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Changes of transdermal fentanyl dose and morphine dose for
burst pain in the patients with cancer pain and depression
state treated with mirtazapine*

Tao Hong, Peng Yao
(Department of Pain Management Center, Shengjing Hospital of Chinese Medical University,
Shenyang, Liaoning 110004, China)

Abstract: Objective To investigate the clinical effect of mirtazapine combined with transdermal fentanyl
in the patients with cancer pain and depression state. Methods ninety-six patients with cancer pain and depression
state were selected, then randomly divided into treatment group (transdermal fentanyl combined with mirtazapine
15mg, n = 46) and control group (transdermal fentanyl, n = 50). numeric rating scale (NRS), transdermal fentanyl
dose, morphine dose for burst pain and side effects were evaluated before treatment, 1 week and 1 month after
treatment. Results There was a difference in NRS score and morphine dosage for burst pain at different time point
(P < 0.05). There was no difference in the NRS, transdermal fentanyl dose and morphine dosage for burst pain
between the treatment group and control group (P > 0.05). There was a difference in the trend of transdermal fentanyl

dose and morphine dosage for burst pain in the treatment group and control group (P < 0.05). The HAMD score
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of both groups decreased after treatment, which were more significant in the treatment group than that in control

group one month after treatment (P < 0.05). Conclusions Mirtazapine combined with transdermal fentanyl is more

effective in patients with cancer pain and depression state. Compared with using transdermal fentanyl only, combined

therapy is helpful for reducing the dose of opioids, delaying the time of drug resistance and improving patient’s

satisfaction and compliance.
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TR F8 A 2 D IR IME VAR SR 8] 5 A VT
(T , SRR AR, BRI SRR N ) S 25 i
WGETt, 58% St MFAALA R RIMARRE, T
T2 68% BFIELTIENEPR o SF RSB B B
JRMRAS, A= AR E R B S 2G Mpe E , BRUrA AK
R AL Rk R Y RAPEENE B
R R AR 5- R O REDTINARZS ), BRETIVARLE
MZAh, AT gt B aEh , 54 R i i,
LG IR BRI BER . ARSCRAPRARFRRG 2R
JEE RGP AR B, IR S AR RE
2 B WA TT BEAT LU, Axtin Al FLlf PRI ORI 48 4t

1 AR

— g A
VEHL 2017 4F 1 H—2018 4F 1 A b [ ERF K2 M
JB BT IS BRI 100 IR A MR B
VERTFFENT S, BIRARBE D ERH 112 B A P B2 K.
BHEBEVLIT IR AL 46 B, XFREAL 50 . A9 ARk
OB A A IECR R B s Qi
FFLEIRI ] >2 A~ 5 QALLHT 24 h fili BT 2524
YR, FEREIRECT T (numerical rating scale,
NRS) PF5r= 543 3 AR <18 %, ATfcA S8 453
P s OAAFTICEC , MRk Sk | R ARG
FEDL 5 ©TCHT 22 O M . HEBRBRE - D
RS ALIIA L s QOFF . BIRERE ; @/ ™E
OFE . PR EHAL ™ R s DA ATz
HRIGTT SO0 IIETTH 5 O A TARARAS B 4% BTG
MRS . ABFTENBENL BRI AT 5E , SRR eI
DUosttut, AR E S B AME R E
1.2 FHik

it B 252 f b il | . ERRR PR TN 5%
B BoF R e s e W S sl , AR R
JE.335 7 W T oA B (i TR BT 252459 . HRUR 2
Ak : S5 K JE 3% B2 W VLA AR 2523 W) Vi 72 h T4,
Rk KGR A R AR AT, YR IR R R T

1.1

B EHE 25w g/h S (A T 60 me/d H RIS MERR
HE )., MR N NRS PF4> R, NRS 143 >
443, YEIN 1/4 KR 5 RERMESIRUEL >3 Ik, b
TR A 25 w g/ho NRS PF43 <3 43, W/b 1/4 5 &,
W NRS P43 >4 43, WK AR . 98 R M i
I I 285 FH 24 T 25% ~ 100% 25K J8 75 Bz I 1) 2 1y
ERERNGME FAERVAYY . W0 NRS PE4r= 7 4%, 4T R
i 100% WERFRRGME - 5 4 NRS 143 = 4 4, A TR
FiE 100% FERRRMSHE Fr A TBURIAYIT .

