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3.3.2 CPMP/SWP/5199/02, European Medicines - - London: EMEA;2006. -
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Limits of Genotoxic Impurities.
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Question&Answers on the CHMP Guideline on the Agency.
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4.2 HABRMREE
4.2.1 FEHER
4211 HHEERTHHAER
42111 The ability of AR-C126532XX to displace [125[]AR- AstraZeneca 190 Eoh HREH Al
SC-103266 C98957XX from the P2T receptor on the surface of 20|

human washed platelets in vitro
42.1.1.2 The effect of AR-C126532XX on ADP-induced AstraZeneca 19 o HRER Bl g s
SC-103263 (P2T receptor mediated) aggregation of human 20|

washed platelets in vitro
42113 The effect of AR-C126532XX on ADP-induced AstraZeneca 19 B HREH Ealif=ga]
SC-103262 (P2T receptor mediated) aggregation of rat 20

washed platelets in vitro
42114 The effect of AR-C126532XX on ADP-induced AstraZeneca 19|- B HREH ST &
SC-103264 (P2T receptor mediated) platelet aggregation in 20

human platelet rich plasma in vitro
42115 Inhibition of ADP-induced platelet aggregation by AstraZeneca 19[- B HREN STl &
SC-103283 AR-C126532XX in heparinised whole human 20|

blood in vitro
42116 Inhibition of ADP-induced platelet aggregation by AstraZeneca 19) Eoh HREH Al
SC-105780 AR-C126532XX in marmoset blood in vitro 20
42117 The effect of AR-C126532XX on ADP-independent AstraZeneca 190 Eoh HREH Al
SC-103265 aggregation of human washed platelets in vitro 20
42118 AZD6140: Characterization of Receptor Binding AstraZeneca 201 B HREN STl &
2783-01 and Kinetics of Inhibition using hP2Y12 20|

transfected CHO-K1 cells, In Vitro
42119 Characterisation of the effects of AR-C126532XX AstraZeneca 19|- B HREH STl &
SC-103286 on ADP-induced (P2T receptor mediated) 20

aggregation of human washed platelets in vitro
4.2.1.1.10 AZD6140, Receptor Kinetic Studies with 3H- AstraZeneca 20 Bk HREH B¢ 2]
2819-01 AZD6140 using hP2Y12 transfected CHO-K1 20

cells, in vitro
4.2.1.1.11 Ticagrelor: A Platelet Function Study Using ADP- AstraZeneca 201 B HREN STl &
AZMR10213 induced Platelet Aggregation in Pups and Adult 20|

Rats, evaluated by Impedance Aggregometry In
Vitro
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4.21.1.12 Ticagrelor, Evaluation of Potency of Platelet AstraZeneca 20[- Eoh HREH SEEH
BS000096-01 Inhibition in Platelet Rich Plasma and Blood from 20|
(AZM120302-01) |Children aged 0 to 12 years, In Vitro
421113 Ticagrelor, Reversal of Inhibition of ADP-induced AstraZeneca 201.- F=1aY HRER SEEH
AZMR10395 Platelet Aggregation by the Addition of Un- 20|
(AZM091023-04) [inhibited Platelets, In Vitro
4.21.1.14 The ability of AR-C124910XX to displace [125I]- AstraZeneca 190 Eoh HREH Al
SC-105783 AR-C98957XX from the P2T receptor on the 20|

surface of human washed platelets in vitro
4.21.1.15 The effect of AR-C124910XX on ADP-induced AstraZeneca 19|- B HREH STl &
SC-105784 (P2T receptor mediated) platelet aggregation in 20

human platelet rich plasma in vitro
4.2.1.1.16 Ticagrelor and its metabolites AZ11879328 and AstraZeneca 20| B HREH STl &
AZMR10095 AZ11879477, displacement of [1251]JAZ11931285 20

radio-ligand binding and inhibition of 2Me-S-ADP-

induced Human P2Y12 receptor signalling, In

Vitro.
421117 Ticagrelor and its metabolites AZ11879328 and AstraZeneca 201 B HREH STl &
AZMR10112 AZ11879477, a platelet function study using ADP- 20|

induced platelet aggregation in human, rat and

marmoset blood evaluated by impedance

aggregometry, in vitro
4.2.1.1.18 Pharmacodynamic (inhibition of ADP-induced AstraZeneca 19[- B HREH STl &
SC-103315 platelet aggregation ex vivo) and pharmacokinetic 20|

profile of AR-C126532XX following administration

of a single oral dose in the conscious dog
4.2.1.1.19 The effect of intravenous infusion of AR- AstraZeneca 19 Bk HREH STl &
SC-103289 C126532XX on arterial thrombosis and 20

haemostasis in the anaesthetised dog: a

comparison with clopidogrel and orbofiban
4.21.1.20 AZD6140, The effects of intravenous infusion of AstraZeneca 20| B HREH STl &
2629-01 AZD6140 on arterial thrombosis and 20]

haemostasis in the anaesthetized dog: a

comparison with AR-H076866XX and clopidogrel
4.2.1.2 BIREIZEIRHER
4.2.1.21 The effect of AR-C126532XX in a functional AstraZeneca o HRER Bl g
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42122 The effect of AR-C126532XX in a functional assay AstraZeneca 19) Eoh HREH Al
SC-103278 for agonist/antagonist activity at the rat transfected 20

P2Y®6 receptor in vitro
42123 The effects of AR-C126532XX in a functional AstraZeneca 19 o HRER SHEE
SC-103285 assay for agonist/antagonist activity at the human 20|

P2X1 receptor transfected into cultured RLE cells

in vitro
42124 The effect of AR-C126532XX in a functional assay AstraZeneca 19[- B HREN STl &
SC-103282 for antagonist activity at the human P2X7 receptor 20

in vitro
42125 The effect of AR-C126532XX in a functional assay AstraZeneca 19 B HREH Al
SC-103276 for agonist/antagonist activity at the human 20

transfected P2Y1 receptor in vitro
42126 The effect of AR-C126532XX in a functional assay AstraZeneca 19[- B HREN STl &
SC-103259 for agonist/antagonist activity at the human 20|

transfected P2Y11 receptor in vitro
42127 AZD6140, AZ11879328-003 and AZ11879477- T EEEE FTIN HREH FEER
04458Y 003: Selectivity screening at purinergic UK 20

P2X receptors by patch clamp recording in vitro
42128 Ticagrelor, Effect in a Functional Assay for AstraZeneca B HREH SEEH
AZMR10392 Agonist/Antagonist Activity at the Human
(AZM121206-06) [transfected P2Y13 Receptor in vitro
42129 AZD6140, AZ11879328 and AZ11879477: s HRER EXli-g s
0355SY Selectivity screening in radioligand binding and Taiwan

functional assays in vitro , France

USA
AZ Lund

4.2.1.2.10 Ticagrelor: Selectivity screening in radioligand _, B HREN STl &
0951SY binding, enzyme and electrophysiological assays Taiwan

in vitro AZ Alderley Park
4.21.2.11 Ticagrelor (AZ11939728) and metabolites Eoh HREH Al
1064SY AZ11879328 (AR-C124910XX), AZ11879477 (AR- Taiwan
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421212 Pharmacological characterisation of adenosine | P 20/ B wHmEH SHEE
1805KV receptors on guinea pig and dog vagi: 20

Investigation into the effect of AZD6140
421213 The effect of AR-C126532XX on uptake of [3H] AstraZeneca [ B Bk HREH B¢ 2]
SC-103269 adenosine by human erythrocytes in vitro 20|
421214 AZD6140: The effect of AZD1640 on the uptake of AstraZeneca 20[.- Bk HREH B¢ 2]
1878KV adenosine in cell lines of different species 20|
421215 AZD6140: Adenosine uptake inhibition in the HL- AstraZeneca 20[.- Bk HREH B¢ 2]
1929KV 1 (mouse, cardiomyocyte) cell line 20|
4.2.1.2.16 Ticagrelor: Effect on Adenosine uptake in ENT and AstraZeneca 201 B HREH STl &
2549KV CNT transfected MDCK cells, in vitro 20
4.21.217 AZD6140: Determination of the effect of AZD6140 AstraZeneca 20| s HREN Bl g
1421KV and metabolites on adenosine deaminase activity 20
4.21.2.18 AZD6140: Investigative assay assessing toxicity of AstraZeneca 20[- Eoh HREH A=t
0932MV 6-thioguanine when tested in combination with 20|

AZD6140 using mouse lymphoma cells
4.2.1.2.19 Ticagrelor, a role for adenosine uptake inhibition AstraZeneca 20/.- F=1aY HREH EXifeE ]
AZMR10120 evaluated by collagen- and ADP-induced 20|

impedance whole blood platelet aggregation

in vitro
4.21.2.20 The effect of AR-C126532XX on binding of AstraZeneca 19) Eoh HREH Al
SC-103284 [1251]MIP-1a to the human recombinant CCR1 20|

receptor expressed in HEK-293 cells in vitro
4.21.2.21 The effect of AR-C126532XX on binding of AstraZeneca 19) Eoh HREH A=t
SC-103261 [1251]MCP-1 to the human recombinant CCR2b 20|

receptor expressed in CHO cells in vitro
4.21.2.22 The effect of AR-C126532XX on the increase in AstraZeneca 19 s HREN Bl g
SC-103279 intracellular calcium concentration induced by 20|

human eotaxin in human embryonic kidney (HEK)

cell transfected with human chemokine CCR3

receptor in vitro
421223 AZD6140: Analysis of AZ11879328 and AZD6140 AstraZeneca 201 B HREH STl &
AZM080825-01 in human estrogen receptor-alpha and -beta 20|
(3302-01) binding assays, in vitro
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4.21.2.24 Activity of AR-C126532XX in a number of binding AZ Charnwood 19) Eoh HREH Al
SC-103281 and enzyme assays in vitro conducted at MDS , Taiwan 20

