Case No. 7
CT 297/2002 — Supply of Leflunomide 10mg Tablets

The call for offers, with an estimated value of U8567, covering a period of three
years was published in the Government Gazette@dtctober, 2002 following a
request received by the Director of Contracts ftbenGovernment Pharmaceutical
Services (GSP).

Two offers were received with the cheapest offeéndp¢ghe one submitted by Messrs.
Drugsales Limited for a total average price of Ljg08.20. The other offer was the
one submitted by Messrs. Charles de Giorgio Ltd.

Following relevant recommendations made by the didation Panel, the Contracts
Committee awarded the tender to Messrs. Drugsategdd.

On the 12' February, 2003, soon after the publication ofstvard, Messrs. Charles
de Giorgio Ltd filed an objection with the Directoir Contracts.

The Public Contracts Appeals Board met off 2&tober, 2003 to discuss the
objection raised by Aventis Pharma (Charles de@tortd) against the decision to
award the said tender to Drugsales Limited.

Mr. A. Triganza chaired proceedings accompanietflbgsrs. A. Pavia and E. Muscat
who formed the other Board members.

During the hearing

a. the Health Department was represented by Ms. Miawling
(Chairperson of the adjudication board), Ms. Ama@danilleri
(Pharmacist) and Mr. David Cordina (Senior PharmBaghnician).

b. Mr. David Stellini and Mr. Vincent Briffa spoke drehalf of Messrs.
Charles Degiorgio, exclusive local agents forAhnavabrand.

C. Mr. Alfred Gera de Petri and Mr. Philip Moran repeated Messrs.
Drugsales Limited, local agents fGrpla Limited

d. other witnesses included Mr Joseph V. Spiteri (D&htEacts), Ms Anna
Debattista (Director GPS) and Profs. Carmel Md(lthairman, Drugs and
Therapeutic Committee)

Mr Vincent Briffa, initiated proceedings by elabting on the objections raised in the
Company’s letter of objection dated 17.02.2003e Aentis Pharma (Charles de
Giorgio Ltd.) representative stated that Leflunoenwegas a new Disease Modifying
Anti-Rheumatic Drug (DMARDS) that could have sesaide effects, including liver
toxicity, which could have fatal consequences. shlié that Aventis Pharma
recommended a washout programme to eliminate tineeasompound quickly.
Furthermore he said that Aventis was the originafdhis product and that they
provided Rheumatologists with guidelines for livenction monitoring. He said that
as most cases of side effects occur within thé @irmonths of treatment with

1



leflunomide, patients were tested during this pkrible stated that the body took 2
years to eliminate the active compound while theheat procedure would take 2
weeks. Washout procedures had to be performed sdrévus undesirable effects
occur (allergic reactions) and in case of desirednintended pregnancy.

He said that their medical representatives reguktended refresher courses at
Aventis and participated in international mediaahi@rences to keep up to date with
latest developments in rheumatology. Avantis Plagonovided blood sample
collection equipment, collection of same blood sE®from Saint Luke’s Hospital
and transportation by courier to a specialisedriiooy in the US for immediate
analysis. He said that Aventis did not simply pdevthe product but also took into
account the ‘after sales service’. They took puéoas to ensure that the toxicity is
lowered to acceptable levels. He said that otberpanies did not manufacture the
starting (loading dose) of leflunomide, which waken before the actual treatment.
This was required to ensure the maximum benefih fo@atment.

He said that GPS accepted the sample of the Inefilmmomide without testing for

bio equivalence, which was extremely important heeahey determined whether the
generic version is bio equivalent to the originalgl— that is , whether the two drugs
had virtually the same effect in humans. Genemigsl could have ingredients that
were different from those of the original drug, alihsometimes could have a negative
effect on patients. These bio equivalence tests warried out to prove that the
generic product was as good as the original dmuth{s case Cipla and Arava
respectively).

Mr. Briffa stated that their product (Arava) wagepved in the USA and all of
Europe. In spite of all side effects, if guideliwere strictly followed, benefits would
outweigh the risks. The climatic zone where thedpct was manufactured and
distributed was significant because the dosagdlandhelf life of the product
depended thereon. He said that another factohtthto be taken into consideration
was thenarrow therapeutic indekecause even the slight variation could have
devastating effects since dosage should neithextessive nor below the required
level/s.

