one Manuracturer’s View

Tied Plum, Operations Manager
Alkaloids of Australia Pty Ltd

Active Pharmaceutical Ingredient Manufacturers' Association of Australia
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| Eveloped by Tim Bowser,
O[)Ji’ ions Manager, Glaxo SmithKline
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AT Mr background & objectives
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F\H Janufacture in Australia

. %manufacture in Australia - Special
== allenges

= ‘}API manufacture — GMP in the 21st Century
- o Future Activities

® A View of one Manufacturer
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SRPERKAINAUSERY. DEAY: iepresenting Active
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o AR AA membership represent >80% of
= F\I value manufactured in Australia

=
—
i J_

_'- _,_

= _“mploy over 400 staff, exports total in
- excess of A$250m, dominant world

- players in Natural Product Extraction &
Alkaloid API production
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o AR J\/m Nas fiormed When the main AP
WElLIACLUNERS JOINEd TorCes 1 199771n
redr)om 10 1IGA introducing the API code

SGMP (1996-2001, ICH Q7A )

= r\ﬁs‘ AA was invited by TGA to be involved
=5h the policy development, and played a
k-ey role in the review of ICH Q7A.
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TGA Experience =

o @onsultation

SOUFeWnIcode o Gooc Manufacturmg Practlce
(pmvf ) Q7A

S IRE er. arIy meet with TGA executive
=TAF MAA provides open forum for common
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= ~6ncerns of members
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— :-__ Advice obtained on specialist issues

—

— Association provides point of contact for
consultation on regulatory policy change
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ANimIted number o
r\lJJrrrJJH .

o Aliclldlels *0 Australia
rJ\/oJ, ne (Scopolamine) derivatives
) Glsj,g___o SmithKline

* Codeine and Morphine

O féx Australia

- i .’-Iyoscme and Castanospermine
derivatives

Tasmanlan Alkaloids
Morphine, Thebaine
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F\H\nn pltjfelect

clizllolels); ﬂaven0|ds extractlon ofi
JJOrJ(“ IVES, blopharmaceutlcals etc

AH 5 are used for finished product
= nufacture drug development and
== Chnlcal trials

*' Slgnlflcant R&D product development
programs for new API’s
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Vigitiacturenn Austrﬁﬁaf-'
Speci!aI,ChaJIeng e
He (r Vel Plavine Y ——————
SEermulators importing from non-regulated’ API
Jur)r Jers
= !gh level of productivity required to compete
;.__,--,3_-_“* ternationally
'— TGA GMP expectations - “highly regulated
- environment”
- o The offshore competition’s size and

globalisation
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'Q'\'\ P iorliechnical

mr', ‘number of API manufacturers
= cmtles often located in regional areas
== 1m|ted pPool of technical staff that understand

§E.

Ef*“ = API manufacture and have GMP experience
'— No eqguivalent Fine Chemicals Industry




AFISVgRUIaCturelin Australias
- :Special Challeng

J rJrchrrJOlJJ f BhEmIcals
- J\Jrjcur' Product Extraction & API manufacture
= rJrJAgl ous drea regulations

!eﬂmanufacture requires specialist technical
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‘;GMP reguirements — residual solvents
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5 4 Robust manufacturing processes required to

- produce consistent quality

— Contamination control / sterility for tissue
derived materials
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PEEIGLECHNGI0EY Prodtct Complexities
=¢losed system), “sterile” manufacturing
SI5IMEl process equipment can not be
& Sterilised, reguires sanitisation
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...-'j'f';_'I_nherent API heterogeneity & highly complex
~ analytical methods

— Manufacturing process is integral part of
product quality definition




AP Manulacture -
pEzling with GI;!P inpthe -
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— (“reek er tinderstanding| of Quality Critical
PalcIfELers

S Emphasis on Processes Understood, Capable

=& Controlled
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== _‘” {ncreased use of Statistical methodology

- -O’Valldatlon
— proof of process control capability




AP Manutacture e
DEalifg with GI;!P inithe Ge —

— -

) Par't]CLJ'_Jj@ RtEminEte
= 'on'mental Control off Product Isolation

S / ce; atlc approach to Risk Management
Q9 Risk in small enterprises

s0 amw Management Systems
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~  —ICH Q10 and ISO 13485
— why: is ISO 9000 not enough for regulators!
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Qualified Person. ... =~

— [gle|Bdgalgio)8 INtO developing a certification
morlé r the ‘Qualified Person” welcomed

H0U “enhance International image of
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,;,L; vel Playing Field

-f htTlghter GMP control of API importers
- welcomed
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SNOPENAtIGNS arelased Ol SynthEsIs of
SEPOIAIMINEN(IHYOSCINE) AEMVAtVES THom

SYinects off the Duboisia plant

r\ leje 1Iy owned, the sole Australian

__,scme API manufacturer located in

qrrgaroy

o Vertlcally integrated company selling
commodity API's almost entirely to export

e A small but significant and competitive
of the world market
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SRSEEPGI2MINES are tr_opane alkalelds, a
r]l rJEer’JrJr\ AMORINTINCEMPEURENIENCOMIMBRAN

formge \Wwhichrare the butylfand hydro
Jromjrf
T ey arermuscarinic antagonists (CNS

ILENIE ers)

= ] l_ @a In

_ = itavel sickness tablets

: ,.Pre and post operative injectables

- General analgesics — particularly overseas
- Ophthalmic solutions (pupil dilation)
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NeBmmercial Dubojsiaiple
GEI0SS OEVE PPEd N theé
Allsirel an natives
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J Leg)f (‘fr -EJ'F ('J'F.r-.Jco. aminhe
Gl EIIE AV plElE empoeunds

J rJrJrveJch strlpped and' dried October to
¥ 4 a1l al stored for processing
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Jantities of 1 — 1000
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Trzfl \/ou this opportunity torshare our
VIEW OI L he smaIIest part of Australia’s
o pharmaceutlcal industry
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