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Workstream Update: GLP Site Accreditation

Friday 23" June, 121 Convening, Hotel Kempinski, Geneva

Graham Small (IVCC) and Alex Wright (Consultant to 12I)
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Presentation Objectives )

1. Recap on the progress and key achievements of the workstream over the last 12
months

2. Present the workstream’s view of WHO’s new product evaluation system

3. Outline the future priorities of the workstream
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GLP Workstream Objectives

From the Terms of Reference:

» The purpose of the GLP Workstream is to enable manufacturers to generate
data at GLP certified facilities to be used in dossier reviews by WHO PQ

* This will be achieved by the development of:
* Site-specific plans for obtaining GLP certification
e Best Practice Standard Operating Procedures (SOPs) for the testing of Vector Control
products




GLP Workstream Outputs
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From the GLP Workplan:

i2i Good Laboratory Practice Workplan 2017

Objective

Activity

2017

alw]e]w

GLP Workstream

Development of site-specific plans for reaching GLP compliance

Agreement of bespoke site development plans and budgets

Facility Capacity and Development Matrix Developed and Shared

Facility Capacity and Development Matrix updated quarterly

Develop plan on how to to forecast to site capacity need annually by manufacturers

Develop plan on how to support sites to achieve sustainability once GLP compliance is achieved

Begin to implement sustainability support plans

Development of Best Practice SOPs for the testing of VCproducts

Publish Moshi site SOPs

Collation of other existing SOPs

Identify Best Practice and Duplication

Expert review

Stakeholder consultation and finalisation

16 individual site plans to obtain GLP
certification

These sites to be GLP certified by end of
2018

Site matrix developed and updated
regularly on 12| website, conveying
features of sites and progress in
development

Develop Best Practice SOPs for testing
Vector Control products

Sustainability Plan to support sites post-
compliance

Forecasting tool to monitor site capacity
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GLP Site Development

1. Site develocpment

2. Quality manual approved
3. Pre-inspection complete
4. Conducting pilot GLP trials
5. Full inspection complete
6. GLP Compliant

*Status Key

Facilities in Africa Status* Site Capabilities Compliance Target

Kilimanjaro Christian Medical
University College, Moshi, 6. GLP Compliant IRS P1-3; LLIN P1-3; Larv P1-3 N/A

Tanzania

Institut de Recherche en Sciences 1 Site Develobment
de la Sante (IRSS), Centre Muraz ' P IRS P1-3; LLIN P1-3 2018 Q2

Bobo-Dioulasso, Burkina Faso

LSHTM-CREC (Centre de
Recherches Entomologiques de 1. Site Development IRS P1-3; LLIN P1-3; Larv P1 2017 Q4

Cotonou), Benin
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GLP Site Development )

Facilities in Africa . e .
Status Site Capabilities Compliance Target

(continued)

Centre Suisse de Recherches
Scientifiques en Cote D'lvoire 1. Site Development
(CSRS), Abidjan, Cote D’lvoire

Institut Pierre Richet (IPR), Institut
National de Sante Publique, Cote 1. Site Development
D’Ivoire

IRS P1-3; LLIN P1-3; Larv P1-3 2017 Q4

IRS P1-3; LLIN P1-3; Larv P1-3 2018 Q2

Ifakara Health Institute, Tanzania IRS P2-3; LLIN P2-3

(Bagamoyo and Ifakara sites) 2017 Q4

1. Site Development

Amani Research Centre-NIMR
(National Institute of Medical 1. Site Development
Research), Muheza, Tanzania

IRS P3; LLIN P1-3; Larv P1-3 2018 Q2




Site Development
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Facilities in Asia

National Institute of Malaria

Site Capabilities

Compliance Target

Research, Delhi, India 1. Site Development IRS P1-3; LLIN P1-3; Larv P1-3 2018 Q2
e e L SheDeveopmen S PiLarv i3
e e 1.5k Developmen S PL a2
Comnl:ljaiiigf)lltlnsgtel;t:efg;ntrol 1. Site Development RS P1-3; LLIN P1-3; Larv P1-3; 55 2018 Q2

and Prevention (ICDC), China

P1-3




GLP Site Development
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Facilities in the Americas Site Capabilities Compliance Target

Centro de Investigaciones de
Plagas e Insecticidas (CIPEIN), 1. Site Development To be determined To be determined
Buenos Aires, Argentina

