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N Molecular weight 592
< 5 ~NHz

Tmax (hr) 19 + 14T
Structure

.//_ 4\\\! Tz (hr) 9.2+1.7°7
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)\‘/ﬂ\ | “HCI
— — vd (L) 592

TUPAC (RS-3-amino-9,13b-dihydro-1 Zdibenz

.. . Bioavailability(© 39.1
name (c,fimidazo(1,5-a)azepine 10av ty(0
‘Pr(,)tem 64.2 n-Octanol/H20 9.2X10 2
binding(%)
Dissociation pKi11.4
constant
"mean + S.D., n=6
B
HiC .
co.H| Molecular weight 538.12
9,
Tmax (hr) 2.0
Structure HO N
O CH T2 (hr) 26.6+21.1"
“HCl vd (L) No information
TUPAC (RS-3-amino-9,13b-dihydro-1 Hdibenz A : :
name (cDimidazo(l 5-a)azepine Bioavailability(%) | No information
Protein
— 82 - 1/ 2.
binding(%) 60 8 1n-Octanol/H20 0
Dissociation pK.4.25. 9.53
constant

+*mean = S.D., n=117

MW : Molecular weight, Tmax : Maximum concentration time, T12: Biological half-life,

Vd : Volume of distribution

Fig.2 Chemical information of the target compaunds in the present study.

A:Epinastine hydrochloride, B: Fexofenadine hydrochloride
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Milk 500pL

€= 511g/mL DPN(I.S.) 20 pL
mix
liquid-liquid extraction
0.1M Boric acid buffer(pH9.0) 1.5 mL,
[ Dichloromethane 12.5 mL ]

centrifuge (3000 rpm, 10 min, room temperature)

Lower phase solution

evaporate

e water 50 pL

Sample solution for HPLC

Milk 500pL

€= 5 1g/mLDPN(L.S.) 20 L
mix
liquid-liquid extraction
n-Hexane 2 mL
[ 0.1% Acetic acid in Methanol 2 mL ]

centrifuge (3000 rpm, 10 min, room temperature)

Lower phase solution

evaporate

e water 50 pL

Sample solution for HPLC

Fig.1-1 Pretreatment method of milk

A 1 Ohtani’s method, B : method of this study.
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Eofi BR
AREREEOHRERIL., EPN EE 12 — 56 ng/mL OfMICB W CEMREEZ R L
(Fig.1-2) ., E& FIRIZ 12 ng/mL THHo7=, MERD/XT X —% % Table 1-1 (Z/R7,

F7-. HHM% 16, 40, 56 ng/mL THER L7=fE %R, CVHIZIEIZ£10.7. 5.4, 11.6%

ThoT,
2 -
1.8 -
£ 16 -
=)
> 14 -
o
w 1.2 H
-g ! /
g
s 0.8 -
e
T 0.6 -
-
$ 04 -
0.2
0 T T T T T 1
0 10 20 30 40 50 60
Concentration of EPN (nhg/mL)
Fig.1-2 Calibration curve for EPN in method of this study.
Tablel -1 Information of calibration curve for EPN
Slope 0.010
Intercept 0.914
Correlation coefficient ( r,) 0.982
Linearity range (ng/mL) 12.0-56.0
LOQ (ng/mL) 12.0
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W, ftskik E RERIEDRINREZF I L,
PEREDEIN R, EPN 51.7% . DPN 47.4% Coh > 122, KEEETII TN E 81.7%.
79.1% 2k ST,

EPN 34 P OFMEWE OWEZZ T TICEEARETCH -7 (Fig.1-3) .

Absorbance (215 nm]

J " *
EPN (1pg/ml)_ DPN (2 pg/mL) s m

o — —

0 5 10 15
Retentiontime (min)

= Commercial milk sample, = : EPN standard solution (1 ug/mL)

Fig.1-3 HPLC chromatogram for commercial milk.

Retention time : EPN : 8.2 min, DPN : 13.5 min

WZ, KEEELZE LIS L THWRER %2 Fig.1-4 (R, b M2 Z0FF

KEBEITHNZIGE, fHEREECTH 7225, 20 f5ART 5 LA vTRE & 22 o 72,
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Absorbance (215 nm)

0 10 20
Retention time (min)

==: Human breast milk sample, = : A sample diluted breast milk 20 times

=—: EPN standard solution (1 pg/mL)

Fig.1-4 HPLC chromatogram of human milk.
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H3H /NME

AFLITMAE L LTI OG A EN L n - ~FH U205 2 & THRIITBIE
THIENTE, £z, EPN 3 (pKa=11.4) 39 ThH V| Wttt F R & 70
LOCHiEZINZ D Z & THRIEDERW n- ~FH U @~OGE AR T IE5 2 &3 ATRE
7o,

M=%, EPN 81.7%. DPN 79.1% CTh o772, KEREITRFT EPN & &k &
LTHEATE D Z E0bhol,

Fiz. B MERIZOWT, AEREELZBEA L7/ R. 20 51K THNT 52 & T EPN
DOIRERENATFE L 72072, LorL, UV215 nm THIAMMEORELEZ T, ~ ) v
ZONREZT D ENROBNIID, LY EfERERICIE LCMS 2Hns & e L

7»
—o
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FT2E TEFRAFUOE NRALF~OBITICET 2 HBE

B 1ECHNY LoEREEZ AV, LCMS 2LV v MEELF, mEF o EPN 2 2 HE
L7, BN ERMENORABITORETHS M/P L E RID 2R L, SO
DfEFERE 2 MERR L7z,

PR 2 it BB T R A 1T T BT, IRAR T HORFL L MR LT, 209 b1
Bl 30 H Ok GRERE 5 3) Th o7z, MiFLh X 2 BIAF TE 7 GUEHE S 2.
7)o BEFLIE. AR 20 4, 10 FFREIERICERER, MITARM 2 FEfI# & L <Id, 10 REREELICER
Mz=17 -7z,

5t D5 1% Table 2-1 DY Th 5,
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Table 2-1 Background information of seven volunteer nursing mothers taking EPN

and their infants.

Sample number 1 2 3 4 5 6 7
Infant age (month) 21 4 9 4 4 9 7
Maternal age (year) 35 32 38 37 31 38 31

BM:BF BM:BF BMIF
Breast milk intake BM only BMonly BMonly BM only

10:90 40:60 98:2

Symptom for allergic pollen pollen pollen pollen pollen pollen
EPN intake rhinitis ~ allergy  allergy  allergy  allergy  allergy  allergy
Infantbody weight =108 6. 8.5 5.4 8.1 9.0 7.0
(kg)
Matemal body 520 650 520 480 620 460 500
weight (kg)
Complications in
. no no no no no no no
infant
Congenital disease
. no no no no no no no
in infant
Concomitant oral
medications taken no no no no no no no
by mother
Time of milk 7 7 30 7 7 7 7
sampling (day)
Time of maternal
blood sampling 4 2 10 10 10 2 2

(hour after dose)

BF, baby food; BM, breast milk; EPN, epinastine; IF, infant formula.

