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X#&51U;T: 0.500 ~5000 ng/mL ( 100001 )

Analytical Run 10 analyzed on 2018-06-21 Calibration Standards for PN2017016 (ng/mL) = ﬁ”% i‘ﬁé{.ﬁ."f‘
Regression Method = LINEAR - Weighting Factor = 1/X**2 TEI == =0 if—.l
Response = Slope * Conc + Intercept
Slope = 0.0195 Intercept = 0.0017 R-Squared = 0.9959 1200
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Analytes to measure: Unconjugated Ursodiol and total Ursodiol (unconjugated plus glycine and
taurine-conjugated) in plasma.

For both the fasting and the fed studies. please measure baseline ursodiol levels at -48, -42, -36.
-30. -24, -18, -12, -6, and 0 hours before dosing. For the fed study only, a standard breakfast
should be administered to the subjects 30 minutes prior to the -48, -24 and 0 hour sample
collection time points. If the baseline is stable, you may choose to do baseline correction for 24
hours rather than 48 hours. Subjects should continue to receive standard meals at regular
intervals post-dose. The mean of the pre-dose ursodiol levels should be used for the baseline
adjustment of the post-dose levels. Baseline concentrations should be determined for each dosing
period, and baseline corrections should be period specific. If a negative plasma concentration

value results after baseline correction, this should be set to 0 prior to calculating the baseline-
corrected AUC.

Bioequivalence based on (90% CI): Baseline corrected and uncorrected (1) unconjugated
ursodiol and (11) total (conjugated and unconjugated) ursodiol.
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Fig. 2. Biotransformation pathway for ezetimibe in humans and animals.

i H Teddy Kosoglou, Paul Statkevich,2 Amy O. Johnson-Levonas,
John F. Paolini, Clin Pharmacokinet 2005; 44 (5): 467-494
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. R Analytes to measure: Ezetimibe (unconjugated) and total ezetimibe (ezetimibe + ezetimibe
ﬁm Eﬁﬂ“ﬂgﬁm“% glucuronide) in plasma

Bioequivalence based on (90% CI): Ezetimibe (unconjugated) and total ezetimibe (ezetimibe +
ezetimibe glucuronide).
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E”“ﬁ&fﬁ“ﬁﬁfﬁ é;-Tl_::l)ngﬂmL) 9 EZT SAHRAEMS (Y=0.6965K+0.006, r2=0.9933) N 2T, R EZT4 S EZT ABERAE (Y=0.6065X+00056, r=09933)

LMEVEE () : 0.100~30.0 ng/mL LEEE (BF) : 0.500~250 ng/mL
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1. The interconversion between the acid and lactone forms of the

analytes was evaluated under different experimental conditions.

# B Pankaj, Partani, Manaswita, et al. Simultaneous quantitation of atorvastatin and its two active metabolites in human
plasma by liquid chromatography/(-) electrospray tandem mass spectrometry[J]. Journal of Pharmaceutical Analysis, 2014,

4(1):26-36.
2. The stability studies aimed to establish the conditions in which the
analytes are stable and the degree of interconversion of acid to
lactone or lactone to acid forms.

8 Macwan J S, lonita I A, Dostalek M, et al. Development and validation of a sensitive, simple, and rapid method for
simultaneous gquantitation of atorvastatin and its acid and lactone metabolites by liquid chromatography-tandem mass
spectrometry (LC-MS/MS)[J]. Analytical and Bioanalytical Chemistry, 2011, 400(2): 423-433.

RN BEEARNEBR/AT / Beijing Scinovo Laboratories Ltd.




