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473 0 CisHaiNOs + HsPO4 ¢+ 1/2 H20
1 406.37

5 {LZF8 (8fiR)
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(WYERERLL - 1EFRHERE 12
AFNTEN bR MO THEOFAEEEZ BT DN, LA RZRERICHELSTET, B Shias (v
D 5~15%M P AEESE CYP2D6 (2L 0 O-ii A F /b &3 1 TV b RIS S W /EA 2179,
PRI E L B XD 1/6, FAHRESEEAIL 1/4, BEIRMEH D 1/4, $HIHEIT 1/8~1/9 L ST 5,
IR A BhEB) A Nl L, IREIER &2 B9,
(Q)EEE M1+ D HERRIE
FLEY PRMEEN OB LR ~D . 6, k- AEFA N7 X 5ROV TR (u:
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fEZ 1A
F 3 TO_EMEEEARRRNEC X DIk LT, 254 > 1Tmglkg %5 (FE, HEOMRAEGHLE) 2L V%o
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% 2 TOMFENZE DML X 226 LT, 274 > 0.001~0.1mg/kg OHEEBEIRNZE G112 XD |
WEOBEEE & RS (B OIRIE) AR EKAICE Bl S b 9,
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7 & B @ A
~ A AT A ) ORI Z RN G 1 REEfE . BaSO4 i AR NG L. 20 43T BaSO4 23/ M
Zomis U7z i 2 N R RIS T 2EIATROT-E 2 A, AHBEIR 54.8%ICx L TaT A > U UEREE KN
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TE R 38 Bl )
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1. MAPREDHER - BIEE
(1ARELAEMGILSREE
MR L
(2) == M0 R B B B
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a7 A 2 60mg ZREREALA 12 BICRE DG L7 BE @ 1 FEfE] 10
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aFq
pmol/mL ng/mL
4004 125+
1009 T
300+ Mean= (SEM)
754 I Elkx
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50 | 50 |2
L40 r15.0
100_ E LSO |
254 t ro.v+10.0
s, . 20 Ly
"y “F,., ... e . F1.0 0
07 O T T T T T T T T ""'K‘ T T T T T T T '!-"“.\ ..... 1\(- . 0 - 0
t121345678910 t 12345678910
Dose1 Dose2 Dose7 B (h)
Cmax Tmax k tie AUCO~8
[ng-mL1] [hr] [hr1] [hr] [hr-ng-mL1]
149 1.0 0.28 2.5 473
(60) (0.5) (0.03) (0.3) (130)
Mean and (SD)

Crax 1 @MU PIRE . Tmax @ @ MUIE IR EEBERH, k@ HRHEER,
t1/2 : FEARAADOTH LRI, AUCo-s « (B 5-4% 8 Wy 3 T o0) i i — B R . - i ot
(4)hE=
M ER R L
<EZ: HNEAT—E>
1.0~8.8ug/mL 1V
G)BEE -HRAEOEZE
MR L
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<BZ: HNEAT—E>
1-a22 /%= KAV NET/L 10

(2)R UR 12K FE TE 38

LR L
<BEZ: . HNBEAT—E>
ka : 1.97%£1.62 hr'!
(27 > 60mg Z HEHER A 12 BN SAEE N4 . L7 7 [ B # G0 1- 2 08— b A > bEF VIS K AT,
mean=+SD) 10
BN AFTRASEY T4
AR L
<BEZ HNEAT—E2>
) 50% *:12)
Ck H+-EWIE H AR F iR E 2016:C1852-C1855, f)1IEE)
(AVEREETER
MU L
<BEZ: . HNBEAT—E>
k : 0.40+0.09 hr
(2154 > 60mg Z HERERA 12 B REE N5 L7z 7 B4R 1-0 08— b A 2 R BT & B iRl

mean+SD) 10

G2V T7IUAR

MR L
<BEZ HNBEAT—2>
CL : 1.80%=0.49L-kg!-hr1
2.27+0.68 L-min'!
(274 > 60mg Z RN 12 B KER NG Lz 7TE B #58E;1-3 08—k 2 > BTV X DT,
mean+S8D) 10
(6) D TEHE
BRI L
<BEZ HNBEAT—2>
Vz : 3.97+1.20 L-kg!
(=271 > 60mg ZEFEARA 12 Bl KER DG Lz TRIB G 1-3 73— N A2 MNET VI K DT,
mean=SD) 10
(MmREERFESE
T%*
(kL dE B AR 7 figaiE 2016:C1852-C1855, J&)I1Ek)
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<BE #gWYT—4>
7 v MZaT A v 10mglkg, H 2L 20mgkg ZFHEL, IMNIREZ~A 702X A7 U U ZEICEVHEL
TeRE, T A NIT AP ABATT D 2 EDRINTE Y, B/ AUC tiEZ £ 0.99+£0.25, 0.95
+0.16 LRDHN TN D 19,

