
Annex 1: Sample collection form

Sample collection form                



Number: 20  /
(In four copies/One copy of this form will accompany the sample to be sent for analysis). 


Name of location/place where sample was taken:

___________________________________________________________

___________________________________________________________

Contact person at this location:

Name:_____________________________________________________

Tel no:_____________________________________________________

Email:_____________________________________________________

Date of sampling:____________________________________________ 

Name of the sample collector:

1. ______________________________________________________

2. ______________________________________________________

Product description : __________________________________________ 

Generic name and dosage: _____________________________________
Drug form (tablets, vials etc.) :__________________________________
Batch number: ______________________________________________
Manufacturing date:_____________________ Expirydate:____________

Registration or license number: _________________________________
Manufacturers name and address _______________________________

___________________________________________________________

Number of samples taken:______________________________________
Duration and storage: 

In stock since:________________________________________________

Temperature when collecting the sample: _________________________
Reason for quality control, storage and transport conditions and description of the packaging:

___________________________________________________________
Other observations: __________________________________________

___________________________________________________________
	Sample  collector(s) signature:
1_________________________ 

2 _________________________
	Signature of a representative of the institution where the sampling took place:

____________________________


Annex 2: Example of comparison table between the manufacturer certificate of analysis and the laboratory results
	Quality control results by an external laboratory 
	

	Product name :
	
	
	
	
	
	

	Dosage:
	
	
	
	
	
	

	Batch number:
	
	
	
	
	
	

	Expiry date:
	
	
	
	
	
	

	Manufacturer name:
	
	
	
	
	
	

	Manufacturer's certificate of analysis
	External laboratory’s certificate of analysis 
	Actions taken

	Specifications
	Norm
	Result
	Conclusion (C/NC)
	Result
	Conclusion (C/NC)
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	Total
	
	
	
	
	
	


	C / NC*
	Compliant / non-compliant


A new form is used for each product

Annex 3: 

Registry for quality control analysis results
	Nr
	Product description
	Batch number
	Expiry date
	Manufacturer’s name
	Location and date of sampling
	Name of laboratory
	Analysis result
	Actions undertaken

	
	
	
	
	
	
	
	Date 
	C/NC
	

	1
	
	
	
	
	
	
	
	
	

	
	Observations
	

	2
	
	
	
	
	
	
	
	
	

	
	Observations
	

	3
	
	
	
	
	
	
	
	
	

	
	Observations
	

	4
	
	
	
	
	
	
	
	
	

	
	Observations
	

	5
	
	
	
	
	
	
	
	
	

	
	Observations
	

	6
	
	
	
	
	
	
	
	
	

	
	Observations
	

	7
	
	
	
	
	
	
	
	
	

	
	Observations
	

	8
	
	
	
	
	
	
	
	
	

	C / NC: 
	Compliant/ non-compliant


Annex 4. 
Annual sampling plan for GF program drugs

A. At arrival: 

The GF program will use the following plan:

· For drugs belonging to category 1 and 2 (See Table below), we use the randomized number table below. Lots in yellow (in randomized Table) will be tested upon their arrival. Lot number one (1) being the first batch arriving in the country and so on. This list is valid for the first hundred consignments arriving in the country (the process can be repeated if more than 100 batches arrive in the country under the program), 5% of the batches will be tested.

· For drugs in category 3, we will select the batches highlighted in blue. Following the same principle, 10% of the batches will be tested.

· For drugs in category 4, 5 and 8 we select the first batch, the third and so on. Half of the batches will be tested for these products.

· For drugs of category 6 and 7 all batches will be tested.

Randomized number table, from one to one hundred
	77
	6
	76
	13
	19
	2
	51
	81
	66
	35

	5
	45
	100
	8
	55
	96
	21
	97
	70
	63

	17
	82
	88
	46
	18
	41
	69
	54
	1
	29

	71
	47
	65
	10
	61
	23
	62
	73
	89
	68

	44
	99
	11
	25
	84
	74
	86
	33
	79
	42

	4
	20
	59
	30
	43
	39
	56
	64
	72
	92

	58
	26
	24
	16
	9
	91
	48
	75
	3
	7

	38
	34
	83
	67
	32
	37
	31
	40
	60
	27

	53
	95
	49
	87
	93
	78
	28
	50
	85
	52

	57
	36
	98
	14
	15
	12
	22
	94
	80
	90


Table: Frequency of testing per category of products

	Nr
	Product category
	%

	1
	Drugs supplied from a WHO prequalified source*
	5  

	2
	Drugs supplied from a "SRA" approved source*
	5

	3
	Sources with GMP certificates but not prequalified
	10

	4
	Sources without GMP certificates
	50

	5
	ACT and other temperature sensitive products
	50

	6
	First line anti TB drugs
	100

	7
	Products with past and documented quality issues
	100

	8
	First introduction in the country of destination**
	50


* The PR will ensure that out of all the batches received per product in a year in the country, at least one batch will be tested.