O 2.4 mmtitsT A

SCINOVO

AAAAAAAAAAAA
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AR A1t TRESYIRIER (R R = E2EE PONSXIEBEEEENERAY (Suchocha et al.,2006) .
- BTXEBHEEEXIT5HKEAVES, REDTARGTSEH T EMEaIDHE,
- [Eit, EEDTAMRFUEETIRIA ML FRIM TRESIECAT SR FUEERIRI A LR PRYAEAERE /N,

O M3RHEFmisE ERERIFA—FmpHERET, LERREAES.
O 8ESERETN, Rigs8iii, FmptiEEEiRK.
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AR pHE
_1) T T T T T 1 *ﬁg «f@*ﬁ@i%-ﬁi%i%ﬁ*ﬁ%ﬂﬂ EEi
A HERE. TRTERREXEN)
FIFEARALYT Catorvastatin) P EEAES B (lactonization) FIZKMER M (hydrolysis)
7 80°C FiEXR W k5 pH XA (Kearney etal., 1993. HHIZ )
R
Sz
R ERER 10%BEBR /KBRS = pH{E
57 6FIARESEMASAME | 2% 5.95~6.05 féj;%utﬂ;
N o s ; T y l:l
Zg 6FAESKEM AT BMmIE | 4% 455~5.15 ZOuLnan%TJSE
= 6FARRIFEHAZTEMIE | 4.5% 4.20~5.00 & 7K R
—
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DN IBERYRE (kiR

10.0

8.0

Plasma concentration (ng/mL)

=i Atorvastatin acid

=== rtho-hydroxy atorvastatin acid
emimem Para-hydroxy atorvastatin acid
=== Atorvastatin lactone

=@= Ortho-hydroxy-atorvastatin lactone

—@= Para-hydroxy-atorvastatin lactone

24 am P AN
NEERNRERR

A3
S i vt o2 - Z_Et Elt] 21%
. -“:*--
—0 = T —— —
4.0 6.0 8.0 10.0 12.0

Time post dose (hour)

i H Macwan J S, lonita | A, Dostalek M, et al. Development and validation of a sensitive, simple, and rapid method for simultaneous quantitation of
atorvastatin and its acid and lactone metabolites by liquid chromatography-tandem mass spectrometry (LC-MS/MS)[J]. Analytical and Bioanalytical

Chemistry, 2011, 400(2): 423-433.
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AL tEZE Rk

@ NEZUERZEE G EAE, BA, BIEED, FITK,;
@ A7iL#FER TRIPLE QUAD 5500 , AR ERR, B AERIEE;
® ERA-ATHIRBUERIE, YR RantENER B RRR;

FS TantHA T=niEB 4-ATH50.025ng/mL
A9 7 (SR EE
1 0.1%Z B /KB &R i -
2 0.1% 2 B /KB R 0.1%7.F8 - FAfE --
=L QW EKER 0.1%Z7. 8- Z k& .
4 0.05% R BZ 7K 8 /R 0.05% R % - FR i - -
n | 0.05%FER-10%FFEZ-7/KA5& | 0.05%F L -40%FHEZ-60%2 A =L

X mEENEEAAER, U5 SBUEAIRS.
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fRE LT

SLIIRLT: Eohl 2 EMiE kit TR ECEFYIRIMSRER, $E:

e AR @0k (pH7Ed-5) | R
Test 1: v =i
Test 2: v v =im
Test 3: v v v =im
Test 4: v v 2~8°C
Test 5: v v v 2~8°C *
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AT-D5 BFiBiE (564.4—445.3) Fiilg | AT-D5 BFEE (564.4—297.0) LTl

W 5IC of +MRN (3 pairs: 564 4001445.300 Oa 1D: AT-d5 from Sample 80 (5 090 NFDW2018 002 BKC1) of Run. Wi (Turbo Spray) Wax.17ed cps. [ 0 IC of +NRW (& pairs}: 564 4001267.000 Da 0: AT-45-Z rom Sampie &0 (6 090 NROWZ018-002.Y BK 1) of Run wif Turba Spray) Wax. 21200 cps|
197 1.96
1764 I 2100
o 2000
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= o 1200
& ao000 3
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20 0z | ([ 2ot ass
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100005 * 100 Lﬂ‘ Ll ol U«MU.‘ ”I‘LI'““\‘ W‘M ‘H ik llﬂ{\"'t
o [\ olt b [he s oo gl I ae Wl W IV Vb Mg i, AR
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Time, min
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W XIC of +MRM (11 pairs): 559.400/440.300 Da ID: AT from Sample 11 (7 011 PN-2018011-MVO02 HQC 1 1) of Run wiff (Turbo Spray)