(2)M % — AR EAFI @@ 4
feiziEiR S 19
SIMRRNC G LTciaa . HPERITA RIRSER: (), MiRili, RIR, RK%) "Hobhd 2 &b
%,

QR)ET~DBTH
BRI L
<BE: HNBEAT—E2>
BRI aTA ) VBRI E T A Y L EOAHFE LT 60mg &R #EE L & & o /sE AUC
X 2.16 TH 72 19,

G)BEHR~DIEITHE
MR L
<BEZ HNBEAT—2>
RIS TN DI 22 D BE~D 2T A > 125mg O &5 2 FEf#% ComiEd, $EbTL e R
25 9.86nmol/L, 3.63nmol/L, 7=, iK€/ R/aT A RN 19.87X103, 7.19X103 Th
STz L DWREDD % 16,

(5)Z DDA~ DIBITHE
BRI L

5 K
(1) BHEBAL R UMK BT R R
BEERR L
<BE HEAT—E>
TRHHERAL © FATHT I
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H, CHs

N N
CHs0 O OH CHq CH®0 O O

norcodeme‘\ N /V COOS

e (0 o
F\l » O ‘ HO OH

O"‘ CHO O OH codeine-6-glucuronide
codeine
O OH

normorphlne \ CH3 / CH3

HO O OH O O OH
O O OH

. HOOC
OOH HOOC morphine @ morphine-3-glucuronide
0, . 5
OH

normorphine-6- g\ucuronide normorphine-3-glucuronide

C\H3 CHa
N-O morphine-6-glucuronide
ade) — kb Q«“

- HO O
HO O OH /o > Jub CoOH
morphine N-oxide /Cj

OH
CHs
\N HO

0y
HO380 O OH
morphine-3-sulphate

BEEOD 30~40%I1X7 V7 a =R, T~9%N /) )Vas A, 4~13%NE/Lb & LTRPICHREEES D *,

RBERICERER R E 19,

(kT EWE A AR iR E 2016: C1852-C1855, E)IIESE)

RHBIEES T H5BHR (CYP450 F) D5FiE

M ER R L

<BEZ: HNEAT—E>

a5 A —>FELE R CYP2D6 19

ATA =) Az A CYP3A20

CYP2D6 OEREIZ XL V| poor metaboliser Tl =27 A > OSEFIER T T 5 &9 8,
QRWEEBNROEERVZTDEIE

MR L

<5EZ . HBEAT—E>

HIEDERIE N R DRI S TN D 12,
GRBVOEEDFERULLE

E)LE R

TEMELEER © TVL2.(1)/EFRERGL - ERERF) 2R
B)EHERFYMDRERI/NT A —4

UER R L

<BEZB: HNEAT—E>

a7 A 60mg ZEFEARA 11 B RER A G L7ZREOT /L b R OEYEFE T A —H 10,

Cmax Tmax k tie AUCO~8
[ng:mL1] [hr] [hr] [hr] [hr'ng-mL1]

3.8 1.0 0.20 4.2 12.4

(2.4) 0.4) (0.08) (2.6) (7.0)

EB¢ : Mean, T : (SD)
Cumax : S MAEFIRIE | Tmax : e MAEFREBIZERER, k  HRHEEK,
t1/2 : MR O I, AUCo-s : (5% 8 WEfE) & T o) 5 rp i B — MR R T rh
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<5EZ . HBEAT—E>
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W2 Lz 20,

1004
2
R 104 ht
th
=
B
1 1
pd
b4
[0
i
e
%

(mmoles/mole
ILTFZ2) 01
.001 T
0 10 20 30 40 50 60
AR (h)

7. b URAR—E2—IZET B1ER
MG ER L

8. BEMHICLDIBRER

(1REREFEHT
BRI L

(2)M & BT
MR L
<BEF . HNBEAT—E2>
TERERL 6 Bl L ONEHT RS 6 Bl =27 A > 60mg Z Hi[EIF 5 U7, T2 100 (REFRTRE : 4.0420.60 FERH,
BHTHE : 18.6919.03 [, mean=SD) . EXERAER] (fREERE : 3.90+0.52 WFfE], BHTEE : 12.77+7.09
i, mean+SD) WHEBICEFH LR, a7 A 0287 VT 7 VA, AR, 705 ONHY Ofm
T S L R R, AUC ICHEEII R Tm L OWENRH 5 22,

