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June 24, 2003
To: The Hong Kong SARS working group
Advisory Committee
Re: _ Opinion letter

The SARS outbreak reportedly began in Guangdong province in late 2002 The epldermc
spread rapidly into Guangzhou, Shenzhen and the area around Hong Kong, Because the
nature and characteristic, this epidemic was not well understood, hospitals in these cities
were not well prepared to respond, Based on our understanding of the SARS related
experiences related Lo the use of our product in Mainland hospitals, I believe that I have a
social responsibility to report my observations of what occurred on Mainland China to

your: committee.

Our product ZADAXIN® injection (thymosin alpha 1) is an immune system modulator that
has been used very salely in tens of thousands of patients around the world. Tt has been
widely used in China in treating chronic hepatitis B and as an adjuvant to cancer therapy
with good reported efficacy. In addition, in China, ZADAXIN has become an essential
drug in life-threatening situations for use in patients with chronic severe hepatitis, with
scvere bacterial/ viral infection with chronic fevers. Based on their understandmg of our
drug, Mainland doctors, not the company, have designed these treatment alternatives.

Shenzhen East Lake hospital, an infectious discase hospital in Shenzhen, was the hospital
designated for all SARS patients in Shenzhen. During the SARS epidemic, the East Lake
hospital exercised all necessary preventive measures, and in addition, medical staff were
injected with ZADAXIN in an attempt to raise their host immunity against SARS. The

result was that noune of the medical staff got infected. Regarding SARS patients with

symptoms such as high chronic fever and low CD4+ T lymphocytes counts, ZADAXIN
was used as a drug of choice by East Lake hospital, Guangzhou No.8 Infectious Disease
Hospital and the Department of Infectious Discase, Guangzhou Third Hospital, affiliated
with Guangzhou s Dr. Sun Medical University. The doctors reported a satxsfactory
response.

I wrote to Dr, E K. Yeoh, Dr, Margaret Chan and other six other senior medical decision
makers on Mar 19, 2003 suggesting they consider the use of Z ADAX'IN on those SARS
patients who had failed other therapies.

In mld-Apnl 2003, when the epidcmic spread into Beijing, Chinese experts in infectious
diseases held a confcrence in Beijing to consider the situation. Understanding and
appreciating the experience from the South, the China Ministry of Health issued 2
treatment guideline in which the use of immune system enhancers was recommended.
Beijing PLA 302 Infectious Disease Hospital in its SARS treatment handbook specifically
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used the name “ZADAXIN”. An expert from the Befjing You An Infectious Diseases
Hospital included a mention about ZADAXIN's efficacy on TV. ‘The story of the drug’s
use spread and people throughout Beijing tried to purchase ZADAXIN, When supplies of
ZADAXIN were exhausted people tried to purchase other generic thymic peptides and
anima) denved thymxc preparations.

7 ADAXIN was uaed for prevention based on the fact that medtcal staff took ZADAXTN
before cntering a SARS isolanon ward ZADAXTN was also used to treat SARS pattents.

At this time, from the company point of view, we make no claim that there is chmcal data .
or proof that ZADAXIN was effective in preventing or treating SARS. Fowever, we
believe that major hospitals in China and the Ministry of Health will summarize the SARS
experience. Clearly, a report such as this should be very useful for the fumre in
consideration of 1he responsmxlmes chargcd to your Comxmttee

ZADAX[N has been listed by the Mainland Mlmstry of Health as one of the 8iX essenml
drugs in treating SARS. When ZADAXIN was out of stock in end April, the Chinese
government used its diplomatic network to contact our US headquarters, the ZADAXIN
manufacturer in Ttaly, the Furopean ZADAXIN hccnsee, ngma 'I‘au and Lthe bulk peptide
supplier in Belgium.

Logic strongly suggests that as this was an urgent governmental search mission for -

ZADAXIN, niot a commercial activity, that there may have been some demonstration of

~ ZADAXIN's efficacy in treatmg SARS Nothing else explams the Chmese govemment’
urgent mterest -

In early May, the PL.A Beumg Shiu Tong Shan hospital was on the verge cf having to
continue operations without supplies of ZADAXIN the hospital Director using their
influence had the China Drug Administration directly contact our Beijing Representative
Office for the urgent supply of ZADAXIN, This hospital also purchased 1,000 vials of
ZADAXIN from Elong Kong via the PLA Army Hospital in Hong Kong. Shm Tong Shan
Hospital was closed on June 20 as the last SARS patients were released, More than 600
SARS patients were treated at this hospital with a patiént morfalxty rate of 1.2% and a
zero infection rate for the medical staff

On May 22, 2003, the China Foreign Ministry spokesman announced that _
S 2nd the entire delcgatxon to the G8 conference were all treated with five injections
of the “best thymosin” in an attempt to raise immunity to against SARS. This news was
reported by almbst all newspapers in Htmg Kong, cable TV and Asia TV o
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Tn summary, ZADAXIN's role in the SARS epidemic has been empirically demonstrated
as an important part role relative to treating and preventing SARS in China. We are very
proud on this contribution and please that we have been able to do some good for the
people of China,

At the beginning of the SARS epidemic, before we knew the size the problcm would
become, the company made a donation of 20,000 vials of ZADAXIN injections to the
Ministry of Hlealth. This turned out to be a very small percentage of all the vials used. We
were awarded with a certificate of mem from the Ministry of Health for this action.

In Hong Kong, by way of contrast, ZADAXIN has received little attention, Perhaps
because of the drug’s less than smooth regulatory history in Hong Kong. The reg:stratxon
effort of ZADAXTN in Hong Kong took nine and halfyears to complete; from the time of -
Ongmal submission of the registration application in 1993 to the successful appeal when
registration was finally granted on April 1, 2003, during which pcnod 30 other countries
approved ZADAXIN. :

SARS patients were treated at hospitals under the Hong Kong Hospital Authority. As
patients failed to respond to drugs like ribavirin (noted at the time by the US CDC as not
effective for SARS) and corticosteroids, doctors preferred to try anti-leukemia and anti-
AIDS drugs, rather than consider the use of ZADAXIN.

My concern and hope is that it was not the politics of ZADAXIN § regulatory history that
kept the doctors of the Hong Kong Hospital Authomy from considering the use of
ZADAXIN, After the Chinese government report is issued and if it confirms the value of
ZADAXIN rclative to SARS it may be difficult for the Flong Kong SAR governinent and
the Hong Kong Hospital Authority to explain to the families of the 290 victims,

We have heard that Dr. (NN of Tuen Mun Hospltal started to use ZADAXIN a
week before she passed away. Although Dr.4idied from a severe bacterial infection, it
appeared that she did begin to respond after the addition of ZADAXIN therapy;,
parameters such as fever, T- lymphocyte count increases and testing negative for the virus
were observed, Should Zadaxin bave been started earlier?

I trust that your Committee can fully investigate the situation in Hong Kong and China in
anticipation and preparation for the probably return of SARS in the future,

As a matter of public interest and without prcjuduce this opmxon letter will be open to
public as needed,
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Yours faithfully,

=Vncrtz Presxdent '
SmClone Pharmaceutlcals Intematxonal Ltd

Enclosed

1. The award ceruﬁcate issued by the Mimsuy of Pubhc Health PR Chma
2. Newspaper clipping rcgarding President B visit to Burope
3 My lettcr of Mar 19, 2003 to the 8 med;cal dectsxon makers :
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