16



BIEH = FRAF U ORBIP, MEEPREOHIE

Bl HE

L, Mt EPN B & E Lz,

e ~F VB A S — VRIS X D IR L CRILEL 24TV LC/MS THIIE L7z,

LC/MS DI IBEHRIZHE - 7= 37,

2T SR
2-1 Rt
REfE, LTI 0.1 — 25 ng/mL, IM4ETIX 0.5 — 50 ng/mL OFFHIZ IV THEMR

ME R L7z (Fig.2-1,Table2-2), E& FRIFFEA 0.1 ng/mL, M4 0.5 ng/mL TH -7,
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A . Breast milk

Area ratio (EPN/DPN)

(1} 5 10 15 20 25 30
Concentration of EPN (ng/mL)

B. Plasma

70

Area ratio (EPN/DPN)
*

0 10 20 30 40 50 60
Concentration of EPN (ng/'mL)

Fig.2-1 Calibration curve for EPN in breast milk and plasma.
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Table 2-2 The information for EPN in breast milk and plasma.

A. Breast milk
Slope 0.499
Intercept 0.008
Correlation coefficient( r,) 1.000
Linearity range (ng/mL) 0.1-25.0
LOQ (ng/mL) 0.1
B. Plasma
Slope 1.311
Intercept 0.066
Correlation coefficient( r,) 1.000
Linearity range (ng/mL) 0.5-50.0
LOQ (ng/mL) 0.5

2-2  RFFLE O ET EPN
PRt O M EPN 21X 8.3 — 14.9 ng/mL, RFELF EPN JREIIRA 2 Btk
10.3 — 33.5 ng/mL. R 4 B[ 9.1 — 63.8 ng/mL. IR 10 B[#7% 8.3 — 28.9 ng/mL
TdH o7z (Table 2-3), WFLVEOMmiEH EPN JE L, 2 6L HARM 2 BEf% T/ LR,
BIRAIME LR, REHE S 2 OiFL Tl 0.0190 ng/mL, #REHES 7 OWELET

1% 0.0475 ng/mL B s 7=n, HICERE FRUL T -7 (Fig. 2-2),
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2
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Fig. 2-2 LC/MS chromatogram for EPN in infant plasma.

A The infant’s mother is sample 2, B : The infant’s mother is sample 7
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Table 2-3 Concentration of EPN in human breast milk and maternal plasma at

three different collection times after administration.

Concentration of EPN' (ng/mL)

Sample No. tn human breast milk In maternal plasma
after 2 h after 4 h after 10 h
1 10.3+1.3 9.1+£1.0 153+2.2 82+ 1.5 (after4h)
2 _— 18.7+1.1 83+04 9.5+0.8 (after 2 h)
3 145+14 63.8+£9.2 289+33 8.5+0.9 (after 10 h)
4 335+ 1.0 452+ 1.8 259+1.2 11.1£0.7 (after 10 h)
5 15.7+0.2 382+1.8 143+2.38 9.3+£2.0 (after 10 h)
6 19.4+0.8 22.7+1.8 16.3+1.4 8.3+0.8 (after 2 h)
7 12.2+0.7 19.1+1.9 11.3+0.2 149+ 1.3 (after 2 h)

"Each value is expressed as the mean = SD (the average of three replicate samples).
*No data.
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2 T EFRXFrORILBITORE
Bl ik
F1ETHE L EPN REORR LY, BIABITOEELZRE T LT,
M/P tt, RID 1ZZNnZHELFOREEH Lz 20,
M/P tt=FRESL SR L/ FEBL IS SR « + o o - - (1)
RID=#¥EWEIE (mg/kg/d) RBHEMETIE (mg/kg/d) x100 - - (2)
Fo, HAREYEBEREITILLTOMEY & L,

LIS EHCRE (TID) =RFLPEMRE  x SR E (160mLkg/d) « -+ - (3)

FEBLOSEMIBIRIZ X AWAR~OH EFEROG AR T D720, FEBUIK LEL T DA
HiZoWTT o7 — h&a{ToT,
- LD BV, BFERLEREZ L TWE Loy,
cBUEOBF S AOKEIREBIZ? (B3, BELR, Zofth)
* DRI RIIGR 2T TOIZ], BT S AITKUS R DIERIT A BIVE LI2h,

* BT S ADRFRKRIZOWT, MavhNERHE B SN FHITH Y £90
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B2m SR
2-1 M/P H O RID % H
B 1 ENCCHIE L2 EPN JBEOREREND M/P & RID 25 H Lz, ZOfER, M/P
ik, LA OUAE S EPN R E %2 (1) ORI AN TERENE M LI2#ER, 0.82 — 38.39
T o7z (Table 2-4), 6 Bt 5 BIZINT, RFABITORAEL D 1 XV b RE o7,
RID X, AL EPNREZ (2) (3) ORI AN TENENEL LoAER, IRA 2 K
% 0.40 — 1.21%. RH 4 FFf% 0.36 — 2.49%. AR 10 KefEf% 0.42 — 1.183% CTdH
v (Table 2-4), WT NS RABITORAEL D 10% L0 b HIRETH D 2 & D HER

iz,

Table 2-4 M/P ratios and RIDs calculated from analytical values obtained from

seven volunteer nursing mothers.

Sample No. M/P ratio RID )
after 2 h after 4 h after 10 h
1 1.11 0.40 0.36 0.60
2 -t -t 0.91 0.40
3 3.39 0.56 2.49 1.13
4 2.34 1.21 1.63 0.93
5 1.37 0.73 1.78 0.67
6 2.35 0.67 0.78 0.56
7 0.82 0.46 0.72 0.42

"No data. M/P, milk/plasma; RID, relative infant dose.
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BB R B S0 RS 3125V T, HILIED 1 A OREERED 5 bR
BIOEAE 40% Thol, ~OM, b RILBTOM - -RA 4 BR%ZD RID X

2.49% Th o T=h, T e RFERES THIET 2 & 1.00% L7220 LV IERVWEE eo7z,

2-2  TID OF M & /NEERAR H & & o L

2-1 CHEM L7 M/P ez W, TID 25 U7z, REFL MR E AN IV T
LEVMEZA L7z, MIP S CE o 72l kEE R 213, M/P & 1 & L, R
BRE KL MIEEZIT> 72, T OfF.TID (£ 2.75 — 110.55 ug/d T - 7= (Table 2-5),
Fl. TLVF U RIA vny TeORMIEESEMLE LT, BHILROEE B/
HEZFEH U, 2B, IMISCEOAEREIL. 3 Eaxg Lt L, [0.25 ~ 0.5 mg/kg/
Hl &LTW5s, BEHINSEEIX, 1.70 — 2.70 mg/d TH -7 39,

AEGEONTT =4 LI U TID 3R EA I TR S FoIEVETH - 7,

Table 2-5 TIDs calculated from analytical values obtained from seven volunteer

nursing mothers.