Fundacdo Oswaldo Cruz FIOCRUZ,
Rio de Janeiro, Brazil

1. Site Development To be determined To be determined

Centro Regional de Investigacion
en Salud Publica, Instituto Nacional
des Salud Publica, Tapachula,
Mexico

1. Site Development To be determined To be determined

Universidad Autonoma de Yucatan,

: 1. Site Development To be determined To be determined
Mexico

Facilities in Europe Status Site Capabilities Compliance Target

IRD, Montpellier, France 1. Site Development IRS P1; LLIN P1; Larv P1; SS P1 To be determined
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GLP Site Matrix
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Scientifques en Céte D'lvoire (CSRS)

LLINS Cote D'lvoire

Lab Trials (Phase 1) Small-scale Trials (Phase I1) Large-scale Trials (Phase 1) Mouhamadou Chouaibou
00(225)78262948
ss

. mouhamadou.chouaibou@csrs.ci
PrOVIdeS Lab Trials (Phase 1) all-scale Trials (Phase I1) Large-scale Trials (Phase lll)
information on: site

Ca a Cit a n d Lab Trials (Phase 1) Small-scale Trials (Phase 1) Large-scale Trials (Phase lll) WEST AFRICA . .
p y . U pd ated q ua rte rly CREC, Cotonou (in collaboration
features; overview

w
3

www.csrs.ch

with LHSTM) Benin

Hut Testing Available Corine Ngufor
of progress towards Jonuary February varch
G LP O m | ia n e j@”‘ May J}WE b corine.ngufor@Ishtm.ac.uk
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Institut de Recherche en Sciences de

Village Scale Trials Possible
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GLP workstream: Best Practice SOPs (1/2) Q
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Objective:

» To produce a comprehensive list of GLP Best Practice SOPs for the laboratory
testing of vector control products focusing on SOPs for the testing of LLINS,

IRS, space sprays and larvicides |

11



GLP workstream: Best Practice SOPs (2/2)

Milestone By When Status Comment
Lead consultant hired Jan ‘ Complete
Existing SOPs collated where possible from testing sites Mar ’ Complete
Expert Panels convened for IRS, LLINs, SS and Larvicides Apr ‘ Complete
IRS and LLIN SOPs sifted and duplicates removed Apr ’ Complete
SS and Larvicide SOPs sifted and duplicates removed Apr ‘ Lack of SOPs available
Composite Best Practice identified May ‘ Complete
SOPs for IRS and LLINs reviewed by panels May ‘ In progress
Conflicting panel guidance resolved by workstream Jul ‘ If necessary
IRS and LLIN SOPs finalised and shared Aug ‘ On track
SS and Larvicide SOPs finalised and shared Aug /‘ Requires action

Due to lack of SOPs available, change to project scope required in order to write

comprehensive SOPs for larvicides and space sprays, rather than build on existing ones.

12
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GLP workstream: SOP Compilation Exercise  *

Fred Yeomans (12l)
Graham Small (IVCC)
Alex Wright (LSHTM/Consultant to 121)

Start Date: January 2017
Proposed End Date: September 2017

To compile a set of best practice insecticide-testing SOPs for Phase | and Il
IRS, LLIN, Space Spray, and Larviciding

13



GLP workstream: SOP Compilation Exercise Q

e Step 1- Contact multiple
institutions to gather SOPs for
insecticide testing 2

e Step 2- Gather SOPs from all 3 1
institutions and started grouping
them into categories (LLIN or
IRS, Phase | or Phase Il)

@ Sites contacted for SOP Exercise
@ Expert Panel members

14
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GLP workstream: SOP Compilation Exercise  *

Hut preparation [Compatibility Mode] - Word X

Insert Design Layout References Mailings Review View EndNote X7 Q Tell me what you want to do... Lauren Wright Fl Share

on c N . . L Find ~
S e Calibri (Body) 2 - A A Aa- A ° p "

° : == 5= 41 9 nasbcend Assboend AaBbC AaBbca AQB asebcen -
tep - Omp are S OT eacC B I R w0 X 6 A = = = f oo v e st g e s o

¥ Format Painter

Clipboard & Font m Paragraph Styles
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Alex Wright

ii. Prepare the mud or cement in the appropriate ratio KCMUCo- Mud: Sand= 47; Cementisand= 13
CREC- Cement: Sand= 1:3; Mud:sand=2:3

