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Tramadol BIE R IEEM - FERAR W&
MckIBRZROIEEEMRYE - R U=
BRAWSWRAT] - LI EEEHIHEIH LT
BIRWIEE ERZE ( norepinephrine ) - {2
[MEZ ( serotonin ) AIEERY - 3ZEZI LR
R - BRI B2 AES tramadol B0 ZmEFo]
e 31K RENREHZERD - Hop F5H
B85k URESE 165 - OREAB 75k -
Tramadol & RWEIFRAAROMIEILS - &
EARRERIBFRANG - ClgEE R -
HREFEBANIN 2017 £F9 8 12 HASE
Z tramadol ZmAR R E 2 AR B
SR - #& 2 tramadol KD ZEmERR
BIgn : (1) FEREERRKR 12 mRE -
SRR ARERE - FOERER - (2)
FEZEFERR KM 18 5 2 R kIR R AR EE ]
BRifiE LR - (3) EEEERAREM - BA
PEEAUREARIFIR P LEAE - BREMEEREIER
Z¥EA - E O] BELE NN AR & 0 IR R 2 2 J@L B -
(4) PESRAREERT - RoseHHEE>
BRELREIARNE  F  REEE [
A BRETREE - R 2017 F 10 A
2 HESKPTBZR D EmBiEms LR E T
R hE "EFRFIESEE, E -
BERE tramadol KD EmER ZZE
MEERE - EEIZEYARKERK DO EER

HEAZEmZ AR RELZEE R RS BT
AT - BRE  BREIA R E R 2 ERIZE -
MIRHEANZEmZ R R G 22% -

BAFRREEREE D

METE2017F 6 A7 HIE - 2EEY A
RxFERE P OHEE 1,117 AR IR ER
2 tramadol N #Em5IEEARKIEZ B
20 ERRERERBIBLT 96K
- 1BIRBENXKAMEE - 65 B8
WA ERERRRE « 157 AlEMERE
ArREE (BEEEZERKRERZSENH) - HER
876 FIRIWDIEBREARKIE -

#—F 2 Medical Dictionary for Regulatory
Activities (MedDRA) Z 2R E ZH 7 &
( system organ of class, SOC ) 74t 1,117 ¥
FRRERMH 1,754 BARREAEA (
—) » ZER "gastrointestinal disorders s -
H 58318 ( 533.24%) ; E%X2Z "nervous
»H 49318 (52811%)
& "skin and subcutaneous tissue
disorders, - 3£ 32518 ( 5 1853%) ; M
IR 381878 2 R & F& ( respiratory, thoracic
and mediastinal disorders ) Bl 5 2818 - &
160% - %= RBVEAR BB/ OFNENL - B25EPRET
SRR -

s EEFER DN Kn 18 m ZE A

system disorders ,

Drug Safety Newsletter 2018 September vol.63 -



E IR E Special Report

EofEHBAKRWI2BAAEZBBRRE - &
EEBRROIFIOFERS 163 (#8E : 12.0-
17.9) 5% - BEIFAR BRI BREAR RS Y]]
BRziiglbfe - BERBETRAZEMEE 2

ARKE - BRELGRAEMEREARR

B(EEZBRREEZEH)EBLHN &
12 mEHE R A tramadol X5 2 IE
B - BETRME AT metoclopramide AR
mEER  HERS AIRIFEREARSH - £
EARAEREIBRE— -

1% F3 tramadol & & &= respiratory, thoracic
and mediastinal disorders 7 ARz &8 ¥ 5
BRBBEARKREZEFHES 156 - F
HF#E 4638 ( #E:340-103.0) % -
B— BIRERS tramadol A&

I\ o
77 %% 0n

BEHAB3H (2000%) - T4 FE 126
(80.00%) ; FAMEIZSIFNENE 9
% (60.00% ) - HARRIA 6 Al (40.00% ) -
ZHPRBEHRABEFERZIETE ( KABH
RABER . AUEE 400mg - RUEIEY
300mg ) - BrAmEAESZNESHEES
& - BAEOBEs IR E 85 IR HIH S48
BAARNE  -1I5AIBREARKREFE 1A
FETERA - WEER 103 mEUSMEREE
WA EERI B MTR - BRAS Ultracet © &
B MIFERZIEMIRZIET - (BUERGGRE
AR R ARERESEN  EHFEAE
BAE - PIBEGHEARAERSERE -

