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l.Carvedilol ~» Fexofenadine
hydrochloride ~ Rifampin3 ik 43 f H4H
%1t &¥YICarvedilol related compound
A~E ~ Fexofenadine hydrochloride related
compound A~BJZRifampin quinonef 5y
USPH IR, -

2. BERA VAR e i
TRk TR LB 2Ok
Ko KGR e B E T T. Baker/A &
(Boston, MA, USA) ; £RE - & H
Joe e B BE ST B A A P A A O
E MallinckrodtZ\ &(Dublin, Ireland) ;
1, 4-Z &N R AT R AR
¥ H Sigma-Alorich/X ®)(St. Louis, MO,
USA) ; PR K B S e P AR 48 o B T
HMerck/Z\ F](Darmstadt, Germany) ; Z.
T T BEA IS RS ME ST E Cerilliant
/A F](Round Rock, TX, USA) 5 ZE K FHZE
I AR ME 5L S I H ChemService /A F]
(West Chester, PA, USA) : 2[5 BN g%
AR P ARE i Fluka X 5](St. Louis, MO,
USA) ; ZFR RS IR fL g Alfa
Aesar/\ F](Ward Hill, MA, USA) °

S
RN - BIRRE 1 - IR a8 BR
FREM - SR L - BERRE W - =20 -
THERSR ~ UKBERR - WhlR S B AT PR
BEk o ZHBETRHPLCAR ©

(e dma fid
1. ERCRARE AT (1100 series, Agilent

Technologies, Waldbronn, Germany)

2. RAHE T 3 (7890N/5795C, Agilent
Technologies, Shanghai, China)

3. THZ2AE AR RAHE AT B8/ R i 7~ (T &
(120/6890N/FID, Agilent GC SAMPLER,
Fuerstenwalde, Switzerland)

4 AL AN RO FE B (1s10, Nicolet,
Montgomery, USA)

5.0 HEEE (Cary 100, Varian,
California,USA)

6. K43 EI B E #(701KF Tirino, Metrohm,
Zofingue, Switzerland)

7.pH meter(713, Metrohm, Zofingue,
Switzerland)

8. VU7 B K S (PA214C, Ohaus, NJ, USA)

9. AL EUKF(AG245, Mettler, Ziirich,
Switzerland)

10. #EF J EE % %3 (DCY00H, Delta, New

Taipei, Taiwan)
11. H:F6(CH-60,CHUNG CHUAN, Taipei,
Taiwan)
12. SR KALIE(MC 2838P, DENG YNG,
New Taipei, Taiwan)
13. fili 7k B43% B (Direct-Q5, Millipore,
Molsheim, France)
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REBZEFEE3SIR VT2 B E E
AT — iR AR (YN ~ S~ pHIE » HZBRR
H ok BRURRE - /46 ERE - B
L&Y ErEfiERER S ®lEFHEHZ
(R —)  WHER ST & SIS -
PR T L H 2 BRAN - AR SRR
LB 2L 535 Guide to General Chapters {467
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Z<— » Carvedilol * Fexofenadine hydrochloride 5 Rifampin B4 %% 2 135418 B KR iRig—&

fbarE H Carvedilol Fexofenadine hydrochloride Rifampin
HNE White or practically white, crystalline ~ White to off white, crystalline ~ White to off white powder
powder powder
gl A: TR A:IR A:1R
B: LC B: LC
C: Yl
ek - - -
pHI{E — - 4.5-6.5
2B EE NMT 0.5% - NMT 2.0%
K53 - NMT 2.0% (anhydrous) -
6.0-10.0% (hydrate)
(5. 78 i NMT 0.1% NMT 0.1% -
At — 6.45-6.75% -
(on anhydrous basis.)
HEH NMT 0.001% NMT 0.002% -
JERZEEY] 1. NMT0.1% . NMT 0.2% 1. NMT 1.5%
(Carvedilol related compound A) (Fexofenadine hydrochloride (Rifampin quinone)
2. NMT 0.1% related compound A) 2. NMT 1.0%
(Carvedilol related compound B) 2. NMT 0.2% (Any other individual
3. NMT 0.02% (Fexofenadine hydrochloride related compound)
(Carvedilol related compound C) related compound B) 3. NMT 3.5%
4. NMT 0.1% . NMT 0.15% (All individual related
(Carvedilol related compound D) (Decarboxylated degradant) substances )
5. NMT 0.1% . NMT 0.1%
(Carvedilol related compound E) (Any other unknown impurity)
6. NMT 0.1% . NMT 0.1%
(Any other individual related (Any other unknown impurity)
compound) . NMT 0.5%
(Total impurity)