Intensity, cps
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RERCEMIRALEHR, THBRTULCEYIER?, IFEERE R RN LUARIES DB

W XIC of MRM (10 pairs): 559 400/440,300 Da ID: AT from Sample 30 (3 030 PN-2018011-MV04 HQC 2 1) of Run wiff (Turbo Spray) Max 29eSopsl | W XIC of +MRM (10 pairs): 575.300/440.300 Da ID: 2-AT from Sample 30 (3 030 PN-2018011-MV04 HQC 2 1) of Run.wiff (Turbo Spray) Max. 2.6e5 cps|
Gradient Curve o
9.4e5
M T T |
9.0e5
8.5e5 ’
a0 =
8.0e5
m
755 #
7.0e5 B0 T ‘
555 f
6.0e5
35 | | | |
5.5¢5
2 0.0 1.0 210 3.0 40 44
s Time (min.)
2 455 | 5
s B 125
= —
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1.0e5
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I
25e5 1 ﬁ \ T.0e4 |
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02 EESAIEY o5 EERREETT
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Analytes to measure (in appropriate biological ﬂuid@ and hydrochl@ n
plasma.

Bioequivalence based on (90% C1T): Valsartan and hydrochlorothiazide

tE3ZRER

o igi—: ZIHEFRROMR160mg/25mg (4iPiE/S
SUEE) 5, 460ErC, 293190 £ 1670 ng/mL,
SSUEIEHNC, .. 29131+ 39ng/mL,

o E\—: SnEEIRAMREOMg/12.5mg (4PiB/=
SUERE) 7, £0uEC,,,291309 + 631 ng/mL, &
SUEERIC,,,,, 2969+ 22 ng/mL,
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LC-MS/MSEHiEE s

[ B 30 X 4t b 38 1 S SRR IR 5

- GBS SERFMERER, eRFRETAZER
R (GpiEfREh, SSEBRRIEKX) ;

+ SEERGHFEMR, LRNREEFHELONg/mL;
- WREARRA, HENWAMNERREERS;
© GUMBERIRZFERE K.
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LC-MS/MSHiESER izt

O RS O oitEeEREE

O BEE. ERE O ERIMERRIXIGIE
O &4 O EENEIER

O EFE O Tk

O %85 - BREER

O FEEaresi - RURETUEHIREM

- WERERREGE
- HEEmKHREYE
° %Fﬁ *Erilil n}ial/ \nﬂ*%fﬁ’ﬁ
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FiRISIELER |

#7iMBLLOQ 30.0 ng/mL

Insinmert Response
Instrument Respanse
\

— - )
E
) 2o 40 @0 a0 100 *o 140

SAIERERIZMEERE: 1.00 ~ 200 ng/mL

b X

4n01BRYZ 1B : 30.0 ~ 6000 ng/mL
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HA A

¢ FERSFECIENSSIER, BRMESYRIERELT.

¢ BiEREER: UEER:

& EEEIENF, T

¢ RPEAREER;

& BREMIE. TSI

¢ ISREIEFFSIESZINEYS: 94.81% (4HPi8) ; 98.52%, (SHERE) .
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Active Ingredient: Isosorbide dinitrate
Daosage Form: Route: Tablet; oral
Recommended Studies: Two studies

L Type of study: Fasting

LC-MSMS IE H\j’ mimu mgﬂq:lﬁﬁﬁﬁg Design: Single-dose, two-way crossover in vivo

Strength: 30 mg
Subjects: Healthy males and nonpregnant females, general population

IJ-I ?Igﬁgﬁgs 5 - Eﬁ‘ﬁﬁﬁg IJ-I ﬂﬁgﬁg*ﬂ Additional comments: Not applicable (N/A)

2. Type of study: Fed

2- SRS T A 2 B e

Subjects: Healthy males and nonpregnant females, general population
Additional comments: N/A

Analytes to measure (in appropriate biological fluid): Isosorbide dinitrate,
1sosorbide-5-mononitrate, and 1sosorbide-2-mononitrate in plasma

Submut data for 1sosorbide dinitrate’s active metabolites (1sosorbide-5-mononitrate and
isosorbide-2-mononitrate) as supportive evidence of comparable therapeutic outcome. For
the metabolite, the following data should be submitted: individual and mean concentrations,
individual and mean pharmacokinetic parameters, and geometric means and ratios of means
for AUC and Cmax.

