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To Whom It May Concern
Information to Health Authorities

Basel, 15 April 2014

Recall of Herceptin 150-mg Vials Batches H4311B07, H4329B01, H4284B04, H4319B02,
H4324B03, H4196B01, H4271B01, H4301B09, and H4303B01 Due to Confirmed Counterfeit
Product Found in the UK, Finland, and Germany.

Dear Madam,
Dear Sir,

Roche has become aware that counterfeit products of Italian make-up Herceptin 150 mg vials have
been identified in the UK, Finland and Germany. The suspect vials and outer packaging feature
genuine Roche batch numbers. Please see below for details of the event and what to look for to
identify counterfeit product.

Details of the Recall:
*  Countries impacted by the recall: all EU countries.
* The recall is limited to the following batch numbers: H4311B07, H4329B01, H4284B04,
H4319B02, H4324B03, H4196B01, H4271B01, H4301B09, and H4303B01.
« Recalllevel: should be to the point of preparation/point of administration; for example,
hospital, pharmacy, or oncology practice. Please determine the appropriate level with your
local Health Authorities.

On 31 March, Roche Italy reported three cases of suspected counterfeit Herceptin 150 mg vials
from a UK wholesaler for batches H4329B01, H4284B04 and H4319B02. The product was
suspected as counterfeit because the batch number printed on the vial label was different than the
batch number on the folding carton.

On 2% April, the Paul-Ehrlich Institute (German federal institute for vaccines and biological
medicinal products) issued the first Rapid Alert regarding three batches of Herceptin 150 mg
H4329B01, H4284B04, and H4319B02, which were suspected to be counterfeits by a German
parallel importer. They had also noticed a discrepancy between the batch numbers on the vial labels
and the folding cartons. Please note that batch H4129B01 was listed on the first Rapid Alert and
earlier communications and later confirmed to be a typo.
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On 4* April, Roche UK also reported three cases of suspected counterfeit Herceptin batches
H4319B02, H4324B03, and H4311B07 found at a wholesaler in the UK following the
Rapid Alert from Germany.

On 11* April, Roche Finland reported a case from a parallel importer for batch H4284B04, Analyses
by the Finish Authorities revealed that the vial had been manipulated and only approximately 7% of
the concentration of trastuzumab was present in the vial.

On 11 April, the Paul Ehrlich Institute issued another Rapid Alert recalling the following batches:
'H4311B07, H4329B01, H4284B04, H4319B02, H4324B03, H4196B01, H4271B01, H4301B09, and
'H4303B01. Please note that 9 total batches are being recalled, all packed and labeled originally for
Ttaly by Roche. The batches include the Italian packs for the vial batch numbers identified in the
above reports.

Interi ults:

The finished good batch numbers printed on the secondary packaging (outer carton) of most
suspect samples do not match the batch numbers printed on the primary packaging (vials). The
‘batch numbers reported belong to the Roche numbering system. Genuine products with the
reported finished good numbers have been sent by Roche to Italy exclusively.

Inve

For the samples received, there have been no significant differences found regarding the aspect
design and printed information on the folding boxes. The folding boxes show Roche’s anti-
counterfeit features. The numbers printed on the bollni sticker (specifically used for Italian make
up finished goods) correspond to the number range, which was applied on the folding cartons
during the packaging process for the specific packaging order. Additional glue on the folding
cartons as well as an additional small transparent label which were applied after the packaging
process in Kaiseraugst indicates an external manipulation.

Chemical analysis is on-going. In one vial, no trastuzumab (Herceptin API) was found, but
Ceftriaxone was identified. Of the remaining samples sent for analysis, 5 were found to have
trastuzumab, but at a diluted level. The remaining contents of these samples are currently being
analyzed. Such tampering could compromise the sterilty and efficacy of the product putting the
health and wellbeing of patients at risk.
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In EU countries allowing parallel importation, please look for the following features:
Vil labels and carton labels printed in Italian.
« The batch numbers listed above.
« Presence of the "bollini-sticker", which is specific for material shipped to Italy.
Additional defects to look for:
«  Sigas that the cap was manipulated (cap not seated properly or indents).
«  Liquid is present in the vial (Herceptin is a white to pale yellow lyophilzed powder).
©  The stopper hasalready been punctured.

Example of Folding Carton with Italian Make-up:
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‘Example of Vial Label with Italian Make-up:
(please note the skewed red cap, indicating tampering)

in Italy:
Roche distributed batches with the numbers implicated directly to hospitals in Italy. Both primary
and secondary packaging of affected materials have Italian make up.

Please note that product with Italian make up should only be present in Italian hospitals as there is
no legal mechanism through which Italian make up of Herceptin 150 mg vials, can enter the
wholesale market. Any Herceptin 150 mg vials with Italian make-up offered for sale outside of Italy,
should thus be considered to be counterfeit material.
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We do not expect that the supply of Herceptin 150-mg will be impacted by the recall. This is
because only material that was packaged for Italy and offered for sale outside of Italy i being
recalled.

As the implications for public health and safety are high, we take the issue of counterfeiting
extremely seriously.

Roche is cooperating with the appropriate Health Authorities and law enforcement agencies to aid
their investigations to determine the source of the counterfeit drug, and prevent its further
distribution.

In case of questions please contact the undersigned.

Sincerely,

F. Hoffmann-La Roche Ltd
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Dr. Kathleen Morgan-

Head of Biologics DP Quality Deputy Head of Global Issue Management





