Report submitted at the 14th ACCSQ PPWG Meeting, 18-22 February 2008 at Vientiane, Lao PDR
Progress report on the implementation of ASEAN Post-Marketing Alert (PMA) System 

Introduction

This report provides an overview of the types of alerts sent out by the ASEAN member countries via the Post-Marketing Alert (PMA) System for the period from January 2007 to December 2007.

Background

The objective of the PMA System is for the ASEAN member countries to share information relating to defective or unsafe cosmetics, health supplements, traditional medicines, and pharmaceutical medicinal products. In the event of a major safety concern that results in a recall or withdrawal, the PMA System can be used to notify the various regulatory agencies in a timely manner.

A pilot project on the PMA System between Malaysia and Singapore was launched in April 2005. This objective, scope and reporting form of the PMA System were presented and adopted in-principle at the 10th PPWG Meeting in August 2005. 

Between April 2005 and December 2007, there were 88 exchanges of alerts with a total of 218 products via the PMA System.

Analysis of the types of alerts for year 2007

In year 2007, there were 62 exchanges of alerts with a total of 69 products via emails. These alerts were sent by Brunei, Malaysia, Singapore and Thailand. Of the 69 products, 42% were reported to cosmetics. This was followed by 30.4% to pharmaceutical medicinal products, and 27.5% to traditional medicines (including Jamu, Chinese proprietary medicines). There was no alert to any health supplement.

About 47.8% of the alerts were associated with product adulteration of pharmaceutical active ingredients, followed by product withdrawal / cancellation of registration / suspension of sales (15.9%), products which failed registration specification (14.5%), unpermitted colouring agents (8.7%), microbial contamination (4.3%), product labelling changes (2.9%) and products with excessive heavy metals (1.4%). The most commonly reported adulterant was hydroquinone. For more details of the analyses, please refer to the Annexes I and II.

Implementation issues
Based on Malaysia’s and Singapore’s experiences during this trial period, some implementation issues are observed, and suggestions for improvement are as follows:

· Products may be marketed under different names in different countries. Countries which sent out the alerts should also provide clear images of the products to aid other countries’ investigative work. The images would be particularly useful to identify traditional medicines, health supplements and cosmetics.
· Alerts should include the levels of heavy toxic metals detected for the defective products. This is so because the permissible legal limits of heavy toxic metals set for the various types of health products may vary among the various member countries. Information about the amount of adulterants present in the adulterated products would also be useful.
· Focal points or coordinators in the member countries may change without prior notice. Member authorities should promptly notify other members on any changes in focal point to ensure correct and efficient delivery.

· E-mails are sometimes undeliverable to the country’s contact person e.g. downtime of servers, invalid email address. Member countries that face difficulties in receiving emails using office mail server may consider providing alternative email address (e.g. yahoo, hotmail, gmail) or advise other members on an alternative reliable mode of alert transmission (e.g. fax). Report reference numbers in serial order are useful to track any undelivered alerts.

Conclusion

The PMA System has served as an important communication tool for the Drug Regulatory Agencies of ASEAN member countries to alert each other of problems and regulatory measures taken to safeguard public health. So far, while the system has functioned reasonably well, further improvements are needed in some technical areas and the reporting rate. The meeting may wish to discuss how the system can be further improved and strengthened.
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Annex I

Table 1: Breakdown of the no. of alerts based on type of products

	Year 2006

	
	Cosmetic
	Health supplement
	Traditional medicine (including Jamu, Chinese medicine)
	Pharmaceutical / Biologic
	Total no. of products

	Indonesia
	27
	0
	93
	0
	120

	Malaysia
	1
	0
	3
	0
	4

	Singapore
	0
	0
	5
	0
	5

	Thailand
	0
	0
	0
	2
	2

	Total
	28
(21.4%)
	0

	101
(77.1%)
	2
(1.5%)
	131



	Year 2007

	
	Cosmetic
	Health supplement
	Traditional medicine (including Jamu, Chinese medicine)
	Pharmaceutical / Biologic
	Total no. of products