==

=

SIFEARREAEI Z SOC 248

BRFGZARREBERBEZ(RREE RFSE)

Gastrointestinal disorders

Nervous system disorders

Skin and subcutaneous tissue disorders

General disorders and administration site conditions
Psychiatric disorders

Cardiac disorders

Respiratory, thoracic and mediastinal disorders
Vascular disorders

Eye disorders

Renal and urinary disorders

Investigations

Musculoskeletal and connective tissue disorders
Immune system disorders

Metabolism and nutrition disorders

Ear and labyrinth disorders =

Infections and infestations &

Injury, poisoning and procedural complications 1
Hepatobiliary disorders 1

Surgical and medical procedures 1

Neoplasms benign, malignant and unspecified (incl cysts and...1
Blood and lymphatic system disorders 1
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x— 12mEXRm I8 mEZEMRMHZ tramadol N ZERN LIRS IEARKEZ BRES

Zh%
ﬁ iff;u/ 5 P EE gg WS /= *gﬁ"g FEREEE
1 17.7/F tramadol Myositis IM 50 mg/STAT Rash FREFARKIE
tramadol/ S - FHEE - Y

i Nausea ==
2 17.9/M acetaminophen PO 1 tab/QID vomiting FREARRIE

(37.5/325mg) ™=

Right proximal fibula

3 16/M  tramadol IV 100mg/STAT Dizziness IFBREFRRIE

osteosarcoma
Abdominal pain, =
4 17/M  tramadol epigastric IV 50 mg/STAT Rash FREARRIE
tramadol/
5 17/F  acetaminophen UNK PO 1tab/Q6H Dizziness FEBEFENRE
(37.5/325mg)
HMESEZERRK
6 12/F  tramadol PR UNK UNK Vomiting BEExZEEAR
e

*x_ fEME tramadol D EmMSIEETFRAFRBEELZBREFRREBEEREH]

FRRE
RE /R FRREER RERH
(FRZ®%)

R OFER/
AR

AT
BE

rRRIE

FFEIh8E FZERE Py

/Dﬂ]

\

1 34/F UNK Tubo-ovarian abscess IV~ 50 mg/STAT Chest discomfort 0 H

PR Hyperhidrosis, o
=4t & S
2 60/M UNK EEEFMNEER IM 100 mg/UNK dyspnoea 57

I G R SR M G R SR i

Primary immune
3 48/M eGFR:47.2 thrombocytopenia IV 100 mg/STAT Dyspnoea EEET
purpura ~ MI

&

5O G

Scr: 0.99

4 48/F

hEE IV 50 mg/STAT Dyspnoea 16 788

o
(i

i & &

\
/

j==3
20

5 60/F UNK FE s IM 100 mg/STAT Dyspnoea 43 niE

l
o

Scr: 0.7
mg/dL

RINKE  RINME RINWE KN

6 42/F % 5 i % 58 SR B0 i IV  50mg/Q8H Dyspnoea 20 HiE

G AR G

tramadol ( 100
7 66/F UNK 152 55 14 L B 3 IV mg/2 ml) drip Dyspnoea 10 iz
for 10 minutes
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]

0
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*F_ fEAS tramadol KD EmSIENRAREE  BREARREBERES (8)
FRRE
RER/ mmye AERE  CF ma px  FAREER REEE O LXE
3% {8 RS (RmE) B
. . HMESZE
. Pelvic arteriovenous e =
I d | . . =)
8 63/F anchigen rena n"lnalformatlon~ PO 1 tab*/Q6H Hypercapnia 1H %g;ﬁé
ulceration 7
HMESEZE
bbb
9 48/F UNK UNK PO 1 tab*/HS Throat irritation 2 H %g;ﬁé
HMBESE
= == =
10 69/F FEBRFE  BEHlkEd PO 1tab*/QID  Dysphonia UNK ;g;ié
11 90/F Hemodialysis ZEfI5EH PO 50 mg/QID g‘”‘.‘fj’r'éatory 18  fBRE®
HMESZE
EEe
12 90/F UNK Al - EREWHHE IM 100 mg/STAT Dyspnoea 0pm ZESEZ
&
HMESZE
i
13 44/F UNK Traffic accident PO 1 tab*/Q6H Hiccups UNK %g;ﬁé
HMBESZE
bbb
14 90/F UNK Severe back pain IV 100 mg/Q12H Throat tightness 0H %‘zg;ié
15 103/F HFIE(L UNK PO UNK Eﬁfﬂéatory UNK  ZET

