ASEAN Post-Marketing Alert (PMA) System – The Malaysian and Singapore Experience

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, and the implementation experiences of Malaysia and Singapore.

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. 

At the 11th PPWG Meeting in February 2006, the PMA System including the reporting form and country-specific glossaries was adopted. Each country nominated at least one country focal point or coordinator and the alerts were sent to the coordinators via emails.

Analysis of the types of alerts

To date, there were 42 exchanges of alerts with a total of 167 products via emails using the PMA System. These alerts were sent by Brunei, Indonesia, Malaysia, Singapore and Thailand. Of the 167 products, 72.5% were reported to traditional medicines, of which 3.6% were specifically related to Chinese proprietary medicines. This was followed by 21% to cosmetics, 6% to pharmaceutical medicinal products and 0.6% to health supplements.

About 70% of the alerts were associated with product adulteration of pharmaceutical active ingredients, followed by quality issues (24.6%), product labelling changes (3%) and suspension of product sales (2.4%). The most commonly reported adulterants were the non-steroidal anti-inflammatory agents (45.8%), analgesics (28.5%) and drug used for erectile dysfunction (9.7%). A large portion of the adulterated products was labelled for the treatment of joint pain, gout and/or rheumatism. The types of adulterants detected were:

· Non-steroidal anti-inflammatory agents i.e. phenylbutazone, diclofenac, ibuprofen, dipyrone, indomethacin, piroxicam

· Analgesics i.e. paracetamol, propyphenazone 

· Corticosteroids i.e. dexamethasone

· Antibiotics i.e. chloramphenicol, tetracycline

· Antihistamines i.e. chlorpheniramine, cyproheptadine

· Drugs used in treatment of erectile dysfunction i.e. sildenafil

· Others i.e. allopurinol, sibutramine, frusemide, glibenclamide, dextromethorphan, hydroquinone, tretinoin, niacinamide

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, as outlined below:

· Focal points or coordinators in the member countries may change without prior notice.

· E-mails are sometimes undeliverable.

· Alerts could be batch-based or product-based, and these differences could mean a large number of exchanges from those member countries practising issuance of batch-based alerts. 

· Marketing of products under different names or even slight variations in how a name is defined in the different member countries could lead to alerts not being completely utilised.
· Different regulatory agencies may implement different regulatory framework for medicinal products and have their own country-specific glossaries. This poses some difficulties while trying to analyse the type of alerts based on product types. In Malaysia, medicinal products such as Chinese medicines, Jamu and ayurvedic products are regulated as traditional medicines. In Singapore, products that are currently regulated include Western pharmaceutical medicinal products, Chinese proprietary medicines and cosmetic products. For example, royal jelly is classified as health supplement in Malaysia whereas it is considered as a food item in Singapore. However, such differences in classification of products among member countries should not deter alerts from being sent based on originating countries concerns. It will be up to the receiving member country to take the appropriate action in highlighting the concerns raised to their relevant authority, if necessary. 
Suggestion for improvement

Some suggestions for improvement are as follows:

· Member authorities should notify other members on any changes in focal point to ensure correct and efficient delivery.

· Member countries that face difficulties in receiving emails using office mail server may consider providing alternative email address (eg. yahoo, hotmail, gmail) or advise other members on an alternative reliable mode of alert transmission (eg. fax).

· Lead countries to monitor the volume and value of batch-based alerts and assess whether any adjustment to the system is necessary.
· 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.
Conclusion

Malaysia and Singapore have found the PMA system to be very useful as it allows for quick reporting and sharing of product safety and/or quality concerns. The prescribed form is simple to use and has proven to provide all the necessary and pertinent information necessary for regulators to understand the issue and perform the necessary follow-up actions.

