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a5 i B 100 ng/mL., 4 i #k 500 ng/mL, % F B 500 ng/mL, P BLKEF 2 1 000 ng/mL., EFIT
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. mg/kg mg/ kg mg/kg mg/kg mg/kg mg/ kg pe/L
E] 4 0.5 0.5 0.5 5.0 5.0 5.0 5.0
Fwhm 0.2 0.2 0.2 2.0 2.0 2.0 2.0
5 L 2 0.8 0.8 0.8 8.0 8.0 8.0 8.0
AT 0.8 0.8 0.8 8.0 8.0 8.0 8.0
% 4k fiit R 0.5 0.5 0.5 5.0 5.0 5.0 5.0
4 i Ak 0.5 0.5 0.5 5.0 5.0 5.0 5.0
HEET 0.5 0.5 0.5 5.0 5.0 5.0 5.0
BT 0.1 0.1 0.1 1.0 1.0 1.0 1.0
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ket | wE % .3 % I %

melke g o | oo [P omm [T geet | omer | mm
0.5 |80.3~87.2|80.8~~88.6(80.6~90.4| 5.0 |82.7~93.6| 5.0 |80.1~88.3|80.5~88.4|80.7~89.4

HFEME | 1.0 |81.3~88.6/81.6~80.7(81.3~92.2| 10.0 | 84.1~94.8 | 10.0 [81.3~80.4{81.5~90.5(81.9~91.2

2.0 |81.1~88.2|81.1~91.5|80.9~91.6| 20.0 | 84.8~94.2 | 20.0 |B0.5~91.6|80.7~92.3|82.1~90.6

0.2 |[80.5~90.1/82.4~92,3|81,5~93.4| 2.0 |84.5~95.4| 2.0 |80.4~52.6 81.3~90.5!81.2“~92.¢

HEae | 04 |81.3~091.7|82.5~91.4/82,3~95.1| 4.0 |86.2~96.7 | 4.0 |82.3~94,3(83.5~92.9/84.5~93.6

0.8 |[81.7~93.2/83.1~93.3|83.7~96.6| 8.0 |85.8~97.4| 8.0 |82,7~01.2|84.3~93.6/85.3~94.8

0.8 |80.9~94,1/80.9~91.3|80.4~89.3| 8.0 |85.2~96.7| 8.0 |82.5~93.4|81.5~89.5/83.5~93.4

(] 5 = 1.6 |82.1~04.5/82,1~94.7|84.6~92.8 16.0 | 87.3~98.6 | 16.0 |84,1~91.2(B4.5~92,3|84,8~94.7

3.2 |B1.6~95.1|81.6~95.3|87.2~93.9| 32.0 | 88.2~99.1 | 32.0 |83,9~93,1|84.5~93,3|85,1~95,2

83.5~ | 89,4~ 90,3~

0.8 82.3~96.3|87.1~96.3| 8.0 |85.7~98.6| 8.0 |[85.7~99.4 ,

101.2 100.6 100.3

. 85,1~ 90,4~ 80,1~ 90.7~ 86,3~ 93,5~ 92,1~
AT 1.6 16.0 16.0

104.3 103.1 101.7 103.2 101.5 102.2 101.7

86.3~ 91,1~ 89,8~ 91,4~ 88.6~ 94,1~ 91,7~
3.2 32.0 32.0

103.8 104.3 103.9 102.1 102.4 101.9 103.9

0.5 |81.3~54,3(81.1—89.6|82.1~93.3| 5.0 | B2.6~955| 5.0 |80.5~85.1|80.5~87.6 83.5~95.4

= AE A 1.0 |82.6~95.6|81.7~91.5|83.1~96.5| 10.0 | 83.6~98.7 | 10.0 |82.1~92.5/82.3~90.3|86.3~98.7

2.0 |83.2~96.2(80.6~92.2|82.4~97.2| 20.0 | 83.1~98.2 | 20.0 |81.2~93.6|82.5~91.1|84.5~97.9