Sample No. TID (ug) WA SCENSRE L=/NEEHE (mg)

1 2.75 2.70
2 19.07 1.70
3 110.55 2.13
4 85.67 1.35
5 63.58 2.03
6 72.03 2.25
7 16.11 1.75
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2-3 WL Ok e
AT DRI BZ BT, T o7 — MERN G | FEE iSRRI 72 D IER (fH
IRME ), RERD R E) TR LN o7, Tz, NEREOZENLERER R & O

FIROHEFRHEEIBR S N o T,
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H3H /NME

951 FECHeS, L7-RTAWERE E LC/MS # W T, EPN O b FREFLPgEZREIET 5 2 &
NTET,

Z OfER M/P A 1B 2RO TREFLICBAT LT WEEETH 5 1 & Ello7z, 2o Z
EMD EPN ZHHHFA~BIT LT WEB EE 2 bvd, L, LR OEDEREE
FEIZANTZ RID IE, K T249% ThHY ., BHLIIBITLOTWRIES SND 10% £ b
< TID AT CE L/NRIEAEL D & F3IBVMETH - 72 2 &6 WiFLIR OBRE

Y EZ N, o, AFTEmMLRmEUEHTI T 5 EPN (38 & FIRUT

{1

Thote, LU, B 2 &7 < MILRmEOREEORINAHRETH 5,

A RIOWIFETIHMET NDOHEERG-OFT — % 9% 5E L L, Tmax, T2l T H0FHT
B BRI L 7o, RIS, M & REFLP R R I ERRICH D L D, L LA
DFERTIIEAHI BN T, BT oREEY—7 L Ebhofa & Tnie, Zhid,
EPN (ZNREEMEME L 32, RERLTA~DOEY OBATICRER D3 D720 LB Z B D Y,

U EOFRERNG, HHHIZRT 5 EPN O ITFHFATE 5 2 QRS Lz,

26



#WIE TJoxXxV7xF Lok FERULFRA~DOBITICHET Ak

FEX & EPN [Alkk, WRAFSCETIE HRALRELE] L 72> T 3973, FEX &AL PICk
MUEBRICHAPTREZERE LEREITRS, TAT7 =T VU0 2BAMICEE L &
MR CThH D FEX ZJE LTERENHDLDHATH D 40, £Z T, FEX Ot MEAH,
MAE R OB ZJE L, M/P b e RID 2% Lz, £, WL ORERRE b el
L7,

PR 2 i G- 80N T B3 b BT, IR T B A ORERL & ik e AF Lz, WiFLIR
i 1 BRI T E 72, REFLIEIRA 2. 4, 14— 16 BERIZICERIL L . M3 IRA 2 BRI &
U<, 14— 16 R ICERI L7z, SBHERRERIE FEX O Trnax, Tiz 255 & L7z 40,

xtgH O Ec % Table 3-1 12507,
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Table 3-1 Background information of five volunteer nursing mothers taking FEX

and their infants.

Sample number 1 2 3 4 3

Infant age (month) 11 21 10 5 4

Mviaternal age (year) 38 35 31 36 39
o EMEF EMEBF EMIF

Breast muilk intake EM only EM only

595 00:10 80:20

Symptom for pollen pollen pollen allerzic  allerzic

FEX intake allergy  allerzy  allerzy  rthinitis  rhinitis

Infant body weight (kg) 8.5 10.3 2.0 1.6 5.8

Maternal body weight (kg) 460 50.0 50.0 480 53.0

Complications in infant o o 1o anemia fo

Congemital disease in

infant o o 1o 1o o

Concomitant oral

medications taken by 1o 1o o 1o 110

mother

Time of milk sampling - - - - -

[:d.a_}-} 4 4 4 4 4

Time of maternal blood

sampling 16 2 16 2 —

(hour after dose)

BF, taby food; BM, breast milk; EPN, epinastine; IF | infant formula.

"No data.
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EIH 72XV 72 F ORI, MEPERYBEORIE
F1HE Hik

52 B L RROTIEEZ VT, BT, gt FEXREZHIE L,

B2IH AER
2-1 Rt
MR, MmAETiX 0.5 — 150.0 ng/mL. £f:FLClX 0.5 — 50 ng/mL OFiPHIZIT

EAELZ R L7 (Fig. 3-1, Table 3-2), & & FIRIZREA, MAEIHIZ 0.5 ng/mL TH o7z,
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A. Breast milk

—
o

Area ratio (FEX/DPN)
Fe R R G T FC T U Y MR T Y o

0 10 20 30 40 50 60
Concentration of FEX (ng/mL)

B. Plasma
90 -
80

S =]
[ R

Area ratio (FEX/DPN)
(o] (%) e Ln
] L] [ L]

f—
=

]

0 20 40 60 30 100 120 140 160
Concentration of FEX(ng/mL)

Fig. 3-1 Calibration curve and the information for FEX in breast milk and

plasma.
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Table 3-2 The information for FEX in breast milk and plasma.

A. Breast milk
Slope 0.182
Intercept 0.023
Correlation coefficient( r,) 1.000
Linearity range (ng/mL) 0.5-50.0
LOQ (ng/mL) 0.5
B. Plasma
Slope 0.557
Intercept 0.223
Correlation coefficient( r,) 1.000
Linearity range (ng/mL) 0.5-150.0
LOQ (ng/mL) 0.5
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2-2 FEILL OMLHET FEX 25
FEX %R L T\ R 5 4 ol FEX 1L 44.8 — 350.8 ng/mL., f+7LH FEX
EEIIARA 2 FEH % 5.1 — 31.5 ng/mL, R 4 Fefi# 7.7 — 29.1 ng/mL, RA 16 K%

3.0 - 31.9 ng/mL Toh-7= (Table 3-3),

Table 3-3 Concentration of FEX in human breast milk and maternal plasma at

three different collection times after administration.