* =tramadol 37.5mg+acetaminophen 325mg

Km 18 mEED - 12 mEFRm 18 B iEE
5 86.92% - w12 w45 13.08% -
L2014 F= /A ( AE = ) - tramadol
MAEmMEREHHE3001,255% H
12mERm185A 11,372% (0.38% ) -
Foml2mB 1912% (006%) - BF &

EREEREENEEASEES N

DeRERRBARERNEZAOZMAZ
ZRBNESIME (CDE - OO0 &) At
PraBEhEB<SIHAE (DD - DOE) - 2
#2012 £ 2014 F 3 £/ - 4 tramadol

RO EEmZ BRTREE - RIS 73 tramadol D EmMEHEF LI
— - FRAN BIETRRAWISHEREEZEHT  12mE

FERABL204FE56 (0NE ) -
5 884,872 A & A & tramadol A 73 %2
m: HPL2@EEARmw1I8m® B 6129 A
(069% ) - Kml12mB 922 A(0.10% ) -
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B— BEAEAS tramadol MO ERZ AHEEFER DT

900000 7000
b, 1.2
5873 -
-0 6000
850000 ng‘35’"‘_/__,,.”"""‘ﬁ
5000
800000 GG
884,872
750000 =0
813,130
2000
700000 751,338
o 0 1000
= 885 922
650000 0
20124 20134 20145

C—1ffRtramadolE A8 —o— FF 125 FERtramadol A8 —o— 12 E R R18mE Atramadol A&

Bl = BAtramadol BiOERARKW 18 MG 2RI EHEAEFRD T

100%

80%

60%

9,556 10,757 11,372
40%
20%
1,182 1,524 1,912
0%
20124 20135 20145
OFB128 DO12EERE18%
— - BESH mRVPAHORERESR - B813%£(7.15%) -

T F I tramadol D ZEm K Kim 18 BFEIBEPLTSELAIAER
mZEHZEESH (MEN) - 2014 FMRARM 12 MG ZEESH (NE
FRE - EFRLREERw1I8m&ZhA M) K204 FR/6 - BELFZEHRZN A
OREHEZ . 57898 % (6945%) - OREFEZE . 51,022% (5345%) -
HREBFHEE - 526612 (2340%) - HRBIHBE - 5635% (33.21%) -
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/VBOREFTE - B2555%(13.34%); Al 2012 £/ 47.96% EFH = 2014 =1
AT E E 5 EE R U 2012 F£89 52.03% F  66.79% -

PR ZE 2014 £8933.21% - MO REFS L=

B Tramadol EFA R KM 18 ik 2 HIE 2

12000
813
10000 268
807
8000
=
7,898
2 6000 7.3
F 6,595
4000
2000 P 255
2,154 2,495 I—L:ﬁss 2,661 1022
0 615 | b33 635
mEAMI8HE A1 2% 12 EF M8k Fml2ik V2@ EFm 185 Fom125%
20124 20134 20144
OOfREH 807 (844%) 101 (8.54%) 868 (8.07%) 122 (8.01%) 813 @15%) 255 (13.34%)
OMEEA 6595 (69.01%) 466 (39.42%) 7394(68.74%) 763 (50.07%) 7898(69.45%) 1022(53.45%)
O 5E 2154(22.54%) 615 (52.03%) 2495(23.19%) 639 (41.93%) 2661(23.40%) 635 (33.21%)
= - BERRER ST M - BAREBISHT

Rm 18 5% & 77 tramadol Z B & R Fi & 12mEKRm I8 mZERFIURABEER
i BEERMZESEEN 2012 £ 2014 BF  -2RBER/NER  SELAIMHEE
FARAGUEHALLABE HPEFRAR12 KFALR2RmZ2EARBIAINKREBREEZE L
RIGREFT S EEAINE 2012 89 1.02% EFAZE A28 - 1R 2014 FE23& 29.51% (=1~
2014 /9 29.19% (== ) - *=h) -
<= Tramadol EA KK 18 m Z B ERFA 4T

