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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 

 

5th PANNA Investigators Meeting: Glasgow, Nov 2010 

 

6th PANNA Investigators Meeting: Belgrade, Oct 2011 



Agenda PANNA investigator meeting 

13 October 2011 

 

• Welcome & introduction of attendants 

David Burger  17:30 - 17:40 

 

• General introduction and update including first results and 

questions / problems to be solved from investigators 

 Angela Colbers 17:40 – 18:10 

 

• Future plans: PIANO 

David Burger  18:10 – 18:20 

 

• Questions and closure 

David Burger  18:20 – 18:30 

 

 



Thanks to the sponsors of PANNA 

• NEAT/PENTA 

 

• Merck 

 

• BMS 

 

• CTN (Canada) 

 

• Negotiations with other companies are ongoing 



Why study pharmacokinetics of ARVs 

in pregnant women? 

• Pregnancy may induce changes in PK of ARVs: 

• Increased volume of distribution 

• Reduced absorption from GI tract 

• Increased hepatic blood flow 

• Increased enzyme activity 

• Reduced protein binding 

 

• In many cases lower plasma concentrations are the result 

 

• Adequate exposure to ARVs is necessary to maximalize VL 

reduction 

 

• Low VL is needed to prevent MTCT 

 



AUC: -28% 

Cmin: -56% 



AUC: -45% 

Cmin: -61% 



 

 



 

 



 

PANNA’s mission:  

 

Evidence-based dose  

 

recommendations for all ARVs  

 

to be used in pregnancy 

 



Compounds under investigation 
 

NNRTI 

• Etravirine (class B)  200mg BID 

• Efavirenz (class D)  600mg QD,   UK/Ireland only 

NRTI 

• Emtricitabine (class B)  200mg QD INCLUSION STOPPED 

• Tenofovir (class B)   245mg QD INCLUSION STOPPED 

PI 

• Atazanavir (class B)   300mg/100mg RTV QD; 400mg QD; 400/100mg QD 

• Fosamprenavir (class C)  700mg/100mg RTV BID; 1400mg/200mg RTV QD 

• Darunavir (class B)  600mg/100mg RTV BID; 800/100mg QD 

• Tipranavir (class C)   500mg/200mg RTV BID 

• Indinavir (class C)  800mg TID; 800mg/100mg RTV BID 

Integrase inhibitor 

• Raltegravir (class C)  400mg BID 

Entry inhibitor 

• Enfuvirtide (class B)   90mg BID 

• Maraviroc (class B)   300mg BID 

 

• To be added end of 2011: 

• Rilpivirine and elvitegravir 

 



PANNA network collaboration 

• 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 

 

• Target: sufficient sites to cover >500 deliveries/year 
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Outline PANNA study protocol 

• General study protocol, not specified per drug 

• 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 



Website: www.pannastudy.com 

 

 

 





Status and milestones 

 

• The Netherlands, Spain, Italy, UK, Germany, Ireland, Belgium open for 

inclusion 

• Canada: contract being worked on 

 

• December 2012 TARGET:  

• For 5 drugs: data from 16 patients 

• Other agents: 5-10 patients 

 

• October 2011:  

• Included 59 patients; 7 dropped out prior to first curve;  

        4 did not have a post partum curve 

• 9 compounds; inclusion for TDF and FTC closed 

 

 



Status and milestones 

 

 

0

10

20

30

40

50

60

70

2009 
Q3

2009 
Q4

2010 
Q1

2010 
Q2

2010 
Q3

2010 
Q4

2011 
Q1

2011 
Q2

2011 
Q3

2011 
Q4

PANNA number of patients 
(cumulatively)



Status and milestones 

 

 

0

5

10

15

20

25

30

35

2009 
Q3

2010 
Q1

2010 
Q2

2010 
Q3

2010 
Q4

2011 
Q1

2011 
Q2

2011 
Q3

2011 
Q4

N
u

m
b

e
r 

o
f 

p
at

ie
n

ts
 (

e
x 

d
ro

p
 o

u
t)

PANNA inclusions

FTC

TDF

ATV

DRV

RAL

FPV



Status and milestones 

 

 

0

4

8

12

16

20

24

28

32

ETV EFV FTC TDF ATV FPV DRV TPV IDV RAL T-20 MVC

PANNA number of patients 12-Oct-2011



Status and milestones 
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Preliminary results                                       CONFIDENTIAL 

Abstract on darunavir, atazanavir and ritonavir  
submitted to CROI 
 
Results are still confidential and not included in 
the public presentation. 
 
Angela will send them to you on request. 
 
 
 



Discussion 

 

• 24h sample: to be taken in case of QD regimen of the medication under 

investigation 

• Instruct the patient not to take medication before the 24h sample the 

next day 

 

 

 

 

• Patients who take the medication once daily and at night 

Change this to morning intake for one week (starting one week before the curve day): 

Monday evening 

Tuesday-Sunday  morning 

Monday CURVE day morning 

Tuesday morning AND evening 

Wednesday evening etc. 
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Discussion 

 

• Logistics regarding cord blood sampling 

Examples of how to arrange it. Different for each site. This might be of more importance for the 

future. 

 

• Reporting serious adverse events 

If a patient has been admitted to the hospital due to complications: this should be reported as 

SAE. 

 

• Reporting adverse events 

All adverse events must be reported. 

 

• Convince the patient to have the post partum curve taken 

Tips from the centres? 

 

 

 

 

 



Contact details 

• Project coordinator: Mrs Angela Colbers: 

A.Colbers@akf.umcn.nl 

 

• Principal Investigator: Prof David Burger: 

D.Burger@akf.umcn.nl 
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