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2. Department of Health

Patients set to benefit from better access to medicines safety data 2005/01/17

Department of Health ~ Lord Warner
MHRA
Yellow Card Scheme
MHRA
4,000

http://www.dh.gov.uk/PublicationsAndStatistics/PressReleases/PressReleasesNotices/fs/en?CONTE

NT_1D=4101464&chk=vdFmIld
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Genentech [“Avastin”] bevacizumab
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[Avastin®] 20.3 15.6 !

[“Avastin’]

[“Avastin’]

4.4% 1.9% [“Avastin’]
1.9% 0.5% 2.1% 1.0%
65
[“Avastin’] [“Avastin”]
ECOG

ECOG Eastern Cooperative Oncology Group

1 Hurwitz H, et al :Bevacizumab plus irinotecan, fluorouracil, and leucovorin for metastatic
colorectal cancer.N Engl J Med. 2004 Jun 3;350 23 :2335-42.

PubMed abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_ui
ds=15175435

\Vol.2 No.16 2004/08/26
http://www.fda.gov/medwatch/SAFETY/2005/Avastin_dearhcp.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Avastin

bevacizumab genetical recombination

VEGF
2004/10/21
2. FDA MedWatch Web 2005/01/10 2004/12/30
2005 Safety Alert ‘Cordarone’ amiodarone HCI
2005 ‘Cordarone’ amiodarone HCI
Wyeth FDA
[ Cordarone”] amiodarone HCI
Medication Guide FDA  [“Cordarone’]
[“Cordarone”’] Wyeth http://www.wyeth.com

[“Cordarone”] amiodarone HCI

[“Cordarone”] amiodarone HCI


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15175435
http://www.fda.gov/medwatch/SAFETY/2005/Avastin_dearhcp.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Avastin
http://www.wyeth.com
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=15175435

[“Cordarone’]

/ 400 mg/
10 17%
10% [“Cordarone’]
[“Cordarone’]
2 5%
5%
[“Cordarone”’]
[“Cordarone”’]
[“Cordarone’]
[“Cordarone’]
[“Cordarone’]
192 84
18
15 20%
[“Cordarone’]
amiodarone
[“Cordarone’]

http://www.fda.gov/medwatch/SAFETY/2005/cordarone DHCP.pdf
http://www.fda.gov/medwatch/SAFET Y/2005/safety05.htm#Cordarone
amiodarone

proarrhythmia


http://www.fda.gov/medwatch/SAFETY/2005/cordarone_DHCP.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#Cordarone

3. FDA MedWatch Web 2005/01/14 2005/01/11
2005 Safety Alert ‘Aranesp’ darbepoetin alfa
2005 ‘Aranesp’ darbepoetin alfa
Amgen “ Aranesp’

darbepoetin alfa

“ Aranesp’

Amgen “ Aranesp”

“Eprex” epoetin alfa ~ “NeoRecormon” epoetin beta

2
12g/dL
“Aranesp’
Amgen
“Aranesp’ “Aranesp’
Amgen “Aranesp’

12g/dL
http://www.fda.gov/medwatch/SAFETY/2005/Aranesp dearhcp.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#aranesp

darbepoetin alfa
Phaselll Phasell 2004/09

4. FDA Statement 2005/01/14
FDA Announces Dates for Public Meeting on Non-Steroidal Anti-Inflammatory Drugs
FDA NSAID

FDA Acrthritis Advisory Committee Drug Safety and Risk Management Advisory
Committee 2006 2 16 17 18
2 COX-2 NSAID


http://www.fda.gov/medwatch/SAFETY/2005/Aranesp_dearhcp.pdf
http://www.fda.gov/medwatch/SAFETY/2005/safety05.htm#aranesp

URL

http://www.fda.gov/oc/advisory/accalendar/2005/cder12532ddd0216171805.html

http://www.fda.gov/bbs/topics/news/2005/NEW01151.html

5. CDER Drug Information 2005/01/19

FDA Public Health Advisory for [*Viramune’] nevirapine

[‘Viramune’] nevirapine FDA Public Health Advisory
FDA  Public Health Advisory [‘Viramune’] nevirapine
nevirapine HIV 3
1
Nevirapine 2
[‘Viramune’] CD4
250/mm?® nevirapine
CD4
HIV
nevirapine Medication
Guide
Nevirapine HIV
nevirapine nevirapine
nevirapine 1
Nevirapine
CD4
nevirapine 3 CD4 250/mm? 250/mm?
12 1% 0.9% CD4
400/mm® CD4 400/mm®
5 63% 12%
Nevirapine HIV
FDA  Medwatch Nevirapine


http://www.fda.gov/oc/advisory/accalendar/2005/cder12532ddd0216171805.html
http://www.fda.gov/bbs/topics/news/2005/NEW01151.html