Panlabs
4.21.2.25 In vitro assessment of inhibition of glucocorticoid I 20/.- f=1aY HREH STl & #t
1044427 receptors by AR-C126523XX Taiwan 20|
4.2.1.2.26 In vitro assessment of inhibition of _, 20/.- f=1aY HREH STl & #
1068010 phosphodiesterases by AR-C126523XX Taiwan 20|
421227 Ticagrelor metabolite, AZ11879328-003: ] 200K FTN HAEH SHEEH
0952SY Selectivity screening in radioligand binding, Taiwan 20|

enzyme and electrophysiological assays in vitro AZ Alderly Park
4.21.2.28 AZ11879477-003: Selectivity screening in ] 200K FTIN HREH FEER
10558Y radioligand binding and enzyme assays in vitro Taiwan 20|

AZ Alderly Park

421229 Evaluation of AZD6140 on GPR17 expressed in | Italia [ 20[.- aoh HREH SEEH
AZM090128-04  [1321N1 cells , Italia 20)
4.21.2.30 In vitro examination of Ticagrelor and AZ12379678 | [N 200K FTN HREH SEAH
AZMR10330 for its inhibition properties on GPR17 Germany 20|
421231 Evaluation of AZD6140 in vivo in the Middle T - | 20 FTN HAEH SFEEH
AZMR10259 Cerebral Artery occlusion (MCAo) model in the rat 20
421232 AZD6140: Effect of AZD6140 and dipyridamole, AstraZeneca 20 Bk HREH B¢ 2]
26709 (3428-01) |enhances on coronary blood flow after local 20|

ischemia (reactive hyperemia) or intracoronary

adenosine infusion in the anaesthetized dog,

in vivo
4.2.1.2.33 Ticagrelor, Elinogrel and Clopidogrel — Bleeding AstraZeneca 20} B HREN STl &
AZMR10231 time and blood loss in P2Y12 knock out mice, in 20

vivo
4.21.2.34 Continued studies on the inhibitory effect of AstraZeneca 20[.- Eoh HREH SEEH
BS000389-39 ticagrelor on inflammation in abdominal sepsis 20|
4213 REMEEHAR
4.2.1.3.1 Safety pharmacology studies: Neurobehavioural _, Netherland B HREN STl &

2223 (SR-99339-
01)

observations and automated motor activity
assessment after single dose oral administration
of AR-C126532XX in the rat
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42132 AR-C126532XX: Effects on motor co-ordination in AstraZeneca 19 fY HRER Elil-ges
99338 (SR-99338-|the male rat following a single oral administration 20
01)
42133 Safety pharmacology studies: Assessment of the _, Netherland |  19j- B HREN STl &
2225 (SR-99335- |analgesic activity after single dose oral 20|
01) administration of AR-C126532XX in the Rat
42134 Safety pharmacology studies: Assessment of T \ctheriand| 19 B wHmEs SHEE
2227 (SR-99333- |effects on learning and memory after single oral 20
01) administration of AR-C126532XX in the rat
42135 Safety pharmacology studies: Assessment of the _, Netherland |  19j- B HREN STl &
2228 (SR-99332- |anaesthetic activity after single oral administration 20
01) of AR-C126532XX in the rat
42136 Safety pharmacology studies: Assessment of the | [l Netheriand B wHmEs SHEE
2224 (SR-99336- |convulsive activity after single dose oral
01) administration of AR-C126532XX in the rat
42137 Evaluation of the haemodynamic effects following B HREN STl &
990630P (99341) [intraduodenal dosing in anaesthetised male
beagle dogs

France
42138 AZD6140: Evaluation of the effects on cardiac fY HRER ERlil-ges
20010128 (00210)|action potentials in isolated canine Purkinje fibres

France
42139 AZD6140: The effect on hERG potassium channel AstraZeneca aoh HREH B¢ 2]
0143sZ
4.2.1.3.10 Ticagrelor: Investigation of a Nanosuspension AstraZeneca 20| B HREH SEEN
AZMR10298 Formulation in One Anaesthetised Rabbit 20
(AZM100107-02)
4.2.1.3.11 AR-C126532XX: Evaluation of the effects on 19 s HRER SHmE
990632P (SR- respiration in the unrestrained conscious male 20|
99346-01) Wistar rat following single oral administration ,

France
4.21.3.12 AZD6140: Evaluation of effect on respiration in the 20[.- Eoh HREH Al
20060077PCR(12 |unrestrained conscious rat following single oral 20
66SR) administration ,

France
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4.21.3.13 AZD6140: Respiratory effects in the Han Wistar rat AstraZeneca Eoh HREH Al
1116SR following single oral administration
4.21.3.14 AZD6140: Evaluation of effect on respiration in the Eoh HREH Al
20040510SPC(07 |unrestrained conscious rat with oral
89SR) administration after intravenous pretreatment with

an adenosine receptor antagonist
4.21.3.15 Adenosine: Respiratory effects in the Han Wistar AstraZeneca woh HREH Al
1207SR rat following intravenous infusion
4.2.1.3.16 Investigation of the respiratory effects of AZD6140, AstraZeneca 20[.- Eoh HREH Al
1267SR adenosine and DPSPX, in the Han Wistar rat 20
4.21.3.17 Dose response to a continuous intravenous AstraZeneca 20 Eoh HREH Al )
1864SR infusion of AZD1640 in the anesthetised rat 20

assessment of pulmonary function
4.21.3.18 AZD6140: Effects on pulmonary function in the AstraZeneca 20[.- B HREH Al
1764SR Han Wistar rat following continuous intravenous 20|

infusion
4.2.1.3.19 Ticagrelor: Respiratory effects in the suckling AstraZeneca 201 B HREN STl &
3233SR Han Wistar rat following single oral administration 20|
4.2.1.3.20 AR-C126532XX: Evaluation of the effects on 19 s HRER SEE
990631P intestinal transit in conscious male Wistar rats 20
(SR99345-01) following single oral administration ,

France

4.2.1.3.21 Examination of the effects after single dose oral | NI Netherland| 19 B wHmEs SHE &
99331 (SR99331- |administration of AR-C126532XX on renal function 20
01) in the saline loaded rat
4.2.1.4 ENFHEYEEERHER
4.21.4.1 Ticagrelor, Effect of Aspirin pretreatment on AstraZeneca 20 Eoh HREH Al
AZMR10072 Ticagrelor inhibition of 2Me-S-ADP-induced 20|

Human P2Y12 receptor signalling, in vitro
42142 Analysis of the effects of ticagrelor (AZ11939728) 20[- woh HREH Al
Warner 2010 and prasugrel active metabolite (AZ11702105) on , UK 20|

platelet responses in vitro

10
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42143 Ticagrelor, Clopidogrel and high dose AstraZeneca 20[- B HREH Al
AZMR10239 Acetylsalicylic Acid, Effects on arterial thrombosis, 20
(AZM091112-02) |vascular resistance and ex vivo platelet function

alone and in combinations in the anaesthetised

dog, in vivo
4.2.1.4.4 SC- The effects of intravenous infusion of AR- AstraZeneca 19|- B HREH STl &
103288 C126532XX on arterial thrombosis and 20|

haemostasis in the aspirin pre-treated

anaesthetised dog
42145 AZD6140: Evaluation of DDAVP, aprotinin, and a AstraZeneca 20[.- aoh HREH B¢ 2]
2687-01 combination of DDAVP and tranexamic acid as 20

treatment to normalize AZD6140-induced

prolongation of bleeding times in the

anaesthetised rat in vivo
42146 Ticagrelor; Evaluation of rhFVlla (NovoSeven®) to AstraZeneca 201 B HREH STl &
AZMR10333 reverse Ticagrelor-induced bleeding in mice, 20|
(AZM111122-01) [in vivo
4.2.2 EYFHREHER
4221 FHERVNYT—Lav BEE
422141 AR-C126532XX: Validation of an LC/MS method AstraZeneca 198- o HREN Sl
SC-102708 for the determination of AR-C126532XX in dog 20|

plasma
42212 AR-C126532XX: Evaluation of an HPLC/MS AstraZeneca 19|- B HREH Sl &
SC-102913 method for the determination of AR-C126532XX in 20

marmoset plasma
42213 AR-C126532XX: Validation of an LC/MS method AstraZeneca 19 s HREN S
SC-102959 for the determination of AR-C126532XX in rat 20

plasma
42214 AR-C126532XX: Validation of a modified LC/MS AstraZeneca 20| B HREH Sl &
SC-103647 method with extended calibration range for the 20

determination of AR-C126532XX in marmoset

plasma
42215 AZD6140: Determination of AZD6140 and its AstraZeneca 20| s HREN EXi-ts]
53-01-R0 metabolite, AR-C124910XX in Rat, Dog, 20]

Marmoset, Rabbit, Cynomolgus Monkey, and
Mouse Plasma by Liquid Chromatography -
Atmospheric Pressure Chemical lonization (APCI)
Tandem Mass Spectrometry

11
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42216 AZD6140: Determination of AZD6140 and its AstraZeneca 20| B HREH SRl &
6140DBQ1 Metabolite, AR-C124910XX in Rat, Dog, 20

Marmoset, Rabbit, Cynomolgus Monkey, and

Mouse Plasma by Liquid Chromatography -

Atmospheric Pressure Chemical lonization (APCI)

Tandem Mass Spectrometry
42217 A Method for the Determination of AZD6140 and 20| B HREH SRl &
YAT/005/V03 AR-C124910XX in Marmoset Plasma, Using (UK) 20

Protein Precipitation and Liquid Chromatography

with Tandem Mass Spectrometric Detection
42218 Validation of an Analytical Method for the 20 Eoh HREH Bzt
YAT/005 Determination of AZD6140 and AR-C124910XX in (UK) 20