IBITHLA T 25K E 15 R A KR AT 7.5 mg, i
HIER, 1/, 25 4 FOAKRZCFIHGINZE 15 mg 5 XFHRZ
AT ISR B B WA VR T o
1.3 frEg¥i

A NRS PEA R iR, 0 ~ 103 114>
AL, 0 FTCHR, 10 SR RIZIREIE, e R AR R
JERPNR . AR A FRBEEREZR LB — i R
PIRIREE . ORI AL FIRITHT . AT RS 1R
A~ H I NRS $F43

ICSEALIRYTRT . RIS 1R 1 A ARZER
JE 7 R ) et B R b SR 2 R e Y AR AL, AR
P25 S A AR RS, s X i 5
St VEME . PPUCRIME. RBROROEE . RMER . DT R
OIS R W 5

K FH DU R U AR & % (hamilton depression
scale, HAMD ) PFA% 5 2H £85I AR AR B I 28 2503697
JEARREIR G O, W4 17 430 Er< TP IE
B8 ~ 1757 Al e iR FEANARAE 5 18 ~ 24 4 A g
JEMARE 5 = 25 4r v BEEE LM AR. A Be O B R}
B 43 391 TR 97 1/ ST e 1A H AT PR IR %
S

1.4 FitEFHE

B HT R H SPSS 13.0 Geit#kh. R
BB + BRifEZE (xxs) Fn, HRRCH ¢ S0 ol s 2 I
T 200 TR B (% ) A A LR
A x K, P <0.05 W2ER A5 #E L.

«- 50 .



THEBURE R

29%

2 #R

WEBE AR

WA B E R R, 25 LSEiEE X
(P>0.05), BATn ek, W& 1.

2.2 THEZE NRS IFS LR

BITHBEIRITIT . 1 A RIBYTIE 1A H B NRS

2.1

4343500 6.33 £ 1.70 ) .( 2.41 + 0.80 )FI( 2.24 £ 0.71 )
g3, XTHRALERE N (6.48+1.20), (2.46+0.95)
(256 +0.70 ) 43, REE MBI T 22507,
S5 (DA [E]INFE] S8 NRS P73 e ds, 22 A 53T
275 Y (F =440.824, P =0.000) ; QP4 HH NRS 1T
S, ERIgiEE L (F=1.956, P=0.165);
QWML NRS PEA ARt i, 2R LG F

F1 HAHBE—RARLER
ZH 5] n W14 1) iy (%, X+s) Wi/ (H, X£s) VAJTHT NRS 43 / (X +5)
JRITUL 46 22/24 60.35 +9.03 5.28+232 6.33+1.70
X B2 50 21/29 61.64 +10.22 4.86 +2.08 6.48 +1.20
/x4 0.329 0.654 0.942 0.266
PiA 0.566 0.514 0.349 0.607
X (F=0.397, P=0.638 ). 1A JE B .

2.3 WHEBEFKRERWEKRFETUILE
BITHBERITH. BT R LR 1A H
) 5% K JE 325 Bz W 75 oK 550 82 430 o (14.97 £7.75).,
(1356 +7.51) H1 (1246+7.56) pg, Xf R4 &
49 A (12.46+7.56), (1525+7.50) Al (15.29 +
6.78) wg, RHEEM SR 200, 4558 O
ARV [R] 2SR 83 B2 M sRoR i L, 255 %
HEE L (F =2.018, P=0.145); QM4 B EISKE
B R TE R LA, 25 g FE X (F=1.102,
P =0.297), JRI7 A5 RAL A 2SR E 58 B 75 oKk 5
AL 5 WLL R 2F e 2 B W5 SR AR Tk 3 L
i, ZRAGEE L (F=4.032, P=0.028), JAJ74
EIB AT, X IR TSR R A g .
2.4 PWHBERABGHEEKRFIZILE
BITHBFRITHT . 69T 1 AR 1 D H R R
i L Ml SR 4 A8 (106.09 £42.24), (81.52+
41.84) Al (7522 +47.60 ) mg, X} HEZH 435114 (98.00 +
46.11),(92.40 +47.75) il (103.60 + 55.58 ) mg, K
FRM BT 2Z00r, 4558 - OARFRE Y%
RIS MERT R U3, 22 A et U F =6.324,
P =0.000 ) ; QWZH 8 5 LM MET KR R Lh, 25
SIGH A E X (F=1.652, P=0.202), {BI74 5%
R A 28 K i W ME 5 SR ) S A AL 5 QML R 58 K
oA N P SR R AR S A, ZERA IR XL
(F=8.028, P=0.001), JAIr AT RKFE 2 LRET
e, Mx AT R EIGITE 1 JREERIRTER T

2.5 THEZE HAMD 4 tbi

HIT B EIRIT T SARYT R 1A H Y HAMD
G335k (21,61 £2.82) Fl (11.17 £2.47) 43, XFHR
HEHE WM (2210+2.55) F1 (13.26+3.18) 43,
WL EVRITRT HAMD PF4r Fbds, 29 400 X
(1=0.845, P=0.401 ), AR LM, PRALBFIRITE 1
N HJG HAND PHo3 i, 2 A gt i (1 =3.457,
P =0.001). 74, XEAUAIF AT SR E 1A 4l
N HAMD PP 2H N LR, 22 S A gi it X1 =27.371
f116.561, ¥ P =0.000 ).

