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Question:

Was there something written other than what TGA distributed? That is what T was talking
about in terms of a written notification that has gone out there?

Answer:

On 8§ and 9 March 2012 the Department of Health and Ageing’s National Incident Room
(NIR) provided the notification (set out at Attachment 1) to countries to which
Commonwealth Serum Laboratories (CSL) had exported albumin. These countries were
China (Hong Kong), Indonesia, Malaysia, New Zealand, and Sri Lanka. The notification was
provided to National Focal Points in these countries under the World Health Organization’s
(WHO) International Health Regulations. The NIR also provided this advice to health
authorities in Taiwan, which is not a member of the WHO.

On 10 March 2012 the NIR followed up its earlier notification with further advice (set out at
Attachment 2) that the Therapeutic Goods Administration (TGA) had started to authorise the
release of batches of albumin. The NIR noted that further releases of batches would be
published on TGA’s website and recommended that health authorities check the TGA
website regularly.



Attachment 1
Sent 8 and 9. March

Australian National Focal Point (NIR Ref #809)
The following information is provided to you by the Australian National Focal Point (NFP)
Background

On 8 March 2012 the National Incident Room was advised that CSL had notified TGA. and
the National Blood Authotity of contamination of Albusitin producis with etliylens glyeol.
‘The contamination occurred acecidentally and was discovered on 25 Jarmuary 2012, CSL hayve
been testing batches of the product prodmed from November 2011, and have found low’
levels of sthylene glyeol prepared since 4 December. At this stage it is unknown how far
back contamination may have ocourred, therefore CSL is undertaking further testing.
Albumin has a shelf 1ifes of four years, thetefore all products in this range will need to be
tested.

TGA is not satisfied with the safety of the product, Fven though the risks are low the
recipienits of the product are likely to be critical care patients. Therefore, it has been agreed
that advice will be distributed to hospitals (public and private) and appropriate stakeholders,
adviging:

«to be aware of the situation;

« 10 cease use of current stocks of Albumin;

- use new stocks as soon as they atiive (produced after 25 January 2012); and

- during this interith period, whete patients may heed Alburrin, the attending medical
practitioner should undertake ari appropriate clinfcal risk assessment.

DolA Management Authovity/Actions

The NIR will continue to monitor the event and provide updates if new information is
received, An AHPC emergency teleconference was hield at 1500 AEDT on § March 2012 to
discuss the issue and appropriate actions. A fact sheet, wnsmtmg, » of a statement tegarding the
quaranting of Albanin snd appr{spmte clinical information s sttached below. TGA has
‘updated their website to contain information about the Alubmin contamination at
hitp:/fwww.iga gov.aw/safety/alerts-medicie-human-albumine1203 08 htm

The Australiagn NEP ig providing this information to you twider Article 44 of the Intermational
Health Regulation (IHR2003) - Collaboration and Assistance,

FPlease direct any enquiries regarding this matter to the Australian NFP at this e-mail address:
health.ops/@héalth. gov.au

Please noter The information contained in this document may include persohal information
and is-supplied inr aceordance with the Murernational Heulth Regulations 2005 (IHR). A
record may be made of this information, or the information may be used ot disclosed only for
the purposes of assessing and managing a public health risk in accordance with and subject to
theé requirements of Article 45 of the THR. :



Australian Government

Department of Heulth and Ageing
Thesapeutic Clouds Administration

Sabject: Quarantining of CSL Human Albumin (4% and 20%)

The Therapeutic Goods Administration {TGA) has taken steps today to quarantine CSL
Human Albumin solutions from further use while an assessnient is undertaken of the gafety

of thiese produets. All hospitals and other relevant medical organisations are being advised of
fhisaction,.

CSL Biotherapies notified the TGA vn 7 March 2012 that soms hatchies of humaitalbiimin
solutions manufactared prior to 28 Januaiy 2012 have heen contaminated with ethylens
glycol as a consequence of an equipment fallure. CSLds continuing to conduct further testing
to quantify the levels of contamination and the'egtent of the batches affected but, 48 a
precatition, TGA lias put arrangements in place to guarantine stocks lield by hospitals, the
Australian Red Cross Blood Service {the Blood Service)and CSL from further use or fssue
until safety implications have been fully assessetl.

CSL has advised the TGA that the levels of contamination which have been detected are very
fow and that, based on projections of the highiest possible amourits administered and
available toxicological data, adverse clinical effects appear unfikely to eccur. C81 has also
advised the TGA thata review of ardverse event reporting has shawn o evidente of a safaty
signal associated with the use of the product. Any toxizity due toethylene slyeol would occur
acutely and delayed effects beyond 72 hours would not be expected.

