERH AR, EESSMH
Wilcoxon FL AL, 7T i LL MBS 3 . LAP < 0.05
NEFAGITFE Lo

# R

19 N — M TR R AE

FKEHAETAMEMK 1 X=WERS N T
Fo, AR LG 295 Bi9E N, FH 10 15 A A
FFE NIEhRiE; TN 285 BN, 5E R 267 B9
No ®/h28 %, K874, “FHHFE (60.0111.5)
%o 18 19 N A 5E ka6, 5 19 A DR 2t e A
T, SHIRANE T RMIET, 6 6Bl A F R
IRAFER I, 2 B AN KA IR 2 R . &
N5 NI E5078 )7 7 & (6.3 £6.0) mg, #124T 1.53
Wio WFFCH St Bor, 267 25 AN —HAEH
EIH AR (12.5 pg/h) PARFIE 4 A 78 N, itk
29.2%; 7RIS F 2= 05 B AT 38 1) 92 o 42 il i L 4
BHREHEN G B IE =2 —. Hh7eE ERmA
R A UG 4 KRR OGN E N 22.2% (6/27),
TR TARFIE 25K 8 32 Bz W et o H P g i B R
U BUREIE A . RS B AN 5308 259 vs.
26 Ny 90.9% vs. 9.1% (W3R 1) o 4f 2 ff H AR 57
B TDF V697 A 2 (12.5 pgh) 75 AN 9 78 N, 5 Lt
29.2%, TENLAH B, ARFRIE LA ARG T IR
NEEAE | P T HAh R &4 (P =0.0018, W32,
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1 G PR PRIBTT RN R T ZE . KA A
HA EAm NRRREGE L ER (P=0279, W
#3) .

2.9 NIRTT R G P iR AR AL b A

I3 N AL 1] 2R Tk 98.1% (0 Ko vs. 24 K,
FEIFIEr 52410 vs. 1.24+0.9; P <0.001) . KA
PEASTEIR VT S 1 MR A 2 T R, ok
JIRIT AR, IR R ARG SR RS R (L
KD . 5 TRV 3 K 39.0% [ NSRS,
552 /A 6 RAR i NN & 68.0%, FF H¥F4k
Fasetghn, &5 4 R/ 12 Fm AR H 3R 1
£ 90.0% LA I, K57IE TDF #2ah 697 B i A i
2 R N PSR B2 TR 98.0%. VRIT
A JE R A s R R, FEAFEVER . w8
Jors A SIS 0 Rk 2 P 0 B 55 U7 [T, IR & TDF 3
RE W ™ (P <0.01, W& 4) . ITT Hrh
4034 (FAS, 72 = 285) 5754 )7 %4 (PPS = 267)
R —3, FHEZARERECNTE (LE2) .

3. Hp R I EE PR N TR T R R LA

R PIF B NIRRT N AT BE YR
RN, HRFES 1 A ZR (P =0.0043), {E5
2R EREEZR (RS o AWFFA,
Sy PR I R N (6.6 4.2) K, SRR A
) PR 25 1 I 1) S B 7F 6.7 K, 1T 2R B R oo A\ 4%
I ) S RN 5.8 K (P = 0.3528), HER TS
FT 1 A NIFERLRHE

Table 1 Baseline characteristics of the patient cohort

HF{iF Characteristics HU{H Value

WY (B Age (years)

i (JEFED Median (range) 59.6 (28-87)
<60 136 (47.7)
= 60 149 (52.3)

5] Gender
3 Male 152 (53.3)
% Female 133 (46.7)

Je Fft Primary cancer
fiti%# Lung 54 (19.0)
HTHH 95 Hepatobiliary 24 (8.4)
B Gastric 36 (12.6)
A& Esophageal 24 (8.4)
45 H W Colorectal 32(11.2)
Sk#iH 8 Head and Neck 10 (3.5)
WAR Z2 M98 Urinary system 14 (4.9)
J# i Pancreatic 17 (6.0)
HRHIIR Gynecological oncology 51 (17.9)
HAth Other 23 (8.1)

Y FE L 50 FF Baseline pain intensity
FHME (X =SD) 53+1.1
rhAAE Median (95% CI) 5(5.2-5.4)
r}1 Z P98 Moderate (4~6) 259 (90.9%)
H PN Severe (7~10) 26 (9.1%)
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Table 2 Response rate of pain treatment [Pain intensity decreased by 20% or more compared with baseline, 77 (%)]