	Brunei
	0
	0
	2
	0
	2

	Malaysia
	15
	0
	8
	4
	27

	Singapore
	3
	0
	7
	8
	18

	Thailand
	11
	0
	2
	9
	22

	Total
	29
(42%)
	0

	19
(27.5%)
	21
(30.4%)
	69



Table 2: Breakdown of the no. of alerts based on nature of information

	Year 2006

	
	Withdrawal / Cancellation of registration / Suspension of sales
	Adulteration with pharmaceutical ingredients
	Quality issues i.e. exceed heavy metal limit
	Quality issues i.e. exceed microbial limit & others
	Product label changes
	Failed registered specification
	Other safety issues e.g. Dear Healthcare Professional Letter
	Total no. of pdts

	Indonesia
	0
	93
	13
	14
	0
	0
	0
	120

	Malaysia
	0
	4
	0
	0
	0
	0
	0
	4

	Singapore
	0
	2
	2
	1
	0
	0
	0
	5

	Thailand
	0
	0
	0
	0
	0
	2
	0
	2

	Total
	0

	99
(75.6%)
	15
(11.5%)
	15
(11.5%)
	0

	2
(1.5%)
	0

	131



	Year 2007

	
	Withdrawal / Cancellation of registration / Suspension of sales
	Adulteration with pharmaceutical ingredients
	Quality issues 
i.e. exceed heavy metal limit
	Quality issues i.e. exceed microbial limit & others
	Pdt label changes
	Failed registered specification
	Contain unpermitted colouring agent (i.e. cosmetics)
	Other safety issues e.g. Dear Healthcare Professional Letter
	Total no. of pdts

	Brunei
	0
	2
	0
	0
	0
	0
	0
	0
	2

	Malaysia
	4
	23
	0
	0
	0
	0
	0
	0
	27

	Singapore
	5
	7
	1
	2
	2
	0
	0
	1
	18

	Thailand
	2
	1
	0
	1
	0
	10
	6
	2
	22

	Total
	11
(15.9%)
	33
(47.8%)
	1
(1.4%)
	3
(4.3%)
	2
(2.9%)
	10
(14.5%)
	6
(8.7%)
	3
(4.3%)
	69


Table 3: Breakdown of the no. of alerts based on types of adulterants detected *

	Year 2006

	Adulterants
	Drug class
	Indonesia
	Malaysia
	Singapore
	Total no.

	Phenylbutazone
	NSAID
	42
	-
	-
	42

	Paracetamol
	Analgesic
	36
	-
	-
	36

	Dipyrone
	NSAID
	13
	-
	-
	13

	Sildenafil
	Erectile dysfunction agent
	9
	3
	1
	13

	Sibutramine
	Appetite suppressant
	4
	-
	-
	4

	Dexamethasone
	Corticosteroid
	2
	-
	-
	2

	Allopurinol
	Antigout
	1
	-
	-
	1

	Cyproheptadine
	Antihistamine
	-
	-
	1
	1

	Hydroquinone
	Bleaching agent
	
	1
	-
	1

	Piroxicam
	NSAID
	1
	-
	-
	1

	Tretinoin
	Vitamin
	-
	1
	-
	1

	Total
	108
	5
	2
	115


* NB: More than one adulterant may be present in a product.

Table 3: Breakdown of the no. of alerts based on types of adulterants detected *

	Year 2007

	Adulterants
	Drug class
	Brunei
	Malaysia
	Singapore
	Thailand
	Total no.