0.5 |84,3~97.5|89.4~96.1|87.3~96.8) 5.0 | 87.3~98.6 | 5.0 |B2.4~97.5!85.3~98.7|85.2~98.7

87.8~ | 921~ | 89.5~ 90,6~ 83.6~ | 89.7~ | 85.0~
1.0 10.0 10,0
& 104.3 103.1 101.5 101.2 101.3 101.5 99,3
89.4~ | Ol.7~ | 90.3~ 92.3~ 83.3~ 93.3~
2.0 20.0 20.0 90.4~99.3
106.2 102.3 106.3 105.1 105.2 101.5
88,8~ 85.3~ 90.6~
0.5 |82.3~96.5/83.7~96.6(83.1~97.8] 5.0 5.0 91.2~98.4
104.6 102.7 102.4
em#n | 1o s6.4~ | 85~ [ 865~ | [ ezs~ | ol eos~ [ osi~ | ora~
’ 102.3 104.1 1047 ' 103.5 ' 101.1 100,2 101.2
85.5~ | B88.9~ | 87.4~ 90,7~ 88.7~ | 92.7~ | 92.5~
2.0 20.0 20.0
104.8 103.3 103.9 106.2 102.3 102.3 105.1
0.1 |85.7~96.5/86.1~97.4{86.6~98.4| 1.0 |85.4~98.1| 1.0 |[85.1~96.3|86.4~96.6/89.5~97.3
85.2~ | Bl.d4~ | 89.4~ 89,7~ 87.3~ | 89.3~ | 90.1~—
0.2 2.0 2.0
P4 A it 7 103.3 101.5 103.8 99.4 101.1 97.1 101.8
86.5~ | B9.2~ | 90.7~ 90,1~ 88.1~ | 90.4~ | 89.4~
0.4 4.0 4.0

102.5 102.4 102.9 98.3 99.2 101.4 ' 103.9
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a) FAMEBE:3.5 kV;

b) SHEIEHEHE .05V,

¢) ETEKRE:150 C;

d) XKEFSIRE 500 C;

e) KEMS WA 800 L/h;

D HEFLTH AR .50 L/h;

g) G ae K. 650 V;

h) R AR A, R SUE 2.6 X107 Pag
1) NI RS HEFL e b RS AR SR L3 B,

B HANETX EFLEE. AEER

1) e HEFLA R B 418 ik
Fran e
et o m/z v eV
152,1/134.0°
AT B ESI* 12
152.1/116.9 15
232.1/159.0 20
3 ®L 4 ESI* 25 - -
232.1/108,%° 40
325.1/262.0 15
[ - ESIt 30 _
325.1/108,9" 20
310.1/148.1 6
BEIT ESI* 13
310.1/43.9* 10
240.0/184.1" 10
4t e ESI* 18
240.,0/131.0 25
305.9/274.9° 10
& A ESI* 12
305.9/158.9 25
352.1/230.1" 15
FEEEA ESI* 25
352.1/149.0 15
280.1/139.0 15
4 75 ih B ESI* : — 18
280.1/124.9* 20