Marmoset Plasma using Liquid Chromatography

with Tandem Mass Spectrometric Detection
42219 Determination of AZD6140 and AR-C124910XX in 20| B HREH SRl &
BA-487-02 Rat Plasma Using Protein Precipitation and (UK) 20

Liquid Chromatography with Tandem Mass-

Spectrometric Detection
4.22.1.10 Validation of an Analytical Method for the 20| B HREH SHEE R
YAT/008 Determination of AZD6140 and AR-C124910XX in (UK) 20

Rat Plasma using Liquid Chromatography with

Tandem Mass Spectrometric Detection
4.2.2.1.11 Determination of AZD6140 and AR-C124910XX in 201 Boh HREN S
BA-488-01 Mouse Plasma Using Protein Precipitation and (UK) 20|

Liquid Chromatography with Tandem Mass-

Spectrometric Detection
4.221.12 Validation of an Analytical Method for the 20| B HREH STl E R
YAT/009 Determination of AZD6140 and AR-C124910XX in (UK) 20

Mouse Plasma using Liquid Chromatography with

Tandem Mass Spectrometric Detection
4.2.2.1.13 Determination of AZD6140, AR-C124910XX and 20| Boh HREN EXi-ts]
BA-486-03 AR-C133913XX in Human Plasma, Using Protein (UK) 20

Precipitation and Liquid Chromatography with

Tandem Mass Spectrometric Detection
4.2.2.1.14 Validation of AstraZeneca Method No BA-486-01: 201 o HREN EXi-ts]
YAT/067 Analytical Method for Determination of AR- (UK) 20

C133913XX in Human Heparin Plasma Using
Liquid Chromatography with Tandem Mass
Spectrometric Detection
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422115 Determination of the Free Fraction of AR- 20| B HREH SRl &
BA-542-01 C124910XX and AR-C133913XX in Human, Rat, (UK) 20

Mouse, Rabbit and Marmoset Plasma Using

Tandem Mass Spectrometric Detection
4.2.2.1.16 Partial Validation of Method No: BA-542: 200 o HREN S
YAT/079 Analytical Method for Determination of the Free (UK) 20

Fraction of AR-C124910XX and AR-C133913XX in

Human, Rat, Mouse, Rabbit and Marmoset

Heparin Plasma Using LC-MS/MS
422117 Determination of AZD6140, AR-C124910XX and 201 o HREN S
BA-502-01 AR-C133913XX in Rabbit Heparin Plasma, Using (UK) 20

Protein Precipitation and Liquid Chromatography

with Tandem Mass Spectrometric Detection
4.22.1.18 Method No: YAT/083 (AstraZeneca Method No: 20[- E: 20N HREH STmE
YAT/083 BA-502-01) Partial Validation of an Analytical (UK) 20

Method for Determination of AZD6140, AR-

C124910XX and AR-C133913XX in Rabbit

Heparin Plasma Using Liquid Chromatography

with Tandem Mass Spectrometric Detection
4.2.2.1.19 Determination of AR-C133913XX in Marmoset 20| B HREH SRl &
BA-503-01 Heparin Plasma, Using Protein Precipitation and (UK) 20)

Liquid Chromatography with Tandem Mass

Spectrometric Detection
4.2.2.1.20 Method No. YAT/084 (AstraZeneca Method No. BA- 20 B HREH STl E R
YAT/084 503-01): Partial Validation of an Analytical Method (UK) 20

for the Determination of AR-C133913XX in

Marmoset Heparin Plasma using Liquid

Chromatography with Tandem Mass Spectrometric

Detection
4.2.2.1.21 Determination of AR-C133913XX in Mouse 20| s HREN EXii-ts]
BA-504-01 Heparin Plasma, Using Protein Precipitation and (UK) 20

Liquid Chromatography with Tandem Mass

Spectrometric Detection
4.221.22 Method No. YAT/085 (AstraZeneca Method No. BA- 20[.- Eoh HREH STm &
YAT/085 504-01): Partial Validation of an Analytical Method (UK) 20

for the Determination of AR-C133913XX in Mouse

Heparin Plasma using Liquid Chromatography with

Tandem Mass Spectrometric Detection
4.221.23 Determination of AR-C133913XX in Rat Heparin 20 Eoh HREH STmE
BA-505-01 Plasma, Using Protein Precipitation and Liquid (UK) 20)

Chromatography with Tandem Mass
Spectrometric Detection

13
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422124 Method No. YAT/086 (AstraZeneca Method No. BA- 20[.- Eoh HREH Bt
YAT/086 505-01): Partial Validation of an Analytical Method (UK) 20

for the Determination of AR-C133913XX in Rat

Heparin Plasma using Liquid Chromatography with

Tandem Mass Spectrometric Detection
422125 Determination of the Unbound Fraction of 201 B HREH Sl &
BA-522-01 AZD6140, AR-C124910XX and AR-C133913XX in (UK) 20

Human Plasma Using Tandem Mass

Spectrometric Detection
4.2.2.1.26 Method No. YAT/095 (AstraZeneca Method No. BA- 20| B HREH STl E R
YAT/095 522-01): Validation of an Analytical Method for the (UK) 20

Determination of the Unbound Fraction of

AZD6140, AR-C124910XX and AR-C133913XX in

K2-EDTA Human Plasma Using Tandem Mass

Spectrometric Detection
4.221.27 Determination of AZD6140 and AR-C124910XX in AstraZeneca 20| o HREN SEEN
BA-577-01 Dog Lithium Heparin Plasma after Protein 20

Precipitation using Liquid Chromatography with

Mass Spectrometric Detection
4.22.1.28 Determination of AZD6140 and AR-C124910XX in AstraZeneca 201 s HREN SEEH
BA-582-01 Animal Lithium Heparin Plasma after Protein 20|

Precipitation using Liquid Chromatography with

Mass Spectrometric Detection
4.2.2.1.29 Bioanalytical Method for Determination of the 20[- E: 20N HREH STmE
YAT/264 Unbound Fraction of Ticagrelor and AR- (UK) 20

C124910XX in Rat Plasma Using Equilibrium

Dialysis followed by Protein Precipitation and

Liquid Chromatography with Mass Spectrometric

Detection
4.2.2.1.30 Determination of AZD6140 and AR-C124910XX in 20 - B HREH SRl &
BA-452-01 Human Plasma Using Liquid Chromatography (UK) 20

with Mass-Spectrometric Detection
4.2.2.1.31 Partial Validation and Cross Validation of an 201 B HREN EXii-ts]
YAT/012 Analytical Method for the Determination of (UK) 20|

AZD6140 and AR-C124910XX in Human Plasma

using Liquid Chromatography with Tandem Mass

Spectrometric Detection
4.2.2.2 R4
42221 Investigations into the permeability properties of AstraZeneca 19| Bk HREH B
SC-103188 AR-C126532XX 20

14




112 H[MIEH-FB
—BR/DEDRE  FAS LOL/ANTERE. FMIBEOHIEE

Sy T
wER i HERENE HRiELE . i/ 5%
2 B
ES AR il e (=R o D3
B

42222 AZD6140: Investigation of P-glycoprotein- AstraZeneca 20[.- Eoh HREH Bzt
DMY10 Mediated Transport of AZD6140 and its Active 20

Metabolite AR-C124910 Using MDCK Cells

Expressing Human MDR1 P-glycoprotein
42223 AZD6140: Effect of AZD6140 and its Metabolite AstraZeneca 201 s HREN EXiits]
6140DMY 14 AR-C124910 on P-glycoprotein-Mediated 20|

Transport of Digoxin
42224 AR-C126532X: Pharmacokinetics of AR- AstraZeneca 19‘ ot HRER SEEN
SC-102766 C126532XX in the male rat after a 100 mg.kg™” oral 19

dose
42225 AZD6140: Pharmacokinetics Study in Male and AstraZeneca 20[.- Eoh HREH Bt
6140DMN17 Female Rats and Marmosets Following Oral and 20|

Intravenous Administration of ['*C]-AZD6140

[Bioanalysis of Inveresk Study No. 174818

(AstraZeneca Reference No. 6140DMR6) and

Inveresk Study No. 174839 (AstraZeneca

Reference No. 6140DMP7)]
42226 AstraZeneca AZD6140. The Pharmacokinetics of | |HNNRNEEEEN (U<) 20' FTN HRAEH FmER
174818 ['“C]-AZD6140 in the Rat Following Oral and 20]

Intravenous Administration (6140 DRM6)
42227 AR-C126532XX: Determination of AR-C126532XX AstraZeneca 19' ot HRER SEEH
SC-102059 in male rat plasma after a 5 mg.kg™ oral dose of AR 20]

C126532XX in the male rat, to assess the

bioequivalence of two polymorphic forms of AR-

C126532XX
42228 AR-C126532XX: Investigation of oral AstraZeneca 190- B HREH SEER
SC-102374 bioavailability of AR-C126532XX in the male rat 19
42229 Investigation of iv formulations in the male rat AstraZeneca 190- B HREH SEEN
SC-102701 20
422210 AZD6140: Pharmacokinetics Study in the Rat, AstraZeneca 20| B HREH STl E R
6140DMN2 Dog and Marmoset 20|
4.22.2.11 AR-C126532XX: Determination of the AstraZeneca 19 s HREN SEEH
SC-103120 bioequivalence of AR-C126532XX when dosed as 20|

a suspension and as a tablet to the male beagle

dog
422212 The determination of AR-C125917XX, AR- AstraZeneca 19[- B HREH SEEH
SC-102094 C126532XX, AR-C126583XX and AR-C120215XX 19

in Common Marmoset plasma samples from a pilot

PK study (SC-102059)
422213 The Plasma Kinetics of AR-C125917XX, AR- | OEIEEE ! FTN HREH SEAH
SC-102059 C126532XX, AR-C126583XX and AR-C120215XX 19

in the Common Marmoset Following Oral and

Intravenous Administration

15
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422214 AR-C126532XX: Determination and AstraZeneca 20| B HREH SEEH
SC-103087 pharmacokinetics of AR-C126532XX in plasma 20|

samples taken after oral dosing of AR-C126532XX

and iv dosing of [SH] AR-C126532XX to the male

common marmoset (SC-103082)
422215 The Plasma Kinetics of AR-C126532XX Following | NN (UK) 19' FTN HREH SEAH
SC-103082 Oral Administration and [*H]-AR-C126532XX 20]