	Hydroquinone
	Bleaching agent
	-
	14
	-
	-
	14

	Paracetamol
	Analgesic
	2
	-
	2
	-
	4

	Diethylene glycol
	Antifreeze, solvent
	-
	-
	3
	-
	3

	Sildenafil
	Erectile dysfunction agent
	-
	1
	1
	1
	3

	Chlorpheniramine
	Antihistamine
	-
	2
	-
	-
	2

	Dexamethasone
	Corticosteroid
	1
	-
	1
	-
	2

	Diclofenac
	NSAID
	1
	-
	1
	-
	2

	Aminotadalafil
	Erectile dysfunction agent (analogue)
	-
	1
	-
	-
	1

	Caffeine
	CNS stimulant
	-
	1
	-
	-
	1

	Chloramphenicol
	Antibiotic
	-
	1
	-
	-
	1

	Ephedrine
	CNS Stimulant, decongestant
	-
	1
	-
	-
	1

	Fluoxetine
	Antidepressant
	-
	1
	-
	-
	1

	Frusemide
	Diuretic
	-
	1
	-
	-
	1

	Homosildenafil
	Erectile dysfunction agent (analogue)
	-
	1
	-
	-
	1

	Hydroxyhomosildenafil
	Erectile dysfunction agent (analogue)
	-
	1
	-
	-
	1

	Indomethacin
	NSAID
	-
	-
	1
	-
	1

	Niacinamide
	Vitamin
	-
	1
	-
	-
	1

	Phenylbutazone
	NSAID
	1
	-
	-
	-
	1

	Piroxicam
	NSAID
	-
	1
	-
	-
	1

	Propyphenazone
	Analgesic
	1
	-
	-
	-
	1

	Pseudoephedrine
	Sympathomimetics
	-
	1
	-
	-
	1

	Tadalafil
	Erectile dysfunction agent
	-
	-
	-
	1
	1

	Tretinoin
	Vitamin
	-
	1
	-
	
	1

	Total
	6
	28
	9
	2
	45


* NB: More than one adulterant may be present in a product.

Annex II

Summary of alerts sent via ASEAN Post-Marketing Alert System (Jan 2007 – Dec 2007)

Brunei
	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	1
	2007 Jan
	01/2007 – 18012007 – Obat Asam Urat & Flu Tulang Plus Ginseng
	1
	Traditional medicine (Jamu)
	Gout, rheumatism & joint pain
	Adulterated with ibuprofen, paracetamol, propyphenazone and dextromethorphan.

	2
	2007 Jan
	02/2007 – 18012007 – Obat Asam Urat & Flu Tulang
	1
	Traditional medicine (Jamu)
	Gout, rheumatism & joint pain
	Adulterated with paracetamol, diclofenac and phenylbutazone.


Malaysia
	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	1
	2007 Mar
	01/2007 – 29032007 – Maxonherbs
	1
	Traditional medicine
	To rejuvenate health & men’s health, to help urination, relief tiredness, waist pain & backache.
	Adulterated with aminotadalafil and hydroxyhomosildenafil.

	2
	2007 Apr
	02/2007 – 04042007 – Tegaserod (Zelmac®) 
	1
	Pharmaceutical / Biologic
	-
	Suspension of sales of tegaserod.

	3
	2007 Apr
	03/2007 – 12042007 – Clear II Cream
	1
	Cosmetic
	-
	Adulterated with hydroquinone

	4
	2007 Apr
	04/2007 – 12042007 – Face lotion 1
	1
	Cosmetic
	-
	Adulterated with hydroquinone

	5
	2007 Apr
	05/2007 – 12042007 – Face lotion 2
	1
	Cosmetic
	-
	Adulterated with hydroquinone

	6
	2007 Apr
	06/2007 – 12042007 – Rihanna Beauty Cream
	1
	Cosmetic
	-
	Adulterated with tretinoin


Malaysia

	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	7
	2007 Apr
	07/2007 – 12042007 – Edoly capsule
	1
	Traditional medicine
	Joint pain
	Adulterated with piroxicam, niacinamide and suspected to contain frusemide.