To date, Brunei, Indonesia, Malaysia, Singapore and Thailand have been actively alerting Member Countries on health products with safety/quality concerns. All Member Countries are encouraged to make full use of the post-marketing alert system as a regulatory tool to enhance the safety of marketed health products in their respective countries. 
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Annex I

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

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

	Brunei
	0
	0
	2
	0
	0
	2

	Indonesia
	27
	0
	93
	0
	0
	120

	Malaysia
	5
	1
	6
	0
	2
	14

	Singapore
	3
	0
	14
	6
	6
	29

	Thailand
	0
	0
	0
	0
	2
	2

	
	35
	1
	115
	6
	10
	167


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

	
	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
	Other safety issues e.g. Dear Healthcare Professional Letter
	Total no. of products

	Brunei
	0
	2
	0
	0
	0
	0
	2

	Indonesia
	0
	93
	13
	14
	0
	0
	120

	Malaysia
	1
	9
	0
	0
	4
	0
	14

	Singapore
	3
	11
	7
	5
	1
	2
	29

	Thailand
	0
	0
	0
	2
	0
	0
	2

	
	4
	115
	20
	21
	5
	2
	167


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

	Adulterants
	Drug class
	Brunei
	Indonesia
	Malaysia
	Singapore
	Thailand
	Total no.

	Allopurinol
	Antigout
	
	1
	
	
	
	1

	Chloramphenicol
	Antibiotic
	
	
	
	1
	
	1

	Chlorpheniramine
	Antihistamine
	
	
	
	1
	
	1

	Cyproheptadine
	Antihistamine
	
	
	
	1
	
	1

	Dexamethasone
	Corticosteroid
	
	2
	
	2
	
	4

	Dextromethorphan
	Antitussive
	1
	
	
	
	
	1

	Diclofenac
	NSAID
	1
	
	
	1
	
	2

	Dipyrone
	NSAID
	
	13
	
	1
	
	14

	Frusemide
	Diuretic
	
	
	1
	
	
	1

	Glibenclamide
	Antidiabetic
	
	
	
	1
	
	1

	Hydroquinone
	Bleaching agent
	
	
	4
	
	
	4

	Ibuprofen
	NSAID
	1
	
	
	1
	
	2

	Indomethacin
	NSAID
	
	
	
	1
	
	1

	Niacinamide
	Vitamin
	
	
	1
	
	
	1

	Paracetamol
	Analgesic
	1
	36
	
	3
	
	40

	Phenylbutazone
	NSAID
	1
	42
	
	2
	
	45

	Piroxicam
	NSAID
	
	1
	1
	
	
	2

	Propyphenazone
	Analgesic
	1
	
	
	
	
	1

	Sibutramine
	Appetite suppressant
	
	4
	
	
	
	4

	Sildenafil
	Drug used in erectile dysfunction
	
	9
	3
	2
	
	14

	Tetracycline
	Antibiotic
	
	
	
	1
	
	1

	Tretinoin
	Vitamin
	
	
	2
	
	
	2


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

Annex II

Summary of alerts from ASEAN Post-Marketing Alert System (5 April 2005 – 13 June 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.


Indonesia
	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	1
	2006 Sep
	01/2006 – 07092006 – Cosmetics
	27
	Cosmetic
	-
	Recall of 27 cosmetic products which contain mercury and banned colorants.

	2.
	2006 Dec
	02/2006 – 04122006 – Traditional medicines
	93
	Traditional medicine
	Whet appetite & increase body weight
	Recall of 93 adulterated traditional medicines in Jakarta.


Malaysia
	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	1
	2005 Aug
	01/2005 – 10082005 – Reductil
	1
	Pharmaceutical / Biologic
	-
	Product labeling changes i.e an increased risk of bleeding (arose from 2 ADR reports).

	2
	2005 Aug
	02/2005 – 10082005 – Royal Jelly & Propolis
	2
	Health supplement and traditional medicine
	
	Product labeling changes i.e. royal jelly or propolis may cause allergic reactions.