Following Intravenous Administration in the

Common Marmoset
4.222.16 AZD6140: Pharmacokinetics Study in Cynomolgus AstraZeneca 20| B HREH STl E
6140DMP13 Monkeys - Bioanalysis 20|
422217 AstraZeneca AZD6140. The Pharmacokinetics of | NN (V<) | 20l FTN HRAEH SEAH
6140DMP11 AZD6140 in the Cynomolgus Monkey Following 20|

Oral Administration
422397
42231 In Vitro Binding of PHJ-AR-C126532XX to the | [ 20'— ) HREH A
SC-103174 Plasma Proteins and the Blood Cells of Rat, Dog, 20

Marmoset, Rabbit, Mouse and Man
42232 AZD6140: An In-Vitro Study to Assess the Free 20| B HREH STl E R
YAT/116 Fraction of AR-C124910XX and AR-C133913XX in (UK) 20

Human, Marmoset, Rat, Mouse and Rabbit Plasma
42233 The Tissue Distribution of Total Radioactivity in the | | | | | I (0% 20'- FTIN HREH SFmEH
SC-103112 Rat Following Intravenous Administration of [*H] - 20]

AR-C126532XX (Quantitative Whole Body

Autoradiography)
42234 AstraZeneca AzD6140. The Tissue Distribution of | | v< | 29 FTIN HREH SFmEH
6140DMR5 Total Radioactivity in the Rat Following Oral 20|

Administration of [*C]-AZD6140 (Quantitative

Whole Body Autoradiography)
42235 AstraZeneca AzD6140. The Tissue Distribution of | | N v< | 29 FTIN HREH SFmEH
6140DMR25 Total Radioactivity in the Rat Following 20|

Intravenous Administration of ['*C]-AZD6140

(Quantitative Whole Body Autoradiography)
42236 Ticagrelor: Provision of Liver and Plasma from 20[- Eoh HREH SEEH
VKS0827 Rats for use in Plasma Protein Binding and (UK) 20

Metabolic Stability Studies with Ticagrelor and its

Metabolite AR-C124910XX
42237 Ticagrelor: Determination of the In Vitro Plasma 20| B HREH STl E R
YAT/265 Protein Binding of Ticagrelor and AR-C124910XX (UK) 20|

in Neonatal Rats
4.22.4 K5

16
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42241 AR-C126532XX: Investigation of the solubility and AstraZeneca 190 Eoh HREH Bzt
SC-102480 stability of AR-C126532XX in hepatocyte and 19

microsome incubation media
42242 AR-C126532XX: A comparison of the metabolism AstraZeneca 190 Eoh HREH STm &
SC-102436 of AR-C126532XX in rat, dog and human 20

hepatocytes
42243 AstraZeneca AZD6140: In Vitro Metabolism of AstraZeneca 20' B HREH SRl &
6140DMN9 ['*C]-AZD6140 in Human and Animal Liver 20

Preparations
42244 AZD6140: Determination of the Human AstraZeneca 201 B HREH SRl &
DMX12 Cytochrome P450 Enzymes Involved in AR- 20|

C133913 Formation and AR-C124910 Formation

and Elimination
42245 AR-C126532XX: Metabolite profiling in samples AstraZeneca 20/.- aoh HREH SEEH
SC-103125 taken following oral and intravenous administration 20

of [PHJAR-C126532XX to male rats (SC-102782)
42246 AR-C126532XX: Metabolite Profiling in Samples AstraZeneca 20 Bk HREH SEEH
SC-103826 Taken Following Oral and Intravenous 20|

Administration of [3H]AR-C126532XX to the Male

Marmoset (SC-103178)
42247 AZD6140: Metabolism of C-14 Labelled AZD6140 AstraZeneca 20| s HREN EXiits]
26151 in the Mouse Following Single Oral and 20

Intravenous Administration
42248 AstraZeneca AZD6140: Characterization of In Vivo AstraZeneca 20.— B HREH SRl &
6140DMR20 ['*C]-AZD6140 Metabolites in Sprague Dawley Rat 20
42249 AZD6140: Metabolite Profiling of “C-Labelled AstraZeneca 20‘ T HREH S E R
26886 AZD6140 in Rat Milk 20)
4.2.2.4.10 AstraZeneca AZD6140: Characterization of In Vivo AstraZeneca 20. aoh HREH i)
6140DMP21 ['*C]-AZD6140 Metabolites in Marmoset 20)
4.2.2.4.11 AZD6140: Investigation into the Identity of 20[.- Eoh HREH Bt
208066 Radiolabelled Metabolites Present in Urine, (UK) 20)

Plasma and Faeces Collected from Human

Volunteers Following a Single Oral Administration

of ["*C]-AZD6140
4.2.2.4.12 An In Vitro Study to Examine the Effect of AR- | R ! FTIN HREH SFmEH
SC-103408 C126532XX on Human Hepatic Drug Metabolising 20

Enzyme Activity
4.2.2.4.13 AstraZeneca AZD6140: In Vitro Human AstraZeneca 20| B HREH SRl &
DMX22 Cytochrome P450 (CYP2D6, 2C9, 3A4 and 3A5) 20

Inhibition

17
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4.2.2.4.14 6140DMX28: Differential Interaction Between AstraZeneca 20} B HREH SRl &
6140DMX28 Midazolam and AZD6140 in CYP3A4 and CYP3A5 20
4.2.2.4.15 AZD6140 and AZ11879328: Effects of AZD6140 AstraZeneca 20| B HREH SRl &
27116 and AZ11879328 (AR-C124910XX) on Human 20|

Cytochrome P450 Enzyme Activities
4.2.2.4.16 AstraZeneca AZD6140: In Vitro Human AstraZeneca 201 s HREN EXii-ts]
DMX23 Cytochrome P450 Inhibition Study of the 20|

Metabolite, AR-C124910
422417 AstraZeneca AZD6140: Determination of the Time- AstraZeneca 20 Bk HREH i)
DMX26 dependent Inactivation of Human Cytochrome P450 20

CYP3A by AZD6140, AR-C124910, AR-C133913

Using Midazolam as Probe Substrate
4.2.2.4.18 AZD6140: Determination of the Time-Dependent AstraZeneca 20[- Eoh HREH STm &
6140DMX30 Inactivation of Human Cytochrome P450 2B6 by 20

AZD6140 Using Bupropion as Probe Substrate
4.2.2.4.19 AZD6140: The effect of AZD6140 on Testosterone AstraZeneca 200 s HREN EXi-ts]
27337 Intrinsic Clearance in Female Rat Liver 20

Microsomes
4.2.2.4.20 AZD6140: The Effect of AZD6140 on Testosterone AstraZeneca 20| o HREN Sl
27362 Intrinsic Clearance in Human Liver Microsomes 20
4.2.2.4.21 ORAL P,r: Investigation of the potential of AR- AstraZeneca 19 aoh HREH Bl
SC-102267 C125917XX, AR-C126532XX and AR-C126583XX 20

to induce CYP1A, CYP2B and CYP3A in the Male

Rat after Oral Dosing
422422 Evaluation of Hepatic Cytochrome P450 Activity | NN (UK) | 19 FTN HREH FmER
SC-103103 Following Administration of AR-C126532XX to the 20|

Rat
4.22.4.23 6140DMX24: In Vitro Induction of Cytochrome P450 AstraZeneca 20} B HREH SEER
6140DMX24 Enzymes by AZD6140 and AR-C124910XX 20

in Human Hepatocyte Cultures
4.2.2.4.24 300841082 Evaluation of Induction Potential of 20| B HREH Sl &
6140DMX29 Cytochrome P450 1A2, 2B6, 2C9, and 3A4 by (Us) 20|

AZD6140 and AR-C124910 in Cultured Human

Hepatocytes
4.2.2.4.25 AZD6140: Evaluation of Induction Potential of AstraZeneca 20| s HREN S
27280 Cytochrome P450 1A1 by AZD6140 in Cultured 20|

Human Hepatocytes
4.2.2.4.26 In vitro CYP1A1 Induction in Human Hepatocytes AstraZeneca 20} B HREH STl E R
1961KV (AZD6140) 20
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4.2.2.4.27 Ticagrelor: Investigation of Human Cytochromes AstraZeneca 20[.- Eoh HREH Bzt
AZM100709-04 |P450 2E1 and 2C8 Involved in the Metabolism of 20|

Ticagrelor
4.2.2.4.28 Ticagrelor: Ticagrelor and AR-C124910XX 20[- Eoh HREH Bt
VKS0826 Metabolism in Liver Microsomes from Rats of (UK) 20

Various Ages
4.2.2.5 #ittt
4.225.1 AZD6140. The Disposition of AzD6140-"C in the | NN (V<) 20. T HREH SHmE
177138 Mouse Following Oral and Intravenous 20

Administration
42252 AR-C126532XX: Pilot study to investigate the AstraZeneca 19'- B HREH SEEH
SC-102529 excretion balance of [°H] AR-C126532XX in the 20

male rat
42253 AR-C126532XX: Excretion balance and AstraZeneca 19'- ot HRER ST 2R
SC-102782 intravenous pharmacokinetic study of [°H] AR- 20]