Q)EEMAER
MR L
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29 TAYTIVA A NI LIBEED B
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21 RO BSOS ZAR T S8, PRI 2 R U, PERAT IR ISR D R B D,

22 }1*23
2017 4 4 A, KERMEESFT (LUF, FDA) (3, 274 VAT b T~ F—I & 2/NE o i
{22\ T, FDA Adverse Event Reporting System (FAERS) 2B\ TCa 7 A Y TIISETHI 24 x5
tr64 GFIORER] (1969 41 AMD5 2015 4£5 A E TOHM) KO F T~ F—/LTIIFLTHI3 il Eie9
DORER] (1969 4F 1 H7r5 2016 43 AL TOWH) BHESNTND I LENS, a7 VHEO LT
~ R— IV ZEGT HEHEMIZONT, HA3CED Contraindications (Z5=) (2 12 3Rl D BE ~OFFH
ZiBFL L, F£72, Warnings (%45) 12 12~18 O, PAZEMEMEIR RFEEREUDEFRE, BB RMREE %
BT HBEHE~OBEHITHR L 2WEOREZBTLT L& a@#E L, £/, I~ F—Zon T,
BEIC a7 A R CMERINHI Y 2 7 1B L TR O TV IHFEONFICONTH XM 5720, IR SCED
Contraindications (F&) 12 18 A O RPEHIERI;T LT 7/ A FUIERHT 4 O P Im R fn~D ] 4185
THZEHENE Lo, EWNTIE 18 mLL T ORI BEED BEEENEN R I1L, ERMERN 2 6], —
HERS 2 FITHY | FECHNIR-72 (2004 4E4 A1 H225 2017 45 A 31 H E TILREETBE
SATIMNEATBOE N EFE S E R G B I s S ENRER SRS OLRRN) o BLEX D 201747
HiZa7 A ) R RA O IIHICRE T 2 EE AR E L2, 2019 4F 7 AL, Y BE~OARA O
Mz g IZ8ET L,
£  https!//www.pmda.go.jp/files/000218747.pdf (2019/7/17 T 7 & R)
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mE D AREENHRE SN TND



VI %5t (B EoiFEss) B4 AHEA

(7R

9.7 INR

9.71 12ERFED/INR
PG LT &y FEAMEIORSZ RS S, HEAMCB W T, B 2 e EE AR MRRIH O U X7 23
WeEoWENRH D, [2.2 58]

9.7.2 BB, FAEMERETREREXIEELGMERZETH/NR
B LD & BEERMEIHE O Y 27 BT 280013 H 5,

RN
VIL6.(1)&HHE - BRIEEEDHBHEE] Offil 9.1.2 B,

(&ﬁ#%

mHn%
RHENOEGEZRGT 20 CBEFOREZBE LN 6, HEICEGT L2 &, —RICAEBERENMET
LTEY . FrICERIMSI DRSS,

7. tHHE{EA

10. fHEEH

AFNL, FE & LU TIMEHREE UGT2B7. UGT2B4 K U —# CYP3A4, CYP2D6 TR# =1 %,
(MBEEZER EZDHER
EBEINTLVEL
Q)BtRFEE L ZDER

10.2 BEREE (BFRICEET S &)

EHIEE EREREEAK - HHEAE W - EREF

FF AR e 42 0 o) RN BT M OVBEZE 72 S0 ST IEAS | FEINALS AR M R F 3 R S

Tz ) FT VL REH, BZDHZENH D, %

2L BT — LR A SO A

% A BR B

E/ 7S UBCEBRASH

=R%RS OF

B -TE B

FZILa—JL

9 U RuLEmAE| 7~ ) URPUBELFIOERREEIND Z & | BFIIARHTH D,

LTy NH D,

oy o EE SRS WREENE A LD AZE D EERERSUIRITE | A iia ) ERARERIN S,

NDEZDIBENED D,
FILA D UIEEEIE KN KRENODIEDETT T HBENRH 5, u A A A FRIEEGERICEK Y
AR OVER N FEARICHE SN D,
8. BlYEA
11. Bl{EA
WORIWERNRH bbivd ZENH DD T, BELE5ITITV. NERD LN &S EZFIET 5

I CREEEITH 2 L,




VIL.

et (N EorEES) ([CB42EA

(MEXLZEMER & DI

1.1 EX%EMER

1111 REE (BEAH)
HAIZED AL Z DD, Fo, EHPICET 2BGEORE AR e LGOI XD,
BV, < Lok, WiiE, T, B, W, FH, MR, B, 8. AR, AL, HAE, Kk,
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¥ ARFNC X DMEmHNC L, BRIEEESAl (PrX Yy LTy V) BT S,