A5 5 Variable IR B4 Hofth 7] 2 p
Low-dose group (72 = 78) Other group (72 = 189)
PRIGIT RFE (3~4 KD PP
Response rate of pain treatment (3-4 d), 7z (%)

75 No 9 (11.5%) 84 (44.4%)

#& Yes 69 (88.5%) 105 (55.6%)

PIFIATT RNZE (6~7 KD 0.0018%*
Response rate of pain treatment (6-7 d), 72 (%) ’

75 No 2 (2.6%) 31 (16.4%)

& Yes 76 (97.4%) 158 (83.6%)

PRIFIATT RNZE (9~10 KD 0.0621
Response rate of pain treatment (9-10 d), 7z (%) '

75 No 1 (1.3%) 13 (6.9%)

& Yes 77 (98.7%) 176 (93.1%)

PORIGIT VA (12~13 R) 0.6389
Response rate of pain treatment (12-13 d), 72 (%) '

75 No 2 (2.6%) 7 (3.7%)

& Yes 76 (97.4%) 182 (96.3%)
PIFIATT R (15~16 K) 0.0651
Response rate of pain treatment (15-16 d), 7z (%) '

1 No 0 (0.0%) 8 (4.2%)

7 Yes 78 (100.0%) 181 (95.8%)
PEIFIRTT R (18~19 K) 0.0651
Response rate of pain treatment (18-19 d), 7z (%) '

i No 0 (0.0%) 8 (4.2%)

& Yes 78 (100.0%) 181 (95.8%)
PEIRIRTT R (21~22 K) 0.2244
Response rate of pain treatment (21-22 d), 72 (%) '

73 No 1 (1.3%) 8 (4.2%)

#& Yes 77 (98.7%) 181 (95.8%)

PEIATT RNE (24 K) 0.0651
Response rate of pain treatment (24 d), 72 (%) '
73 No 0 (0.0%) 8 (4.2%)
& Yes 78 (100.0%) 181 (95.8%)
R3I FRAFEVAMKIREMR [ 524 H, 72 (%)]
Table 3 Pain relief achieved at various doses [ day 24, 72 (%)]
G4 FoAth s 2
Low-dose group (72 = 78) Other group (72 = 189)
SE4 2 /% Complete relief 16 (20.5%) 61 (32.3%)
W1 2. 2% f# Obvious relief 58 (74.4%) 115 (60.8%)
v} ¥ 22 % Moderate relief 3 (3.8%) 7 (3.7%)
B2 22 Mild relief 1 (1.3%) 5 (2.7%)
AL fE No relief 0 (0.0%) 1 (0.5%)
UED-3& fdi H] TDF 697 5 5% A A TG i & vF e oh, 2

4. AR R AR LR

ERR N, F56 5 B A B0 k5]
BEN, HA 3w AN HAR KN, 2 4% A
N2 BRI 55 WA R SCNEFRE 7.9%. %
O 11.2%. "X 4.1%. FERE 1.9%. JRUERE 1.5%, T
V. WP AE AL . AR AT MG & TDF 387
A TIA B B R A 25 HA R R A LR 2 7 B4R
HEEEN (WE6) .

5. YATT BT JE 2RI IR R BON AT D) RE AR AL LR

AEATUSR A f TR I 13 B (P <
0.01, K7 . INFITHRERLAT T F%, HEFIES

R
15 .
IR GE T BRI, S5 OK e AR I FE 53 F ff

MR BTSRRI, 48 A 0 2 h
B FERIEE R, BT R 5 R R A R

W 202158 H100000222.indd 585 $

(T

2021/8/19 15:42:18 ’7



W 20217 8H100000222.indd 586

s 586 -

Mean changes from baseline
w
1

1 PR

Fig. 1 Change in mean pain score from baseline
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Fig.2 Time to pain control
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SN, A5 AR AL TDF EIGPR 6 sems 1. B
SR SRR HEREAE Ay B B TR RE IR A\ R — 2k
%, TR RAIETIE, w80 .