C126532XX in the male rat
42254 AR-C126532XX: Biliary excretion balance of ["HJAR AstraZeneca 20.— Eoh HREH STm &
SC-103127 C126532XX in the male rat 20
42255 AstraZeneca AZD6140. The Disposition of ["“C]- | [@X 20' E=20 HAEH SHmE
174802 AZD6140 in the Rat Following Oral and 20]

Intravenous Administration
42256 The Disposition of [°H] AR-C126532XX in the Male | I (UK) 20'— ) HREH A
SC-103178 Common Marmoset Following Oral Administration 20]

and Intravenous Administration
42257 AstraZeneca AZD6140. The Disposition of [*“C]- I (<) 20. E=0 HREH ST A
174839 AZD6140 in the Marmoset Monkey Following Oral 20)

and Intravenous Administration
42258 AZD6140: The Secretion of Total Radioactivity in 20} B HREH STl E R
185442 Milk of Lactating Rats and Distribution in the (UK) 20

Suckling Young Following Oral Administration of

['“C]AZD6140
4.2.2.6 ZEWBEEHEMHAE R GEEREK)
EERY | | | |
4.2.2.7 TDOEYBHAEAER
422741 AZD6140: Effects of AZD6140, AR-C124910 and o HREN S
27335 AR-C133913 on the Transport of Urate in Human

Proximal Tubule Cells and in Oocytes expressing

OAT1 and OAT3
42272 AZD6140: In Vitro Assessment of the Interaction of B HREH SRl &
8118 AZD6140 and its Metabolites AR-C133913 and (Netherlands)

AR-C124910 with the Human Transporter Protein
URAT1 (SLC22A12)
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42273 Developmental expression of hepatic P-gp in AstraZeneca 20[- Eoh HREH SEEH
AZM110520-04 [young Rats 20|
4.2.3 SHEHER
4.2.3.1 BEBEESEHHER
42311 AR-C126532XX: Single dose oral toxicity study in AstraZeneca 19) Eoh HREH Al
99219 (SR99219- [the mouse 20
01)
42312 Single dose oral toxicity study in the rat AstraZeneca 19) Eoh HREH Al
99220 (99220-02) 20
42313 AR-C125917xX, AR-C126583XX, AR-C126532xX | | N EGEEGEGNGNG:N < | 9 FTIN HREH FEER
98293 Oral (Gavage) Maximum Tolerated Dose/Dose 19

Range-Finding Study in Marmosets
4.2.3.2 RERSEEHEBR
42321 Two Week Dose Range Finding Study in Mice with AstraZeneca 20[.- Eoh HREH SEEH
456768 (0061AM) |Administration by Gavage 20
42322 13 Week Dose Range Finding Study in Mice with AstraZeneca 20[- Eoh HREH SEEH
456925 (0085PM) |Adminstration by Gavage 20
42323 AR-C125917XX, AR-C126583XX and AR- AstraZeneca 19 Eoh HREH SEEH
98308 (SR98308- |C126532XX: Dose-range finding toxicity study in 19
01) the male rat
42324 AR-C126352XX:0One month oral toxicity study, with AstraZeneca 190 Eoh HREH Al
99302 (SR-99302-|assessment of recovery, in the rat 20
01)
42325 AR-C126532XX : Three Month Oral Toxicity Study AstraZeneca 20[.- Eoh HREH Al
TPR3143 in Rats 20
42326 26 Week Toxicity Study in Rats with Administration | | | || NIIIIEEN o< | 200 FTIN HREH FEER
456930 (0400PR) |by Gavage including Male Fertility Assessment 20

Followed by a 13 Week Recovery Period
42327 AZD6140: To Review the Uterus, Cervix, Vagina AstraZeneca 20/.- F=1aY HREH SEEH
0583KY and Ovaries for the Presence of Histological 20|

Changes in Study Numbers 0660AR, SR99302,

TPR/3143 and 456930
42328 Ascending Dose Oral Toxicity Study in the Dog AstraZeneca 190 Eoh HREH SEEH
99184 (SR-99184- 20
02)
4.2.32.9 AR-C126532XX One Month Oral (Gavage) Toxicity | | NGz < | B FTIN HREH FmER
99228 (SR99228- |Study in the Marmoset 200
01)
4.2.3.2.10 3 Month Oral (Gavage) Toxicity Study in the | R ! FTIN HREH FEER
575049 Marmoset with a 1 Month Recovery Period. 20
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4.2.3.2.11 AZD6140: 3 Month Oral (Gavage) Dose Range AstraZeneca 20 Eoh HREH SEEH
0005HT Finding Study in the Marmoset 20|
4.2.3.2.12 AZD6140: 3 Month Oral (Gavage) Dose AstraZeneca 20[.- Eoh HREH SEEH
0007PT Tolerability and Dose Range Finding Study in the 20|
Marmoset

423213 AZD6140: 12 Month Oral (Gavage) Toxicity Study | |G < | 200 FTIN HREH FEER
505453 in the Marmoset 20|
4.2.3.3 BinH AR
4.2.3.3.1 In Vitro 188
423311 AR-C125917XX, AR-C126532XX, AR-C126583XX: AstraZeneca 19 B HREH SEEH
98351 (SR98351- |Assessment of mutagenic potential - limited 19
02) Ames assay
4.23.3.1.2 AR-C126532XX: Test for gene mutation in bacteria AstraZeneca 19 B HREN STl &
99440 (SR99440- [(Ames test) 20
01)
423.3.1.3 Genetic Toxicity Evaluation using an Ames AstraZeneca 201 B HREN STl &
0109BV Salmonella Test 20
423.3.1.4 AR-C126532XX In vitro mouse lymphoma TK AstraZeneca 19 B HREN STl &
99441 (SR99441- |Assay 20
01)
423.3.1.5 Genetic Toxicity Evaluation using the Mouse AstraZeneca 201 B HREN STl &
0110MV Lymphoma Cell Thymidine Kinase Locus Assay. 20|
4.2.3.3.2 In Vivo §1E&
423321 AstraZeneca AZD6140 : Micronucleus Test in the AstraZeneca 20| B HREH ST &
TQR3211 Rat: Oral Administration 20
4.2.3.4 BNABRHERER
4.2.3.4.1 REIDARIEHER
423411 AZD6140: 104 Week Carcinogenicity Study in Mice 20[.- Eoh HREH Al
456988 (0107CM) |with Administration by Gavage (UK) 20
423412 AZD6140:104 Week Carcinogenicity Study in Rats 20[.- Eoh HREH Al
456993 (0508CR) |with Administration by Gavage. (UK) 20
4.2.3.4.2 EHX P AR
EEFS
4.2.3.4.3 TOMDHER
EEFS
4.2.35 £REFESHHR
4.2.35.1 ZREERVERFETONLARER LSBT SR
423511 AZD6140: Oral Fertility and Early Embryonic AstraZeneca 20[.- Eoh HREH it
0337GR Development Study in the Female Rat 20

42352 F-BaRFE4 ISBI T R
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423521 Oral Dose Range Finding Embryofetal AstraZeneca 20[- Eoh HREH SEEH
0274RR Development Study in the Rat. 20|
423522 AZD6140: Oral Embryofetal Development Study in AstraZeneca 20 Eoh HREH Al
0307TR the Rat 20
423523 Oral Dose Finding Toxicity Study in the Non- AstraZeneca 20 woh HREH SEEH
0035DB Pregnant Rabbit. 20|
423524 AZD6140: Oral Dose Range Finding Embryofetal AstraZeneca 20 Eoh HREH SEEH
0038RB Development Study in the Rabbit 20|
423525 Oral Embryofetal Development Study in the Rabbit. AstraZeneca 20[.- Eoh HREH A=t
0046TB 20
423526 AZD6140: Oral Retinal Development Study in the AstraZeneca 20[- Eoh HREH Al
0073KB Rabbit 20
42353 HARRUHEZROREE L VICRADEEEICE T 558
4.2.35.3.1 AZD6140: Dose range-finding pre- and post-natal AstraZeneca 20| B HREH SEEH
AA39254 development study by the oral route (gavage) in 20|
(1513WR) the rat
423532 AZD6140: Pre- and Post-Natal Development Study Il France) 200K FTIN HREH FEER
AA41453 by the Oral Route (Gavage) in the Rat 20
(1591WR)
4.2.3.5.4 FTEREAV-HER
4.235.4.1 Ticagrelor - Dose Range Finding Neonatal Toxicity AstraZeneca 201 B HREH SEEH
AA93000 following Daily Oral (Gavage) Administration for 19 20|
(2835LR) Days in the Han Wistar Rat
AZD6140
423542 Ticagrelor: Neonatal toxicity study following daily AstraZeneca 20[- Eoh HREH SEEH
AA93001 oral (gavage) administration for 19 days in the Han 20
(2836LR) Wistar rat followed by an 8-week treatment-free
period

423543 Ticagrelor: 5-week Oral Toxicity Study With AstraZeneca 20| B HREH SEEH
2885LR Assessment of Recovery in the Weanling Rat 20|
4.2.3.6 BATFIZIEAER
4.2.3.6.1 Local Tissue Tolerance Study in the Mouse AstraZeneca 20[- Eoh HREH SEEH
0154IM 20
4.2.36.2 AZD6140: Assessment of Tolerance of the Venous AstraZeneca 20 B HREH SEEN
0798IR Intima to an Intravenous Injection in the Rat 20
4.2.36.3 AZD6140: Haemolysis, erythrocyte clumping and AstraZeneca 20[- Eoh HREH SEEH
0031KX protein precipitation in human blood of AZD6140 20

formulation, and the control article, studied in vitro.