Concentration of FEX' (ng/mL)

In human breast milk
Sample No. In maternal plasma
after 2 h after4 h after 16 h
1 243+ 1.1 26.0+0.6 19.0+£0.6 343.8+22.6 (after 16 h)
2 31.5+2.1 29.1+0.5 31.9+£0.9  2853+58.6 (after2h)
3 10.5+0.9 7.9+0.5 59+0.2 44.8 £12.0 (after 16 h)
4 19.7+0.1 7.7+0.7 184+04  350.8+21.4 (after2h)
5 51+£0.5 13.2+0.5 3.0+0.1 -1

"Each value is expressed as the mean = SD (the average of three replicate samples).
*No data.

L oA FEX JAE L, AT 16 Ffilt: T bz, Fig. 3-21TRF Lo, 71

~ F7 T ALEIHRHTETOLN EETRUT &0 EEROEZ T OF# L7,
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100-

Intensity (%)

2.00 4.00 6.00
Retention time (min)

Fig. 3-2 LC/MS chromatogram of plasma in infant.

The infant’s mother is sample 3.
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o 72XV 72 F P ORALP~OBITIZEET %3
F1mE HE

WA THE L FEXEBE LY, M/PH & RID & H L7~

2 AER
2-1 M/P & O RID %

M/P tix, RELEOMEES FEX BE A (1) ORI AN TERENE T LIfER, 0.06
— 023 LY, KD 1 LY bI&-7- (Table 3-4),

RID X, AL FEXREA (2) (3) ORI AN TENENE M LRER. IRA 2 K
#% 0.03 — 0.24%. IR 4 FE[T% 0.05 — 0.22%. IR 16 R4 0.02 — 0.24% TH Y |

WITNHIEEETH D 10% L0 HiK)->7= (Table 3-4),

Table 3-4 M/P ratios and RIDs calculated from analytical values obtained from

five volunteer nursing mothers.

RID (%)
Sample No. M/P ratio
after 2 h after4 h after 16 h
1 0.07 0.14 0.15 0.11
2 0.11 0.24 0.22 0.24
3 0.23 0.07 0.05 0.04
4 0.06 0.12 0.05 0.11
5 .t 0.03 0.09 0.02

*No data. M/P, milk/plasma; RID, relative infant dose.

34



BIBATEN —FBL -T2 2 128 W T, WELIE D 1 B 0B ERIC T 5 BEFLIE
DEEIL 5% ThoT-, ZOWE, b RFILBITOE D> 72 16 FEfi1#% o RID 1% 0.24%

Tholeh, ZNERAILOEIEIEG THET 2L 0.01% L0, SHITEWMEL ko7,

2-2 TID OFH & /NS & & ik

2-1 CHEM L7 M/P ez W, TID 25 U7z, REFL MR E AN IV T
HEVMEZMEHA Lz, M/P LRI TE AR -BE S 513, M/P e 1 & Lz, fR3L
BRETE L2 MIEEZITo 72, T OfEF.TID 1% 1.01 — 11.48 pg/ H THh -7z (Table 3-5),
Flo. TV T RIAvmy e/ &R, 16 L 2R C 1[F 15mg, 1 H 2
[E§E 5] &S Tnd 4,

ARG LN T —# L U TID (3N &I~ T s ol BV ETH - 72,

Table 3-5 TIDs calculated from analytical values obtained from five volunteer

nursing mothers.

Sample No. TID (pg)
1 2.59
2 2.76
3 2.93
4 1.01
5 11.48

2-3  MFLYE ORI RE

AIFFEORFTBNT, 7 — MERDP O | BESEHIM A I FL IR RIS 72 DR (8
IR, (KEBA 72 E) TR N7, Flo, MNEBHEOBZENLERIER R £ DO
IR DR E B SR h o7z,

35



53 HN /ME

EPN LRI UEEELZHWT, FEX ot MEFA, mEPREZMET 5 2 &3 TRE7
27,

AAFFERER L 0 . FEX O M RE IR T — % L RREOE TH > 723, FFLFIRE
TV bIE2 o7z, F£72 M/P b, RID EICEHEL STV A XD HWFHOIER b
iR TURUME & 72 0 BIZ TID 13/ RERR S & & XTI d H0IRWETH - 72
&S, FEXIIRABITHD2WIETH H 2 &R S L7z,

F7o. WAL OMEEN 513 FEX (3 &S, EREE LR bhRhoT,

Lucas 137 V7 = F VU ORABITHOBE T, 77 =V OEERBH TH 5
FEX @ M/P b et LT 2 10, SEIOFERIE, Lucas 5 DOfETH % 0.211+0.069 (mean
+SD,n=4) L lbX, L0IRWMEE eoTz, O L, AEAE L, BARANDORELK

FIREMID V72N E SN TVWAZENREEL TWHAEELEZZONH, LM LASFEIOM
A TIHHICH S DT HR 2R D o T,

UEDOFRERNS, AT D FEX OEHNFATE 5 2 &R Sz,
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FA4E B RZ I VEOBILBITICET 285

AETIE, FREHEEZEHNE LT, HO7DTHE AZ I VIRORABITICHET 2 E#
DA % SCHERER L, BT CHEBICHIE L7-EPN, FEX?® 2 Al LT, LT & K5
PEDS B BT REABATIE A LRI+ 5 2 & & LT,

e 22 I UE BAMICBWTER sh D 2 ERZWIEDETH 5, Mathersonl s,
PE% 1 EMICIRHALEZEYD S 65 .3.4% TV 72 RIIVERHAL TV ZERE LT
WA, F-AATICBWC, JL<vAF oy, LRI AX DU EEFRLTICRA L TV
T WO EDN B 5, AFRITBWNT S IER &G HE & —~DFHiE 948 (2701 #l)
DIE T%RT LAF—EEBEBFEETHY | 00 CIEEAE 31 FllcEmiakEHh
OFEHANZ L VAIICHE ISR FEEL, 2095 10% BT LILXF—EBIGEKE Th -7
EWVOEIRD D,

AMFFETEBRIZRE L7ZEPN, FEXLSMZH, Hiik 24 I VTR EH S TN D
SHREEANORFL A ORS00 b L ITEHRNZ LWEE . KRB CILR 3o
THRSOEDERENT A =2 2 E2BEB I L TCHia D, FRE L g2 2 LT, A
gL L2 2R AN AR AL TITE T 2881, FMEEN H DRED B ZITR D Dh . 55

b LEZTWD,
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FI1H Me R IVEORILBITICHET AER
i 24 I TSI, EAMACS T B, FRENEEERRMEN D S, BIE
EEHERLE L TIRBE SN TWAHE A X I VEKIZOWT, FRABITICEET 5 SCHkiidE