Malaysia
	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	3
	2005 Aug
	03/2005 – 10082005 – Ginkgo biloba
	1
	Traditional medicine
	Improve blood circulation
	Product labeling changes i.e. ginkgo may increase the tendency of bleeding.

	4
	2006 Mar
	04/2006 – 27032006 – Han Palace
	1
	Traditional medicine
	Improve health
	Adulterated with acetildenafil (sildenafil).

	5
	2006 Mar
	05/2006 – 27032006 – Trebest
	1
	Traditional medicine
	For energy, vitality & men’s health
	Adulterated with acetildenafil (sildenafil).

	6
	2006 Sep
	06/2006 – 11092006 – Kintop capsule
	1
	Traditional medicine
	Reduce body weight & relief constipation.
	Adulterated with acetildenafil (sildenafil).

	7
	2006 Sep
	07/2006 – 11092006 – Dr’s Seagar SkinRecon
	1
	Cosmetic
	-
	Adulterated with hydroquinone and tretinoin.

	8
	2007 Apr
	03/2007 – 12042007 – Clear II Cream
	1
	Cosmetic
	-
	Adulterated with hydroquinone

	9
	2007 Apr
	04/2007 – 12042007 – Face lotion 1
	1
	Cosmetic
	-
	Adulterated with hydroquinone

	10
	2007 Apr
	05/2007 – 12042007 – Face lotion 2
	1
	Cosmetic
	-
	Adulterated with hydroquinone

	11
	2007 Apr
	07/2007 – 12042007 – Edoly capsule
	1
	Traditional medicine
	Joint pain
	Adulterated with piroxicam, niacinamide and suspected to contain frusemide.

	12
	2007 Apr
	06/2007–12042007–Rihanna Beauty Cream
	1
	Cosmetic
	-
	Adulterated with tretinoin

	13
	2007 Apr
	02/2007 – 04042007 – Tegaserod (Zelmac®) 
	1
	Pharmaceutical / Biologic
	-
	Suspension of sales of tegaserod.


Singapore

	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	1
	2005 Apr
	HSA 0001/ 08042005/ valdecoxib
	1
	Pharmaceutical / Biologic
	-
	Voluntary suspension of valdecoxib (Bextra®) in view of increased cardiovascular risk & serious skin reactions.

	2
	2005 Apr
	HSA 0002/ 28042005/ COX-2 selective & non-selective NSAIDs
	1
	Pharmaceutical / Biologic
	-
	Recent emerging concerns on the safety of this drug class. Shared HSA’s press release and Dear Healthcare Professional Letter.

	3
	2005 May
	HSA 0003/ 12052005/ Extraneal
	1
	Pharmaceutical / Biologic
	-
	Shared HSA’s Dear Healthcare Professional Letter.

	4
	2005 Jun
	HSA 0004/ 17062005/ adulterated traditional medicines

1. Kenis Pill

2. Pegal Linu

3. Kapsul Asam Urat

4. Ramuan Tradisional Madura

5. Snake Powder Capsule
	5
	Traditional medicine
	1) Frequent feeling of thirst, weakness

2) Body ache, rheumatism, blurred vision, stroke

3) Nerve pain, rheumatism, insomnia

4) Rheumatism, diabetes, high BP

5) Joint pain
	Five TMs adulterated with western medicines. Shared HSA’s press release.

	5
	2005 Aug
	HSA 0005/ 03082005/ QD / Feng Brand Du Zhong Zhuang Yao Pian
	1
	Traditional medicine (Chinese medicine)
	Strengthen the back and loins, pain relief
	Arsenic above the permissible limit of 5 parts per million.

	6
	2005 Sep
	HSA 0006/ 16092005/ QD / Song Yang Brand Mao Tan Powder
	1
	Traditional medicine (Chinese medicine)
	Relief of fever, cold, headache
	Total mould & yeast count above the permissible limit of 500 cfu/g.