4.2.37 Z DD EEEER

4.2.3.7.1 EMERER
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4.2.3.7.2 REEERER
EES
42373 SHEBOHFICETHHER
4.2.3.7.31 AZD6140: Effect on Hepatic and Uterine CYPs AstraZeneca 20[.- Eoh HREH SEEH
1801KR following Oral Dosing for 7 or 28 Days in the 20

Female Wistar Hannover Rat.
423732 AZD6140: Three Month Time Course Study of AstraZeneca 20 Eoh HREH SEEH
1800KR Reproductive Endocrinology and Pathology and 20|

CYP Expression in the Ovary, Uterus, Adrenal And

Liver in the Female Wistar Hannover Rat
423733 AZD6140: Investigatory Study to Determine Effects AstraZeneca 201 B HREH SEEH
2144KR of Genes invoved in Steroidogenesis 20|
423734 AZD6140: Investigative Study to Determine Effects AstraZeneca 20| B HREH SEEH
2227KR on Uterine Endocrine Signaling and Proliferation 20|

Marker and Expression of Genes Involved in

Steroidogenesis
423735 AZD6140: Effects on Steroidogenesis in Rat Ovary AstraZeneca 20l B wHmEs B
1778KV Cell Cultures
423736 AZD6140: Effects on Steroidogenesis in Adrenal AstraZeneca 20l By wHmEs B
1517KV Cell Cultures
423737 AZD6140: Determination of Aromatase Inhibition AstraZeneca 20 B HREH SEEN
1918KV 20
423738 Effects of an Oral Gavage Dose of AZD6140 on AstraZeneca 20 Eoh HREH Al
3100KR Estradiol induced Prolactin Release in 20|

Ovariectomized Female Han Wistar Rats
4.2.3.7.4 {kEFHHER
EES
4.2.3.7.5 KEYDEHEHR
EEFS
4.2.3.7.6 TAIYDEIEHER
4.2.3.7.6.1 1 : Bacterial Mutation Assay in STyphimurium AstraZeneca 201 B HREH SEEH
YV7312 and E Coli 20|
423762 1 : In Vitro Cytogenetic Assay in Human AstraZeneca 201 B HREH SEEH
SV1355 Lymphocytes 20|
42376.3 1 : Chromosome Aberration Test In Human AstraZeneca 20} aoh HREH SEEH
2396-0012 Lymphocytes In Vitro 20
423764 2 : Genetic Toxicity Evaluation using a AstraZeneca 201 B HREH SEEH
1415BV Bacterial Reverse Mutation Test 20
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423765 2 : Induction of Chromosome Aberrations in AstraZeneca 20} B HREH SEEN
1889/130 Cultured Human Peripheral Blood Lymphocytes 20
(1420YV)
4.2.3.7.6.6 2 :Genetic Toxicity Evaluation using the Rat AstraZeneca 20| B HREH SEEH
1885QR Micronucleus Test after a Single Oral Dose 20
423767 Mutagenicity Test of ACP using microorganisms AstraZeneca 201 B HREH SEEH
KO01-4067 20
4.2.3.7.6.8 8 : Bacterial mutation assay in S. typhimurium AstraZeneca 201 B HREH SEEH
YV6647 and E. coli. 20
4.2.3.7.6.9 8 : In vitro cytogenetics assay in human AstraZeneca 201 B HREH SEEH
SV1225 lymphocytes 20|
4.2.3.7.6.10 8 : Genetic Toxicity Evaluation using the Rat AstraZeneca 201 B HREH SEEH
1403QR Micronucleus Test after a Single Oral Dose. 20|
4.2.3.7.6.11 AZD6140: DL-Mandelic Acid In Vitro Cytogenetic AstraZeneca 20| B HREH SEEH
SV1381 Assay in Human Lymphocytes 20|
4.2.3.7.6.12 AZD6140 (spiked with 0.1% w/w 4 ): Genetic AstraZeneca 20| B HREH SEEH
0366BV Toxicity Evaluation Using a Bacterial Reverse 20|

Mutation Test
4.2.3.7.6.13 AZD6140 (spiked with 0.1% wiw 4 ): Genetic AstraZeneca 20| B HREH SEEH
0367MV Toxicity Evaluation using the Mouse Lymphoma 20|

Cell Thymidine Kinase Locus Assay
4.2.3.7.6.14 1 Month Oral Toxicity Study in the Rat. AstraZeneca 20[.- Eoh HREH SEEH
0660AR Qualification Study for Specific Impurities 20)
4.23.7.7 TR DR
EETAE |
4.3 SEXH
4.3.1 & Xk (EE)
4311 Ticagrelor and dipyridamole potentiate adenosine- Alsharif K, Judge H, - - ESC 2014, abstract 5805. -

induced stimulation of neutrophil chemotaxis in the Ridger V, Storey R.F.

presence of erythrocytes.
4.3.1.2 Thienopyridines, but not elinogrel, result in off- André P, DeGuzman F, - - J Pharmacol Exp Ther. 2011 -

target effects at the vessel wall that contribute to Haberstock-Debic H, Jul;338(1):22-30.

bleeding. Mills S, Pak Y, Inagaki M,

etal.

4313 Characterisation of the adenosine pharmacology Armstrong D, Summers - - J Cardiovasc Pharmacol -

of ticagrelor reveals therapeutically relevant C, Ewart L, Nylander S, Ther. 2014 Mar;19(2):209-

inhibition of equilibrative nucleoside transporter 1. | Sidaway JE, van Giezen 19.

JJ.
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4314 Ticagrelor but not clopidogrel protects the heart and Birnbaum Y, Ling S, - - J Am Coll Cardiol 2014. -
limits myocardial infarct size. Nanhwan MK, Abstract
Kodakandla M, Ye Y.
4315 High-dose aspirin in dogs increases vascular Bjorkman JA, Zachrisson - - Thromb Res. -
resistance with limited additional anti-platelet H, Forsberg GB, von 2013;131(4):313-9.
effect when combined with potent P2Y12 Bahr H, Hansson Gl,
inhibition. Warner TD, et al.
4.3.1.6 Ticagrelor increases adenosine plasma Bonello L, Laine M, - - J Am Coll Cardiol. 2013 Mar -
concentration in patients with an acute coronary Kipson N, Mancini J, 11;63(9):872-7.
syndrome. Helal O, Fromonot J, et
al.
4.31.7 The orphan receptor GPR17 identified as a new Ciana P, Fumagalli M, — - EMBO 2006; 25: 4615-27. —
dual uracil nucleotides/cysteinyl-leukotrienes Trincavelli ML, Verderio
receptor. C, Rosa P, Lecca D, et
al.
4.3.1.8 Effect of blocking platelet activation with AZD6140 Dai J, Louedec L, - - J Vasc Surg. 2009;49:719- -
on development of abdominal aortic aneurysm in a Philippe M, Michel JB, 27.
rat aneurysmal model. Houard X.
4.3.1.9 The reversible P2Y12 inhibitor Ticagrelor inhibits Gebremeskel S, LeVatte — - Int J Cancer. —
metastasis and improves survival in mouse models |T, Liwski RS, Johnston B, 2015;136(1):234-40.
of cancer. Bezuhly M.
4.3.1.10 Microglia is a key player in the reduction of stroke Gelosa P, Lecca D, - - J Cereb Blood Flow Metab. -
damage promoted by the new antithrombotic agent | Fumagalli M, Wypych D, 2014;34:979-88.
Ticagrelor. Pignieri A, Cimino M, et
al.
4.3.1.11 Ticagrelor, but not clopidogrel and prasugrel, Grzesk G, Kozinski M, - - Thromb Res. 2012;130:65- -
prevents ADP-induced vascular smooth muscle Navarese EP, 9.
cell contraction: A placebo-controlled study in rats. | Krzyzanowski M, Grzesk
E, Kubica A, et al.
4.3.1.12 High-dose, but not low-dose, aspirin impairs Grzesk G, Kozinski M, - - Biomed Res Int. -
anticontractile effect of Ticagrelor following ADP Tantry US, Wicinski M, 2013;2013:928271.
stimulation in rat tail artery smooth muscle cells. Fabiszak T, Navarese
EP, etal.
4.3.1.13 Effects of ex vivo platelet supplementation on Hansson EC, Shams - - Br J Anaesth. -
platelet aggregability in blood samples from Hakimi C, Astrém-Olsson 2014;112(3):570-5.
patients treated with acetylsalicylic acid, K, Hesse C, Wallén H,
clopidogrel, or Ticagrelor. Dellborg M, et al.
4.3.1.14 Reversal strategy in antagonizing the P2Y12- Hobl EL, Derhaschnig U, - - Eur J Clin Invest. -
inhibitor Ticagrelor. Firbas C, Schoergenhofer 2013;43(12):1258-61.
C, Schwameis M, Jilma
B.
4.3.1.15 Competitive mode and site of interaction of Hoffmann K, Lutz DA, - - J Thromb Haemost. -

Ticagrelor at the human platelet P2Y12 -receptor.

StraRburger J, Baqi Y,
Muller CE, von Kigelgen
l.

2014;12:1898-905.
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Albinsson S, Olde B,
Erlinge D.