11.1.3 88E, BEAH) | €AZ (BEAH)

11.1.4 BKUM (BEEAY) | [RKEER GEEAY) | WREEZE GHE R

11.1.5 FREMA LR (FEARY) | hEEEXER (FE )
FIEMER B O BE L LG AICh bbb L omERH 5,
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o RLAN A
#[E D SPC 4. Clinical particulars
(Codeine phosphate
1ne PROsP 4.1 Therapeutic indications
30mg Tablets,
Aurobindo Pharma Codeine is indicated in patients older than 12 years of age for the treatment
- Milpharm Ltd, of acute moderate pain which is not considered to be relieved by other
20184 4 H) analgesics such as paracetamol or ibuprofen (alone)

Dry or painful cough
Diarrhoea

4.2 Posology and method of administration
Oral route

For Mild to Moderate Pain

Adults:

Codeine should be used at the lowest effective dose for the shortest period of
time. The dose may be taken, up to 4 times a day at intervals of not less than
6 hours. Maximum daily dose of codeine should not exceed 240mg.

The duration of treatment should be limited to 3 days and if no effective pain
relief is achieved the patients/carers should be advised to seek the views of a
physician.

Paediatric population:
Children aged 12 years to 18 years:

The recommended codeine dose for children 12 years and older should be
30-60mg every 6 hours when necessary up to a maximum dose of codeine of
240mg daily. The dose is based on the body weight (0.5-1mg/kg).

Children aged less than 12 years:

Codeine should not be used in children below the age of 12 years because of
the risk of opioid toxicity due to the variable and unpredictable metabolism of
codeine to morphine (see section 4.3 and 4.4).

Elderly:

Dosage should be reduced in elderly patients.
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For dry or painful cough

Adults:

15-30mg 3-4 times daily.
Paediatric Population:

Children aged less than 12 years:

Codeine is contraindicated in children below the age of 12 years for the
symptomatic treatment of cough see section 4.3.

Children aged 12 years to 18 years

Codeine is not recommended for use in children aged 12 years to 18 years
with compromised respiratory function for the symptomatic treatment of
cough (see section 4.4).

Elderly:

Dosage should be reduced in elderly patients
Diarrhoea

Adults:

30mg three to four times daily (range 15-60mg)
Children:

Not recommended.

Elderly:

Dosage should be reduced in elderly patients.
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having been observed.
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gt RN
¥[E D SPC 4. Clinical particulars
(Codeine phosphate 4.3 Contraindicat
30mg Tablets, .3 Contraindications
Aurobindo Pharma Codeine is contraindicated in women during breastfeeding (see section 4.6).
- Milpharm Ltd,
20184 4 A) 4.6 Fertility, pregnancy and lactation

Pregnancy-

As with all medications caution should be exercised during pregnancy,
especially in the first trimester. A possible association with respiratory and
cardiac malformations has been reported following first trimester exposure to
codeine.

Regular use of codeine during pregnancy may cause physical dependence in
the foetus leading to withdrawal symptoms in the neonate. Administration of
codeine during labour may depress respiration in the neonate. Opioid
analgesics may cause gastric stasis during labour, increasing the risk of

inhalation pneumonia in the mother.
Lactation:
Codeine is contraindicated in women during breastfeeding (see section 4.3)

At normal therapeutic doses codeine and its active metabolite may be present
in breast milk at very low doses and is unlikely to adversely affect the breast
fed infant. However, if the patient is an ultra-rapid metaboliser of CYP2D6,
higher levels of the active metabolite, morphine, may be present in breast milk
and on very rare occasions may result in symptoms of opioid toxicity in the
infant, which may be fatal.

If symptoms of opioid toxicity develop in either the mother or the infant, then
all codeine containing medicines should be stopped and alternative non-opioid
analgesics prescribed. In severe cases consideration should be given to

prescribing naloxone to reverse these effects.
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it RLHEN A
#[E D SPC 4. Clinical particulars
(Codeine phosphate _ . _
30mg Tablets 4.4 Special warnings and precautions for use
Aurobindo Pharma Children with compromised respiratory function
- Milpharm Ltd,
2018 45 4 A) Codeine is not recommended for use in children in whom respiratory function

might be compromised including neuromuscular disorders, severe cardiac or
respiratory conditions, upper respiratory or lung infections, multiple trauma or
extensive surgical procedures. These factors may worsen symptoms of morphine
toxicity.
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