	8
	2007 Aug
	08/2007 – 16082007 – Sub Whitening Revitalizing Cream
	1
	Cosmetic
	Antiwrinkle.
	Adulterated with hydroquinone.

	9
	2007 Aug
	09/2007 – 16082007 – Sub Instant White Cream
	1
	Cosmetic
	Skin moisturizer
	Adulterated with hydroquinone.

	10
	2007 Aug
	10/2007 – 16082007 – Herbarites Skin Whitening (Sensitive Skin)
	1
	Cosmetic
	Skin lightening cream
	Adulterated with hydroquinone.

	11
	2007 Aug
	11/2007 – 16082007 – Deep Skin White Plus
	1
	Cosmetic
	Skin toner
	Adulterated with hydroquinone.

	12
	2007 Aug
	12/2007 – 16082007 – Atika Beauty Skin Lightening Cream
	1
	Cosmetic
	Antiwrinkle.
	Adulterated with hydroquinone.

	13
	2007 Aug
	13/2007 – 16082007 – Crystal White Extra Night Cream
	1
	Cosmetic
	Skin moisturizer
	Adulterated with hydroquinone.

	14
	2007 Aug
	14/2007 – 16082007 – Crystal White Night Cream
	1
	Cosmetic
	Skin moisturizer
	Adulterated with hydroquinone.

	15
	2007 Aug
	15/2007 – 16082007 – Golden Deer White Complex Cream
	1
	Cosmetic
	Skin lightening
	Adulterated with hydroquinone.

	16
	2007 Aug
	16/2007 – 16082007 – Slenderine Capsule
	1
	Traditional medicine
	To reduce body weight
	Adulterated with fluoxetine.

	17
	2007 Aug
	17/2007 – 30082007 – Nimesulide
	1
	Pharmaceutical / Biologic
	-
	Suspension of sales of nimesulide pending further regulatory decision.

	18
	2007 Aug
	18/2007 – 30082007 – Pergolide
	1
	Pharmaceutical / Biologic
	-
	Not to register products containing pergolide due to risk of serious heart valvulopathy.

	19
	2007 Aug
	19/2007 – 30082007 – Tegaserod (Zelmac®)
	1
	Pharmaceutical / Biologic
	-
	Cancellation of registration of tegaserod.


Malaysia

	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	20
	2007 Sep
	20/2007 – 05092007 – Skin Whitening Essence 1
	1
	Cosmetic
	Facial firming
	Adulterated with hydroquinone.

	21
	2007 Sep
	21/2007 – 05092007 – Skin Whitening Plus II
	1
	Cosmetic
	Facial firming
	Adulterated with hydroquinone.

	22
	2007 Oct
	22/2007 – 29102007 – Chatlin Brand Hao Zhou San
	1
	Traditional medicine
	For fever, cough, phlegm & sore throat
	Adulterated with ephedrine.

	23
	2007 Oct
	23/2007 – 29102007 – San Qi Luohan Chuanbei Plus Capsule
	1
	Traditional medicine
	For fever, cough & phlegm
	Adulterated with pseudopehedrine & chlorpheniramine.

	24
	2007 Oct
	24/2007 – 29102007 – N-Hanz
	1
	Traditional medicine
	Supplement
	Adulterated with homosildenafil.

	25
	2007 Oct
	25/2007 – 29102007 – Cool & Lightening Soap
	1
	Cosmetic
	Skin cleanser
	Adulterated with hydroquinone.

	26
	2007 Dec
	26/2007 – 12122007 – Ching Du Wan
	1
	Traditional medicine
	Traditionally used for health and strengthening the body
	Cancellation of product registration. Adulterated with chloramphenicol, chlorpheniramine and caffeine.

	27
	2007 Dec
	27/2007 – 12122007 – Black Knight Liquid
	1
	Traditional medicine
	Traditionally used for energy and men’s vitality
	Cancellation of product registration. Adulterated with sildenafil.


