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1 Statins and Cytochrome P450 interactions

P450
Simvastatin

simvastatin atorvastatin CYP3A4 P450
azole HIV


http://medicines.mhra.gov.uk/aboutagency/regframework/csm/csmhome.htm
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diltiazem CYP3A4

simvastatin

simvastatin

1

simvastatin
CYP3A4 simvastatin
Atorvastatin CYP3A4
Fluvastatin

P450 CYP2C9 pravastatin rosuvastatin P450

Warfarin

Warfarin

Simvastatin

CYP3A4 HIV Simvastatin
Azole Erythromycin
Clarithromycin Telithromycin
Cyclosporin  Gemfibrozil Niacin >1g/ Simvastatin 10mg
Verapamil Amiodarone Simvastatin 20mg
Diltiazem Simvastatin 40mg
Simvastatin
Rosuvastatin
10mg 40mg
Rosuvastatin 2003 3 HMG CoA
CSM rosuvastatin 10

rosuvastatin
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Rosuvastatin simvastatin fluvastatin atorvastatin pravastatin

Lilja J J et al. Brit J Clin Pharmacol 2004; 58: 56-59.

Scandinavian Simvastatin Survival Group. Lancet 1994; 344: 1383-1389.
Heart Protection Collaborative Group. Lancet 2002; 360:7-22.

Sacks FM et al. N Eng J Med 1996; 335: 1001-10009.

Shepherd J et al. N Eng J Med 1995; 333: 1301-1307.



6 LIPID study group. N Eng J Med 1998; 339: 1349-1357.

2 Reminder: Paroxetine prescribing advice

Paroxetine
SAD GAD
1 20mg OCD
40mg
Paroxetine 18
18
Paroxetine
3
1 2
paroxetine

British National Formulary, 47, section 4.3.
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paroxetine SSRI

3 Cisapride: Licences cancelled

Cisapride
2000 7 CSM
CSM /
CHMP
EC CPMP

cisapride

cisapride

PTSD

Public Health Link message of 11 March 2004 from Chairman of CSM.
Public Health Link message of 10 June 2003 from Chairman of CSM.
MHRA and CPMP websites information issued on 22 April 2004.

Jick H, Kaye JA, Jick SS. JAMA 2004; 292: 338-343
MCAJ/CSM Current Problems in Pharmacovigilance 2000; 26; 3-4.

MHRA/CSM Current Problems in Pharmacovigilance 2003: 29: 4.
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cisapride
2003 10
Janssen Cilag EU

1 MCA/CSM Current Problems in Pharmacovigilance 2000; 26: 9.

cisapride
2003/03/31 2004/11/08

4 [‘Tasmar’] tolcapone : Return to market
[‘Tasmar’] tolcapone

[‘Tasmar’] tolcapone

tolcapone 1999 2
CPMP 2004 4 tolcapone
motor fluctuation
entacapone
Tolcapone COMT
[‘Tasmar’]
NMS
MHRA CSM  [‘Tasmar’]

1 MCA/CSM Current Problems in Pharmacovigilance 1999; 25: 2.

Tolcapone COMT
2004/01/30 2004/05/13
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FDA
1. FDA MedWatch 2004/10/26
2004 Safety Alerts [*Reminyl’] galantamine hydrobromide

[‘Reminyl’] galantamine [‘Amaryl’] glimepiride

FDA Janssen Pharmaceutica Products Johnson & Johnson Pharmaceutical Research &
Development [ “ Reminyl ” ]
galantamine  Aventis Pharmaceuticals 2
[“Amaryl”] glimepiride [“Reminyl”]
[“Amaryl’] 1

http://www.fda.gov/medwatch/SAFET Y/2004/safety04.htm#Reminyl
galantamine
2004/11/08

glimepiride

2. FDA MedWatch Web 2004/10/01

Summary View: Safety Labeling Changes Approved By FDA Center for Drug Evaluation and
Research CDER  August 2004

FDA/CDER 2004 8

1 [“Saizen”] somatropin

[“Saizen’]  [“Saizen’]