It was also argued that Aventis would not shoutdsponsibility for supplying

100mg dose if the maintenance dose of 10mg wene gupplied by another
company. The reason given was that, should themgathow any side effects, it could
not be ascertained that this would be due to #mtist) dose or the maintenance dose.

Mr. Briffa concluded by claiming that, apart frohretproduct, Aventis offered a
wash-out programme, updated the Health officiath wie latest information and
developments and followed them while treating pasieso that any problems that
might emerge would be referred to the company teesthem. He emphasised that
with the product they were offering a service.

Mr Alfred Gera de Petri proceeded by giving hisngeon the matter. At the
beginning of his intervention he produced sampfes $tarter Pack of leflunomide
100mg and of 10mg and 20mg maintenance dose te pinat Cipla Ltd, contrary to
what was stated by Mr Vincent Briffa, producedkatids of products. When the
latter examined these samples, he accepted thdesaprpduced by Drugsales’



representative. Hence, it was agreed that thensésites made at point no 6 in Aventis’
motivated letter of objection were unfounded.

Although, specification did not require bio equMate testing of the product,
Mr. Gera de Petri exhibited a report thereon. He 8&at Government only wanted to
purchase 10mg dose and declared that they wereliemtwith specifications.

With regard to Cipla Ltd, he said that it was a@es Indian Company that employed
about 60,000 people and exported its products toyrddferent countries. This
parent company was supplying Government with 3f@iht products and they never
had any complaints.

When Mr. Gera de Petri mentioned the price fadtyrDavid Stellini said that the
difference in price between Aventis and Drugsalas due to the fact that Arava
produced the original drug whilst Cipla Ltd prodddbe generic ones. Mr. Stellini
said that leflunomide was a specific product wrdohld be life threatening and so
there were people’s lives at risk. They had texteemely cautious about how to use
this product. He said that bio equivalence studiere indispensable and that Arava
(leflunomide) was centrally registered in the EUlleICipla Ltd’s product was not.

Ms Anna Debattista testified that the Director Gah@Health) had approved the
tender for the Leflunomide (10mg tablets) on 6 Astg2001. She confirmed that the
product offered by Drugsales complied with speatimns and also the offer
complied with the conditions as per declaration sauipt of certificate submitted by
the Qualified Person (QP). This certificate issbg MRU confirmed that the
product was up to standard.

She said that before medicine was introduced ipitedsa lot of research was carried
out (particularly by the Drug and Therapeutic Cottes)), then specifications were
drafted and eventually recommended to the DireGemeral and finally tenders were
issued accordingly.

When asked about the washout programme, Ms. Dstaattbonfirmed that they would
consider including it in future tender condition§he stated that the difference in
price between the originator and the generic dwas always substantial. She added
that some years ago the Health Department tookttrel and decided not to make
specific requests for bio equivalence studies. Haneshe declared that tests were
carried out when something prompted them to doSite said that the specification
issued for the supply of leflunomide 10mg tabletsich were approved by the Health
Department, were very generic.

During his intervention, Mr. Spiteri (DG Contracitated that when specialists
required certain medicine products, tenders wesged with trade/brand name. In
such instances, contracts were awarded to thoseoffdred the best price. He added
that if specialists would notice side effects tk&ypped the importation of such
product.

The last witness to give his evidence was Profegsdiia who is the Chairman of the
Drugs and Therapeutic Committee.



He gave detailed information about the proceduesl liefore a new drug was
introduced locally. He said that before drugs bezavailable to the public and
relative licences issued, these drugs would beeplatbsough various trials over a
number of years. However, he added that medicmddvimmediately be withdrawn
if certain side effects that were not recognisettials emerged when used on a wider
scale. Here he emphasised the importance of whakm@wvn as thgost marketing
surveillance’.

He declared that he was not involved in the drawip@f the specifications of this
tender. He stated that the leflunomide was a nmeny that was still being researched.
The Drug and Therapeutic Committee evaluated atmhmenended the introduction
of the leflunomide on the basis of an assessmehttenresults that were being
obtained by the originators product Arava.