As a result.of this action by TGA, supplies of albuniin may be limited in the tmirediate future.
Cliiniciang should carefilly consider the dinical need for albumin usage, as well as any
allernative therapy that could be suhstituted, such as the use of alternative volume expanders.

The Blood Service will shortly be advising hospitals and laboratories regarding the resupply
of GST Hurman Albumin products, and the Department of Health and Ageing and the Blood
Service have fssued advice to treating clinicians regarding this product,

Over cotning days, the TGA will be conducting further assessment of data provided by CSL,
and will be conducting audits of C8L's manufacturing andquality assurance processes.
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Clinical Advice on Ethyletie Glycol from the Department of Health and Ageing in
consultation with the Austratian Red Cross Blood Service

What is ethylens giycol?

»  Bthylene glycolis an alcohol generally used as a coolant, mixed with water and other
solutiong,

* Itis metaholised by the same enzyme pathway used to metabolise ethano! and other
alcohols, using alechol dehydrogenase und aldehyde dehydrogenase in the liver. Itis
metabolised to-Glycolic acid and Oxalic acid which, along with unmetabolised
ethylene glycol (around 20% of a dose) is excreted by the Kidneys,

How is it toxic?
+  There are three main toxic effects of ethylene glycols
1. CNS-effscts similar to ethanol;
2. Ahigh anion gap metabolic acidosis; and
3. Formation of uxalic acid erystals, which can damage kdneys and ather tissues and
adsorb caleium fons, It can lead to acute retal failure.

How do 1 recognise ethylene glycol toxicity?
v Polsoning should be considered when & patient has received IV albumin in the fasy 7%
hours and either '
*  Developsan unexplained high anion gap metabolic acidosis;
*  Has symptems consistent with aleohol intoxication but does not have
an expected level of ethanol in their blood; or
_ *»  Develops acute peral failure without an alternative explanation.
* Ifyouare concerried régarding a possible episode of poisoning, check if your
laboratory is able to measure ethylene glycol levels from a hiood saniple.

How can ethylene glycol toxicity be treated?
* IV or oral ethanol can be used to block the metabolism ofethylene glyeol, Check with
your local Intensive Care Unit or Polsongs Inforination Centie for specific advice on the
dppropridte desa,

What is the risk of patients previously treated with albusmiin? _
¢ Toxicity due to éthylene glycol vccurs acutely-and delayed effacts bayorid 72 hours,
would not be expected, For this reason patietits who received albumin more than 3
days ago.and ave well do not requlte investigations to he performed and can bie
reassured, ‘

What do 1 do until niew stocks of Albumes ariive?

»  Clinicians should caretully consider the dlinfeal need foralbumin usage during this
period, as well as ajly aiternative therapy that could be substituted, suchas the use of
alternative volume expandérs, '

» - The highest risk would be anticipated in those patients reguiring the largest volumes
af albumin, ‘

* The Blood Service is also increasing the manufacture of Clinical Fresh Prozen Plasmia
to neet any extra demand,
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Attachment 2
Bent 11 March 2012

Australian NFP update - Quarantining of Human Albumin (NIR Ref #809)

Background

The NFP of Australia was advised by our Thetapentic Goods Administration of
contamination of Albumin products with ethylene glycol. An e-imail was sent on 09 March
2012 to alert you to the possibility that some blood products supplied to your country may be
contaminateéd.

Update
‘The TGA has started to authorise the release of batches of Alburex™ thiat after testing have
regults that indicate the batch is safe to remove from quarariting and therefore safe to use,

The TGA website about the Alubmin contamination can be found at

httpe/iwww tga.gov.an/satety/alerts-medicine-human-albumin-120308.htm Relevant finks to
information updates can be found from this page (see Related Information in the call out box
to the right).

The information on released batches is at http://www.iga, gov.aw/safety/alerts-medicine-
human-albumin-120311.him.

It1s anticipated that-further releases of batehes will be likewise puhiishe&, henes it 1s
recommended that vou check this website regularly;

The Australian NFP is providing this information to you under Article 44 of the International
Health Regulation (IHR2005) - Collaboration and Assistance.

Please divect any enguiries regarding this matter to the Australian NFP at this e-mail address:
health.ops@health.gov.au

Please note: The infortuation contained in this docurient may include personal information
and Is supplied in accordance with the Intarnational Health Regulations 2005 (JHR), A
recard may be made of this information, or the inforniation may be used or disclosed oaly for
the purposes of assessing and managing a public healilitisk in accordance with and subject to
the requirerments of Aiticle 45 of the THR.