	7
	2005 Dec
	HSA 0007/ 14122005/ Promethazine
	1
	Pharmaceutical / Biologic
	-
	Labelling changes including contraindication. Shared HSA’s Dear Healthcare Professional Letter.

	8
	2005 Dec
	HSA 0008/ 16122005/ QD /  Goodcare Diabet Guard
	1
	Traditional medicine
	Control blood sugar & allied complications
	Lead above the permissible limit of 20 parts per million.


Singapore

	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	9
	2005 Dec
	HSA 0008/ 16122005/ QD / Himalaya Diabecon
	1
	Traditional medicine
	Maintain proper blood sugar balance
	Lead above the permissible limit of 20 parts per million.

	10
	2005 Dec
	HSA 0008/ 16122005/ QD / Laurel’s Diabecs


	1
	Traditional medicine
	General weakness of diabetes
	Mercury above the permissible limit of 0.5 parts per million.

	 11
	2005 Dec
	HSA 0008/ 16122005/ QD / Annai Aravindh Herbals Rheuma
	1
	Traditional medicine
	
	Mercury above the permissible limit of 0.5 parts per million.

	12
	2006 Aug
	HSA 0009/ 29082006/ Endopile
	1
	Traditional medicine
	Joint pain, back pain & muscular pain.
	Lead above the permissible limit of 20 parts per million & mercury above the permissible limit of 0.5 parts per million.

	13
	2006 Sep
	HSA 0010/ 08092006/ QD / Poh Kian Brand Pai Fong Wan
	1
	Traditional medicine (Chinese medicine)
	Regulation of menstruation, tonic for women
	Total aerobic microbial count above the permissible limit of 100,000 cfu/g.


	14
	2006 Sep
	HSA 0011/ 08092006/ QD / Jamu Kapsul Gemuk Badan (Fattener) Untuk Pria Dan Wanita
	1
	Traditional medicine
	Increase appetite & body weight
	Adulterated with cyproheptadine.

	15
	2006 Sep
	HSA 0012 / 22092006 / QD / Uniflex Brand She Tan Pile Pills
	1
	Traditional medicine (Chinese medicine)
	Treatment of piles
	Lead above the permissible limit of 20 parts per million.

	16
	2006 Dec
	HSA 0013/ 12122006 / Santi Bovine Penis Erecting Capsule
	1
	Traditional medicine
	Tonifying kidney, strengthening sexual ability, & premature ejaculation
	Adulterated with sildenafil.

	17
	2007 Mar
	HSA 0014/ 08032007 / Urat Madu
	1
	Traditional medicine
	Impotency & sickness of ejaculation
	Adulterated with sildenafil.

	18
	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

	19
	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.

	20
	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.

	21
	2007 May
	HSA 0018/ 29052007 / Asam Urat Flu Tulang (Dewandaru)
	1
	Traditional medicine
	Gout, rheumatism, & joint pain,
	Adulterated with diclofenac, dexamethasone and paracetamol.

	22
	2007 Jun
	HSA 0019/ 06062007 / Hei Mei & Maxam Toothpastes
	3
	Cosmetics
	-
	Contamination of glycerin with diethylene glycol.

	23
	2007 Jun
	HSA 0020 / 13062007 / Nimesulide
	1
	Pharmaceutical / Biologic
	-
	Withdrawal of sales of nimesulide


(QD stands for quality defects)

Thailand

	No.
	Year/

Month
	Ref No.
	No of products
	Product type
	Indication
	Topic

	1
	2006 Aug
	TPM06001 – 30082006 – Proserine (ciclosporin)
	1
	Pharmaceutical / Biologic
	-
	Recall of Proserine (active ingredient was not found in 3 lots)

	2
	2006 Oct
	TPM06002 – 11102006 – Calcigard (nifedipine)
	1
	Pharmaceutical / Biologic
	-
	Recall of Calcigard (active ingredient was out-of specification)
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