wEEkR (%) EEHBER (%) BEERFMA (%) B2H0 (%)
2012 & 10.67 36.64 1.73 50.96
12 mERR 18 5% 11.46 38.21 1.82 48.51
H 12 5% 4.42 24.30 1.02 70.26
2013 10.67 34.03 7.17 48.13
12 mERM 18 5% 11.68 35.84 5.89 46.59
W 12 5% 3.63 21.44 16.09 58.84
2014 & 9.82 32.76 11.60 45.82
12 BERMW 18 5% 10.93 35.47 8.60 44.99
W 12 5% 3.30 16.82 29.19 50.68
et 10.36 34.33 7.20 48.11
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= 12mEFRm I8 UL FNEERARAI (FEAI=%38)
2012 & 2013 & 2014 &
ST At | ., Bt
| | BE2RL Al
MERA Em 00 mERs smm 0 mEEm =m0
= 2,894 30.28 |B#& 3,066 28.50 |&# 3,063 26.93
S2EER 1,280 13.39 | =Z2EER 1,593 1480 |=2EER 1,812 15.93
J\E'E%—l 801 8.38 |/N&EH 967 8.99 |/hRER 899 7.91
xh Fml2EEERAGEA (SEHBEI=F)
2012 & 2013 & 2014 &
wENE ®H D0 gmmm gy OO mmnp gy OO0
(%) (%) (%)
INGERY 433 37.14 |hEHR 397 26.29 |[RER 559 29.51
= 271 23.24 |&H® 266 17.62 |/hREHR 522 27.56
=R EER 123 10.55 |RER 248 1642 |BH® 239 12.62

h - R 18 AR E /5 tramadol Z &
PhpaXiiy

L2014 F=RB) - HBE102£( 50.76% )
2 tramadol D ZEmARKim 18 mHE
FEfE4 " RUCBRTIBRE AR R AR UIBR 2 1512 L
B, BAEHAZRELABE . 2014 F
FRa BB b BIEI 2013 FE (£ 93 &
0.76% ) HHE - 28 2012 F (H48% - &5
045%) 8H4031 % - FXm 12 BEF =
tramadol AP Em 2 F2E AT - 5 2012
FXZER "EELCEREEEEL. B
% 534% ; "SMFIRERKE th@ULEJ:
F - iR 2013 £ X 2014 E%E&E%E@F’aﬁ?’i

2fET - 2013 4 13.32% - 1R 2014 =2

i#21.81% °

Tramadol [& F 34 2 & fth B 17 EX I8 b
r

- KEREREMEN N EER

Tramadol BEA R P HE 8 & R & 1
EHEE - R AL ZE morphine #9 1/10
ZlefE- a ABRHEIEZEHNEESR
CYP2D6 #& O-demethylation & & £ &
F% O-desmethyltramadol (M1) & H
CYP3A4 #& N-demethylation & & X #
% N-desmethyltramadol (M2) - E #
BEHFIREBES (WER) -
HEMRAMLEAEY  FABRESRK
R 2 tramadol K12 £ 4 & - H L& E 58
% CYP2D6 R Z 4 #1 & (ultra-rapid
metabolizers - UM ) - OJgE%E A% [ F M1
EESRTER - MERFRINEIES MR
B0 - N ATER CYP2D6 UM Z B T
BREMAERE (E12% 2%) - HER
ABRITEWLE - SREEAHEEE
A CYP2D6 EH B E " - BEnaE
A CYP2D6 &8 R FRIRELE S effective
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( "normal” ) metabolizer ( 50.5% )
M intermediate metabolizer (IM)
(489%) - M UMM EE B 12 & 0.3% -

B  Tramadol XH®mE !

5} uH
OH O-demethylation OH

H CYP2DE H
—_— -

‘ N—CHj ‘ N—CH,
/ /

H,C HiC
Tramadol M1 (O-desmethyl-tramadol)

N-demethylation
CYP2B6 and CYP3A4

M2 (N-desmethyl-tramadol)

- tramadol B9 &

HHEARNNHERTRE
BrEs UM E - ERE

FE8wW=t
30% RUEIE -

BN

=_N

REEE Y UM Bif75 S

UM ERE/

WRE =IRA

BITR
(UM/#BAR)

FEMATE
( XEREEER)

Active duplicate
genes

Three active

T 2= )|
FFERMA duplicate genes

Active duplicate

RAEEEATE genes

Three active

SYIEYN duplicate genes
FIENTE S\ICTZDG*ZXN/

@ FF A FE gg:\ef duplicate
LB A FE Active duplicate

genes

29 % (35/122)