Commun. 2012;418;754-8.
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4.3.1.16 The reversible oral P2Y12 antagonist AZD6140 Hoégberg C, Svensson H, - - Int J Cardiol 2010;142:187- -
inhibits ADP-induced contractions in murine and Gustafsson R, Eyjolfsson 92.
human vasculature. A, Erlinge D.
4.3.1.17 Reversibility of clopidogrel, prasugrel and Ibrahim K, Schoener L, - - Eur Heart J. 2014, 35, 1030. -
Ticagrelor-ex vivo study. Richter B, Pfluecke C,
Quick S, Poitz D, et al.
4.3.1.18 Antiplatelet effects of aspirin vary with level of Kirkby NS, Leadbeater - - J Thromb Haemost 2011; -
P2Y12 receptor blockade supplied by either PD, Chan MV, Nylander 9:2103-5.
ticagrelor or prasugrel. S, Mitchell JA, Warner
TD.
4.3.1.19 Role of newly formed platelets in thrombus Kuijpers MJ, Megens RT, - - Thromb Haemost. -
formation in rat after clopidogrel treatment: Nikookhesal E, Feijge 2011;106:1179-88.
comparison to the reversible binding P2Y12 MA, De Mey JG, oude
antagonist ticagrelor. Egbrink MG, et al.
4.3.1.20 Ticagrelor compared with clopidogrel by Mahaffey KW, Wojdyla - - Circulation. 2011 Aug -
geographic region in the Platelet Inhibition and DM, Carroll K, Becker 2;124:544-54.
Patient Outcomes (PLATO) trial. RC, Storey RF, Angiolillo
DJ, et al.
4.3.1.21 No effect of platelet supplementation to reverse the | Martin A-C, Berndt C, — - Eur Heart J. 2014, 35, 1170. —
P2Y12 inhibitor Ticagrelor: An in vitro study. Gaussem P, Gouin-
Thibault I, Siguret V, Le
Bonniec B, et al.
4.3.1.22 The oral reversibly-binding antiplatelet agent, Martini C, Daniele S, - - Purinergic Signal. -
Ticagrelor, acts as an antagonist at the P2Y-like Trincavelli ML, Lecca D, 2010;6(suppl 1): S1-S162.
receptor GPR17. Panighini A, Abbracchio Abstract P21-4.
MP.
4.3.1.23 Chronic treatment with Ticagrelor limits myocardial Nanhwan MK, Ling S, - - Arterioscler Thromb Vasc -
infarct size: an adenosine and cyclooxygenase-2- | Kodakandla M, Nylander Biol. 2014 Sep;34(9):2078-
dependent effect. S, Ye Y, Birnbaum Y. 85.
4.3.1.24 Stabilizing role of platelet P2Y12 receptors in shear-| Nergiz-Unal R, - - PLoS One. 2010 -
dependent thrombus formation on ruptured plaques.| Cosemans JM, Feijge Apr;5(4):e10130.
MA, van der Meijden PE,
Storey RF, van Giezen
JJ, etal.
4.3.1.25 Ticagrelor inhibits human platelet aggregation via Nylander S, Femia EA, - - J Thromb Haemost. -
adenosine in addition to P2Y12 antagonism. Scavone M, Berntsson P, 2013;11:1867-76.
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94,

5.4.2 Differential effect of ticagrelor versus prasugrel on | Alexopoulos D, Moulias - - Circ Cardiovasc Interv 2013 -
coronary blood flow velocity in patients with non- A, Koutsogiannis N, Jun 1;6(3):277-83.
ST-elevation acute coronary syndrome Xanthopoulou |,
undergoing percutaneous coronary intervention: Kakkavas A,
an exploratory study. Mavronasiou E, et al.

543 2014 AHA/ACC guideline for the management of Amsterdam EA, Wenger - - J Am Coll Cardiol -
patients with non-ST-elevation acute coronary NK, Brindis RG, Kontos 2014;64(24):e139-228.
syndromes a report of the American College of MC, Casey DE, Levine
Cardiology/American Heart Association Task GN, et al.

Force on Practice Guidelines.

5.4.4 ACC/AHA 2007 Guidelines for the management of [Anderson JL, Adams CD, - - Circulation 2007;116:e148- -
patients with unstable angina/non ST-elevation Antman EM, Bridges CR, 304.
myocardial infarction: A report of the American Califf RM, Casey DE Jr,

College of Cardiology/American Heart Association etal.
Task Force on Practice Guidelines (Writing
Committee to Revise the 2002 Guidelines for the
Management of Patients With Unstable
Angina/Non ST-Elevation Myocardial Infarction):
developed in collaboration with the American
College of Emergency Physicians, the Society for
Cardiovascular Angiography and Interventions, and
the Society of Thoracic Surgeons: endorsed by the
American Association of Cardiovascular
and Pulmonary Rehabilitation and the Society for
Academic Emergency Medicine.
5.4.5 Collaborative meta-analysis of randomised trials Antithrombotic trialists’ - - British Med J -
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ST-elevation myocardial infarction: a report of the ER, Green LA,
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5.4.7 Characterization of the adenosine pharmacology Armstrong D, Summers - - J Cardiovasc Pharmacol -
of ticagrelor reveals therapeutically relevant C, Ewart L, Nylander S, Ther 2014 Mar;19(2):209-
inhibition of equilibrative nucleoside transporter 1. | Sidaway JE, van Giezen 19.
JJ.
5.4.8 Early stent thrombosis in patients with acute Aoki J, Lansky AJ, - - Circulation 2009;119:687- -
coronary syndromes treated with drug-eluting and Mehran R, Moses J, 98.
bare metal stents: The acute catheterization and Bertrand ME, McLaurin
urgent intervention triage strategy trial. BT, et al.
5.4.9 Is the dyspnea during adenosine cardiac stress Balan KK, Critchley M. - - Am -
test caused by bronchospasm? Heart J 2001;142(1):142-5.
5.4.10 Percutaneous coronary intervention versus Bangalore S, Pursnani S, - - Circulation 2013;127(7):769- -
optimal medical therapy for prevention of Kumar S, Bagos PG. 81.
spontaneous myocardial infarction in subjects
with stable ischemic heart disease.
54.11 Guidelines for the diagnosis and treatment of Bassand JP, Hamm CW, - - Eur Heart J 2007;28:1598- -
non-ST-segment elevation acute coronary Ardissino D, Boersma E, 660.
syndromes. The task force for the diagnosis and Budaj A, Fernandez-
treatment of non-ST-segment elevation acute Avilés F, et al.
coronary syndromes of the European Society of
Cardiology.
54.12 Inhibitory effects of dipyridamole on growth, Bastida E, del Prado J, - - Cancer Research -
nucleoside incorporation, and platelet-activating Almirall L, Jamieson GA, 1985;45:4048-4052.
capability in the U87MG and SKNMC human tumor Ordinas A.
cell lines.
5.4.13 Adenosine: cardiac lectrophysiology. Belardinelli L, Lerman - - Pacing Clin Electrophysiol -

BB.

1991;14:
1672-80.
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5.4.14 Acute renal failure - definition, outcome Bellomo R, Ronco C, - - Critical Care -
measures, animal models, fluid therapy and Kellum JA, Mehta RL, 2004;8(4):R204-R12.
information technology needs: the Second Palevsky P, and the
International Consensus Conference of the Acute ADQI workgoup.

Dialysis Quality Initiative (ADQI) Group.

5.4.15 The role of P2Y12 blockade in acute coronary Berger P. - - New York: Marcel Dekker -
syndromes and in the catheterization laboratory. 2005:397-420.

In: Topol EJ, editor. Acute coronary syndromes.
3rd ed.

5.4.16 Management of acute coronary syndromes in Bertrand ME, Simoons - - Eur Heart J -
patients presenting without persistent ST- ML, Fox KAA, Wallentin 2002;23:1809-40.
segment elevation. LC, Hamm CW,

McFadden E, et al.

54.17 A global view of atherothrombosis: baseline Bhatt DL, Fox KA, Hacke - - Am Heart J 2005 -
characteristics in the Clopidogrel for High W, Berger PB, Black HR, Sep;150(3):401.e1-e7.
Atherothrombotic Risk and Ischemic Stabilization, Boden WE, et al.

Management, and Avoidance (CHARISMA) trial.
[published erratum appears in Am Heart J 2006
Jan;151(1):247].

5.4.18 Clopidogrel and aspirin versus aspirin alone for Bhatt DL, Fox KAA, - - N Engl J Med 2006; -

the prevention of atherothrombotic events. Hacke W, Berger PB, 354:1706-1717.
Black HR, Boden WE, et
al.

54.19 Patients with prior myocardial infarction, stroke, or Bhatt DL, Flather MD, - - J Am Coll Cardiol -
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CHARISMA trial. Black HR, Boden WE, et

al.

5.4.20 Comparative determinants of 4-year Bhatt DL, Eagle KA, - - JAMA 2010;304(12):1350- -
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risk of or with atherothrombosis. Goto S, Mahoney EM, et

al.

5.4.21 Platelet glycoprotein IIb/llla inhibitors in acute Boersma E, Harrington - - Lancet 2002;359:189-98. -
coronary syndromes: a meta-analysis of all major RA, Moliterno DJ, White
randomised clinical trials. H, Théroux P, Van de