**In case there is only one batch for a product in category 8, it will have to be tested.
B.  For drugs already in the country supply chain:

Selection of drugs for additional quality testing in the country will be based on the following criteria:

 • The risk to product quality: temperature-sensitive products and products having past quality issues.

 • The time drugs have been stored inside the country and conditions of storage and distribution.

On a regular basis, sampling inside the country is done for lots on arrival and after a period of at least 9 months of storage in the country and for lots already quality tested upon their arrival.

In principle the same number of samples is taken as for the sampling of products on arrival in the country. 
A second scenario for sending drugs for quality testing is when there are doubts about the conditions of storage and distribution and/or in case of pharmacovigilance reports of adverse effects or loss of drug efficiency.
This sampling will take place at least once a year; Sampling may also be done during the supervisory visits from the NMCP, inspections of the NDRA or after a pharmacovigilance report has triggered alarm.

The sampling is done at 3 levels:
 1. Central medical stores
 2. Peripheral stores (regions, districts)

 3. Health facilities (hospitals, health centers, clinics)

Annex 4.1 examples of randomized numbers tables

Table 1

	51
	65
	24
	5
	47
	78
	85
	91
	74
	23

	37
	7
	99
	77
	16
	98
	80
	26
	93
	68

	42
	94
	61
	89
	53
	87
	60
	67
	17
	13

	40
	52
	44
	73
	1
	45
	63
	82
	72
	29

	59
	95
	34
	71
	18
	19
	25
	97
	83
	55

	79
	10
	22
	6
	54
	69
	39
	4
	8
	48

	3
	11
	38
	58
	100
	66
	20
	49
	21
	9

	57
	33
	50
	14
	64
	27
	76
	92
	32
	2

	15
	12
	41
	86
	70
	35
	43
	30
	56
	75

	90
	96
	31
	88
	81
	36
	46
	62
	84
	28


Table 2

	62
	9
	58
	19
	36
	37
	34
	43
	88
	1

	15
	73
	98
	97
	28
	35
	40
	24
	72
	87

	57
	22
	26
	66
	21
	29
	56
	49
	16
	42

	91
	44
	60
	84
	38
	76
	83
	17
	67
	39

	27
	63
	30
	74
	75
	90
	51
	68
	86
	32

	79
	82
	45
	94
	10
	89
	50
	41
	48
	20

	33
	47
	59
	77
	92
	53
	31
	71
	52
	61

	81
	23
	70
	8
	14
	6
	95
	99
	54
	100

	18
	64
	80
	78
	65
	93
	85
	2
	13
	46

	4
	69
	5
	12
	96
	3
	55
	25
	11
	7


Table 3

	12
	1
	36
	30
	74
	16
	63
	75
	67
	90

	96
	24
	65
	68
	86
	5
	95
	52
	82
	18

	57
	94
	83
	23
	41
	42
	39
	48
	19
	6

	20
	78
	3
	2
	33
	40
	45
	29
	77
	92

	61
	27
	31
	71
	26
	34
	81
	21
	47
	49

	89
	43
	8
	14
	22
	72
	44
	32
	62
	80

	56
	97
	73
	91
	37
	84
	87
	50
	88
	99

	5
	55
	70
	25
	38
	51
	10
	35
	64
	9

	93
	58
	66
	53
	79
	28
	13
	54
	76
	11

	100
	4
	59
	69
	46
	85
	7
	98
	60
	17


Table 4

	63
	7
	75
	96
	100
	22
	55
	83
	98
	1

	19
	65
	54
	11
	15
	77
	89
	26
	42
	73

	71
	81
	52
	79
	62
	61
	92
	72
	78
	10

	66
	25
	21
	86
	64
	3
	85
	67
	94
	14

	80
	56
	8
	24
	48
	40
	4
	82
	38
	39

	31
	87
	88
	30
	32
	51
	60
	16
	46
	9

	58
	74
	53
	5
	6
	13
	84
	70
	97
	93

	41
	18
	95
	35
	99
	45
	12
	36
	59
	20

	91
	90
	37
	44
	2
	29
	57
	23
	27
	17

	43
	68
	76
	69
	33
	34
	49
	50
	47
	28


Table 5

	51
	4
	24
	75
	47
	6
	85
	91
	74
	23

	37
	7
	99
	77
	16
	98
	80
	26
	93
	68

	42
	94
	61
	89
	53
	87
	60
	67
	17
	13

	40
	52
	44
	73
	1
	45
	63
	82
	72
	29

	59
	95
	34
	71
	18
	19
	25
	97
	83
	55

	79
	10
	22
	78
	54
	69
	65
	8
	48
	3

	11
	38
	58
	100
	66
	20
	49
	21
	9
	57

	33
	50
	14
	64
	27
	76
	92
	32
	2
	15

	12
	41
	86
	70
	35
	43
	30
	56
	5
	90

	31
	88
	81
	36
	46
	62
	84
	28
	39
	96


Annex 5 Supervision form for inspection of storage facilities
This form can be used for central warehouse as well as for peripheral level stores.

	Name of the store:
	

	Location:
	

	Superviser(s)
	                                                                          
	Manager
	

	
	Yes
	No

	1. Verification of storage conditions 

	a) 