: M M iii. Prepare the ceilings in the same way as the walls. If ceilings are to be left IHI- Mud: Sand= 3 buckefs.; 2 shovels
a n C O I I l p I e I n to ta I n g untreated as per protocol, cover with plastic sheeting.
’ iv. Apply the mud or cement to the wall, approximately 3 inches deep.
v. Leave any fresh plaster to set, and apply water to the concrete surface

.
into account WHOPES
vi. The surface should set and harden before applying insecticide. IHI- Walls should harden for 2 weeks

KCMUCo- Mud should harden for 1 week minimum, cement

Editing A

c. pH testing walls and final preparation should harder for 1 month or when pH is <8
. . . . CREC- Walls should harden for 1 week, or for 2-3 weeks if
i. Scrape approximately 5g of surface material into a petri dish. they will be IRS treated

. .

G u I d e | I n e S ii. Add 15mL DI water and mix with a spoon. Take a strip of litmus paper and

dip in the solution for 5 seconds. Use the color chart on the litmus paper

to determine the pH. The acceptable range for concrete/mud is pH 6-8. If
the pH is above this range, test again after 1 week.

iii. Search rooms, verandahs, and exit traps for ants. If ants are found put
down clean petri dishes containing a mixture of boric acid and sugar
(50:50 ratio).

iv. Search and remove spiders and spider webs.

v. Remove and clean any curtains separating room compartments.

. .
. m vi. Check the polyethylene plastic in the verandah for any holes. If holes are
e p - e n I n a C O p I e present, replace the plastic.

vii. Repair any holes in the screened verandahs, and fill any cracks or holes in
the walls.
O u t t O E X e rt P a n e I m e m b e rS fo r viii. Check uniformity of the baffles in the “entry eave gap” and the “exit eave
p gap.” The gap should measure 5 + 2cm when measured from inside of
hut.
ix. Clean the “sugar bowls” with 10% bleach and rinse with water.
C O I I l I I l e n t x. Drain the water in the moat and clean out, then replace with clean water.
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GLP workstream: SOP Compilation Exercise
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s i The volume of the water containing in the water bath
44:12.  Add the bottles to the shaking carriage, thenadd-mere o is normally in the manual. So check the appropriate
£ + i £ Germ-below-th bathlri ‘[The volume in the tank before starting the washing. Also

= T N P
bottles should be covered by the water up to the 500mL mark on the shaking frequency and accuracy is driven by all
these parameters, number of bottles and volume of

the bottles. water in the tank

13. The shaker bath can carry 8 bottles|.The number of bottles in the _‘
| H CREC- 10 bottles

carriage is according to the model and size of the machine (5 - 8 -10

. or 12 bottles
- 2534, Fillthe bath with bottles to prevent them falling over when | & Rt
Filling the bath with bottles containing only water

being shakenL If washing less than 8 net pieces use bottles without samples in case of few samples to be washed

containing just 500mL water to fill all the slots. Close the lid. is not because of falling of bottles, but to avoid
M ° 16.15. Once the bathisup-t 5 puta-probeof deviation in the shaking. The accuracy of shaking is
L , | incid ol b orrlae Oneath done by considering the total number of the bottles in
" © i the bath.
£ th hi lutioninside the botth hes th
P &
poroture, the net pi beadded to-the bott A
Not necessary because the temperature of the soap

Record-th £ h net siece bei hed

hd b © - solution is already at the requested temperature

L] [ ]
G L P WO rkstream discussion eSO
a. Prepare three small glass beakers for cleaning forceps: 1 for

distilled/deionized water, 1 for 10% bleach solution and 1

for tap water. Fill each beaker with corresponding liquid and Y soseoh chabi
label the peakers, This step is not necessary. Just use gloves and change
b. Using forceps, place the control net pieces into the 1L them for different Al including control nets

bottle. Replace the bottle lid and invert the bottle to ensure

natic camnlatal crhmaraad
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GLP workstream: SOP Compilation Exercise
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difficult to compile
 Panel members sometimes i

With contributions from CREC, IHI, and KCMUCo

commenting on WHOPES guidelines as s s e st i s

mosquito nets

L]
We | | a S S O P te C h n I u e S IRS causes a level of “contamination” to the hut that greatly exceeds that of ITNs, and
between trials it will be necessary forteExperimental huts toshewtd be completely refurbished

before each new trial. Refurbishing should include removing any sprayed surfaces such as walls
ceiling and doors and disposing according to local regulations. After replacing the walls and

L] L]
[ ) I h I ceiling the hut should be -ané-carefully cleaned, sprayed-surfacesreplaced-and absence of
e C n I q u e S C a n Va ry W I e y e We e n contamination demonstrated by appropriate bioassay tests.