Nevirapine

HIV nevirapine  HIV
3 AIDS
Pl nevirapine
NNRTI 3 HIV
HIV
HIV nevirapine
Nevirapine 1
CD4 nevirapine CD4
250/mm® 2% WHO
WHO  ART CD4 200/mm®
Nevirapine
HIV nevirapine
HIV /
HIV AIDS
Nevirapine AIDS
HIV nevirapine
nevirapine

http://www.fda.gov/cder/drug/advisory/Nevirapine.htm

nevirapine NNRTI


http://www.fda.gov/cder/drug/advisory/Nevirapine.htm

6. FDA MedWatch Web 2004/12/17

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

FDA/CDER 2004 10

1  “Lovenox” enoxaparin sodium
2 “Lupron” leuprolide
GnRH GNRH
GnRH GnRH

Leuprolide

3 “Nutropin Depot” somatropin rDNA origin

FDA

4  “Roferon-A” interferon alfa-2a recombinant

Child-Pugh B C
Interferon alfa-2a
5 “Tikosyn” dofetilide
hydrochlorothiazide triamterene dofetilide
QT
Dofetilide QT
QT phenothiazine cisapride bepridil

fluoroquinolone



6 “Vesanoid” tretinoin

“Vesanoid’ tretinoin

APL “Vesanoid” tretinoin
“Vesanoid” APL APL
-APL RA-APL tretinoin APL 25%
X
/

RA-APL
http://www.fda.gov/medwatch/SAFETY/2004/oct04 guickview.htm

Health Canada

TGA

EU EMEA
1. EMEA Public Statement 2004/12/21
Important new pharmacokinetic data demonstrating that ‘Reyataz’ atazanavir sulfate
combined with “‘Norvir’ ritonavir and omeprazole should not be co-administered

[‘Reyataz’] atazanavir sulfate [‘Norvir’] ritonavir omeprazole

EMEA CHMP Committee for Medicinal Products for Human Use [‘Reyataz’] atazanavir

sulfate ATV  ritonavir RTV omeprazole 40mg
1
[‘Reyataz’]/RTV 300/100 mg  omeprazole 40 mg ATV 76%
AUC area under the concentration-time curve 78%
Cmin trough plasma concentration
Omeprazole pH [‘Reyataz’]


http://www.fda.gov/medwatch/SAFETY/2004/oct04_quickview.htm

EMEA

[‘Reyataz’]
omeprazole
40mg  omeprazole
omeprazole
Omeprazole [‘Reyataz’]/RTV  400/100 mg

[‘Reyataz’]/RTV 300/100 mg

[‘Reyataz’] H,
[‘Reyataz’] SPC
[‘Reyataz’] H;
[‘Reyataz’] [‘Norvir’]
[‘Reyataz’]/[‘Norvir’]
SPC PIL Patient Information Leaflet
HIV-1

[‘Reyataz’]

ATV
EU

Omeprazole40mg1l 1 +ATV300mgl 1

1 10 n=15
Omeprazole40mg1 1 + 8oz  236.8mL
RTV100mg1l 1 10 n=15

atazanavir

Omeprazole40mg1l 1 +ATV400mgl 1

10

[‘Reyataz’]

[‘Reyataz’]/RTV 300/100 mg

omeprazole

HIV-1
RTV ATV
2004 3 2 EU

RTV 100mg 1

ATV300mgl 1

omeprazole

RTV 100mg 1



1 10 n=14
[‘Reyataz’|/RTV omeprazole
[‘Reyataz’]/RTV 2
10 [‘Reyataz’]/RTV 300/100 mg
[‘Reyataz’] [‘Reyataz’]/RTV 300/100 mg
[90%CI] %
Omeprazole
[“Reyataz’] [“Reyataz’]/RTV 300/100 mg
[90% CI] %
ATV/RTV300/100 mg | ATV/RTV 300/100mg ATV/RTV 400/100mg
+ omeprazole 40 mg | + omeprazole 40mg + omeprazole 40mg
1 1 + 8 0z of cola 1 1
1 1
Cmax ng/mL 0.279 [0.242 0.321] 0.337[0.293 0.388] 0.437[0.378 0.506]
Cmax % 72 66 56
AUC TAU ng*hr/mL 0.240 [0.211 0.274] 0.301[0.265 0.343] 0.394 [0.345 0.451]
AUC % 76 70 61
Cmin ng/mL 0.223[0.188 0.264] 0.271[0.228 0.321] | 0.345[0.289 0.411]
Cmin % 78 73 66