	Are stock cards placed together with the products?
	
	

	b) 
	Are medicines and other GF health products stored applying the first-expiry first out (FEFO) inventory system? 
	
	

	c) 
	Are medicines boxes arranged so that expiry date, manufacturing site and batch numbers can be easily checked?
	
	

	d) 
	Are the boxes stored on shelves and pallets?
	
	

	e) 
	Are the boxes stored away from walls and ceilings?
	
	

	f) 
	Is the storage height of boxes limited to 2.3 meters?
	
	

	g) 
	Are the boxes and products in good condition? Are they not crushed? (If the boxes are opened are the packages/products inside in good condition)?
	
	

	h) 
	Is the store well ventilated or air-conditioned?
	
	

	i) 
	Is the temperature monitored?

If yes, how? 
	
	

	j) 
	What is the storage temperature for GF products?  
	1
	
	2
	

	k) 
	Are the products protected from exposure to sunlight and fluorescent light?
	
	

	l) 
	Are the products protected from moisture and water?
	
	

	m) 
	Are the expired products and/or damaged stored separately and removed from the inventory?
	
	

	n) 
	Is the store free of insects and rodents? 
	
	

	o) 
	Is the store locked, are proper security measures available and is access limited to authorized staff only?
	
	

	p) 
	Are the roof, floor and walls maintained to prevent sun and water infiltration?
	
	

	q) 
	Are the stores kept in good condition (clean, no trash, sturdy shelves and organized boxes)?
	
	

	r) 
	Is there enough space and management capacity to store GF products?
	
	

	s) 
	Are there enough fire extinguishers, are they accessible and properly maintained, and are there any other protective measures against fire?
	
	

	Comments on storage:

Actions suggested:




	
	Yes
	No

	2. Verification of bin cards and physical inventory

	a) 
	Are the bin cards updated?
	
	

	b) 
	Are they filled correctly?
	
	

	c) 
	Does the physical count match with inventory records? check at least 5 GF products*
	
	

	d) 
	Is the expiry date indicated on the bin card?
	
	

	e) 
	Are they expired products in the store?
	
	

	f) 
	Is there any product with a shelf life of less than 6 months?
	
	

	g) 
	Was there any stock out of GF products?

List products and number of days of stock out:
	
	

	h) 
	Verify number of months in stock for at least 3 products for a period of one year* 
	*Attach result

	i) 
	Was there any quality problem recorded for GF products?
	
	

	j) 
	Was there any sample sent for quality control? 
If yes for which product and for what reason?
	
	

	Comments on bin cards and GF products stock

	

	Recommendations 

	

	4. Other information 

	a)
	How many supervisory visits have been done for this store for the last year?

Indicate who conducted the supervision and when.

Is there a supervision report available? 
	

	b)
	Observations from the store manager : 


	

	Conclusions : 



	Date:
	Name and signature of the store manager:
	

	
	Name and signature of the supervisor(s):
	


Annex 6: Information on Pharmacovigilance

Definition:

Pharmacovigilance is defined as the science and activities relating to the detection, assessment, understanding and prevention of drug adverse effects for products for human use.
Its purpose is to improve knowledge of medicines, especially its potential risks in real life conditions, thereby improving the risk/benefit ratio:

• At individual level, by selecting the best treatment for a given patient,

• At level of public health, by deciding to maintain or not a drug on the market, informing physicians of potential risks, etc…
Pharmacovigilance concerns all drugs licensed on the market (or with a temporary authorization), and concerns all patients likely to use them, in particular population at risk (children, pregnant women, elderly, patients with renal impairment, enzymatic deficits, etc…).
 