* FE & E F(the ion for quantification)
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£ 500 %) AR Of B S 5L M £ i
100 1.92 Phenylpropanolamine
162 >134
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0 T rvpguvee . L B T A ¥ T T T 1
0.00 1. 00 2.00 3.00 4. 00 b. 00 6. 00
100 1.92 Phenylpropanolamine
152117
&
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232159
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%0 232 >109
&
0 T T T ] T L T T o |
0. 00 1. 00 2.00 3.00 4.00 5.00 6. DO
by FFHELHA
100 34T Citalopram
325. 1262
R
0 rr T L | T LI A T Trr LA | rTrrrr
0. 00 1. 00 2.00 3.00 4. 00 5.00 6. 00
3. 47 "
100 Citalopram
325.1 =109
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0. 00 1. 00 2,00 3.00 4. 00 5. 00 6. DO
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100 3.\2 Fluoxeting
310.1>148. 1
kS
0 T T T | L | T T T T T T T 1
0. 00 1. 00 2.00 3.00 4. 00 5. 00 6. 00
100 3.82 Fluoxetine
310.1>>44.1
®
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0. 00 1. 00 2.00 3.00 4.00 5.00 6. 00
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100 Bupropion
239.9>184
x
L) | B ML T T T ! ] T T L) T 1
0.00 1. 00 2.00 3.00 4.00 5.00 6. 0D
4.00 Bupropion
100 239.9>131
-
07 LN B L LA B AL B IR BN L AL B | Trrr T
0.00 1.00 2.00 3.00 4.00 5. 00 6. 00
¢) R
100 4, 22
305 922'-2?5
kS
0= - - T T T .
0. 00 1. 00 2.00 3.00 6. 00
100 Sertraline
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x
[ T T T T T LI T 1
0. 00 L. 00 2.00 3.00 6.00
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4. 40 Benfluorex
100 352, 1>230. 1
.
0= T T T T iy T T 1
0. 00 100 2.00 3. 00 4.00 5. 00 6. 00
100 - 4-4{'\ Benfluorex
352.1>159
]
U T T L | | AR T T T T T 1
0. 00 1. 00 2.00 3.00 4. 00 5.00 6. 00
g EWEA
Sibutramine
280. 1139
100+
»
0+ T T T T T T T |
0. 00 1. 00 2.00 3.00 4.00 5.00 6. 00
Sibutramine
280.1>125
100 -
& 4
o T T T T T T LI T ML T 1
0. 00 1. 00 2.00 3.00 4.00 5. 00 6. 00
h) &% i B
B C.1 )
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Foreword

This standard is drafted according to the rules given by the GB/T 1.1—2009.

Please note that some of the content of this document may involve patents. the publisher of this doc-
ument does not assume the responsibility to identify these patents.

This standard is proposed by and is under the jurisdiction of National Regulatory Commission for Cer-
tification and Accreditation.

This standard was drafted by Chongqing Entry-Exit Inspection and Quarantine Bureau of the People’s Re-
public of China,China Inspection and Quarantine Institute of Science and Technology ,Heilongjiang Entry-

Exit Inspection and Quarantine Bureau of the People’s Republic of China.

This standard was mainly drafted by Ma wei, Li xiaojuan.Wang junsu. Liu lei, Dai hanhui,Ma giang.
Zhu mingda, Wang haibo,He hao.
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Determination of multi-appetite suppressants
in food for export—LC-MS/MS method

1 Scope

This standard specifies the determination and confirmation of Phenylpropanolamine, Fenfluramine,
Citalopram, Fluoxetine, Bupropion, Sertraline, Benfluorex, Sibutramine in food for exprot by LC-
MS/MS.

This standard is applicable to the determination and confirmation of phenylpropanolamine, fenflura-

mine, citalopram, fluoxetine, bupropion, sertraline, benfluorex, sibutramine in diet tablet, slimming
capsule, slimming powder,diet cookies, slimming oral liquid.slimming coffee,slimming tea in food.

2 Normative references

The following documents is necessary for this standard. For dated references, Only dated editions
shall apply to this standard.For undated references,the latest edition of the normative document re-
ferred to applies.

GB/T 6682 Water for analytical laboratory use—Specification and test methods
3 Principle

The 8 kinds of appetite suppressants in the test sample are extracted with methanol by the ultrasonic
extraction method.After diluted by 0.1% methanoic-methanol mixture, the appetite suppressants are
determined by LC-MS/MS.quantified by external standard method.

4 Reagents and materials

Unless specifically mentioned, all reagents used should be of analytically grade; Water is the first
grade water prescribed by GB/T 6682.

4.1 Methanol.HPLC grade.

4,2 Methane acid:Purity is 99% ,HPLC grade.
12
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4,3 Ammonium acetate:GR.

4.4 10 mmol/L ammonium acetate. Accurately measure 0.771 g ammonium acetate (4.3),dissolve
with ultrapure water and dilute to 1 000 mL.

4.5 0.1% methane acid: Transfer 1.0 mL methane acid into 1 000 mL volumetric flask,dissolve with
water and dilute to the scale reading.