Professor Mallia said that, in principle, they fdumo objection to use generic vice
originator product provided that it was as safe effielctive as the originator product.
The only concern he had, as a user, about thigigedreg was that there was a
certain “fear of the unknown” because this particldrand of drug was so new, that
there was lack of documented detailed informationgxample,

* which countries were using it

* the number of patients that were using it,
» the results that were being obtained,

» the side effects emanating therefrom,

» the extent of bio equivalence studies

and so forth.

Therefore, in the absence of such informationginity of the drug would be known
when professional end users would eventually getlsi@n experience using this
drug. For this reason he was feeling considerabbpmfortable to use this type of
medicine.

When the Chairman asked whether there were anygiucomments, Mr. Gera de
Petri intervened by stating that he was preparguideide Professor Mallia with all
the required information about the product. Med3rsigsales’ representative
declared that if Professor Mallia’s doubts werenesblved and all questions
answered to his satisfaction, he would withdrawdfiisr. Mr David Stellini objected
as he was of the opinion that the matter shouldd&ied during the public hearing.

After deliberating about the procedure that hadedollowed, this Board ruled that,
in the prevailing circumstances, it agreed with Mera De Petri’s proposal.

As a consequence, Professor Mallia, in his capati@hairman of the Drugs and
Therapeutic Committee, agreed to hold a meetinlg Mit Gera de Petri within 15
days so that by the 14 November 2003, he wouldh laeposition to inform the DG
Contracts whether, following the said meeting With Gera de Petri, he still has

reservations about the usage of the drug beingeaffiey Cipla.



The hearing was adjourned pending the outcomeeofntieting between Professor
Mallia and Mr. Gera de Petri.

This Board was subsequently informed that the seadting took place and as a direct
result Professor Mallia and Mr. Gera de Petri wtbtefollowing declaration dated
8" November 2003:

Quote

“We, the undersigned, met on Fridd} November, to discuss aspects relating to the
drug leflunomide, as suggested by the Public Cot#rAppeals Board on Wednesday
29" October. We came to the following conclusions.

As explained by Prof. Mallia during the public hear leflunomide is still a new drug
and certain aspects of the drug are still undaevev In this connection it was noted
that on 229 October, Aventis, the manufacturer of the originatroduct (Arava),
published changes that were being recommended mitonimg patients using this
drug. Prof. Mallia felt that clinicians who woule using this drug still had to get a
hands-on experience with it. It was imperative thay did not have any doubt that
results they would be getting with the drug, betherms of efficacy and side effects,
were due to the drug itself and not due to a pagigpreparation. This was even
more important because the side effect profileetifihomide included potential
harmful effects on the liver — which in some instas resulted in fatalities. It would
be easier to do this if clinicians could compamgrthesults with published studies,
which are based on the originator product, Aralkeof. Mallia made it clear that he
did not want to cast any doubts on the Cipla b@rdflunomide: his concern was
that since the drug was so new, there was a céfenof the unknown”. He felt
that it was quite possible that in future, with e@ridespread use of generic forms of
leflunomide, including the Cipla brand, these dsulbuld be resolved and all
guestions answered satisfactorily.

Mr. Gera de Petri fully understood Prof. Mallia@encerns about using the drug, and
under the circumstances he decided to withdravCtpk brand of leflunomide from
the tender. He stressed, however, that this adecs&iould not be allowed to cast any
doubt on the efficacy and safety of Cipla produdsofessor Mallia agreed and said
that the case of leflunomide was different for thasons explained above.

Signed Signed

Prof. C. Mallia Mr. A Gera de Petri
Chairperson, Drugs and Therapeutics Committee MagaDirector
Department of Health Drugsales Ltd.”
Unquote



The Public Contracts Appeals Board, taking full misgnce of the said declaration,
has decided to award the tender to Messrs. Chael€iorgio Ltd. subject to the

client being satisfied that their offer meets l# tonditions as stipulated in the tender
documents.

Alfred R. Triganza Anthony Pavia Edwin Muscat
Chairman Member Member

Date: 05.12.2003