— TG TR R 25 AT 52008 N B RE e
FR I, TE 50~60 mg [¥] MEDD 3t [l {F A 58 Fi
FKUPIRR G =B AF, 36.0% B9 A BT
ARG AR " ATk Tk, FERER
TCAEN 52 A RN R A2 o Z5 K J8 3% Bz W 77 6 22
FH B it 52 3 e N, 5T AR 52 2 1) A Ao
WHAR. AR D BoR: EFRF KBS K
Ut 7R 0F A T 52 368 96 95 NPT e R, (HLER = HiTHE
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a4 RITHIE PR (72=267)
Table 4 Changes in pain intensity after low-dose transdermal
fentanyl treatment, compared with baseline (72 =267)

AL %f;ﬁ; iﬁ Pain i{liénsity
Characteristics TRIT I TR
Before treatment  After treatment
SR Total 53%1.1 1.2 1.0%*
5] Gender
F 1 Male 53+1.1 1.240.9%*
4% Female 52+1.1 1.3+ 1.1%*
WY (F) Age (years)
<60 52%1.1 1.240.9%*
= 60 53%+1.1 1.3£1.0%*
BEA+ AT # Previous treatment
Yes 53%1.1 1.2 1.0%*
Ja P Primary organ
il Lung 55+1.2 1.340.9%*
JHF AR Hepatobiliary 51+1.0 0.9+0.8%*
B Gastric 52+1.1 0.940.7%*
&% Esophageal 55+1.0 1.241.2%*
45 H 9 Colorectal 5.0+0.9 1.1£0.8%*
L3 AR% Head and neck 55+12 1.841.3%+
WA bR 25 JW09R Urinary system 5.0+0.8 1.0£0.8%*
JEE IS Pancreatic 53409 1.6£1.2%*

EAFHIR Gynecological oncology — 5.4+1.3 1.4+1.1%*
HAb)E R Others 5.0%1.0 1.240.9%*

=P <001, S5¥ITRIALL; **P <0.01, compared with before treatment.

PERFEAR I TR UEH 2 2 S IR AR . A2
TR AL B A8 RIS IR BiT 252454 (45~80 mg
MEDD) 1] DA 250t 2 il 9 E s A (1) o 2 48 J R OK
g OO PSSR AN SR P R T
Py eni e H 77209 90 mg M. AT ATSE B ER,
267 B NS84 FH 7 & (6.3 £6.1) mg (1.5 %) ,
FH2 T 76.5 mg WHHE, 3X 5 [E FR B AH SR 5T E
B, EBSR T E R, XA S % AR R
ARIER A . W AT BRI, AT N
TR UR 125K JE 328 B G 7R H B B s R A2 A 4
(1), TR (12.5 pg/h) B30 H A& 2008 25 mg
NI, T TR A AT 5 R 2525 P, X
WP ARG w e S, ARRMEK.

KWL ToR: X T85> R T K& TDF #2
BRI A IR TS B AR, — A N
AT 70.0% P95 NS IR A5 31 5 2 040t L7 R BE I (] I%
I — ik @ H A BB T AR 2R K 71 & TDF
(12.5 pg/h) XofJe i 22 fil B0 R, ETR NIR T IS
1 ANEEIW R M. IR BT TDF 12
KBNS, TSRS HEH &R K, (HEE
EIR R EES, ZA R, HE 12~13
PN PrElESE =

(T

2021/8/19 15:42:18 ’7



| T T T

——

(T

Hp [ P 75 2 2% 3 Chinese Journal of Pain Medicine 2021, 27 (8) . 587
F5 PR FEARR T RS LU AL
Table 5 Rate of response to pain treatment in patients with moderate vs. severe pain

R ERIREST] R
R & Variable Moderate (72 = 243) Severe (72 = 24) P
PEIIATT NF (3~4 T 0.0043
Response rate of pain treatment, (3-4 d), 72 (%) ’

7 No 91 (37.5%) 2 (8.3%)

/& Yes 152 (62.6%) 22 (91.7%)"
PERTRIT R (6~7 KD 0.0538
Response rate of pain treatment (6-7 d), 72 (%) ’

% No 33 (13.6%) 0 (0.0%)

& Yes 210 (86.4%) 24 (100.0%)

PEIRIARIT VA (9~10 KD 02271
Response rate of pain treatment, (9-10 d), 7z (%) ’

3 No 14 (5.8%) 0 (0.0%)

& Yes 229 (94.2%) 24 (100.0%)

PEITRIT IR (12~13 KD 0.3375
Response rate of pain treatment (12-13 d), 72 (%) ’

73 No 9 (3.7%) 0 (0.0%)

/& Yes 234 (96.3%) 24 (100.0%)

