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1st PANNA Investigators Meeting: Paris, June 2008
2nd PANNA Investigators Meeting: Boston, Feb 2009
3rd PANNA Investigators Meeting: Venice, May 2009

4th PANNA Investigators Meeting: San Francisco, Feb 2010
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Agenda PANNA investigator meeting
17 February 2010

A Welcome
David Burger 18:30 - 18:40

A General introduction and update Europe
Angela Colbers  18:4071 19:00

A Update Canada
Charles la Porte 19:007 19:10

A Questions and closure
David Burger 19:107 19:30

B Panna
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Thanks to the sponsors of PANNA

A NEAT/PENTA
A Merck
A CTN (Canada)

A Negotiations with other companies are ongoing
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Why study pharmacokinetics of ARVs
In pregnant women?

A Pregnancy may induce changes in PK of ARVs:
Increased volume of distribution
Reduced absorption from Gl tract
Increased hepatic blood flow
Increased enzyme activity

Reduced protein binding

To o To Io I

A In many cases lower plasma concentrations are the result

A Adequate exposure to ARVS is necessary to maximalize VL
reduction

A Low VL is needed to prevent MTCT
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Reduced lopinavir exposure during pregnancy

Alice M. Stek®, Mark Mirochnick”, Edmund Capparelli,
Brookie M. Best®, Chengcheng HuY, Sandra K. Burchett®,
Carol Elgief, Diane T. Holland®, Elizabeth Smiths,
Ruth Tuomala", Amanda Cotter' and Jennifer S. Read
for the PACTG 1026s study team™
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AIDS 2006, 20:1931-1939
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AUC: -45%
Cmin:-61%

Antiviral Therapy 2010 152 in press (doi: 10,3351 IMP1473]

Case report

Decreased plasma levels of darunavir/ritonavir in
a vertically infected pregnant woman carrying
multiclass-resistant HIV type-1

Carmela Pinnetti', Enrica TamburrinP, Enzo Ragazzoni®, Andrea De Luca’, Pierluigi Navarra?

O Before pregnancy
e At 26 weeks of gestation
Vv At 36 weeks of gestation
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PANNAOS miI SSI on
Evidence-based dose
recommendations for all ARVs

to be used Iin pregnancy

B Panna




Compounds under investigation

NNRTI

A Etravirine (class B)

A Efavirenz (class D)
NRTI

A Emtricitabine (class B)
A Tenofovir (class B)

Atazanavir (class B)
Fosamprenavir (class C)
Darunavir (class B)
Tipranavir (class C)
Indinavir (class C)
Integrase inhibitor

A Raltegravir (class C)
Entry inhibitor

A Enfuvirtide (class B)

A Maraviroc (class B)

To To Io Do Do T

B Panna

200mg BID
600mg QD, UK/Ireland only

200mg QD
245mg QD

UMC af@i} St Radboud

300mg/100mg RTV QD; 400mg QD; 400/100mg QD
700mg/100mg RTV BID; 1400mg/200mg RTV QD
600mg/100mg RTV BID; 800/100mg QD

500mg/200mg RTV BID

800mg TID; 800mg/100mg RTV BID

400mg BID

90mg BID
300mg BID
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PANNA network collaboration

A Selection of sites capable of doing 12h or 24h PK recordings
Large site (preferably >40 deliveries/year)
Multidisciplinary team

Research unit/clinical ward & lab facilities (handling,
storage)

Regional collaboration preferred
European (NEAT) & Canadian sites

o o To Do Do

A Target: sufficient sites to cover >500 deliveries/year
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PANNA network
“—— Canada
Cologne
: Bonn
Dublin Berlin
Minchen
London Frankfurt
3 centres
~_ Geneva
Nijmegen
Rotterdam
Amsterdam
Roma
Torino
Amadora Padua

_ Barcelona
Paris
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Outline PANNA study protocol

A General study protocol, not specified per drug

A Patient is eligible if HAART contains at least one
drug from the list (no or limited PK information):
efavirenz in UK and Ireland only

PK at third trimester (preferably Week 33) and
>2 weeks PP (pref week 4-6)

N=16 per drug

Cord blood sampling at delivery
Safety/efficacy/adherence measurements
Central PK lab or local lab with sufficient QA/QC

o Io Po I» Do
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Website: www.pannastudy.com

A PANMNA - PANNA study - Microsoft Internet Explorer

Bestand Bewerken Beeld Favorieten Extra  Help #
o Yorige - Q @ @ @ p Zoeken * Favorieken @ 8 - é:i ﬂa =4 D E{ @? ﬁ 4a
Adres @ http:{ v, pannastudy .com/ v| Ganaar  Links @ -

PANNA study PANNA

= Contact

PaMMA s the name of the study of Pharmacokinetics of newly
developed altiretroviral agents in HIV-infected preghant women
(PAMNMAY, The purpose of the study is to collect pharmacokinetic B m
data (PK curves) in pregnant HIV-infected wormen using newly
developed antiretroviral agents.

pate as a new
study centre

Setting up a European-Canadian network

The group of pharmacist David Burger (Radboud University
Mijregen Medical Centre, The Netherlands) has set up a
European-Canadian network of centres that are willing and akble
to participate in this study,

This wehbsite gives information about the study, how physicians
can include patients and how centres can participate in the PANNS
study .
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Status and milestones

A 6 patients included
A 2 darunavir;

A 2 raltegravir;

A 3 atazanavir;

A 1 tenofovir

A The Netherlands, Spain, Italy open for inclusion
A UK: NA and ethics approval obtained. Local approval awaited.
A Germany: submitted for NA and EC approval
A Portugal, Ireland: NA and ethics being worked on
A Canada: funding approved
A December 2012:
A For 5 drugs: data from 16 patients
A Other agents: 5-10 patients

B Panna
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Inclusion of patients

The target population of the PaMKA study are HIV-infected pregnant women who have an indication for
treatment with 8 HART regimen containing a newly developed antiretroviral agent for which there is

insufficient data available an the pharmacokinetics during pregnancy. The selection of the antiretroviral agents
spt?ﬁ is at the discretion of the treating physician,

Inclusion criteria
1. HIv-infected as documented by positive HIV antibody test and confirmed by an antigen test,
Subject is at least 18 years of age at screening.
Subject is willing and able to sign the Informed Consent Form prior to screening ewaluations.
Treated with an HAART regimen containing at least ane agent which is mentioned in Appendiz 1; this
agent has been taken for at least 2 weeks before the day of first PK curve evaluation,
5. Subjectis pregnant.
6. Subjectis able to adhere to food intake recommendations.

2.
PANNA network 3.
4

Exclusion criteria
1. Relewant history ar current condition that might interfere with drua absorption, distribution, metabolism or
ewcretion.
2. Inability to understand the nature and extent of the study and the procedures required.,
3. Presence of grade II[/TV anaemia {i.e. Hb «4.6 mmol/L or <7.4 g/dL).

Test products