=~

HIE

=

P =NR
=

98.0-102.0%

98.0-102.0%

95.0-103.0%

(on the dried basis) (on the anhydrous basis) (on the dried basis)
—  FURah H USPEEHLAY R b b H
R« EEZEME35RRGuide to General Chapters 2 & ER G HEATI R 2 FREE
TERVER PR &R (ppm) TERVER PRERFE (ppm)
Benzene 2 Ethanol 5000
Chloroform 60 Ethyl acetate 5000
Cyclohexane 3880 2-Propanol (Isopropyl alcohol) 5000
Dimethylformamide 880 1-Butanol 5000
Methanol 3000 Isopropyl Acetate 5000
Dichloromethane 600 1,4-Dioxane 380
Toluene 890 Methyl Isobutyl ketone 5000
Acetone 5000 Methyl Acetate 5000
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fERE H

Fexofenadine hydrochloride Rifampin

Benzene +

Chloroform

1,4-Dioxane

+ |+ |+

1.,2-Dimethoxyethane

Methylene chloride
(Dichloromethane)

+

Toluene

Acetone

Methanol

+ |+ ]+

Ethyl acetate

Ethanol

]+

Butanol

Isopropyl chloride

_|_

2-propanol
(Isopropyl alcohol)

_|_

Methyl isobutyl ketone

Methyl acetate

Isopropyl acetate
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4. BRE - SV EESE © 56l
HERBER<23I>RIBE « <541>
BALY T E K <231 >HE B E L
Method I » 734 R IR A -

5. 8 bEYIRE - EimEfEnEEs
HHE « DS taE i - e b
IR 2 R B A L &Y R AR
B =S - DETERL T ER
REE#LEMZEE -

6. BERAH « DAIHZER R T EE S
K IERET (A ER b E T B R AR A
LEE e

(ERifampinf iz tE H

1. i ESSNEL - DLHREE e A S 2 MR
FKH -

2. 800 - ISR B BEH<19TM> R 5 E DA
RN R A A I E AL S E R IBOE
FhlE - LLEEE -

3. pHIE : {KEFZEH<791>LApH meterds
AL EEEHE i L R -

4. HZWRREE ¢ P4 AR B SE <73 1> 02 1R R
B AR -

5. 8 LG~ B R A R S =
JE ¢+ DUS RO e - HE R A TR
ZERG BEEBALEY) R HARE AR
ZHEEE - DETER G R &
MR e as -

6. BERAR AR ER R T EE S
K e AR e I T R R AR VA
ZEE -

FE R EAEY i

ARG HZ Rifampinl 73 75 BEL FET + 5%
RO By AR R Y) - SORR_EFE HERifampin
IR By 9 fif e 4= RifampinZB % L & P Rifampin
quinone¥§" » B EEH IR Y 2 IR E
MR FHEESE -
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1. Carvedilol Ry L E W AR im = HLE - B

BLEERNE FiREEZRmHER - &
Ha, » BB, E EIRREZSRHE RS
TR TR A ERET A] 3658 FE i B0 R S LR
Bl DB ERBRS - KREFEYF
A& A i Carvedilol H RG22 iR BLAFF 7]
o BINRBIFRG - RGBS % S
A3% - SR CIRSERIEIAL - B3MEH & -
53R EE$E6.25 mg » 12.5 mgf25 mg °
AR S i T LT 77 B R A H 10047
B1HEZE1014F6H30H HiFEH Ak
M4 B - HEEtex BOG ML - SR B
SR 2 JURHEE - R E 533 %100% » H
FRo R BRI B R R TS 3R IRk
BLERE - Ko HRELERE R - sHEH
BlRRE1Z ~ EDEE3R K PLEAI1% - 6ff
CarvedilolF B #E#& g - #5REIFF S USP
3SPREEILZFE (R T) °

1

. Fexofenadine hydrochloride 5 & 7 F &= &=

LB THAEN FHEER S - # AR A
T 3 R E R % R e N B N sk DA | R
HHZAEEEMEER B E B =
TS HHBAEAR @ o KA B EEYIFT AT 8 R4
Fexofenadine hydrochloride H {5 185% %
FIEFATEE » S B0 BRI - BB E9
R A1 ¥R 1R S B 555 7 1 22
WNEKGERIAY - H3MEREIE - 7 H R EiE
60 mg » 120 mgfz 180 mg ° AHFFEAEEE G,

2P0 ~ AR R EER BRI D AT R

iz s i
o Carvedilol }lj}?groofs;lﬁ) (1111(112 Rifampin
e PN 1 0 4
ENE 4 7 0
R ] 0 0 1
LLng] 1 0 0
FEat 6 7 5
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RSV ST

EHEA Rt L o HhEF 3R EL
T WS TR ELERCZ RREE - R
HoER88% » HhH4FFREER3KH2
FAHFELE R - R ARG i 552 [k
BER o A8 M HBLE RS P R ENE - 7
{fFexofenadine hydrochloride U} S & i
EadhelptaH - R FIIRFEUSP 35hREE
IRUE(FRN) -