ATV = atazanavir RTV = ritonavir Cmax = peak plasma concentration AUC TAU

= area under the

plasma concentration-time curve in one dosing interval Cmin = trough plasma concentration

http://www.emea.eu.int/pdfs/human/press/pus/20264904en.pdf

atazanavir

ritonavir

omeprazole

WHO EDM

WHO Pharmaceuticals Newsletter No.6 2004

12

http://www.who.int/medicines/library/pnewslet/6news2004.pdf

1. Regulatory Matters
1 Atorvastatin

Atorvastatin

[“Lipitor’] atorvastatin

CYP3A4

SPC

Interaction with grapefruit juice

atorvastatin

SPC

CYP3A4

11

atorvastatin



http://www.emea.eu.int/pdfs/human/press/pus/20264904en.pdf
http://www.who.int/medicines/library/pnewslet/6news2004.pdf

1 SPC for Lipitor, http://emc.medicines.org.uk, 10 November 2004.
Vol.2 No.21 2004/11/11

2 [“Actra-rx”] AND [“Yilishen”] Presence of undeclared sildenafil

[“Actra-rx”] [“Yilishen”] sildenafil
FDA [“Actra-rx’] [“Yilishen”]
FDA sildenafil Sildenafil nitroglycerin
FDA  [“Actra-rx’]
[“Yilishen”]

1 FDA Talk Paper, 2 November 2004. Available on the Internet at www .fda.gov.

3 Black Cohosh Combination; yellow dock combination Presence of aristolochic acid
YELLOW DOCK aristolochic acid

HPFBI Health Products and Food Branch Inspectorate
cimicifuga racemosa Yellow Dock Rumex crispus
asarum wild ginger
Asarum aristolochic acid
Aristolochic acid WHO
Pharmaceuticals Newsletter No.3, 2002
Vol.2 No.15 2004/08/12

1 Rapid Alert Notification from Health Canada, Reporting System Number T IU 04 388, 30
November 2004.

4 Celecoxib Withdrawn in Turkey

Celecoxib
[“Celebrex”] celecoxib [“Celebrex’]
Turkish Human Medicinal Products Advisory Committee

celecoxib [“Celebrex”]100 mg 200 mg

12


http://emc.medicines.org.uk
www.fda.gov

1 Press Release from the Turkish Ministry of Health and Communication from the Turkish Clinical

Pharmacological Society, November 2004.

5 Valdecoxib Label updated to warn about skin reactions
Valdecoxib
Pfizer [“Bextra®] valdecoxib

CABG valdecoxib parecoxib
Vol.2 No.24  2004/12/22
1 Media Release from Pfizer, 15 October 2004. Available on the Internet at www.pfizer.com
6 Adalimumabs erious infections if used together with anakinra
Adalimumabs Anakinra

Vol.2 No.22 2004/11/26

1 “Dear Health-care Professional' letter from Abbott Laboratories, 5 November 2004. Available on

the Internet at www.fda.gov

7 Antidepressants Label to warn of increased suicidality in children; Patient Medication

Guide to advise on risks and precautions to be taken

MedGuide Patient Medication Guide
\Vol.2 No.20 2004/10/28

1 FDA Public Health Advisory, 15 October 2004. Available on the Internet at www.fda.gov_
8 Epoetin alfa Label change to reflect thrombosis risk
Epoetin alfa
\Vol.2 No.21 2004/11/11
1 'Dear Health-care Professional’ letter from Janssen-Ortho Inc, 13 October 2004. Available on the

Internet at wamanvhe-sc.ge.ca
2 Reports in WHO-file: Thrombosis 105

13


www.pfizer.com
www.fda.gov
www.fda.gov
www.hc-sc.gc.ca

9 Etanercept, infliximab Reports of serious infections
Etanercept, infliximab
\ol.2 No.20 2004/10/28

1 Canadian Adverse reaction Newsletter 14, No.4, October 2004,

10 Infliximab Lymphoma warning added to US [“Remicade”] label
Infliximab [“Remicade”]
\ol.2 No.20 2004/10/28

1 'Dear Health-care Professional' letter from Centocor Inc, October 2004. Available on the
Internet at www.fda.gov
2  'Dear Health-care Professional’ letter from Schering Canada Inc, 29 November 2004. Available

on the Internet at www.hc-sc.gc.ca

11 Isotretinoin Enhancement to risk management programme
Isotretinoin
\ol.2 No.23 2004/12/09

1 FDA Talk Paper, 23 November 2004. Available on the Internet at www.fda.gov
12 Levothyroxine sodium Dysphagia and risk of choking
Levothyroxine sodium

Vol.2 No.19 2004/10/14

1 'Dear Health-care Professional' letter from King Pharmaceuticals Inc, 17 September 2004.