46 0.1% methanoic-methanol mixture (3+ 7, V/V) . Add 30 mL 0.1% methane acid into 70 mL
methanol, mix adequately.

4.7 Standards.Phenylpropanclamine, fenfluramine, citalopram, fluoxetine, bupropion, sertraline, ben-
fluorex, sibutramine, purities are all ==95% .Standards see Annex B.

4.8 Standard stock solution: Accurately weight 0.01 g (accurate to 0.000 1 g) of appetite suppressant
standard (except for Fluoxetine) into 100 mL volumetric flask, respectively, then make up to the
scale reading with methanol,prepare a solution of 100.0 mg/L. (Fluoxetine should be dissolved with
little water first then processed with methanol same as other appetite suppressants.) Stored below
~18 C,valid for 3 months.

4.9 WMiddle standard solution. Accurately transfer an adequate amount of standard stock solution
into 100 mL volumetric flask, respectively,then make up to the scale reading with methanol, prepare
a solution as the middle standard solution.Prepare the solution concentration as 500 ng/mL phenyl-
propanolamine, 250 ng/mL fenfluramine, 100 ng/mL citalopram,500 ng/mL fluoxetine,500 ng/mL bu-
propion,1 000 ng/mL sertraline, 1 000 ng/mL benfluorex, 500 ng/mL sibutramine. Stored below
- 18 'C,valid for 1 month.

4.10 Mix standard working solution: According to the requirement,dilute middle standard solution
(4.9) to appropriate concentration with methanol, just before use.

4.11 Plastic centrifuge tube with cap.50 mL.

4.12 Membrane filter.0.22 uym.

5 Apparatus and equipment

5.1 Liquid chromatography-mass spectrometer equipment, triple quadrupole mass spectrometry de-
tector,equipped with electro-spray ionization source (ESI).

5.2 Balance,Sensitivity:0.001 g and 0.1 mg.
5.3 Vortex mixer.

5.4 Ultrasonic cleaner.
13
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5.5 Centrifuge: 10 000 r/min.

6 Sample preparation and storage

6.1 Tablet

Random sample 20 pieces of same lot identification mark tablets.grind and mix adequately.then di-
vide into two equal portions.Each portion is placed in clean containers as the test sample, which is
sealed and labeled.

6.2 Capsule

Random sample 20 same lot identification mark capsules and pour the contents.grind and mix ade-
quately,then divide into two equal portions.Each portion is placed in clean containers as the test
sample,which is sealed and labeled.

6.3 Cookies

Random sample 10 pieces of same lot identification mark cookies.grind and mix adequately, then di-
vide into two equal portions.Each portion is placed in clean containers as the test sample, which is
sealed and labeled.

6.4 Powder

Random sample 10 pouches of same lot identification mark powder,grind and mix adequately, then
divide into two egual portions,Each portion is placed in clean containers as the test sample, which is
sealed and labeled,

6.5 Coffee

Random sample 10 pouches of same lot identification mark powder, grind and mix adequately, then
divide into two equal portions,Each portion is placed in clean containers as the test sample, which is
sealed and labeled.

6.6 Tea

Random sample 10 pouches of powder,grind and mix adequately, then divide into two equal portions.
Each portion is placed in clean containers as the test sample,which is sealed and labeled.

6.7 Oral liquid

Random sample 10 vials of same lot identification mark oral liquid. mix with same volume liquid, then
divide in two equal portions.Each portion is placed in clean containers as the test sample, which is
sealed and labeled.,

14
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6.8 Note

Prevent contamination of the samples during the sample preparation.

7 procedure

7.1 Extract

7.1.1 Tablet,capsule.powder,cookies,oral liquid,coffee, tea

Accurately weigh 1.0 g of the test sample (accurate to 0.01 g) into a Erlenmeyer flask with cap,add
20 mL methanol (4.1) ,mix adequately.clean 15 min in ultrasonic cleaner.then centrifuge at 6 000 r/min for
5 min. Transfer 1.0 mL supernatant into a 5 mL volumetric flask,dissolve with 0.1% methanoic-meth-
anol mixture(4,6) and dilute to the scale reading. Then mix adequately and filter solution through a
0.22 um membrane. The filtrate is ready for LC-MS/MS determination,

7.1.2 Oral liquid

Accurately transfer 1.0 mL of the test sample into 10 mL volumetric flask.dissolve with 0.1% metha-
noic-methanol mixture(4.6) and dilute to the scale reading. Then mix adequately and filter solution
through a 0.22 pm membrane.The filtrate is ready for LC-MS/MS determination.