26 MABEHRERARRER

PIZH A TEIRIT I 2 AN, AR AR B
o JRITA T HBE 4 BIARE RN (8.69% ). 9 Vg
ME (19.57% ). 4 B3k% (8.69% ). 1 BT (2.17%)
LGB (2.17% ). X HRZL B 10 (380
MKt (20% ). 7 a3k (14% ). 2 FIVERE (4% ).
3 BiERFE (6% ).2 BRI (4% ) F1 8 BIERL (16% ).
VI EAR RN ER R, Bz, XI5 K
Je 375 B Wi 700 70 i OGS S AT S SRR A
1ig
AHIFFERT 75 I JE 35 K W HE G oK B IR T R PRI
S FEIMAR B AT IG RS, S5 WoR, KRECE AT
DL /A9 TR FB A T L5 K E 1 2 W K 28 % 9 g i)
i, BCERAEARRRE, HE IR | AR AR
B

3

- 60 -



5181

i, A5 RGCPIRG S5 R E 28 BT 7 i A AICHR A 1 I PRI 724

A bR A DG PR AT R R 2 W L TRYT R
HA IR S EURF R BA NG H SIS 44
FE o HEMREIS 19% ~ 36.3%", Horh LI
i IeA o J i T SR S 5 s 2 M S B AR S8R
ANEI AR A | B B R Y SRR 1Y &
ARG, TR . T R 2 SR RT ARSI AR
MY RAR T BEANIERNTE, HUCHPIRSIRA AL
AT DAREARIARIRAS 1 & A2 AR I 32 225 R 2R Sy
X B R B 2 i, AR R ERE M S- 2
ERETIRERAR, I I N W o BRI
SRR 2 F B2 — N — G 4k
AR, AN B - SR - B R RE T HE AR Feiv -
TR — FURARGAS R 55, DT 52 ) S 72 200 A r) 0 1
o [ e & A R R M KRBT 25 Ve AL S 1
TG fb AT 25 FEF AR B 5- PR BE, 3
ZHE AR R AR T R G 5- F A 2T iR
LT, HAHABYE A5 PR AR . JPETT S Schiik
FARRLY S MRS MR BT T 5-HT2 F1 5-HT3, ikt
o TYUMERZIY0H WL RN, AnJRBR . FEIE . ik
P REREAT A A B RER "

AT B E KA 18 NRS W, OF
KJE 125 e Wi 791 8 B 2 2 9 M MR ) A A AL RIS A T
B, 1 HJRHO AL A i B AR, HARR
)T BT PR, X PR i A BN 2T K e
NG 8 245 90 500 e A R, TIYAY T A S s SR
1o S8 B B IR AR AT IS B B0 ) H i s 2R TR] I
%%, WL NRS PP RS, BURSCRARY, |
JEVR YT 2 NS MEAR AR 7 oR R i K HAMD 150 B 3% F
K, ARRREEAS 24T 22, Forh HAMD 143 T %
50% B LLBIN 60.8%, ThiXt R 33.33%. H
WCUERA Sl R 2 2 M iy 7 A AT A ek
BEIABIRAS . KRECE YRR M HLHIHERT Y« O
/DU ES Y Caspase-3 £5 1, B9 Bel-2 & 35, #H]
PREIAT, B2E 200 CRE ) ™ 5 B i A AR Asf ] |
PER AR | Yol MR P Vi RN ] L 140 R B AR L
il 5 B HI B2 4K J 5-HT2c 5244, ffi B EH ik a i
FARTERGIN, AT yR b B PR A Y B AR R,
B R IR O, R R IR

AMFFE O HRZH ORI RS el 2525 kil i, A
R ISORE DAMRCAPIX P (R S Sk Sk ok i) HE BRABE SR Fe
30 o X A FH A SR 3 A T S R AR B R
el TR A BN EORECE, B3 T k]

R, Ok IR B R R, X
5K BT REARR S PERHLIT 5-HT3 SZ Rt A ¢
KRB WA B Ry g B b Sk =Sk, 3l e UL T
MR2h5 56 1 K, EEM 2 RS ARE i e i, K
i FHS 0 B TR e 2 5

A ESMRIE, K EF AT R 45 mg (HX T
o7 A P e R 5 Bt O MK e (8 A RO >
30 mg"™o BHTERI G I IR VB BE S I KRR
AR, H 15 3030 mg KIRE P 3 MG RAE B A R L 1
2 | WEIR SOE DX SRR SRR RAEAR , {HJ2: 30 mg 44
15 mg RILIALE, H2x B8 AN BEM 52 &l 5
R IR HGE ™ B A PR AT 15 mg
VRN MESERR, RIEHRULIT AR KA
REARGER IR A g, B b serE, (A2
X —EHE H A