ATV, BELBATIC OV TRE LT,

1 ik

Ofite A F I HIZHOWT FRILT O AN B9 2 IR SCEAE R & SCRRTS A di 4 L 72,
PEFIEL, LTORFBHIEL F—U— REHOTHERNEZIT 7,

B FERIFBRIN L TREBEIT o 72,

W R R IR BUEE R ERR S & U TR BRI S TV D e R EH TR o 72,
- f2%& 7715 : Pubmed, Web of science, [EH3E

* ¥ —U— K (F&d4), lactation

(Hfh4) . breastfeeding

QORI CEOM, ZIL P OEYM IS 2 L T OREZNZ2FEBRFZT, ie 2 F I
RO FFL P OFFARG & P L7z,
- [F#JE : Drugs in Pregnancy and Lactation (VLF, Briggs?)
Medications and mother’s milk (LA F, MMM?4)
Lactmed3?
7235, MMM OFHEIIROE D Th 5 49,
- L1...safest
- L2...safer
+ L3...moderately safe
+ L4...possibly hazardous

- L5...contraindicate
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%218

25

ES

FEREOF e 22 I VT, HARL B RADET 25 HITH o1,

Ok

LR R OFE R % Table 4-1, 4-2 ({27,

WS 25 A0 9 5 21 FNCRWTC, EH EOEED T, Pk, ZALEE~O
Beh) OHBICRHEA DT, TG 21 A0 9 B 11 AITEHMEROT —Z 2RI LT

W, —F, 4 FITERHE CTH o7z (H not listed TRT),
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Table 4-1 Description of the package insert of the first generation antihistamine

drug and literature search results.

Reference
Group of , ) . . ,
ire p . Chemical name Japanese packaze insert Breast milk There iz infarmation that
antihiztamine concentration mother used medicine during
reported ar not. breastfeeding, ar not.

Frometadine

\ not listed - -
Phenotiazine hydrochloride

Alimemazine tartrate not listed - -

Ereaztfeeding avoidance kaok TH, 198247

Clemastine fumarate Matheson L1990%?

[Report of transition in milk] {1 Sample)
Ethanolamine

Diphenbydramine Breaztfeeding avoidance Ito 8,199325]
hydrochloride [Report of infant comal (12 Samples)

_ — i)
o = Chlorpheniramine ot listed _ o 2,1503

Fropilamine
P mmaleate (& Sarmples)

Breastfeeding avoidance

[Transfer in hurman milk is - Soussan C,.201447

Hydrouyzine unknon, but the central B (8 Samnles)

hydrochloride nErvous sUppression in |:|I 43

Fyperadine neonatal nurzing, of hypotonia *Marcellin L, 2015
repDrt.]
Hormochlorcvclizine \
hydrochloride not listed
Cvoroheptadine Breastfeeding avoidance

Pyperidine P F [Report of transition in - Dawvarizo R,2014%%

hvdrochloride hurman milk]

-, not reported.
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Table 4-2 Description of the package insert of the second generation antihistamine

drug and literature search results.

Group of
antihistamine

Chemical name

Japanese package insert

Reference

Breast milk
concentration
reported or not.

There is information that
mother used medicine during
breastfeeding, or not.

Pyperadine

Cetirizine
hydrochloride

Breastfeeding avoidance [ Safety
unestablished]

Levocetiridine
hydrochloride

Breastfeeding avoidance[Report of
transition in human milk](see cetiridine)

Fexofenadine

- 51)
hydrochloride So M2010
Diphenylmeth Ebastine _ B
ane
Bepotastine _ B
besilate Breastfeeding avoidance [Report of
Azelastine transition in rat milk] . )
hydrochloride
o Emedastine _ B
Bicyclic difumarate
group
Bilastine - -
Oxatomide Breas.tlfeec.img avonfiance[Report of _ _
transition in dog milk]
Olopatadine ) . _ B
hydrochloride Breastfeeding avoidance [Report of
—  transition in rat milk]
Ketotifen fumarate - -
vl . Hilbert J, 1988
Tricyclic Loratadine Breastfeeding avoidance [Report of So M,201051)
group . . (6 Samples)
transition in human milk]
Desloratadine - So M,201051)
Breastfeeding avoidance[Report of
Rupatadine transition in human milk] (see - -
desloratadine)
Tetracyclic Epinastine _ B
group hydrochloride  Breastfeeding avoidance [Report of

Phenotiazine

Mequitazine

transition in rat milk]

Others

Levocabastine

Breastfeeding avoidance [Report of
transition in human milk]

— ; not reported.
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I L AF X VIEBIOHZOWETHY . RID 13 5.2% & HHEM L 0 LKL FFHL~0OF
I 72N ERBEIN TR, WILEOBIR, £ 74 7R ERRESNTEY,
RAFOERICEEDLIEL SN TWND 460,

17421340 mg AR U7 6 5112 T, RID 1 0.01% & REALBAT A FIRETH
D EaTRIRT HWME TH LN, HERGORETH 7250, b, AICBITHmT X

VU OMERAEIT 1 H 10mg ThH D 52,

@% FEIE IR O FHAM O Lk

HRENE BIR O LM O P 21T o 7245 B % Table 4-3, 4-4 (2R,

THIOH e 22 I HIZENT, EOFHRFETHELH TH 72 (FT not listed TR
T)o Fo EMICHEITH 203, FREA L2V E FFHEE N TS —ARNL o7z (R

n.d. Trd),
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Table 4-3 Comparison of sources of information on first generation antihistamines.

Group of Chemical name

Sources of information

antihistamine MMM Lactmed Briggs
Prometadine L3(nd) Short—term is OK. n.d.
hydrochloride h (n.d.) (probably compatible)
Phenotiazine
Alimemazine tartrate - - -
. Small doses and limited data
Clemastine fumarate L4 short—term are OK. (potential toxicity)
Ethanolamine
Diphenhydramine L2 Small doses and limited data(probably
hydrochloride short—term are OK. compatible)
. . Small doses and
Propilamine d =~ Chlorpheniramine L3(n.d.) short—term are OK. nd. .
maleate (nd) (probably compatible)
. Small doses and
Hydroxyzine L2 short—-term are OK nd.
hydrochloride (nd) ) (probably compatible)
Pyperadine n.d.
Homochlorcyclizine _ _ _
hydrochloride
Pyperidine Cyproheptadine L3(nd) Shoud be avoid. n.d.

hydrochloride

(n.d.)

(probably compatible)

n.d. ; not determined.

