PENTA-ID and Pharma
collaborations — Enpr-EMA 2013
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PENTA-ID and Pharma
collaboration

Complex and wide ranging interactions
Working with SME and large Pharma
Phase I, II, Ill, IV

Many good examples of collaborative
Interaction (HIV, HepC)

Other examples where joint interaction
could be improved (IMI)




KONCERT - PENTA 18

RX ABBOTT LABORATORIES

Half-strength, smaller, lopinavir/r tablet (100/25 mqg)
approved BID by the EMEA and FDA in 2008

100 mg/25 mg

Kaletra® : :
(lopinavir/itonavir tablets) » FDA: dosing based on body weight bands and

BSA:
=215 to <25kg, >25 to <35kg, >35 kg

» EMA: dosing based on body surface area:
230mg/m? BID
Differences in the number of tablets
recommended for a child of a given weight/BSA

New protocol developed between PENTA
and Abbott




KONCERT - Design

160 children aged <18 years, =215 kg

A

Screening visit
16 children per weight band allocated to PK group

A 4

Week O
48 children undergo full PK

Children randomised (1:1) to OD or BID Kaletra

V4 N
Week 4
80 children on OD Kaletra
24 children undergo full PK
\ /
Follow-up

Clinic visits — weeks 8, 12, 24, 36, 48 and every
12 weeks until last patient reaches 48 weeks

If VL = 50 repeat HIV-1 RNA viral load test
within 4 weeks.
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Paediatric HIV cohorts - A,
T « IMys *
Pharmacovigilance data merger Ce) e

Darunavir (Janssen) and Atazanavir (BMS) PV studies underway
TDF (Gilead) — 3 year study (EMA approved 2012)

— Are clinicians following the summary product characteristics
(SmPC)

— PV study of all children on TDF in Europe

— Retrospective cohort of risk of low phosphate in UK/Ireland
Etravirine (Janssen) — 5 year study (EMA approved 2013)

— n=80 patients, aged <18 years ever on ETR

— HDL/LDL cholesterol, AST, alkaline phosphatase

— Additional info on non-serious AEs related to ETR
Combivir (GSK) — one-off study, scored tablets 2008+

— specific interest in choking/Gl in patients taking 0.5AM/1PM



NNRTI

» Etravirine

» Efavirenz

* Rilpivirine
NRTI

e Emtricitabine

e Tenofovir

e Abacavir

Pl

e Atazanavir

* Fosamprenavir
e Darunavir

e Tipranavir

e Indinavir
Integrase inhibitor
* Raltegravir
Entry inhibitor

* Enfuvirtide

e Maraviroc

Scavenging pharmacokinetics —
Antiretrovirals in Pregnancy — PANNA Study

Compounds under investigation

200mg BID
600mg QD, UK/Ireland only
25mg QD

INCLUSION COMPLETED
INCLUSION COMPLETED
600mg QD / 300mg BID

INCLUSION COMPLETED

700mg/100mg RTV BID; 1400mg/200mg RTV QD
INCLUSION COMPLETED

500mg/200mg RTV BID

800mg TID; 800mg/100mg RTV BID

400mg BID

90mg BID
300mg BID / 150mg BID+PI



New Antibiotics — Most Phase 3 completed before PIPs started
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Review

New antibiotics for paediatric use: A review of a decade of regulatory
trials submitted to the European Medicines Agency from 2000—\hy
aren’t we doing better?

Silvia Garazzino®*, |rja Lutsar®, Chiara Bertaing®, Pier-Angelo Tovo®, Michael Sharandf
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Other examples

NeoMero — Phase 3 — PUMA — Chiesi

NeoVanc — Phase 2a — PUMA —
Therakind — SME.

Antifungals

Antivirals
COMBACTE - IMI AMR



' Western

Pacﬁc
UN region | Treated African _\ East Asian™~ ‘\A
patients (%) LTS N
Europe | 36,1% »  Eastern
Asia| 58 3% Mediterranean e
Oceania | 42,4% = . .
Afica | 50.3% Degree of participation
CatnAmerca | 52,1% 2012 ARPEC-PPS
Northern 40,1%
America ° (226 CENTERS)
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2012 ARPEC-PPS - Proportional antibiotic use in

51 different

antibacterials for systemic use)

European children > 30 days old (N
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MCeftibuten
Daptomycin
Hlosamycine
Meomycin
FSulphadiazine
FTemocilin
FTigecycline
MCefamandole
rehoxacilin
rHetilmicin
Piperaciline
FCeforanide
Hevofloxacin
Mitrofurantoin
FThiamphenical
FCefixime
MCefoxitin
Moefaclor
FOxacilin
FCefepime
MLinezolicl
Moefalexin
FPhenoxymethylpenicilin
MClindamycin
FTabramycin
Foefazalin
FErythramycin
Mmipenem
FColistin
FAmpicilin/zulbactam
FBEenzylpenicillin
=Trimethoprim
FFiucloxacilin
FCeftazidime
MCiprofloxacin
AZEhromycin
FAmikacin
FTeicoplanin

Drug

FClarithromycin

DU70%

Piperacillin with Tazobactam

FAmpicilin

letronidazole

FCo-trimoxazole

Mleropensm

MEentamicin

M ancamycin

FCefuroxime

MCeftriaxons

Amoxicillin

MCefotaxime

FCo-amoxiclay

13%]

pRPEL
E o

12%7

11%]

10%]

I
#
b

I
&
oo

I I
& &
- o

Ju=32dldad

I
#
Tl

I
&=
=t

3%

2%

1%

0%



Summary

Many examples of good practice

Good relationship with a company in one area —
different in other areas.

Networks need to get more organised —
developing a few centres that can deliver.

Working with complex different overlapping
clinical networks — neonatology/oncology — who
benefits..?

Core funding — Secretariat — study top slice..?

Building relationships the key — more proactive
with industry — searching their pipeline..
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