LR LRI, RECHE R UMAREGY), T LAP )
T, DB R YRR, LRI Fr IS it 2k
M. S35k, RECE AT LIS B IR B iKn: |
e M i S A B DRl S50 I AR, v AR R S
WMHE, FSLBE AfFO, B ARRER, (AR
PRAES

& £ X #:

[1] SCHEMER J F, SALAS J, SULLIVAN M D, et al. The influence
of prescriptionopioid use duration an dose on development of
treatmentresistant depression[J]. Prey Med, 2016, 91: 110-116.
VELDZQUEZ R I, MUFIOZ G J C, GARCFA V P, et al. Eficacy
of sublingual fentanyl vs. oral morphine for cancer-related
breakthrough pain[J]. Adv Ther, 2014, 31(1): 107-117.
JIMENEZ-FONSECA P, CALDERON C, HERNANDEZ R, et al.

(2]

(3]
Factors associated with anxiety and depression in cancerpatients
prior to initiating adjuvant therapy[J]. Clin Transl Oncol, 2018,
20(11): 1408-1415.

LEE M S, TYSON D M, GONZALEZ B D, et al. Anxiety and
depression in spanish-speaking latina cancer patients prior to
starting chemotherapy[J]. Psychooncology, 2018, 27(1): 333-338.
HOLDEN A E C, RAMIREZ A G, GALLION K. Depressive

(4]

(5]
symptoms in latina breast cancer survivors: a barrier to cancer
screening[J]. Heal Psychol, 2014, 33(3): 242-248.

[6] ZHANG W, WANG X, HUANG R, et al. Prognostic value of

marital status on stage at diagnosis in hepatocellular carcinoma[J].

Sci Rep, 2017, 31(7): DOI: 10.1038/srep41695.

HARRIS J, CORNELIUS V, REAM E, et al. Anxiety after

completion of treatment for early-stage breast cancer: a systematic

[7

—

review to identify candidate predictors and evaluate multivariable
model development[J]. Support Care Cancer, 2017, 25(7): 2321-

.61.



THEBURE R %29 %

2333.

(8] 27 £ . BMEIMR SHAREEAT [1]. TPEIR RS, 2012, 4(13):
1-4.

[9] CIPRIANI A, FURUKAWA T A, SALANTI G, et al. Comparative

efficacy and acceptability of 12 new-generation antidepressants:
a multiple-treatments meta-analysis[J]. Lancet, 2009, 373(9665):
746-758.

[10] ALAM A, VORONOVICH Z, CARLEY J A. A review of
therapeutic uses of mirtazapine in psychiatric and medical
conditions[J]. Prim Care Companion CNS Disord, 2013, 15(5):
DOI: 10.4088/PCC.13r01525.

[11] KAPOOR S. Additional advantages of mirtazapine therapy in
cancer patients: beyond its role asan antidepressant[J]. J Pain
Symptom Manage, 2013, 45(3): 3-4.

[12] INBELL, 5, IRAR, 55 . ORZCT X MARIR A K i S i 1
HOCHE I ZRIBIIR AR (0], h R R R 244, 2012, 41(1):
8-10.

[13] MALAMOOD M, ROBERTS A, KATARIA R, et al. Mirtazapine

for symptom control in refractory gastroparesis[J]. Drug Des
Devel Ther, 2017, 30(11): 1035-1041.

[14] THASE M E, NIERENBERG A A, KELLER M B, et al. Efficacy
of mirtazapine for prevention of depressive relapse: a placebo-
controlled double-blind trial of recently remitted high-risk
patients[J]. J Clin Psychiatry, 2001, 62(10): 782-788.

[15] FARRIOLS C, FERRANDEZ O, PLANAS J, et al. Changes
in the prescription of psychotropic drugs in the palliativecare
of advanced cancer patients over a sevenyear period[J]. J Pain
Symptom Manage, 2012, 43(5): 945-952.

[16] THEOBALD D E, KIRSH K L, HOLTSCLAW E, et al. An open-
label, crossover trial of mirtazapine (15 and 30 mg) in cancer
patients with pain and other distressing symptoms[J]. J Pain
Symptom Manage, 2002, 23(5): 442-447.

[17] SUN L M, LIN M C, LIANG J A, et al. Does use of tetracyclic
antidepressant-mirtazapine reduce cancer risk in depression
patients[J]. Pharmacoepidemiol Drug Saf, 2013, 22(12): 1292-
1297.

(ZF) 2l )

- 62 -