Werf F, et al.
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5.4.23 ACC/AHA 2002 guideline update for the Braunwald E, Antman - - Available from; URL: -
management of patients with unstable angina EM, Beasley JW, Califf http://www.acc.org/clinical/g
and non-ST-segment elevation myocardial RM, Cheitlin MD, uidelines/unstable/unstable.
infarction: a report of the American College of Hochman JS, et al. pdf.
Cardiology/American Heart Association Task
Force on Practice Guidelines (Committee on the
Management of Patients with Unstable Angina)
2002.
5.4.24 A peripherally restricted P2Y12 receptor Brott DA, Andersson - - Toxicology Reports -
antagonist altered rat tumor incidences with no HAS, Stewart J, Ewart L, 2014;1:1202-1212.
human relevance: Mode of action consistent with Christoph G, Harleman J,
dopamine agonism. etal.
5.4.25 Nonclinical assessment of carcinogenic risk and Buckely LA, Sanbuissho - - International Journal of -
tumor growth enhancement potential of prasugrel, A, Starline JJ, Knadler Toxicology 2012;31:317-
a platelet-inhibiting therapeutic agent. MP, Iversen PW, 325.
Jakubowski JA.
5.4.26 Evaluation and characterization of the effects of Butler K, Teng R. - - Clin Pharmacol Ther -
ticagrelor on serum and urinary uric acid in 2012;91(2):264-71.
healthy volunteers.
5.4.27 Safety, tolerability, and initial efficacy of AZD6140, | Cannon CP, Husted S, - - J Am Coll Cardiol -
the first reversible oral adenosine diphosphate Harrington RA, Scirica 2007;50(19):1844-51.
receptor antagonist, compared with clopidogrel, in BM, Emanuelsson H,
patients with non-ST-segment elevation acute Peters G, et al.
coronary syndrome: primary results of the
DISPERSE-2 trial.
5.4.28 A randomised, blinded, trial of clopidogrel versus CAPRIE Steering - - Lancet -
aspirin in patients at risk of ischaemic events Committee. 1996;348(9038):1329-39.
(CAPRIE).
5.4.29 Statistical evaluation and analysis of regional Carroll KJ, Fleming TR. - - Statistics in -
interactions: The PLATO trial case study. Biopharmaceutical
Research 2013;
DOI:10.1080/19466315.201
3.783878.
5.4.30 Addition of clopidogrel to aspirin in 45852 patients Chen ZM, Jiang LX, - - Lancet 2005;366:1607-21. -
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5.4.31 Clinical end points in coronary stent trials: a case Cutlip DE, Windecker S, - - Circulation 2007;115:2344- -
for standardized definitions. Mehran R, Boam A, 51.
Cohen DJ, van Es G-A, et
al.
5.4.32 Long-term cardiovascular mortality after Damman P, Wallentin L, - - Circulation 2012;125:568- -
procedure-related or spontaneous myocardial Fox KAA, Windhausen F, 76.
infarction in patients with non-ST-segment Hirsch A, Clayton T, et al.
elevation acute coronary syndrome: a
collaborative analysis of individual patient data
from the FRISC II, ICTUS, and RITA-3 trials (FIR).
5.4.33 Bronchospasm after intravenous administration of DeGroff CG, Silka MJ. - - J Pediatr 1994;125:822-3. -
adenosine in a patient with asthma.
5.4.34 ACC/AHA 2004 guideline update for coronary Eagle KA, Guyton RA, - - J Am Coll Cardiol -
artery bypass graft surgery: summary article: a Davidoff E, Edwards FH, 2004;44(5):1146-54.
report of the American College of Ewy GA, Gardner TJ, et
cardiology/American Heart Association Task Force al.
on Practice Guidelines (Committee to Update the
1999 Guidelines for Coronary Artery Bypass Graft
Surgery).
5.4.35 Guidance for Industry: Drug interaction studies - Food and Drug - - Maryland, USA. September -
study design, data analysis, and implications for Administration. 2006.
doing and labeling.
5.4.36 Prasugrel for ACS. Cardio Food and Drug - - Cardio-Renal Advisory -
Administration. Committee. January 2009.
5.4.37 Management of acute coronary syndromes. Fox KAA, Goodman SG, - - Eur Heart J -
Variations in practice and outcome: findings from Klein W, Brieger D, Steg 2002;23(15):1177-89.
the Global Registry of Acute Coronary Events PG, Dabbous O, Avezum
(GRACE) A, for the GRACE
Investigators.
5.4.38 Underestimated and under-recognized: the late Fox KAA, Carruthers KF, - - Eur Heart J 2010;31:2755- -
consequences of acute coronary syndrome Dunbar DR, Graham C, 2764.
(GRACE UK-Belgian Study). Manning JR, De Raedt H,
etal.
5.4.39 CYP2C19 pharmacogenomics associated with Furuta T, Sugimoto M, - - Pharmacogenomics -

therapy of Helicobacter pylori infection and gastro-
esophageal reflux diseases with a proton pump
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Shirai N, Ishizaki T.

2007;8(9):1199-210.
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5.4.40 Ticagrelor enhances adenosine-induced coronary Gan LM, Wittfeldt A, - - J Am Coll Cardiol -
vasodilatory responses in humans — a Emanuelsson H, 2011;58:B43.
randomised, double-blind, placebo-controlled, Nylander S, Andersson
crossover, single centre study using transthoracic M.
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5.4.41 Adenosine may mediate ticagrelor-induced Gan LM, Wittfeldt A, - - J Am Coll Cardiol -
dyspnea. Emanuelsson H, 2012;59(13):e344.

Nylander S, Jonasson J.

5.4.42 The reversible P2Y12 inhibitor ticagrelor inhibits Gebremeskel S, LeVatte - - International Journal of -
metastasis and improves survival in mouse T, Liwski RS, Johnston B, Cancer 2015;136:234-240.
models of cancer. Bezuhly M.

5.4.43 Acute coronary syndrome: unstable angina and Grech ED, Ramsdale DR. - - BMJ 2003;326:1259-61. -
non-ST segment elevation myocardial infarction.

5.4.44 Clopidogrel for coronary stenting: Response Gurbel PA, Bliden KP, - - Circulation 2003;107:2908- -
variability, drug resistance, and the effect of Hiatt BL, O'Connor CM 13.
pretreatment platelet reactivity.

5.4.45 An international randomised trial comparing four The GUSTO - - N Engl J Med 1993;329:673 -
thrombolytic strategies for acute myocardial Investigators. 82.
infarction.

5.4.46 ESC Guidelines for the management of acute Hamm CW, Bassand JP, - - Eur Heart J 2011;32:2999- -
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ventricular fibrillation: a prospective study. Murray A, Campbell
RWEF.

5.4.48 Significance of ventricular pauses of three Hilgard J, Ezri MD, - - Am J Cardiol -
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5.4.49 Incidence of death and acute myocardial infarction Ho PM, Peterson ED, - - JAMA -
associated with stopping clopidogrel after acute Wang L, Magid DJ, Fihn 2008;299:532-9.
coronary syndrome. SD, Larsen GC, et al.

5.4.50 The clinical evaluation of QT/QTc interval International Conference - - Adopted by CHMP May -
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on Harmonisation of
technical requirements
for registration of
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5.4.51

Randomised trial of intravenous streptokinase,
oral aspirin, both, or neither among 17 187 cases
of suspected acute myocardial infarction: I1SIS-2.

1SIS-2 (Second
International Study of

Infarct Survival)
Collaborative Group.

Lancet 1988;332:349-60.

5.4.52

Lifestyle and cardiovascular disease in Japan.

Iso H.

J Atheroscler Thromb
2011;18(2):83-8.

5.4.53

SUBERHOZRICET A5 (2007
W ETAR) : Guidelines for Management of Acute
Coronary Syndrome without Persistent ST
Segment Elevation (JCS 2007)

5.4.54
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> :Guidelines for the management of patients
with ST-elevation myocardial infarction (JCS
2008).

Circulation Journal 2008
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5.4.55

EERFERBICH T HIERE - Ui/ MR EEICB T 57
18542 (2009 FKETHR) : Guidelines

for management of anticoagulant and antiplatelet
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5.4.56
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£ ETAR) : Guidelines for Secondary Prevention of
Myocardial Infarction (JCS 2011).

5.4.57
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> (2012 S ehETHR) : Guidelines for Management of
Acute Coronary Syndrome without Persistent ST
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5.4.58

STLREAMDHEEODRICET AT/
(20134 KETHR) : Guidelines for the management
of patients with ST-elevation myocardial infarction
(JCS 2013)

5.4.59

Prasugrel achieves greater inhibition of platelet
aggregation and a lower rate of non-responders
compared with clopidogrel in aspirin-treated
patients with stable coronary artery disease.

Jernberg T, Payne CD,

Winters KJ, Darstein C,

Brandt JT, Jakubowski
JA, et al.

Eur Heart J 2006;27:1166-
73.
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5.4.62 Aspirin and clopidogrel in acute coronary Jneid H, Bhatt DL, Corti - - Arch Intern Med -
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Francis GS, et al.
5.4.63 Is there a pathogenetic role for uric acid in Johnson RJ, Kang DH, - - Hypertension 2003;41:1183- -
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disease? Kanellis J, Watanabe S,
etal.
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current status of therapeutic modalities for acute Haze K, Sumiyoshi T, (3):411-8.
myocardial infarction in Japan: Rationale and Horie T, Yagi M, et al.
initial results of the HIJAMI Registry.
5.4.65 Safety and efficacy of sirolimus-eluting stent Kawaguchi R, Kimura T, - - AmJ -
implantation in patients with acute coronary Morimoto T, Oshima S, Cardiol 2010;106(11):1550-
syndrome in the real world. Hoshizaki H, Kawai K, et 60.
al.
5.4.66 Recurrent myocardial infarction after primary Kikkert WJ, Hoebers LP, - - Am J Cardiol 2014;113:229- -
percutaneous coronary intervention for ST- Damman P, Lieve KVV, 235.
segment elevation myocardial infarction. Claessen BEPM, Vis MM,
etal.
5.4.67 Clopidogrel use and bleeding after coronary artery |Kim JH, Newby LK, Clare - - Am Heart J 2008;156(5):886: -
bupass graft surgery. RM, Shaw LK, Lodge AJ, 92.
Smith PK, et al.
5.4.68 A report of the American College of King S, Smith S, - - Circulation 2008;117:261- -
Cardiology/American Heart Association task force Hirshfeld J, Jacobs A, 95.
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behalf of the 2005 Writing Committee.
5.4.69 Predictors of length of hospital stay after acute Kinjo K, Sato H, Nakatani - - Circ J 2004;68(9):809-15. -
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SR, Bittl JA, Cercek B, et
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5.4.75 Serum uric acid in acute gout. Logan JA, Morrison E, - - Ann Rheum Dis -
McGill PE. 1997;56:696-7.

5.4.76 Ticagrelor compared with clopidogrel by Mahaffey KW, Wojdyla - - Circulation 2011;124(5):544- -
geographic region in the Platelet Inhibition and DM, Carroll K, Becker 54.
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5.4.77 Management of Safety Information from Clinical Report of CIOMS - - - -
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