. Rifampin S A5 % EEYTA R —
TE Rl = 2 I R N 30T RNA 3
&Gl - (EmPHETHE RNA FYERE - 52
FEBEMIER - 3R] 38 B e _ RS
FERKISERRE T RE - fiEREH
IR RIS - 8 DU E (potency ) 72
T JHEANTE G RUE K BB B e R
R M NIEZREGEKEREK
SERE - MAZRNEKERSELER
B2 2wV TR B AL - A8 A 3 2
YEF Al EE A i Rifampin H 576 2658 2451 2r
AJE B4R B - EEEE 1R K
W A3 - F2ERIA - BRI K GER
BT 7] 553 Bl B 150 mg ~ 300 mg F2450
mg » SEREIEIE 53 H K150 mgfz300 mg °
A FEAREE S L BT 177 B R (R e 4
B HEFeR BUEMAGE - Al 55 B
TR R E S R83% - R HELE

35
30
25

# 20
¥ 15

10
5

MR R - BT AR BIRREAR KRR 15

AN » ARG A1 FRifampin & &

TE B A% (L& PIRifampin quinone¥I &

% o 1fFRifampinZ 2 HIEN G - H2fF

G IFURHEE B 2R B FR B K [ 2 B g

(Fb) -

REZEIIFE 10240 1T 5 F FRE A E 7
% At AR E W ABR - FEEKH
ENRE » FREREER Z (B —) - FE R RATER
J\ o BbAh - HIEEYI & i B 99 EL5E ik
Rifampini 4 R & e4tF M EFAEY » Hf
3FRifampin B2 2 iSRG - B
SNBIE R SO AT AN EF o 2R (AR S &N
FFEEEIE - 3N &8 RifampinB 215
CE HAFE -

AT S i B A A A SR TR R iR T IOk}
PR 2% » B NEIEREEZ EHIHErT
JFURHEE T 18 25 (DMF) K2 E F F i SCEHH(CTD) R
R DIEE RS S E R E 2 -

Z2ENR

1. Baxter /A& 3[E[Heparin ° 2008 = CDC Defi-
nition of Adverse Reactions Associated with
Contaminated Heparin ° [https://www.baxter.
com/information/safety information/heparin_

adverse reaction.html].
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99
Acarbose N HRBIRRE(T) ~ EE3) 10 IS (FFEUSP32KRFR IE)
Meloxicam 1R B AR 4) ﬁ(l) s 10 IS (FFEUSP32RRFR IE)
(1) ~ FEEEA(D) ~ FAFQ2)
(1)
1005
Acetaminophen iR FEIREE@) ~ HARQ) ~ 3£E 9 G (FF A USSP E)
4
Amoxicillin trihydrate PR PEIKEE®) ~ BIEG) » 8 SUERR S TR VA A
PEIEAF(2) dichloromethanef&EUSP
32KK IR (600 ppm) * HER
EIRERE
Dipyridamole DIE  FEIREEQ) » FEPEA(L) ~ 4 GG (FFEUSP32RHTE)
B
10165
Clindamycin hydrochloride #1743  HEIALE®6) 6 EG(FFE USP34RRHE)
Ketorolac tromethamine 19 E[1E(S) 5 IS (FFEUSP34R IR E)
Pentoxifylline DIME ENEER) ~ FAFI() ~ FER(1 5 IS (FFEUSP34FR E)
Losartan ootassium RemmEE  FRERREEQ) ~ EHIE(6) 7 EFE(TFEUSP34KITH E)
10241
Carvedilol A BIRREE(L) ~ EIE4) 6 G (FEUSP3SHH E)
PLEas(1)
Fexofenadine hydrochloride P73 EEE(7) 7 EHRG(FFEUSP3SHRARE)
Rifampin iR HBIKEE@) ~ EE (1) 5 1R ifampin 2 &8 72 B

#{b&PIRifampin quinone
E RNy lﬁ:Rifampin’é\
FEHIENGH - HERITRT
B USP35HRE

2. FFxR#E - £EE
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ABSTRACT

In order to survey the quality of active pharmaceutical ingredients in Taiwan, 18 samples were

collected from the pharmaceutical manufacturers by 8 local health authorities in Taiwan from March to
May in 2013. These samples included 6 containing Carvedilol,7 containing Fexofenadine hydrochloride
and 8 containing Rifampin, were analyzed by the specifications method referred to the respective
monographs as described in the USP 35. The results showed except one Rifampin sample failed to meet
the requirement of assay and related substance of Rifampin quinone, and another Rifampin sample
failed to meet the requirement of assay, all the others fulfilled the requirements of USP 35 monograph
specifications. In addition, we also analyzed the residual solvents in all samples according to USP Guide

to General Chapters (467 residual solvents), and the results showed that all met the requirement.
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