Singapore

	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	1
	2007 Mar
	HSA 0014/ 08032007 / Urat Madu
	1
	Traditional medicine
	Impotency & sickness of ejaculation
	Adulterated with sildenafil.

	2
	2007 Apr
	HSA 0015/ 04042007 / Tegaserod
	1
	Pharmaceutical / Biologic
	-
	Temporarily withheld of sales of tegaserod. 



Singapore

	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	3
	2007 May
	HSA 0016/ 16052007 / QD / Zhen Feng Da Brand Xi Tong Wan
	1
	Traditional medicine (Chinese medicine)
	Bone & muscle pains, rheumatoid arthritis
	Adulterated with indomethacin.

	4
	2007 May
	HSA 0017/ 16052007 / QD / Wellring Brand Yin Qiao Jie Du Tablets
	1
	Traditional medicine (Chinese medicine)
	Influenza, colds, fever, headache, cough, sore throat, & running nose
	Adulterated with paracetamol.

	5
	2007 May
	HSA 0018/ 29052007 / Asam Urat Flu Tulang (Dewandaru)
	1
	Traditional medicine
	Gout, rheumatism, & joint pain,
	Adulterated with diclofenac, dexamethasone and paracetamol.

	6
	2007 Jun
	HSA 0019/ 06062007 / Hei Mei & Maxam Toothpastes
	3
	Cosmetics
	-
	Contamination of glycerin with diethylene glycol.

	7
	2007 Jun
	HSA 0020 / 13062007 / Nimesulide
	1
	Pharmaceutical / Biologic
	-
	Withdrawal of sales of nimesulide.

	8
	2007 Aug
	HSA 0021 / 08082007 / QD / Natorny’s Kwek Herb
	1
	Traditional medicine (Chinese medicine)
	Ying-Yang balance
	Total aerobic microbial count above the permissible limit of 100,000 cfu/g.

	9
	2007 Aug
	HSA 0022 / 28082007 / QD / Chinese Herbal Heritage Herbal Slimming Tea
	1
	Traditional medicine (Chinese medicine)
	Slimming Tea
	Total aerobic microbial count above the permissible limit of 100,000 cfu/g.

	10
	2007 Oct
	HSA 0023 / 08102007 / QD / Rhizoma Curcumae Longae
	1
	Traditional medicine (Chinese medicine)
	To eliminate blood stasis, promote the flow of “qi”, relieve pain
	Mercury above the permissible limit of 0.5 parts per million.

	11
	2007 Jul
	HSA 0024 / 05072007 / Tegaserod
	1
	Pharmaceutical / Biologic
	-
	Restrictions on supply and special access for patients with no alternatives.

	12
	2007 Sep
	HSA 0025 / 04092007 / Clobutinol
	1
	Pharmaceutical / Biologic
	-
	Voluntary withdrawal of clobutinol (Silomat®) syrup by Bayer.

	13
	2007 Nov
	HSA 0026 / 07112007 / Aprotinin
	1
	Pharmaceutical / Biologic
	-
	Temporarily suspension of sales of aprotinin (Trasylol®).

	14
	2007 Dec
	HSA 0027 / 27112007 / Perflutren
	1
	Pharmaceutical / Biologic
	-
	Safety-related product labelling revision.


Singapore

	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	15
	2007 Dec
	HSA 0028 / 14122007 / Gadolinium
	1
	Pharmaceutical / Biologic
	-
	Safety-related product labelling revision with contraindication.

	16
	2007 Dec
	HSA 0028 / 27122007 / Nimesulide
	1
	Pharmaceutical / Biologic
	-
	Suspension of sales of oral nimesulide products and the relevant product licences will not be renewed upon expiry.