7.2 LC-MS/MS determination

7.2.1 LC operation reference conditions

LC operation reference conditions are as follows .

a) LC column: ACQUITY UPLC HSS T3.2.1 (i.d.Jmm x 100 mm, 1.8 um. (or other conformable column).

b) Mobile phase.methanol — 10 mmol/L ammonium acetate,elute condition.See Table 1;

Table 1—Elute condition

! Time 10 mmol/L ammonium acetate B Methanol Flow rate
Step Curve

[ min . % % mL/min

1 l 0 95 5 045 1
| -

2 [ 4 5 95 0.45 6

3 | 6 5 ! 95 0.45 6

4 7 95 5 0.45 | 6

5 J_ 10 95 | 5 045 6




SN/T 4263—2015

¢) Column temperature.30 C;

d) Injector volume:5 pL;

e) Sample cell temperature.20 T.

7.2.2 MS/MS operating reference conditions

MS/MS operating reference conditions are as follows:

a) lon source:ESI;

b) Scanning model. positive ion;

¢) Monitoring model: multiple reaction monitoring (MRM) ;

d) MS/MS reference conditions listed in Annex B.

7.2.3 Quantification test

According to the estimated approximate concentration of analytes in the sample solution, select the
mix standard working solution of similar responses to that of sample solution.The responses of ana-
lytes in the sample solution should be in the linear range of the instrumental detection.The mix stand-
ard working solution should be injeceed randomly in-between the injections of the sample solution of
equal volume.Under the above instrumental condition, the retention time of 8 kinds of appetite suppressants
are phenylpropanolamine 1, 92 min, fenfluramine 3. 22 min, citalopram 3. 47 min, fluoxetine 3.82 min,
bupropion 4.0 min, sertraline 4.22 min, benfluorex 4.40 min,and sibutramine 5.51 min, respectively.
For the chromatogram of standards,see Annex C.

7.2.4 Qualification test

Under above determination condition, the variation range of the retention time for the peak of analyte
in unknown sample and in the mix standard working solution can not be out of range of +2.5%.For
the same analysis batch and the same compound, the variation range of the ion ratio between the two
daughter ions for the unknown sample and the standard working solution at the mix standard working

solution at the similar concentration cannot be out of range of Table 2,and then the corresponding
analyte must be present in the sample.

Table 2—Maximum permitted tolerances for relative ion intensities while confirmation

Relative intensity/ % =50 >20~50 ~=10~20 =10

=

Permitted tolerances/% +20 +25 +30 +50

16
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7.2.5 Blank test

The operation of the blank test is the same as that is described in the method of determination, but
with omission of sample addition,

8 Calculation and expression of result

Calculate the appetite suppressants content of analyte in the test sample according to the data pro-
cessing software of LC— MS/MS equipment or formula(1) ;

X = u--pun-u-ru-"----------u-( 1)

Where;.
X —the appetite suppressants content of analyte in the test sample,mg/kg or ug/L;

¢ —the concentration of appetite suppressants in the mix standard working solution, calculated by
calibration curve,pg/L;

V' —the final volume of sample solution,mL;
m —the corresponding mass of test sample in the final sample solution,g or mL.

The blank value should be subtracted from the result of catculation.

9 Limit of determination and recovery

9.1 Limit of determination

The limit of determination see Table 3.