3.4 % (3/87)
6.5 % ( 60/919 )

1.2 % ( 5/400)
2%

3.6 % (33/919)
6.5 % (18/275)

6.0 % (17/283)

1.90 %

1-2%

#=+t KE CYP2D6 EEEEE Y tramadol @EHIS °

Phenotype

Genotype

Therapeutic recommendation for
tramadol

Ultrarapid metabolizer

Intermediate
metabolizer

Poor metabolizer

More than two copies of
functional alleles

One active allele and one
inactive allele, or two

decreased activity alleles, or
one decreased activity allele

and one inactive allele

Two inactive alleles

Reduce dose by 30 % and be alert to ADEs
(e.g., nausea, vomiting, constipation,
respiratory depression, confusion, urinary
retention) or select alternative drug (e.g.,
acetaminophen, NSAID, morphine—not
oxycodone or codeine)

Be alert to decreased efficacy. Consider
dose increase. If response is still inadequate,
select alternative drug—not oxycodone

or codeine—or be alert to symptoms of
insufficient pain relief

Select alternative drug—not oxycodone
or codeine—or be alert to symptoms of
insufficient pain relief

ADE: Adverse Drug Event
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—_-FAREREZZEH

HAIET ¥ tramadol ERARRE 222
NEHEAE  BARABESTHRER (&£
Fi & tramadol Zm & 8 /NG A ~ 24 /B
WFEE3-8-16 R30K ) ZHH ™
ZAERENWAEREBRLOMIEN (4 10-
19% ) ~ERMEERE(217-19% ) [ER( 49
8% ) REE (£ 7-13%) ; i tramadol
REEARZEZZEMERET  EF— R
% Brown SC et al. (2004 ) *° SRAIEZ R
%= - % E R B A Ehlers-Danlos syndrome
- hypermobility type 89525 - 73 I 6 5%
R 7 5B % F 50 mg BID £ QID & 25
mg BID - F&FEA 12 EAETRBEZEE

LESEREMSBERENEZFERAME - B
FEZENHREPREERANEIES IV/PO
1-2 mg/kg -
= - BRZERKRIBREIRIRER IR T2
1E 78 22 [ B S ==

£ 2013 & =B FDA £ |t codeine & A
R E R IR UIBREE AR X BE I BRIT 12 L7 -
=)\

I FM RS R EAMEELERFRS -
fE ( obstructive sleep apnea syndrome,
OSAS ) "' MR B 14 ™ P AR 58 L BF PN T -
OSAS 784 ENR/1-3% - HEFERS 3-6
%Y AEEERY -BEENFNBER
2014 FEEFRBNAKM 12 B ZERIAR IR
S ARAEBS IR F 018 LR HERI P (=) ) -
15 W fif & 45 F IV tramadol ( 1-2 mg/kg )
Z I M RMEE R4 F IV morphine ( 0.1
mg/kg) - BERAZBEMA BN EEE
Z & - tramadol E 532 I £ (1 mg/kg
Q6H ) MEAIFIRANEIRY ERRIE - EULFY
i 12 7 = e tE AR VI BR S AR 1R A2 V) bR o 12 58 FH
tramadol [t ZMm KR AR - 2R1NFEE
EEAES UM Z OSAS B - Orliaguet
Getal (2015)“HE T —f15 RHKER
OSAS # 17 /= Pk IR ) bR 15 % £ A tramadol
(1mg/kg) LREEEFRNGFHNEEAR
[ FE - BEIRZEER CYP2D6 UM - fF&
w4 tramadol TIEEEE codeine ZEIBF 4R
T & UM NZE LERBEREENER -

ZERIIRT AR I BELIBR M & LA s

NSAID option

Tramadol option

Modified NSAID
option (without
intraoperative

dexamethasone)

Corticosteroid
option

Intraoperative
dexamethasone.

Intraoperative
dexamethasone.

Intraoperative
dexamethasone.

Recovery room Recovery room Recovery room Recovery room
In hospital morphine. morphine. morphine. morphine.
Paracetamol, iv or per  Paracetamol, iv or per Paracetamol, iv or per  Paracetamol, iv or per
os. os. os. os.
Ibuprofen in hospital.  Tramadol in hospital. Ibuprofen in hospital.
At home Paracetamol per os. Paracetamol per os. Paracetamol per os. Paracetamol per os.