Thailand

	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	1
	2007 Jul
	TAD07001 – 24072007 – Euvax B Vaccine (LG Life Sciences)
	1
	Pharmaceutical / Biologic
	Active immunization against hepatitis B
	Batch recall due to serious adverse events (including deaths)

	2
	2007 Jul
	TAD07002 – 24072007 – Hepatitis B Vaccine (LG Life Sciences)
	1
	Pharmaceutical / Biologic
	Active immunization against hepatitis B
	Batch recall due to serious adverse events (including deaths)

	3
	2007 Jul
	TAD07003 – 24072007 – tegaserod
	1
	Pharmaceutical / Biologic
	Treatment of constipation-predominant irritable bowel syndrome
	Novartis voluntarily withdrew tegaserod from market on 4 Jun.

	4
	2007 Jul
	TAD07004 – 24072007 – pergolide
	1
	Pharmaceutical / Biologic
	As monotherapy or as adjunctive treatment to levodopa/carbidopa in Parkinson’s disease
	Withdrawal of pergolide from market within Dec 2007.

	5
	2007 Aug
	TIN07005 – 28082007 – Xanthium SR (theophylline)
	1
	Pharmaceutical / Biologic
	For bronchial asthma, reversible bronchospasm, chronic bronchitis & pulmonary emphysema


	Batch recall as it did not conform to the registered specification of dissolution.


	6
	2007 Aug
	TIN07006 – 28082007 – Angizem (diltiazem)
	1
	Pharmaceutical / Biologic
	For hypertension, angina pectoris
	Batch recall as it did not conform to the registered specification of dissolution.


Thailand

	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	7
	2007 Aug
	TIN07007 – 28082007 – Chin Yin Wan
	1
	Traditional medicine (Chinese medicine)
	For sore throat, dry mouth
	Batch recall as product was found to be contaminated with Clostridium species.

	8
	2007 Aug
	TIN07008 – 29082007 – Takami range of cosmetic products
	6
	Cosmetic
	-
	Presence of unpermitted colouring agent and lead found to be above permissible levels

	9
	2007 Aug
	TIN07009 – 29082007 – Dainami Fixer (hydrogen peroxide)
	1
	Cosmetic
	For hair perming
	Batch recall as amount of hydrogen peroxide did not conform to registered specification.

	10
	2007 Aug
	TIN07010 – 29082007 – Bulceria Cold Wave Lotion (thioglycolic acid)
	1
	Cosmetic
	For hair perming
	Batch recall as amount of thioglycolic acid did not conform to registered specification.

	11
	2007 Aug
	TIN07011 – 29082007 – Enie Hair Straight TG1
	1
	Cosmetic
	For hair straightening
	Batch recall as amount of thioglycolic acid did not conform to registered specification.

	12
	2007 Aug
	TIN07012 – 29082007 – IDA Ionic G 3 Curl Relaer (1)
	1
	Cosmetic
	For hair straightening
	Batch recall as amount of thioglycolic acid did not conform to registered specification.

	13
	2007 Aug
	TIN07014 – 31082007 – Shiseido Crystallizing Straight HL1 
	1
	Cosmetic
	For hair straightening
	Batch recall as amount of thioglycolic acid did not conform to registered specification.

	14
	2007 Oct
	TIN07015 – 31102007 – Ofloxacin Stada
	1
	Pharmaceutical / Biologic
	Antiinfective
	Batch recall as amount of oxfloxacin did not conform to registered specification.

	15
	2007 Dec
	TPM07016 – 03122007 – Tien Sun Pu Sen Jew Nang
	1
	Traditional medicine
	-
	Batch recall as it was found to be adulterated with sildenafil and tadalafil.

	16
	2007 Dec
	TPM07017 – 11122007 – Envas
	1
	Pharmaceutical / Biologic
	Antihypertension
	Batch recall as amount of enalapril did not conform to registered content uniformity.

	17
	2007 Dec
	TPM07018 – 26122007 – Nicardia
	1
	Pharmaceutical / Biologic
	Antihypertension
	Batch recall as it did not conform to registered specification of dissolution.
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