Table 3—Limit of determination of appetite suppressants in different samples(LOQ)

Tablet | Cookies | Powder | Coffee | Capsule Tea Oral Liquid
Compound Loa Loa Loa LOQ Loa Loa LOQ
mg/kg | mg/kg | mg/kg | mg/kg | ma/kg | mg/kg wg/L
Phenylpropanolamine 0.5 0.5 0.5 5.0 5.0 5.0 5.0
Fanflu;;'-;r:a 0.2 0.2 0.2 2.0 2.0 2.0 2.0
Citalopram 0.8 0.8 0.8 8.0 8.0 8.0 8.0

17
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Table 3 (continued)

Tablet | Cookies | Powder | Coffee l Capsule Tea Oral Liquid
Compound Loa LoQ wa | Loa LoQ LoQ LoQ
mg/kg | mg/kg | mg/kg | mg/kg | mg/kg | mg/kg Hg/L
Fluoxetine 08 | 08 0.8 8.0 8.0 80 | 8.0
[ Bupropion 0.5 0.5 0.5 5.0 50 | 50 5.0
Sertraline 0.5 0.5 0.5 5.0 5.0 5.0 5.0
| Benfluorex 05 0.5 05 5.0 5.0 5.0 5.0
Sibutramine 0.1 | 04 0.1 1.0 1.0 1.0 I 10

9.2 Recovery and precision

Recovery and precision see Table 4.

Table 4—Recovery of appetite suppressants in different samples

add Recovery add Recovery add Recovery
" concen- % concan- % concen- %
mpoun - L
co tration tration Oral tration
ma/kg Tablet | Powder | Cookies pg/L Liquid | ™9 /kg Tea Cotfee Capsule
0.5 |B0.3~87.2|80.8~BB.6|80.6~90.4) 5.0 |827~93.6| 50 |80.1~88.3/80.5~88.4|80.7~89.4
Phenylpro- -
- 1.0 |[81.3~88.6/81.6~89.7(81.3~92.2| 10.0 | 841~94.8 ' 10.0 |81.3~89.4|81.5~90.5(81.9~91.2
panolamine :

2.0 (B81.1~88.2(81.1~91.5/80.9~91.6/ 20.0 | 84.8~94.2 | 20.0 (80.5~91.6/80.7~92.3(82.1~850.6

0.2 |B80.5~-90.1|82.4~-92.3|181.5~93.4| 2.0 | 845~954| 20 (80.4~926|81.3~90.5/81.2~924

Fenflramine] 0.4 |81.3~91.7(82.5~91.4(82.3~95.1| 4.0 |86.2~96.7| 4.0 |82.3~894.3{83.5~92.9(84.5~93.6

0.8 |81.7~93.2/83.1~93.3|83.7~96.6| 8.0 |85.8~974 | B.0 |B2.7~91.2|84.3~03.6/85.3~94.8

0.8 |80.9~94.1/80.9~91.3|80.4~89.3 8.0 i|35.2--96.7 8.0 I82.5~93.4 81.5~89.5 83.5~934

Citalopram! 1.6 | 82.1~094.5(82.1~94.7(84.6~92.8( 16.0 | 87.3~98.6 | 16.0 |84,1~91.2(84.3~92.384.8~94.7

3.2 |81.6~95.1(81.6~95.3|87.2~93.9| 32.0 | 88.2~99.1 | 32.0 |83.9~93.1|84,5~93.3|85.1~95.2

83.5~ 89.4~ | 90.3~
0.8 82.3~96.3/87.1~96.3| 8.0 | 85.7~98.6| 8.0 |85.7~99.4
101.2 1006 | 1003
| | 8~ | soam | ea~ [ s07~ | ) 863~ | w35~ | a21~
Fuoxetine: 181 1043 | 1031 | 1017 | 7| 1082 T o | 1022 | 1017
863~ | 9.1~ | 898~ 91.4~ 88.6~ | 941~ | 917~
3.2 32,0 32.0

103.8 104.3 103.9 102.1 102.4 101.9 103.9

Es |81.3~94.3|81.1~89.6|82.1~93.3| 5.0 |B26~955| 50 |B0.5~89.1/80.5~87.6/83.5~95.4

Bupropion| 1.0 82.6~95.6/81.7~-91.5|83.1~96.5| 10.0 ! 83.6~98.7 | 10.0 |B2,1~925|82.3~90.3/86.3~98.7