—; not listed.
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Table 4-4 Comparison

antihistamines.

of sources of

information on

second generation

Group of

Chemical name

Sources of information

antihistamine MMM Lactmed Briggs
Cetirizine Small doses and short—term )
hydrochloride are OK. (nd.) n.d. (probably compatible)
Pyperadine
Levocetiridine Small doses and short—term .
hydrochloride L2(n.d.) are OK. (nd) n.d. (probably compatible)
Fexofenadine . L.2 Not be e)fptalcted adverse limited data
hydrochloride (limited sffect in infant. (see (probably compatible)
. 4 data) terfenadine) P Y P
Diphenylmeth
ane Ebastine - - _
Bepotastine B (ophthalmic) (ophthalmic)
besilate n.d. (probably compatible) n.d. (probably compatible)
Azelastine L3(nd) (ophthalmic) (intranasal)
hydrochloride o n.d. (probably compatible) n.d. (probably compatible)
Bicyclic Emedastine L3(nd) (ophthalmic) (ophthalmic)
group difumarate o n.d. (probably compatible) n.d. (probably compatible)
Bilastine - - -
Oxatomide - - -
Olopatadine Lo(n.d) (ophthalmic) (ophthalmic)
hydrochloride o n.d. (probably compatible) n.d. (probably compatible)
. (ophthalmic) (ophthalmic)
Ketotifen fumarate  L3(nd) n.d. (probably compatible) n.d. (probably compatible)
Tricyclic Not b 4 ad | 44
. t be expected adverse imited data
group 0
Loratadine L effect in infant. (probably compatible)
. Not be e).(pe.cted adverse limited data
Desloratadine L2 effect in infant. (see .
) (probably compatible)
loratadine)
Rupatadine - - -
Tetracyclic Epinastine L3(n.d) (ophthalmic) (ophthalmic)
group hydrochloride o n.d. (probably compatible) n.d. (probably compatible)
Phenotiazine Mequitazine - - -
Others Levocabastine L3(n.d.) (ophthalmic) -

n.d. (probably compatible)

n.d. ; not determined.

- : not listed.
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—HARDOPLE A X I VT RFHDE N T, PRI R ~DOBATER E N & D
Frigad o, —J, B _ifRodie 22 I R, PRMRR~OBATHEME S | IR 72
EORWERZEZ LI W e W) FEEn3d 5 5259, LA L Briggs CIIss —HARIZ LT
HIFFLIE DIERBEZHELE L TV D, BAERIZIZ, UTOEY Th 2,

cBTFU UL IR

LR EFU UL MRS A T A TR

s A woRE U FENEGERE, SR, THEEZE

TP MR RS A T A TR

T EFT7 2 ATHE ARG R Y I O P T PR OBAITIERN mW 2 LB
BOREE TIF 5 WREMERH Y | i bR REHIERNR S 5 Z L bRALTOMAEIX
ME LR ENE &N TIN5 5,

Me Morettis®|%, B FZIZHB1T AT O L 2% I VHEDOM T LIfFLIR~DFEEIZD
WCHHAZ LTV 5, 234 Bl ARRET R Do T2 b OO H— P 2% I V3 21%
IZHEAEE BT e A2 I UK 26%10 41 T4 TR BEIRE ORE R RIGERE LTV D,

EBRORA P HORER AT L A End | FRIROFMEIL, AEEZHEHBE LTV
DRZ, FH B 2% IV HKITE W T, Lactmed TORHMiHEHEA & 2 HH) 12 F o
L, THINHNHAICH D Z L #BH L L, Briggs T, fHiifadk 11 Flo 5 B, 6 FlH3st
MAITHLHELZHEB L LT, HEILFTEE] LFHi L T\,

v a4V Lactmed (CBWCIE M &8 5 3l TdH o723, Briggs T

X T2 6 <HEHITATRE] OFHMETH Y . FHRHEIC LY, HHREHhA R -7,
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B2 R L BILBIT O ERE D L
TR BRAMOER Y Y OMTH DR T~

AN BB AT OW B
DBITO LT SEHETH 2 LB b D, REIHICE, HTRIVNS D, BARKARNIE
O IRERIEAE SRR, FRILICBAT LT L ST (Table 45) 0, Z0fBic b,

DB BRE WG EEIRATICER LS AR HRPEOCG ST RABITL

WS WHE E ST o,

Table 4-5 Relationship between breast milk transfer and drug characteristics.

Easy to transfer to breast Difficult to transfer to

breast milk

milk
Dissociation constant Week basic Mild acidity
Lipid solubility High Low
Protein binding Low High
Molecular weight 200> 200<
Tz Long Short

F1mE HE
Aela], ERSIC YR A E LT M/P L RID 2% L7~ EPN, FEX [\, ¥

W T A — & L FFANED LR 24T > 1o, EPERE/ T A — 21T, TR EIER R

W7 LU EES T L7 T EECOREROERESE & LT 824D,
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BoH RER
2-1 EPN
EPN (%, /37 & 285.77, EHM O 64.2%., 7E4R%E 9.2x1072 (pH 7, mA 7 % /) —

NV K) | TR ERRERE pKall.4 OFsMEE H > (Table 4-6),

Table 4-6 The characteristics of EPN 20mg3?

Molecular weight 285.77 Bioavailability (%) 39.1
Tmax (hr) 1.9+1.4" n-Octanol / H20 9.2x10 2
Tz (hr) 9.2+1.7" Dissociation constant pKa11.4

vd (L) 592 Protein binding (%) 64.2

"mean + S.D., n=6

BEAMARORIEEMEEY THL 2 L E2BET 5 L  EPN ZRFALF~BITLR
TUVWHETHDL EEZEZBND, —FH, G TEORKE IXEMFIFIHROIR S, BT
bHZLITERTLE, AKE LT, AT ABIT LIS VB EE X 5D, EPN I3#
FEPEDN 2N T & 29905 0 A ENFTHREHNCOW TIIRETEA SN & LT,

B2EOMKLY, BABITOLOT AR T M/P T 082 — 339 L7220, BB
ITORMEL S 1 I b®E<, EPN ORAFITBITLA WS LRI STz, Lo LI
HIEA~OBATEEZE LI-fHETH 5 RID 1L 0.36 — 2.49% & Wb LD 10% X

D HIELS . EBRITITHALIE~OBITEIZD 2o 7=,
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2-2 FEX
FEX %, 4% 538.12, EHMEAR 60—82%., WhifteE 2.0 (pH7. A7 % /) —)v

SK)) L R SRS p K 4.25. 9.53 OFMEZE > (Table 4-7).,

Table 4-7 The characteristics of FEX 60mg*?