RS loyalef ination” to tha byt thot "l s that of ITAL o
& ¥

sites e

Purpose

* In the first instance, areas that still

efficacy of novel indoor interventions or combinations of intervention against free-flying, wild

M . populations of malaria vectors. They are made of brick plastered with mud or cement on the
n e e C a r I ty W I e ta e n to t e G L P inside, with a corrugated iron roof and are built on concrete plinths surrounded by water-filled
moats to prevent entry of scavenging ants. Prior to each experimental hut trial, the huts must
be refurbished and thoroughly cleaned to prevent contamination from previous hut trials. This

Workstream for consideration in ool ——
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GLP workstream: Site Sustainability (1/2) )

Objectives:

1. Identify the key barriers to sustainability faced by the GLP testing sites,
both shared and individual

2. ldentify ways in which these barriers may be addressed so that the sites
can be supported to plan and adapt their business operations to maintain
sustainability in the market after achieving GLP compliance.

18
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GLP workstream: Site Sustainability (2/2) B v &
RNEC)

Milestone By When Status Comments

Hire consultant May ‘ Complete

Consultation to agree action plan Jun ‘ In progress

Prepare survey Jun ‘ On track

Review survey Jun ‘ On track

Consult with industry reps Jul ’ On track

Sensitise sites Jul ‘ In progress

Final review survey Jul ‘ On track

Submit survey Jul ‘ On track

Review, collate completed surveys Aug ‘ On track

Review survey results Aug ‘ On track

Key informant interviews with sites Sep ‘ On track

Review interviews Sep ‘ On track

Final written report Oct ‘ On track

19
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GLP workstream: Capacity Forecasting Tool (1/%
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Objectives:

1. Develop a tool which allows GLP testing sites to provide a snapshot of
their capacity, projected over an annual period

2. Use an aggregate picture to identify bottlenecks and slack across the
sites

20



GLP workstream: Capacity Forecasting Tool (2/%
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Milestone By When

Review getting data from WHO May
Review getting data from industry May
Review getting data from sites May
Workstream to review Jun
Discuss with testing sites Jul
Develop tool Aug
Pilot tool Sep
Amend and launch tool Oct
Quarterly updates begin Q1 ‘18

Comments

"

Method not feasible
Method not feasible
Method most accessible
Delayed
On track
On track
On track
On track
On track

wn
(=l
Q)

[
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GLP Workstream View on New WHO System %
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* To be finalised on afternoon of convening Day One in workstream breakouts, but suggested topics are:

What questions still

Which elements are .
remain from the
welcomed? - i ’
~ _- workstream’s
o perspect|Ve?

Constructive Response of
the workstream to the new
WHO process

- ~ Practical next steps
k’equired

What can your

workstream do to help
harmonise regulatory
requirements?
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GLP workstream: Future Priorities

Use forecasting

hare B
tool to address Share Best

Practice SOPs for

testing !
bottlenecks at festineliisand
. LLINs
sites
Use sustainability Collate methods
scopi-ng re.port to for testing SS and
. |dent.|fy larvicides, and
Interventions to write SOPs
sites J L
/ \
Continue to Innovation
focus on o Develop online
supporting sites { Eff|C|ency J site matrix based
to GLP | / \ ' on user feedback

compliance Quallty
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GLP workstream: Future Priorities )
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Questions to consider in workstream breakout group (afternoon of convening
Day 1):

* Do you envisage additional areas of focus?

Have some issues become obsolete?

Do you have the right membership to reach these goals?

Are there areas where input from other stakeholders is required? ’

Do you see the need to a new/more focused group to address a particular issue?

24



GLP workstream: Other Questions to Consider in Breakout
Session

* What is cost of GLP vs old system (actual cost vs cost/benefit)?
* Are data ownership issues resolved by conducting trials to GLP...what is current experience in PQ?
» Are conflict of interest issues resolved (real/perceived)... what is current experience in PQ?

* Analytical capacity ... (Gembloux can be a rate limiting step) ... there are plenty of GLP labs out there ....can
we use them now, do these need to be on a pre-approved list or is this decided at dossier submission stage
(etc)?

 When will SOPs on Phase Il studies be developed?
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