FDA

[“Saizen’]

2 [“Sustiva’] efavirenz

[“Sustiva’]  voriconazole voriconazole

3 [“Adderall XR*] amphetamine
[“Adderall XR”]

4 [“Hepsera’] adefovir dipivoxil
FDA  [“Hepsera’] B


http://www.fda.gov/medwatch/SAFETY/2004/safety04.htm#Reminyl

5 [“Amicar”] aminocaproic acid

[“Amicar’]

http://www.fda.gov/medwatch/SAFETY/2004/aug04 quickview.htm

Health Canada
1. Health Canada Endorsed Important Safety Information on [“Eprex”] epoetin alfa Sterile
Solution 2004/10/14
Health Canada [“Eprex”] epoetin alfa

Subject: Revised prescribing information on [“Eprex”] epoetin alfa regarding thrombotic
vascular events related to high hemoglobin levels in patients with cancer

[“Eprex”] epoetin

alfa
Janssen-Ortho Health Canada [“Eprex”] epoetin alfa
[“Eprex”]
120g/L
120g/L epoetin alfa 3 n =60
113 5 6% epoetin alfa 16 34% TVEs
120g/L
2 10g/L 120g/L 25%
130g/L 120g/L
25%
TVE

TVE

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/eprex4 _hpc_e.html

epoetin alfa genetical recombination



http://www.fda.gov/medwatch/SAFETY/2004/aug04_quickview.htm
http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/eprex4_hpc_e.html

2. Health Canada Endorsed Important Safety Information on [“Permax”] pergolide mesylate
2004/10/26
Health Canada [“Permax”] pergolide mesylate

HPFB Health Products and Food Branch Shire BioChem

Subject: New Safety Information Regarding [“Permax”] and Occurrence of cardiac valvulopathy /

fibrosis
[“Permax”] pergolide mesylate /
PD [“Permax”] pergolide mesylate
[“Permax’]
[“Permax”]
[“Permax”]
/
[“Permax”]
X
CT
[“Permax”]
5mg/ [“Permax’]
/
[“Permax”]
[“Permax”] PD
[“Permax”]
[“Permax’]




CIOMS 111 >1/10
PD
[“Permax’] PD !
2 [“Permax’]
[“Permax’]
[“Permax”]
[“Permax”]
/
PD
[“Permax”]
5mg/ [“Permax’]

1 Van Camp G, Flamez A, Cosyns B et al. Treatment of Parkinson's disease with pergolide and relation
to restrictive valvular heart disease. Lancet 2004;363:1179-83.

2 Baseman DG, O'Suilleabhain PE, Reimold SC et al. Pergolide use in Parkinson Disease is Associated
with Cardiac Valve Regurgitation. Neurology 2004;63:301-4.

http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/permax2_hpc_e.html

pergolide D: D;

TGA


http://www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt/permax2_hpc_e.html

NZ MEDSAFE
1. Prescriber Update Articles 2004/10/19
Updated information and advice about the use of antidepressant medicines

MDD SSRI
TCA 2
MARC Medicines Adverse Reactions Committee

1 MDD SSRI /
MDD SSRI
fluoxetine
/ SSRI
2 MDD TCA /
MDD TCA
MDD TCA /
3
SSRI TCA
/ /
4 MDD /
MDD / SSRI
SSRI
5
MDD
1 SSRI  citalopram escitalopram fluoxetine paroxetine reboxetine
sertraline Venlafaxine ~ SSRI
2 TCA amitriptyline clomipramine desipramine doxepin dothiepin
imipramine nortriptyline trimipramine
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20046 3 22 Medsafe

1
SSRI
' MARC  FDA
Child and Adolescent Psychiatry 3
18 SSRI TCA
MDD SSRI /
2004 9 2 FDA Columbia
> FDA
SSRI
MARC MARC SSRI
SSRI
SSRI
CSM Committee on Safety of Medicines FDA
SSRI MDD
fluoxetine
4
MDD
/ SSRI
MDD
/ Fluoxetine
/
SSRI
SSRI
MDD TCA /
TCA ECG
TCA
5,6
MDD TCA
MDD TCA MDD
7
/ TCA
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Faculty of Child and Adolescent