Pharmacovigilance is part of the quality assurance process:

 

Although each drug is studied and assessed before a market authorization is issued, these studies are still limited in terms of potential risks for users of drugs. No clinical trial can guarantee the absolute safety for the use of a drug. It is only after use on a larger scale that a safety profile can be established.

Pharmacovigilance systems at national level
 

In many countries there is still no operational pharmacovigilance system. For these countries the system to be established for the GF programs could serve as a model for wider implementation at national level.

For the moment, its mandate would be limited to the collection of adverse and unexpected reactions.

When the pharmacovigilance center registers a suspected adverse reaction, it must validate the reaction (check authenticity) and assess the relation to the drug (traceability).

In case of an alert, an investigation may be triggered by the director of the national authority for quality assurance. A responsible rapporteur is designated among the officials of such authority for the purpose of the investigation, who will gather and analyze the data.
Based on results of the investigation, measures will be proposed by the NDRA to reduce or eliminate this specific risk for this specific drug.
The NDRA may modify the market authorization and import license for this product.

All conclusions emerging from this investigation will be communicated to those responsible for quality assurance at the GF and to the WHO Collaborating Centre for International Drug Monitoring, located in Uppsala, Sweden.

 

Practical Pharmacovigilance 

Pharmacovigilance is based on prompt reporting, by health professionals, of any adverse effects that may be due to a drug. As soon as there is a suspicion, even if not confirmed, the NDRA and/or national pharmacovigilance centre can be contacted.

Reporting of adverse effects
· Who should report? 
It is mandatory for health professionals from public health sector to report any adverse reactions.

· What to report?

The declaration is mandatory for any serious or unexpected adverse events and any form of abuse or misuse.

Any unexpected or bizarre effects can also be notified.

· Any serious adverse effect (lethal or possible life-threatening, or resulting in temporary or permanent disability or significant incapacity, or long, prolonged hospitalization or outward defects or manifested by a congenital malformation).

· Any unexpected effects (of which the nature, severity or result does not match the information contained in the SPC).

· But also any effect that is deemed relevant to report outside of these definitions

· How ?

It is recommended to transmit such information in writing:

· using the standard reporting form and 
· using a hard copy or electronic copy for transmission 

A declaration must contain at least the following information:

· An identifiable source (the person notifying the effect)

· An identifiable patient

· The name of the suspected product and batch number 

· The nature of the adverse reaction.
In practice, to be assessed correctly, the dossier should include information on the patient (sex, age, weight, size, address, medical history, occupation, etc…), the medication of the patient (product description, batch number, dosage, method of administration, start and end of the treatment, medical indication etc...) description of the adverse event with date of onset, evolution etc…).

It should include, if possible, hospitalization records, medical correspondence and results of additional medical exams.

The "notifier" (source) may be contacted if further action is necessary or for more information. The initial statement can be completed and updated any time new information has become available. The dossier will evolve in time.

· How fast?

Health professionals must fill the declaration "immediate" after the effect has been noticed. Reports of serious adverse events need to be forwarded promptly to the national authority.

A pharmacovigilance system may at a certain moment create two entities: the National Pharmacovigilance Commission and its Technical Committee.

Role of the National Pharmacovigilance Commission:

· Assess all adverse effects reports received
· Inform health professionals of established procedures and recommendations

· Coordinate the activities of pharmacovigilance centers

· Set up scientific and methodological groups

The technical committee of pharmacovigilance, composed of members of the National Commission of Pharmacovigilance is responsible for preparing the work of the National Commission of Pharmacovigilance.

Annex 6.1

Drug quality issue reporting form 

1. Person who identified the problem

Name and surname:

Title:

Health facility:

Tel:                                                        Email:

2. Drug concerned

Name:




Manufacturer:

Dosage, form:

Batch number(s):



Expiry date:

Is a sample still available:
YES
NO

If yes, provide contact and name of the sample holder:

Received from:



Date:

3. Precise description of the quality issue:     

Date problem observed:       /   /  
Quality issue detection:
Before

After

administration to the patient

Description of the problem: (describe the change of colour or texture, smell, patient reactions...)

Clinical consequences on the patient:

YES
NO

If yes, which ones:

Date:      /  /  



              Signature :
PAGE  
QAP Template annexes