Bivequivalence based on (90% CI): Isosorbide dinitrate

RN BEEARNEBR/AT / Beijing Scinovo Laboratories Ltd.




O 2.6 mEsses HEAE

SCINOVO

LABORATORIES

?%I)\Jq:@q:j'/\\\
o INDF OZNOZ\H—X:j
- EBfAE; e

o q ONO,
* E&%ﬁﬁﬁﬁl\‘;ﬁ%iﬁ, Exact Mass: 236.03

R E: / son \
0,NO H

« GC-ECD;

.z = 0O
S 0 G0
LC-MSMS; 0" Yy 075 on

Exact Mass: 191.04 Exact Mass: 191.04

2-ISMN 5-ISMN

t1/20son 2973 Th;
t1/25-1smn29795h;
t120-1smn2792h
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M ERRITE AR

BIAL I8 LLE LLE LLE-DCM LLE
m 7y 5E GC-ECD GC-ECD GC-ECD LC-MS/MS
FIBRLEHTT M AR & 71 table spray EREF, BRAH O BRISDN & F|
LATE 20 mg 3.75 mg 40 mg 120mg
Cmax 9.912 ng/mL 31.383+13.3 ng/mL 9.2+6.7 ng/mL 58.6+12.2ng/mL
ISDN
REERRRL LT 2 ng/mL 2-60 ng/mL 0.5-75 ng/mL 2-100ng/mL
N/A
Cmax 39.537 ng/mL 68.672+21.34 ng/mL 50.9+14.9 ng/mL
2-ISMN VA
REEER|M L ME 3 ng/mL 1-20 ng/mL 2-175 ng/mL
Cmax 171.9 ng/mL 8.61+4.04 ng/mL 267.5+75.2 ng/mL 429.5+112 ng/mL
5-ISMN
RIREERNLMEE 5 ng/mL 1-20 ng/mL 5-450 ng/mL 20 L0000 gl
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LC-MSMStERZ5 %
5-ISMNFIISDNALEXHHRE, 2-ISMNEREZIXEHRIELC-MS/MST5IEAEN;

EBEIERE: AR
ESISAE RGN, - PHDF, HEERETFH, BNIME
[M+AC]-—AC-Ei&[M+NO3]- 1, HEEAERE,
—NO3-. » 5-ISMN52-ISMNE—HEEEF
SRMaEMRM#E X, BEARELBIFNSEE,

FEN, RUERELS.
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IEREAEXEARZARATIEHN

AEREHVERTEANEERET, ERECEEEDREE
FRASIREmAE, T2016F11F3F MM, EMEE20005T. AEFH
BEIAAMARTOEETFRNLIESRM, AIEFERAHEME iR
118000 TR R1100% KA MSLIGE . SR E MIRITHLNI BB IRIIX
AERRRE, FEARNIREX BAEEFDAETFEABA SIHIAPI 4000, 4500.

'
-

5500E By, HE#& T EfRE AN Watson LIMSEHEEER S, ME A S8

S TARRAFEMAS WS BRO LI, 72017F98 BME 4 i“'igfai

BI150077, BN S5 A MR, ~ A NINFRN =
BrELOITEpanTeN. sesssrRtes- - L o008

PR S AR A R R OIS U 5, i B T \ﬁ
ER—RHeNE AN EBRRNASIVG, ExEEssREn s B
ZAWFIEFRARAORES T EEAELR, BOTITEM S REMER 2
FEMFIRR N SHARTAAT, haREE. EMHANRETSH,
SIS MM E T FFREI RS TR — AR = A R4
=R,
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