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Drug monitoring programme
Background:
The Global Drug Facility (GDF) is an initiative of the Stop TB Partnership to increase access to quality-assured tuberculosis (TB) medicines for DOTS implementation, a TB control strategy. GDF is housed at the World Health Organization (WHO) headquarters in Geneva and managed by a small team in the Stop TB partnership secretariat.
GDF, as procurement agency collaborating with selected procurement agents, offers three core procurement services:

· Grant Service (first and second line anti-TB medicines, diagnostics) for countries and non governmental organizations (NGOs) that are donor-dependent for some or all of their drug supply, 

· Direct Procurement (DP) Service for countries, NGOs and donors wanting to buy first line anti-TB medicines and diagnostic equipment, or second line anti-TB medicines for Green Light Committee (GLC) approved projects,

· Technical Assistance (TA) Service for Grant and DP recipients (first and second line anti-TB medicines) through annual and ad hoc missions for in-country drug management monitoring and training.
In 2008, GDF initiated a revision and expansion of its Quality Assurance Policy and Procedures as part of a collaborative process to ensure harmonization with the policies of two major multi-lateral financing mechanisms (i.e. The Global Fund and UNITAID), and other organizations (i.e. The Union; UNICEF, Médecins Sans Frontières) involved in TB control and in particular to:
- ensure global consistency on quality standards set for procurement and supply of    

  anti-TB medicines, medical as well as diagnostics items 
- avoid duplication of effort.
From March 2009, GDF has been part of the Global Fund (and associated partners’) Quality Control Initiative, using the same consignment inspection, sampling and testing capabilities and publishing jointly Request for Proposals for the selection of the common Quality Control Agents aimed at: 

· Harmonization of activities

· Standardization of process and procedures 

· Cost efficiency through the pooling of activities and sharing of results

· Transparency and competition

In July 2009, the Global Fund and GDF launched a RfP (Request for Proposal) for the selection of agents for the provision of the pre-shipment inspection, batch sampling and testing services.
Scope of the work of this programme:

1. Consignment inspection at the specified locations and sampling (batch and product)

2. Quality Control Testing

3. Process Management 

4. Quality Control Test Reporting

5. Providing technical advice in matters related to above activities when  required.

Consignment inspection at the specified locations and sampling (batch and product):

Pre-shipment (PSI) will be carried out at (i) the manufacturer's site or (ii) at the procurement agent storage facility (if required, post-shipment will be carried out at the country of use on consignment on arrival) according to latest versions of: 
· STOP TB Inspection and Sampling Instructions

· STOP TB Inspection and sampling report 

· The list of products-manufacturers eligible for supply including product characteristics
 provided by GDF
· GDF instructions for packing and labelling document 
When new tools are expected to be followed, the effective date for its implementation will be agreed between GDF, the manufacturers and the QCA. 

The minimum PSI requirements would consist:
1. Verification of total quantity and integrity of all products per Purchase Order and or pre shipment inspection check list, including any additional items such as leaflets or training materials.

2. Verification that the goods, including labelling and expiry dates, are as specified in the Purchase Order.
3. Verification that packing is efficient and in conformance with the Purchase Order and is suitable for the chosen transport method. 

4. Verification of the shipping marks as per Purchase Order.
5. Verification of completeness and accuracy of manufacturers’ documents that will accompany each consignment, including final invoice, packing list, certificates of analysis to accompany shipment, or as otherwise specified in the purchase order.

All consignments will be inspected unless instructions indicate otherwise and the specific current requirements for SLD further below. 
Sampling (batch and product):
Sampling will be carried out at (i) the manufacturer's site or (ii) at the procurement agent storage facility or (iii) at the country of use on consignment on arrival or(iv) at different location as the need be on a case by case basis according to the principles and method of sampling finished products established in the RfP (page 7). 
Random sampling for testing:

1. For WHO PQP: to test the first 5 batches and the 10 percent of the following batches as described below.

2. For ERP reviewed products: To test the 5 first batches and then 20 percent for the following batches as described below. The QCA will be requested to review the Certificate of Analysis of the manufacturer for skipped batches and alert WHO/GDF in cases when any non-compliance is detected and/or manufacturer specifications are very different to the compendial specifications. WHO/GDF may request additional testing if deemed needed
. Further procedure will be defined within 30 days after signature of a services contract.