Psychiatry Child and Adolescent Psychiatrist
3
TCA /
TCA
TCA
MDD SSRI
MDD TCA MARC
18
TCA
MDD
MARC
1981 Medicines Act

1996 Code of Health and Disability Services Consumer’s Rights

www.medsafe.govt.nz/Profs/RIss/unapp.htm
MDD /
MARC MDD
SSRI

10

11

MARC

MDD

12

Medsafe

TCA


www.medsafe.govt.nz/Profs/RIss/unapp.htm

10

11

SSRI TCA
MARC
MARC

Medsafe. Dear Health Professional [letter] — The use of SSRI antidepressants in children and
adolescents. 22 March 2004. www.medsafe.govt.nz/hot/NZSSRIdoctorletter.pdf
FDA statement on Recommendations of the Psychopharmacologic Drugs and Pediatric Advisory
Committees. www.fda.gov/bbs/topics/news/2004/NEW01116.html
Faculty of Child and Adolescent Psychiatry New Zealand Branch. Tricyclic antidepressants for
treating Major Depressive Disorder in Children and Adolescents. Personal Correspondence.16
September 2004.
March J, Silva S, Petrycki S, Curry J, Wells K, Fairbank J, Burns B, Domino M, McNulty S, Vitiello
B, Severe J. Treatment for Adolescents With Depression Study TADS Team. Fluoxetine,
cognitivebehavioral therapy, and their combination for adolescents with depression: Treatment for
Adolescents With Depression Study TADS randomized controlled trial. Journal of the American
Medical Association 2004;292 7 :807-820.
Wilens TE, Biederman J, Baldessarini RJ, Geller B, Schleifer D, Spencer TJ,Birmaher B, Goldblatt
A. Cardiovascular effects of therapeutic dose of tricyclic antidepressants in children and adolescents.
Journal of the American Academy of Child and Adolescent Psychiatry 1996;35:1491-1501.
Varley C. Case Study: Sudden death of a child treated with Imipramine. Journal of Child and
Adolescent Psychopharmacology 2000;10:321-325.
Hazell P, O”Connell D, Heathcote D, Henry D. Tricyclic drugs for depression in children and
adolescents Cochrane Review , [Online], Available: OVID/Cochrane Database of Systematic
Reviews[26 Feb 2002].
Drug and Therapeutics Bulletin. Management of bedwetting in children. Drug and Therapeutics
Bulletin 2004; 42 5 :33-37.
Jick H, Kaye J, Jick S. Antidepressants and the risk of suicidal behaviors. Journal of the American
Medical Association 2004;292:338-343.

Ellis P. Agitation, restlessness and suicidal behaviour with fluoxetine, paroxetine and sertraline.
Prescriber Update 2002;23 3 :37-38. www.medsafe.govt.nz/profs/PUarticles/SSRI.htm

Geddes JR, Freemantle N, Mason J, Eccles MP, Boynton J. Selective serotonin reuptake inhibitors

SSRIs versus other antidepressants for depression Cochrane Review , [Online], Available:
OVID/Cochrane Database of Systematic Reviews [29 Nov 2003].

http://www.medsafe.govt.nz/PUArticlesPage.htm
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2. Prescriber Update Articles 2004/10
Potential for Flu Vaccine Interactions Exists
Prescribers are advised to be on the look out for signs of toxicity in patients taking anticonvulsants

or warfarin who concurrently receive influenza vaccination.

warfarin
carbamazepine warfarin
[“Fluarix”] [“Flu Vax”]
[“Vaxigrip’] 65
phenytoin warfarin theophylline
28