2.0 |83.2~96.2|80.6~92,2|82.4~97.2! 20.0 |83.1~98.2 | 20.0 |B81.2~93.6/82.5~91.1|84.5~97.9
|
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add Recovery add Recovery add Recovery
| concen- % lconcens % concert- %
Compound . P —— ) I —
| tration tration Oral tration | .
mg/kg Tablet Powder | Cookies ug/L Liquid ma/kg Tea Coffee Capsule
0.5 |84.3~975(89.4~96.1/87.3~96.8| 5.0 |87.3~986| 5.0 |82.4~975(853~98.7 85.2~98.7
87.8~ 92.1~ 89.5~ 90.6~ 83.6~ 89.7~
) 1.0 10.0 10.0 85.0~99.3
Sartraline 104.3 103.1 | 10156 101.2 101.3 101.5
89.4~ 9.7~ 90.3~ | 92.3~ 83.3~ 90.4~ 93.3~
2.0 20.0 20.0
106.2 102.3 106.3 105.1 105.2 99.3 101.5
85.3~ 90.6~
0.5 |B2.3~96.5/83.7~96.6/83.1~97.8| 5.0 ;B&Bw‘lmlﬁl 5.0 91.2~98.4
| \102.7 102.4
86.4~ 89.5~ 86.5~ 92.3~ 90.3~ 93.1~ 91.4~
Benfluorex| 1.0 10.0 10.0
102.3 104.1 104.7 103.5 101.1 100.2 101.2
85.5~ 88.9~ 87.4~ 90.7~ 88.7~ 92.7~ 92.5~
2.0 20.0 20.0
104.8 103.3 103.9 106.2 102.3 102.3 | 105.1
0.1 !B5.7~96.5(86.1~97.4|86.6~98.4| 1.0 | 85.4~98.1 1.0 |85.1~96.3|86.4~96.6/89.5~97.3
85.2~ 87 .4~ 89.4~ 89.7~ 87.3~ 89.3~ 90.1~
) ) 0.2 2.0 2.0
Sibutramine 103.3 101.5 103.8 99.4 101.1 97.1 101.8
86.5~ 89.2~ 90.7 ~ 90.4~ ! 89.4~
0.4 40 |90.1~98.3| 4.0 |88.1~99.2
102.5 102.4 102.9 101.4 103.9
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Table A.1—Information of 8 appetite suppressants

Annex A
(Normative Annex)

Information of 8 chemical compounds

Molecular Molecular
Name CAS NO Structural formula )
formula weight
Phenylpropanclamine 14838-15-4 CyHis NO 151.10
Fenfluramine 458-24.2 CizHws F5N 231.12
Citalopram 59729-33-8 | CaH: FN, O 324.16
Fluoxetine 54910-89-3 CiHi FsNO 309.13
Bupmpiun 34911-55-2 | CiJ HlaC'ND ] 239.11
|
Sertraline 79617-96-2 CinHi: Cl N } 305.07
- i — ]
F,C H
Benfluorex 23602-78-0 1 \O/\r’k/\o _ CisHnFsNO; | 351.14
: J.
Sibutramine 106650-56-0 l Ci7Hae CIN 279.18
|
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Annex B
(Informative Annex)
MS/MS condition

MS/MS reference conditions are as follows:

a) Capillary voltage:3.5 kV;

b) Radiofrequency voltage.0.5 V;

¢) Source temperature;150 T ;

d) Desolvation temperature:500 T ;

e) Desolvation gas flow:Nitrogen,800 L/h;

f) Cone gase flow:Nitrogen,50 L/h;

g) Photoaugereon voltage:650 V;

h) Collision gas pressure:Argon,2.6 X 10™* Pa;

i) Monitoring ion pairs,Cone voltage, Collision energy see Table B.1.