Molecular weight 538.12 Bioavailablity (%) No
Tmax (hr) 2.0 n-Octanol / H20 2.0
Tz (hr) 16.6 + 21.1[] Dissociation constant pKa4.25, 9.53
vd (L) No Protein binding (%) 60—82

"mean + S.D., n=117

NFEOREENEEZ S E FEX ITRHAFITBITLICS WEHR SN D, Lo LIEE
PETHDZ L, BAEMERPHEBIEVWEYTHY | FFREARNIEE2E2D L
BABIT LT W ERB 26D,

B3 EOFRELY, M/P % 0.06 — 0.23, RID /% 0.02 — 0.24% &, 3LICFEHEfE X

DB HHLIE~OBITRIT R -T2,
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2-3 EPN & FEX Ok

ARWFFETHG & L7z EPN, FEX O 2 A0 R & RHME 2 ik L7z (Table 4-8),

Flo HEAOREMPIRE (Crad) 225fHE LTHAL, Bim EORID 25HHL, 4

[E11% Hav 72 F2IfE RID & b L7, M/P Bl #5121 & L TR L7Z, EPN @ Cmax X

36.4 ng/mL3?, FEX % 278 ng/mLAVA i L 7=,

T PRIV IEYRHEES S o Tele D, RTEEET 2 2 LI3TE R0 o7, H

WRFHED 7T 2 Fl & ik L7236 EPN OUF 5 2SR RABAT LT 0 K 9 Iclibh

7o L LEEGR B RID X EPN O 53/ N E0oTc, —F . FERESHEE L7z M/P L,

RID TiE, EPN @135 23 FEX £ 0 b RALBIT LT D L a5 LT,

2-1, 22 DL DT, FEANTEDFHEZ T 256 & RN EMAIHE <Y

Frthin O BB AT 2 WERFTT 2 56 T, MRPRR L ZERH L T LIRS hic,

Table 4-8 Comparison between the characteristic of EPN and FEX.

L Protein g
Molecular | Dissociation S Lipid Ty RID
weight constant bl({,l/og)mg solubility (hr) M/P | RID Cne™
0.82 | 0.36
EPN 285.77 pKa 11.4 64 Water 9.2 — — 1.4
solubility 331 | 9.49
transfi
ranfer | i i ! Lot !
milk"
‘s 0.06 | 0.02
FEX 538.12 | pKa9.53 | 60—82 So{ﬁgilﬁty 166 | — — 3.5
0.23 | 0.24

1 :EPN > FEX, |:FEX > EPN

++RID calculated from Cmax.
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H3H /NME

ERR S, Pk 22 I VORI T OEMERICEHT LB RELDRVFERDH LT
DTHMEE 7257, FRTREFLH OFEMIRES M/P =5 RID O X 5 e LT OFRIE % B
FELImE X 2H ORI o7z, FEERICHAPEMREZRE LD T, SEFEITD 7
<, BB Z w0 53R+ TH DL aRER B 2 bz, JHBITICONWT, %
AR TL2HTHIUL, KVZOF U TABKELEEZ LD, LI L—F T
BRR COY U TNAARBEDRON D T2, EORE TEEL LIZAERPIRE DL DN E V-
T RIIA B OBBEIZ LB Z TV D,
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F W OERIE T, ENEROHE & B2 2 FRFHIICEEL TWD 2 &bl b0
Lot ARIBERS & Lz EPN &, Lactmed TI3AIRIETHSH = & #BIH & L TR
fliSL Tz, ZRDHDZ b, RV AT D RAT OEDEHOIERI LI T
B, SEIOEITAHEE X b,

SWRE & EEDLLERIZ W T, ARIOBEHE RN S . MR 7Z T TIERLBIT 2
HELZTHOPRRETH Y | AR CTHERAMME & I TE 722 & a6 o RID & FEHE
INHORID BRI o722 b b, EJIEA S M/P =2 RID 28 H L Cifii+ 5 2 & @
BEMEN X VAL RoTz,

L2y L M/P LT IR0 SRS 2 BB AN TR b7, EiiEd, B hosEmiRE
WHEIZFATL TV D DT Tz, RID O 8K CIEEEMEN GV, £72, IR
FIZBWTNEFEHEOREDN & 556813, BABITOREO AT/ TID & HT 5 2

EHLEHTHD,
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AT, 5 1 BB THAFTO EPN BEOFE&IELZML Lz, H2ETE, &
IZLC/MS (2 L » Tk MEFRLH EPN JREZHIE L M/P b & RID #5H L7z, 2 OfE R,
AR IO THETH Y . IO M TIIMmE SR oz, F AL oA
WRBICAFFRGIIBIE I N2 o7, 5 3 T EPN OEEEZHH L T FEX ORFFLH IR
FEAJE LTSRS, REFELBAT MO TH RN Z & PR ~DFEFEZR B A bR o T
ZEEWLMNE LIz, B4 ETIEILE 2 I VEREORABITITOW TOIHERBIIR T &2
1ToTc, BEFBATICHET 2 EBMRMIZEIID 720> 72, £72 EPN, FEX O¥EWEIRE T
A= L FHE SR SN RABITORIEA L L2 & 2 A, R RIIRFLBAT
LT WEBZ bive FEX (FFEBIZIIRAFICHmD TRRE TBATL TRV, FEKYERE
NI A=ZETTHABITZHANT 200 RETH DL B DI,

PR, BRx IR TR K0 YOI BATIE A BN RE T A — & I EOFIMIZ LV &
BCERVDPRETSIL TN D 5762, Loy URIZICHEEN2 S OIS STy, £
TR AERXERET AR, FRME & i L TR SN RABITORENELNWZ & %
FEAT 2 MEN DD, LIzis> CRHAEXOEY S 23T 5720213, FHIE 2155 S35
Bd 5,

BT, BABITHEOAR TR, WAR~OHENEZEZER T2 ENEETH L, B
ITOEENEEE LD SIERWNGAIZREN TS, BALZBT T RRWEEbH 5, BT
fstaE oo & > b r L ERID 7.9% & SEEELUT TH L3, £ OEYOmEIEEBET 5
ERFICRIMERSOH AR 72 EOGAIIIRFLUTRE T 2 AR RV E S D 1569, HrEEEE
AITHD FXYVET AT RID 2% LW O MENH DD, 1T & A EDHFHRIFIZIB WV THUE
PSR OFMEIC LY AP OB GIIEEEL LTS, AT, FFyrey
CHIEZEY AL LI A BT 2 EREE L 69, FTo X% PRTRRERE L LT

