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Genetic Aspects of Haemophilia Therapy — Full Translation
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Gene therapy: reality or myth for the global bleeding disorders community?
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Full Translation: K. Kelley, et al.

Table 1. Haemophilia gene therapy clinical trials: February, 2002.

Type of

Sponsor Started haemophilia

Treatment method

Status

Transkaryotic Therapies, Inc., December 1998 A

Cambridge, MA, USA

K High/M Kay June 1999 B
Avigen, Inc.,
Alameda, CA, USA

Chiron Corporation, June 1999 A
Emeryville, CA, USA

Avigen, Inc. June 2001 B
Alameda, CA, USA

GenStar Therapeutics, June 2001 A

San Diego, CA, USA

Ex vivo / plasmid vector*

In vivo / adeno-associated viral
vector / muscular injection

In vivo / retroviral vector /
intravenous infusion

In vivo / adeno-associated viral
vector /hepatic artery infusion
targeting liver

In vivo/adenoviral vector/
intravenous infusion
targeting liver

Completed Phase I trial; may
initiate Phase II trial in 2002-3

Completed Phase I trial; decision
on next phase postponed until
results of liver-directed trial are
available

Trial terminated. No future
plans reported

Conducting Phase I trial

Conducting Phase I trial

* Ex vivo methods involve isolating cells from the patient, introducing DNA containing the factor VIII gene into the cells and re-implanting
them into the patient. With the in2 vivo methods, DNA containing the factor gene is injected or infused into the patient and taken up by cells

within the patient.
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Table 2. Clinical results of haemophilia gene therapy: February, 2002.

Type of
Sponsor haemophilia Safety results/regulatory actions Efficacy results
Transkaryotic Therapies, Inc., A No significant side effects; trial Several patients reported decreased
Cambridge, MA, USA suspended for brief period by bleeding/factor usage. Levels as
host institution for ‘general review’ high as 4% recorded. Increases
lasted up to 1 year
Avigen, Inc.,Alameda, CA, USA B No significant side effects; trial Several patients reported decreased
suspended briefly when unusual bleeding/factor usage. Increases
results were reported in unrelated up to 1% reported
animal experiments using
similar (AAV) vector
Chiron Corporation, Emeryville, A One patient tested positive for traces Several patients reported decreased
CA, USA of vector in semen. Result reported bleeding/factor usage. Sporadic,
to be false positive/ experimental isolated increases detected
error at low levels
Avigen, Inc. Alameda, CA, USA B First patient tested positive for No efficacy data released
vector in semen. No other effects
or symptoms noted. Trial suspended
to re-evaluate significance
of positive semen sample; allowed
to resume with careful monitoring
for vector in semen.
Trial reinstated December 2001
GenStar Therapeutics, San Diego, A First patient had elevated liver First patient had reported increase

CA, USA

enzymes and transient clotting
dysfunction. Suspended to review

in factor trial level to 3%. Levels
of approximately 1% reported

these effects, allowed to resume

for several months

at lower dosage
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