Australian Adverse Drug Reactions

carbamazepine 45 carbamazepine

CARM Centre for Adverse Reactions Monitoring warfarin 70
1 INR

P450 3A4 CYP3A4

warfarin

CYP3A4
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Dunedin CARM

CYP3A4 carbamazepine warfarin
theophylline cisapride

http://www.medsafe.govt.nz/Profs/PUarticles/fluVaccinelnteract.htm

EU EMEA
Press Release 2004/10/22
EMEA to review COX-2 inhibitors
EMEA COX-2
[“Vioxx”] rofecoxib EC
COX-2
CHMP

etoricoxib lumiracoxib parecoxib valdecoxib
CHMP COX-2 2003

EU

CHMP
10 6

[“Vioxx”] rofecoxib
[“Vioxx”]

COX-2

SPC
COX-2

[“Vioxx”] rofecoxib
Merck Sharp & Dohme

COX-2
[“Vioxx”]

15

phenytoin ketoconazole

EMEA

COX-2

celecoxib

EMEA

COX-2

2004


http://www.medsafe.govt.nz/Profs/PUarticles/fluVaccineInteract.htm

1 2004 10 6 [“Vioxx’] rofecoxib EMEA http://www.emea.
eu.int/htms/hotpress/d9794904.htm

2 COX-2 cyclo-oxygenase-2 NSAID
EU 34
3 COX-2 celecoxib etoricoxib rofecoxib EMEA
2004 6 http://www.emea.eu.int/htms/human/referral/

referral.htm
4 COX-2 EPAR

[“Bextra/Valdyn”] valdecoxib [“Dynastat/Rayzo”] parecoxib [“Onsenal ] celecoxib

http://www.emea.eu.int/humandocs/Humans/EPAR/Bextra/bextra.htm

http://www.emea.eu.int/humandocs/Humans/EPAR/dynastat/dynastat.htm

http://www.emea.eu.int/humandocs/Humans/EPAR/onsenal/onsenal.htm
5 EMEA EMEA
http://www.emea.eu.int
http://www.emea.eu.int/htms/hotpress/h11790804.htm

NeLH

Does the oral contraceptive pill reduce the risk of heart disease and cancer? 2004/10/27

Women's Health Initiative

2 R. Victory Detroit  Wayne
12

161,809 67,000 Women's
Health Initiative
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TIA

TIA 4

CRD
CDSR Cochrane Database of Systematic Reviews
DARE Database of Abstracts of Reviews of Effects 4 3°

Victory R, D'Souza C, Diamond MP, McNeeley SG, Vista-Deck D, Hendrix S. Reduced cancer risks
in oral contraceptive users: Results from the Women's Health Initiative. Fertility and Sterility
2004;82(Supplement 2):S104-S105.

Victory R, D'Souza C, Diamond MP, McNeeley SG, Vista-Deck D, Hendrix S. Adverse cardiovascular
disease outcomes are reduced in women with a history of oral contraceptive use: Results from the
Women~s Health Initiative Database. Fertility and Sterility 2004;82(Supplement 2):S52-S53.
Collaborative Group on Hormonal Factors in Breast Cancer. Breast cancer and hormonal
contraceptives: collaborative reanalysis of individual data on 53 297 women with breast cancer and
100 239 women without breast cancer from 54 epidemiological studies. Lancet 1996;347:1713-1727.
[DARE Abstract]

Fernandez E, La Vecchia C, Balducci A, Chatenoud L, Franceschi S, Negri E. Oral contraceptives and
colorectal cancer risk: a meta-analysis. British Journal of Cancer 2001;84(5):722-727. [DARE
Abstract]

Pfahlberg A, Hassan K, Wille L, Lausen B, Gefeller O. Systematic review of case-control studies: oral
contraceptives show no effect on melanoma risk. Public Health Reviews 1997;25(3-4):309-315.
[DARE Abstract]
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6 Gillum L A, Mamidipudi S K, Claiborne Johnston S. Ischemic stroke risk with oral contraceptives: a
meta-analysis JAMA 2000;284(1):72-78. [DARE Abstract]

http://www.nelh.nhs.uk/hth/315 contraceptive pill reduce risk_heart disease cancer.asp
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