PEIIAIT RNEE (15~16 K) 0.3668
Response rate of pain treatment (15-16 d), 7z (%) ’

7 No 8 (3.3%) 0 (0.0%)

& Yes 235 (96.7%) 24 (100.0%)

PEIIAIT RNZE (18~19 K) 03668
Response rate of pain treatment (18-19 d), 72 (%) ’

7 No 8 (3.3%) 0 (0.0%)

& Yes 235 (96.7%) 24 (100.0%)

PEIFIAIT LZE (21~22 K) 0.3375
Response rate of pain treatment (21-22 d), 72 (%) ’
73 No 9 (3.7%) 0 (0.0%)
& Yes 234 (96.3%) 24 (100.0%)
PORIGIT VA (24 K 03668
Response rate of pain treatment (24 d), 7z (%) ’
3 No 8 (3.3%) 0 (0.0%)
/& Yes 235 (96.7%) 24 (100.0%)
p<0.01, SHERFEMHL; P <0.01, compared with moderate.
F6 ARRMRER
Table 6 Adverse reactions in groups treated with various doses of pain medication
SR s {iSlE=eih oAt A
52 Variable low-dose group (72 = 78) Other group (72 = 189) P
% Constipation, 72 (%) 0.0526

& Yes 3 (3.9%) 18 (9.5%)

7+ No 75 (96.2%) 171 (90.5%)

A0 Nausea, 72 (%) 0.5764

#& Yes 6 (7.7%) 24 (13.0%)

3 No 72 (92.3%) 165 (87.0%)

Mt vomiting, 72 (%) 0.5943

7= Yes 4 (5.0%) 7 (4.0%)

7+ No 74 (95.0%) 182 (96.0%)

g HE Drowsiness, 72 (%) 0.4943

& Yes 1 (1.3%) 4 (2.1%)

75 No 77 (98.7%) 185 (97.9%)

I 501 Dyspnea, 72 (%) 0.8224

% No 78 (100.0%) 189 (100.0%)
ifs 22 Tllusion, 7z (%)

7+ No 78 (100.0%) 189 (100.0%)

JRAi#E Urine retention, 72(%) 0.5164

7 Yes 1 (1.3%) 3 (1.6%)

& No 77 (98.7%) 187 (98.4%)
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®T RITHIE TR ORI RERI AL

Table 7 Quality of life and cognitive function score before vs. after fentanyl treatment

T A

RIT AT

Before treatment After treatment P
AR 1% Function 70.74+22.6 8431 15.4%% <0.0001
EORTC QLQ-C30 JiEIR Symptom 30.4+17.8 14.7413.3%* <0.0001
I g {# B Health 46.4+17.0 67.0+£18.0%* <0.0001
MMSE A1 Cognition 29.14+1.5 29.0+2.0 0.3

**%P <001, SIEITRIAHLEL; **P <0.01, compared with before treatment.

W 202178 H100000222.indd 588

MEZH A AT, IR AL N BRI R T IR B R
7F 1 FARE T HARF =YL (P = 0.0018), 1 JHJEM4L
PIFIRTT RNV Z T2 5 AR B S HAh 7 &
i NI REH R L Z S (P =0279), XXBLT
S A 25 KR IT S I UBEAA e 2 7, U2
RIEARF =R . A /NEARRTFL R~ KT & TDF i
G TR RN 5290 N KRN 2 Y A
FURF =AW AT, ZENEZ, 60 5L L& &
bt 48.7%. XTI BE Uk B L 2R90 ATE IR PR _F AR s =
Pz Bl R AWGIT . BhAh, IRFIE4Lm AN b gnig
CYP2B6 Mg )RR A GEAFAE R . A IRIESTKJE
IR 9T 2 IR 2 A A ok B

WEFLE N, PR 50 P 1) PR AE B B K T
4 (5.7£0.9 vs. 3.9+11.3, P < 0.001). HFEIEHRA
PEIRIEIT R B T H BTN, HREZE 1
WA 2 5 (62.6% vs. 91.7%, P = 0.0043), 54L&
SR IT IR N ZEAE 2R 2 JH B R 2 J5 W VP Ak B 8] 550 2
FEMZER. SRS Kang MHF UG R ", X
SRR T REdE N, G & TDF 753677 SRR 197
BT A R . FLIR R B R 3R AT RN TR i A2
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