Table B.1—Monitoring ion pairs,Cone voltage,Collision energy

lonization Monitoring ion paris Cone Voltage Collision Energy
Compound
moade mjz v eV
152.1/134.0° 8
Phenylpropanolamine ESI® 12
152.1/116.9 15
232.1/158.0 20
Fenfluramine ESI* 25
232.1/108.9° 40
325.1/262.0 15
Citalopram ESI® 30 =
325.1/108.9° 20
310.1/148.1 6
Fluoxetine ESI* 13
310.1/43.9° 10
240.0/184.1* 10
Bupropion ESI™ —1 18 —
240.0/131.0 25
305.9/274.9° 10
Sertraline ESI* 12
305.9/158.9 25
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Table B.1 (continued)

lonization Monitoring ion paris Cone Voltage Collision Energy
Compound {
mode mfz v eV

352.1/230.1° , 15
Benfluorex ESI* - 25

352.1/149.0 15

280.1/139.0 15
Sibutramine ESIT — 18

280.1/124.9° 20
" the ion for quantification
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Annex C
(Informative Annex)
Standard MBM chromatogram of appetite suppressants

00 1.92 Phenylpropanolamine
1 152 >=134
ES
0 T T T T | B L B g T T T T 1
0.00 1. 00 2.00 .00 4. 00 5. 00 6.00
- 1.92 Phenylpropanolamine
152 >=117
*x
u T T T T LA LR | TT T T T T T 1
0. 00 1.00 2.00 3.00 4.00 5.00 6. 00

a) Phenylpropanolamine

Fenfluramine

3.22
100
232>159
*
0 L T T T T
. 8 3.00 4. 00

LB 1

T
5. 00 6. 00

Fenfluramine

3.22
100 232 >109
2
0% T T
4.00

L ) S LI ) pre. LI I Ll 1

—
0. 00 1. 00 2.00 300
b) Fenfluramine

3.47

100 Citalopram
325.1>262
-
u L T T M T T L] I T 1 T A rrr 1
0. 00 1.00 2.00 3.00 4.00 5. 00 6. 00
3.47 i
100 Citalopram
325. 1 =109
®
0 L) T T T T T LA | v rre T 1 T 1
0. 00 1.00 2.00 3.00 4.00 5. 00 6. 00

¢} Citalopram

Figure C.1—Chromatogram of 8 chemical compounds
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100 3.82 Fluoxetine
310, 1>>148. 1
x
0, T T B o T T T T T T T 1
0. 00 1. 00 2.00 3.00 4.00 5. 00 6. 00
3.82 i
100 Fluoxetine
310, 1>44, 1
e
0+ T T T T T T T 1 T T T 1
0. 00 1. 00 2.00 3.00 4.00 5.00 6. 00
d) Fluoxetine
100 - 4.00 Bupropion
239.9>>184
w4
04 T T T M | T T T T T r I e
0. 00 1.00 2.00 3. 00 4, 00 5.00 6. 00
4. 00 Bupropion
100 238. 9 >131
x =
0- S — Y PP—— . r .
0. 00 1. 00 2.00 3.00 4. 00 5. 00 6. 00
e) Bupropion
100+ 4.22 Sertraline
1 305.9>27h
R 4
0 — . e e e e
0. 00 1. 00 2.00 300 4.00 5. 00 6. 00
4,22 Sertrali
100 e
305.9>158.9
w
0 ™ T Ty rlrr T T T T Y T T nl
0.00 1. 00 2.00 3. 00 4. 00 5. 00 6. 00

f) Sertraline

Figure C.1 (continued)
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4. 40 Benfluorex
100 352, 1>>230. 1
&
0% T . 1 . - . T
0. 00 1. 00 2. 00 3.00 4.00 5. 00 6. 00
4, 40
352.1>159
-
0 T T T T T T T T rirvrreygw d T T 1
0. 00 1.00 2.00 3.00 4. 00 5. 00 6. 00
g’ Benfluorex
Sibutramine
280.1>=139
100
&
0 L) T L) ) L) T L) T T T T T 1
0. 00 1. 00 2.00 3. 00 4.00 5. 00 6. 00
Sibutramine
100 280.1>125
o~
[ T L | T T LI L | —T T T T T 1
0. 00 1.00 2.00 3.00 4. 00 5.00 6. 00

h) Sibutramine

Figure C.1 (continued)
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