Available on the Internet at www.fda.gov
13 Mifepristone Important labeling changes proposed
Mifepristone

Vol.2 No.22  2004/11/26

1 FDA Statement, 15 November 2004. Available on the Internet at waw.fda.gov

14


www.fda.gov
www.hc-sc.gc.ca
www.fda.gov
www.fda.gov
www.fda.gov

14 Pergolide mesylate Label change: risk of cardiac valvulopathy
Pergolide mesylate
\ol.2 No.21 2004/11/11

1 'Dear Health-care Professional’ letter from Shire Biochem Inc, 12 October 2004. Available on the

Internet at www.hc-sc.ge.ca

15 [“Reminyl”’] and [“Amaryl”] Reports of medication errors
[*Reminyl”] galantamine [“Amaryl”] glimepiride
\ol.2 No.21 2004/11/11

1 US FDA Safety Alert: Reminyl galantamine hydrobromide , 28 October 2004. Available on
the Internet at www.fda.gov
2 'Dear Health-care Professional' letter from Janssen Pharmaceutica Inc, 19 October 2004.

Available on the Internet at www.us.janssen.com

2. Safety of Medicines
1 Ethinylestradiol/cyproterone Increased risk of thrombosis
Ethinylestradiol/cyproterone
NMCA Norwegian Medicines Control Agency [“Diane’] ethinylestradiol/ cyproterone
NMCA [“Diane’]
26 15 2
NMCA [“Diane’] ethinylestradiol/cyproterone

1 Nytt om Legemidler, 11 August 2004. Available on the Internet at www.legemiddelverket.no

2 Cholinesterase Inhibitors Reports of cardiac arrhythmias

Vol.2 No.19 2004/10/14

1 Australian Adverse Drug Reactions Bulletin, Vol. 23, No.5, October 2004. Available on the
Internet at www.tga.gov.au

15


www.hc-sc.gc.ca
www.fda.gov
www.us.janssen.com
www.legemiddelverket.no
www.tga.gov.au

3 Cyclooxygenase- 2 inhibitors Plans to review all medicines in this class
-2 COX-2
\ol.2 No.21 2004/11/11

1 EMEA Press Release, Ref. EMEA/117908/2004. Available on the Internet at www.emea.eu.int
4 Herbal medicines Cardiovascular ADRs reported to Health Canada
—Health Canada

\Vol.2 No.20 2004/10/28
1 Canadian Adverse Reaction Newsletter 14, No.4, October 2004.
5 Influenza virus vaccine Interactions with drugs

\Vol.2 No.21 2004/11/11
1 Prescriber Update 25 2 , November 2004.
6 Medroxy Progesterone Effect on bone mineral density
Medroxy Progesterone

\Vol.2 No.23 2004/12/09
1 'Dear Health-care Professional' letter, 18 November 2004. Available on the Internet at

www.hc-sc.gc.ca

2 Letter from the Chairman, UK Committee on Safety of Medicines, 18 November 2004. Available
on the Internet at www.mhra.gov.uk

7 Pamidronate disodium , zoledronic acid Spontaneous reports of osteonecrosis of the jaw
Pamidronate disodium , zoledronic acid ONJ
Vol.2 No.19 2004/10/14

1 'Dear Doctor' letter from Novartis, 24 September 2004. Available on the Internet at.www.fda.gov

2 Reports in WHO-file: Osteonecrosis: Pamidronic acid 54, zoledronic acid 38.
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www.emea.eu.int
www.hc-sc.gc.ca
www.mhra.gov.uk
www.fda.gov

8 Selective serotonin reuptake inhibitors SSRIs ~ ADRAC reviews use in children and
adolescents
SSRIs ADRAC

Vol.2 No.24  2004/12/22

1 Australian Adverse Drug Reactions Bulletin, Vol. 23, No.6, December 2004. Available on the
Internet at www.tga.gov.au

9 Terbinafine Reports of blood dyscrasias
Terbinafine
Vol.2 No.19 2004/10/14

1 Australian Adverse Drug Reactions Bulletin, Vol. 23, No.5, October 2004. Available on the
Internet at www.tga.gov.au

2 Reports in WHO-file: Blood dyscrasias 1

10 Tricyclic Antidepressants Overdose risk

Vol.2 No.19 2004/10/14

1 Australian Adverse Drug Reactions Bulletin, Vol. 23, No.5, October 2004. Available on the
Internet at www.tga.gov.au
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