Ibuprofen. Tramadol.

Prednisolone. Ibuprofen.

Drug Safety Newsletter 2018 September vol.63 n



E R & Special Report

M - FEITEE

FHEEMEYERE (FDA) R 2017 F
4 8520 &t ¥ & tramadol Bt D @&
LEEMT . BHR DA 1969 FHRZE
2016 FF - HEIRIH 18U T AERRA
tramadol M+ BEWTRHEFAARRER
Bl Hp B R 7 3HIETERA - EILEKR
1251 tramadol WERER "Kim 12 m7E
ZIEE ) & "Kiw 18 MR ERIRE K / SR
RERUIBREZIERE o ; RIBAIEREERT " A
EEARAER - PHEEEYEE R IR D IEAE -
BEMNERSBEEZ 12RBE 18RSV E -
HLoEEBRETRARBE ) & " A2
FEAREIAREY  ARASERMERAR
& - REiEESERE - B E#HN o fEE R
BT ZEETREE -, - 59 - FDA BAI
072 A7 SRk 23R A B i [l 2L A 152 AR
tramadol MEEXNARKIE - BEEH DA
8438 tramadol KERHY M1 2 E - oJ&:
HRR v BRELEARRIE -

MBBMNBEEIRF (EMA) 25T HE%
= tramadol A 7 2 m AR A S ST
18 ifi - 35 B MHRA Z Larapam® 1/ B8 -

"posology . EAET AZEZEE R ARW

125 2 5% & - 1 "fertility, pregnancy and
lactation ; IR R ARZNIHFLEER -

HAZRBERMAESHE (PMDA) R
2015 % 7 BE%h & tramadol A D 22 mEs
. EISHEAT 3 & PMDA i 6 4 E R
F tramadol T Z 4 respiratory depression
ZARSBHENE (HP 4 HRERBEGEEH
B ; 1% off-label use ; IET”EH ) -
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2 K 15 B FE 1R "clinically significant
adverse reactions, & fll & " Respiratory
depression; -

INEREEER (Health Canada ) 72 2017
F 2 B8 S tramadol A1) 2 REH Y
AN BIRLESHATENEALEBERT
EMEPERMEZ tramadol 5% 7 Zm i &
TEREVERRN#NARREER - BEBR
BHWEANPEHIRLIASEZER UM - EH
tramadol & EEFRANEIARKE - FLUE -
MERZERHEREE (warning ) BN
FEZFFERARKR 18 R RE - ARTEER
UM - E&# tramadol S22 HRE - iGN
EBENIREEER -

+ A
:%I:I af

THEYARRERB P OREERT
REkRnl8mZEERMEBRIUIR A/
IR EUIBREREA tramadol MESA
RrEZZEH  BojgEAEBEB (under-
reporting ) ZIEFEMBEMBEABREEZE
FrREREZZHHEE - SREZRBER
bz 2012-2014 F 2 P9I 2 M E B B 77 #
5 BARKW 18 mEEMNEHMERA
HZEFIBRL HPEAR 12 EZEARmw 18
HMEARZE  BFEANH87% - MKMW 12
ARG BEANS13% - s RMW 12 5%
G REHEZTIELZ  EFRRXEBR
MEEBRTLEAIZEFE EARBEE (1.02% £
£ 29.19% ) - # 7~ tramadol £ A R
rAm2HERECEEFERAEXES - R
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BRER 5&2ARBCP2D6 UMES tramadol BIIEEENEELBEAERZ
03%  ZHNBE49%NWABIM - IMER ERUELEKEEHAZHE  RERAN
tramadol RMolEEEENHAZMEAT HREZRNAEDBBREZVIIERASLHE
RN BENMARSHE NI AE2ZEE RIZIBREFALETREBRARREZ
EZHA tramadol AR KW 12 BmREE - B ERAERZETFRZ - RIENT
BEMBER2017FIRI2EBENSE KA FREME  DUAEMERNE
tramadol ZER AR ZEZERREA - & &HAB H%EE HAEEXEERD B
£ CYP2D6 UM W R E £ F tramadol 13 U BMFZE WA EFE - LIEREARKED
FaERER BHEYERWAILASK B BEERZEE -
REASERHAEG  BEERAEBRES
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