3. In 2011, 100 percent of lots of medicines procured for India TB programme (combi-packs kits) to be tested. As they undergo ERP reviewed and become ERP reviewed and non objection for procurement and supply is issued, the approach for ERP products will apply. 
4. In principle, no testing is required for wfi and syringes 
Once the first 5 batches for the product with specific reference to INN, strength, dosage form, package and manufacturer have been tested and results found within the specification for the 5 batches subsequent testing shall be done, in principle 
· on 10% of the WHO prequalified 
· 20% of the ERP-reviewed products and granted positive opinion 

of the procure for supply batches chosen randomly by the sampling agent. 

The process of testing first 5 batches is mandatory for all products
. This applies even if 5 batches are not available in the first instance. In case of discontinuity of quality control for a said product (no lot tested during the last 6 months), or in case of results for one lot not fully compliant with the previous results, or in case of change by the  manufacturer in the method control, the QCA may decide to sample more than 20% /10% of batches depending  on the availability of batches at manufacturing site  and number of lots for the same product already tested by  the QCA with the same manufacturer’s  procedures. 
Randomization is to be applied only after satisfactory testing of the first 5 batches of a product with specific reference to INN, strength, dosage form, package and manufacturer.

The above set-up of the randomization scheme may be modified by GDF at any given time. 
Second and third line anti-TB medicines supplied:
Medicines produced in India to be supplied to DRTB programmes/countries different to  India: 
1. PSI and sampling will take place at the manufacturer site
2. Samples will be sent to SGS Chennai Lab 
3. Medicines will be shipped to IDA Netherlands at the same time samples are being tested in SGS Chennai Lab
4. Medicines will be allocated either to the SRS or to an order only after the verification of the order products and documents and testing results, are accepted by GDF 

Medicines produced in other countries different to India
:

1. Receiving, storage and dispatching medicines at IDA warehouse should be in compliance with EU-Good Distribution (Storing) Practices and written procedures. Therefore, no additional inspection by SGS is required.
2. Sampling by SGS will take place at IDA Netherlands upon arrival and will be sent to SGS Belgium laboratory for testing
3. Medicines will be allocated either to the SRS or to an order only after testing results are accepted by GDF

Medicines produced in India for the India DRTB programme:

1. PSI and sampling will take place at the manufacturing site

2. Medicines will be sent to Chennai Laboratory for testing
SGS will inspect and conduct physical inventory of the SRS two a year and/or as needed. 

The above set-up of the PSI, sampling and randomization testing scheme may be modified by GDF at any given time. 

Quality control testing methods: 

1.- The product testing will be performed at SGS India PvT.Ltd., Chennai, India unless otherwise is indicated. 
2.- The methods for independent analysis commissioned by GDF are chosen in the following order: 

A) The latest editions of International Pharmacopoeia, British Pharmacopoeia and US. Pharmacopoeia should be followed to perform the analysis. SGS will assist GDF on choosing the best compendial method applicable for the each specific product and will inform GDF on the method selected. Tests will be interpreted according to compendial specifications. If needed, approved additional in-house methods for specific parameters will also be followed In such cases the manufacturer will submit to GDF the complete analytical method and validation data. 
B) If there is no monograph available in any of the three of the a.m pharmacopoeia, the approved manufacturer's specifications and validated methods are used as supported by the manufacturer's validation data. The manufacturer will submit to the QCA the complete analytical method and validation. As this process is time consuming, the manufacturer will submit the documentation as early as possible through GDF (i.e. contract award notification and/or quotation issuance) prior to any purchase of the product. The laboratory shall perform validation of test method(s) used by manufacturers where the pharmacopoeia monograph is not available.
Assessment and implementation of the methods should be satisfactorily completed in order to carry on the routine testing process. Unless variations of methods or new method(s) are set up by the manufacturers, this step is done only once. 