R STV D LR R23TiE, RID (3 1.65% & FEHE L D & 43I TRVMETH 525, LR
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TOMMITFICHE L RN E D 660, —J7 T AF VAL M/P R 5 U EEWD
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UTToHHMNRID L 10%LL L& n 2 EnMbiLTiY 6070 26 5 ILC/RFLEZT L
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VEMEBHERE SN TN D b DD, BABFREZELT2 0TIV, HMERS THD =
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W5, LrL, 1 BITIEH 2B OLTH N RE SN THY . KV IEERICRA TG Z
BREtESNbE YD —>2LEBE2 NS, ZOEFTIEMIANITORK E LT, BHN
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ORI OOND Z &<, FEAME LTHEDOFEMEREBER L, RIS LHREH
W THZ b EETH D,

AHFFETH NI Lz X 91z, BEmiE TIE72 < b MREFLICHSIT 2 FERIME 2 H1E L, WL
ROWHKIEREBIERET 2 LNEETH D, KILTOEMFHEREORETH L3, LV
TRV RICB W CEMEES 2 2 S IZABOMETH D, BE, a5 OREIO A
FHEE R L TODHFEE b5 19, 523 H O SEYIER ORFFEI B\ R BRI o0 %I [
B2 ONABIO AT HIETH L, BRFICT 1 b a— Vi@ 0 (SR 2 8RBT 5 2 L i,
EEITIE R0 EE LV, EE RIS T ERE D ICREB AR T E 2 — A
BTz, FHIWHALYN S OBMITEE LA o7, ZAUIBRMRS O KB O 2 S AL B o
FHOMEL IPREL-oH TR, M, EOOBBLERE, £ 1/3 BI22 5720, 1
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H1E

Epinastine Hydrochloride X HAt{tp T.¥#=24:, DPN (1,1 — Diphenyl — 4 —
piperidineno — 1 — butanol Hydrochloride) 1XH A{lpk TN b D& L7z,
KITHEEOK Z AWz, A Z ) — VTR D b DR L, Z LS O 3 —ik b 24

L7,

R A [
HPLC O R > 7 ix B sl/ERTH LC-10AT VP, UV f H a8 S f/ERr il SPD-10AV VP,
BT LA —T AL EEEEFTE CTD-10A VP, 1 > 7 7 L — 4 —|ZiZ Chromato— PRO (7

VHA DA AYIVRA V) B LT,

Fik

EPN f#ifethiiT, /K THME L7z, EPN BRI 2 il IREN T, 0, 12, 16, 24,
32, 40, 48 B X V56 pg/mL & 725 & HITFIFEHIIRIN L7, WEHEYE DPN 1%, K
Z VT 5 pg/mL OFEFEICHHELL 72,

NI b O ZFH L, HEETO ~ —25CIT THERTE LT,

FFNERIEE LT, 4K 500 pL ICHEEHEYE DPN 20 uL 2L, 0.1 M & U
R (pH9.0) 1.5mL, Y7 un A% 125 mL Z/12 T, 3000rpm T 10 433 L4y
BEL7-t%. FEA2OE L7z, RIEHEE L2 0I2K 50 uL 201z TEfE L, HPLC kL

L7,
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Wiz, REREEE LT, Ak 500 pL i DPN 20 pL 2L, o ~F%F 4% 2 mL,
0.1%HEfE- A &% 7 — VPRI 2 mL & Z - E U2 T, 10 47 (3000rpm) 3 053 BfE L 724
TREESE Uz, BIEEE LBRIEICK 50 uL 202 TfiE L, HPLC AREHE L7z,

HPLC &MHFLL T oY Th D,

SSHTH 7 20213 Inertsil ODS-SP(150X 4.6mm, 5 pm, GL ¥ = 28 ) & /-,
BEARICIEA Y 7 — V1% N ) =F LT 2 kIR (pH4.5)(36:64) % F v 7=, i 1.3

mL/min, 77 AEFEIX 40CE LT,

E2E
K

F1IELFELbOEZMEMN L,

BEACE
LC-MS %, LC &2 Waters % ACQUITY I Class, & &/ H1#81Z Waters 115 Xevo

G2-S Q-Tof % i\ 7=,

Jik
T R A ) — VESIRIZ K DR B CHRITLER 21TV LC/MS THIE L7z,
LC/MS D Z&MHIEBERIZHE - 72 37, WIEEHEME 121 DPN & FW e, iR ORI EnZ
A EPN AR5 2 IR0 U CRIAEE & 1T - 721412 LC/MS THRIE L. MER A 1R L7,
EPN HifethiiT, /KT L. R AR Lz, o EPNREREZ © b RERLBURE
WCEIL, REIEE 0, 0.1, 0.5, 1, 5, 10 B X025 pg/mL L7225 X5l Lz,
7o IMmAEREHT, 0. 0.5, 1. 5. 10, 25, 50 pg/mL & 725 Ko ZF#L L7, DPN &K

%, AKZHWTO0.1 pg/mL OFEEICHTLL 72,
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WREN DB ES-%, B, kx5, FAIE. WEE T80 CTHEHIRT L
Too Fio, MEE, EFRENRD DAY A OFREBRE~ 6mL BRI L 72, B HIZED
538 (3000 rpm. 6 min) L. MAEA 538 L7-, mBEI3HIEE T—80 CTHMEMRA LT,

RRELEUEL,  MEREHAE 500 pL 12 Z 2N E DPN 20 pL #FMN L. o
~FHY 2 2mL, 0.1%HE- A % / —/VIRiK 2 mL Z 002 T, 3000rpm T 10 43 [ 05y
L7, FlEZSE LU, BIERE LZ®BREREICA X 7 —/L 200 uL #0012 TR L.
LC/MS 3kt & L7=, LC/MS ORIESIHILL FOEY Th 5,

I 7 22 1E Waters ACQUITYUPLC®BEH(C18, 1.7 pm) % AV /=, BEIFHIE 0.1%
Xl KA 0.1%XHe-7 % = kU vz iz, ESIpositive ion mode DA A4 1kik

ZHAWw-, EPNOX¥ —4% > b 4201 m/z—250.134, DPN X m/z—310.217 & L7-,

E3E
Fexofenadine Hydrochloride (ZH U bk TEMA SO b O A Lz, £l 0R

I 1 ELFR LD &M LT,

PR

FH2ELFARTDL D,

ik
%2 L RIRIC T T2,
LC/MS 441X EPN &R TH 5,

FEX % —% > A #4213 m/z—538.12. DPN IZ m/z—310.217 & L7-,
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E WEIT BRICEEOBEER L ET,
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VUE — R, SRR BRI, R —REBD IS L XV IEE 2 B L R £, 72, LC/MS
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