Implementation of the manufacturer's method will be done as per chart agreed with the Global Fund (Contract number 20012982).
4-. SGS will perform same all tests indicated in the contract with the Global Fund under analytical methods and parameters tested. 
In general, the following tests should be performed and reported on:

· Appearance

· Identification, assay and impurity control (related substances) 

· Dissolution and or disintegration for tablets and capsules

· Content uniformity or weight variation for tablets and capsules

· pH and microbial limits for the solutions if in the specification

· sterility and bacterial endotoxin test , if appropriate (e.g. for injectables)

Based on the parameters required to be tested, SGS will determine the quantity of dosage units or multi dose packs adequate to cover the following needs: 

· To perform validation and method transfer wherever applicable
· To conduct the agreed tests
· Possible confirmative re-testing in case of out-of-specification results

· Retention samples
5.- GDF may request additional test to SGS not indicated in the cost proposal. Vice versa SGS may indicate if additional test are required not included in the cost proposal. 

6.- No part of analysis or methods may be shared with third parties and no part of testing can be outsourced to a third party without pre-approval by GDF.

7.- Sources, methods, specifications and analysis data must be kept strictly confidential and achieved for at least 5 years and be provided to GDF if so requested. 

8.- The QCA will provide Global Drug Facility with a full report and the Certificate of Analysis of the lots tested on a monthly basis. 
9.- If the results of parameters tested are not within the expected specifications, the batch is considered as Out of Specification (OoS). Procedures and reporting in case of OOS are described in the corresponding SOP. 
10.- Technical documentation that will be requested from the suppliers for testing purpose when a product is tested the first time and/ or the methods are non-compendial will consist of all or part of:
· Manufacturer’s testing SOP’s 

· Manufacturer’s validation report for test methods 

· Characterized standards and reference material in sufficient quantity for method installation, debugging and final method transfer testing with certificates containing at least: content, purity, water content, expiry date 

· Manufacturer’s specification sheets for each product formulation with testing parameters and acceptance limits 

· Sufficient samples from 2 different batches of each product formulation to perform testing for method transfer. 

· Certificates of analysis of the product batches involved in method transfer 
· List of QC/QA contact persons for each manufacturer for technical discussions on analytical methods 

It is requested that documentation provided be in English or French. 

11.- Sub-contracts: The contracted QCA shall not contract any service and/or tests to another service provider anytime during the period of this contract. The QCA may subcontract any of the work required to third parties agencies subject to the prior written agreement of GDF. The QCA shall ensure that any subcontract(s) are duly certified as per GDF requirements and are in compliance with this contract.  
India TB Programme (DFID project -combi-pack kits):
1. Products shall be tested at SGS India PvT.Ltd., Chennai.
2. The methods for independent analysis commissioned by GDF will follow the latest edition of the IP (Indian Pharmacopoeia). Currently, the latest version is 2007.
Relationship and responsibilities:

(a) Technical office:
Global Drug Facility 

Quality Assurance personnel

20, Avenue Appia

1211 Geneva, Switzerland

The QCA will work under the technical and procedural direction of the Global Drug Facility, Quality Assurance technical officer and/or his/her designee. This includes: 

· Interpretation of specifications or technical portions of the work statement
· Review and when required provide technical approval of technical reports, specifications, or technical information to be delivered.

Standard Operating Procedures:

The latest SOP for PSI, sampling and testing will be applied. 
Reporting:
SGS will submit the following reports to GDF QCA:
A) Copies of all CoAs.

B) Monthly summary of batch testing including Product, Supplier, Batch nos. tested and skipped, Destination, Order no., Lead times for PSI and QC.

C) Report of confirmed OOS cases including Product, Supplier, Batch no., Destination, GDF reference no., Purchase Order no., Parameter tested, Method, Specification, Initial result, First re-test result, Second re-test result, Timeframe per step.
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� INN; strength; dosage form; packing type and size; manufacturer, manufacturing site; shelf-life; storing conditions





� GDF may request to the Expert Review Panel advise on any additional testing for products that represent higher potential risk taking into consideration e.g. nature of the product, batch size, nature of excipients, packaging and methods of production (e.g. sterility testing for Injectable medicines)





� As GDF is being testing batches since 2001, for the implementation of this randomized scheme, SGS will only apply the rule of first 5 batches to new medicine-manufacturers not tested in the past on a regular basis. 


� At present these countries and manufacturers are: Jacobus and Chao Centre in USA, Fatol in Germany, Aspen in South Africa, Panpharma in France, Medochemie in Greece


� Except for tests for which re-test is not indicated e.g. sterility 
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