Reply to Dr King's conmmrents our Protocol #01-07-488 *“A phase 1
open | abel clinical trial of the safety and tolerablility of
singl e escal ati ng doses of autologous T cells transduced with
VRX496 in HV positive patients.”

First, the principal investigator, co-investigator and sponsor-
i nvestigator would Iike to thank Dr King for her questions and
comments. Certainly, the protocol and consent form needed sone
extra work and so we appreciate her guidance. The protocol and
consent forms are nuch stronger documents because of her
constructive questions and conments.

Dr King’s first question relates to inconsistencies between
patient selection in the protocol and the consent form W have
now corrected & clarified these. Qur initial goal in describing
the target patient-subject cohort was to select a patient-subject
popul ati on that has no good antiviral drug options left. The
patient-subj ect popul ation that has been sel ected are those that
have discontinued or failing (in contrast to the previ ous used
term failed) antiretroviral drug therapy (including HAART) as
shown by a viral |oad of >500 copies per ul plasna for at |east 6
months. In the case that the patient-subject is failing
antiretroviral therapy, he/she may enroll in the study and
continue the sanme antiretroviral regi nen for whatever ongoi ng
benefit it mght bring. The patient-subject would need to
consent to stay on this reginmen for the duration of the study (6
mont hs). Therefore, the patient-subject nay be enrolled in the
study and yet continue on his/her existing antiretroviral reginmen
as long as the existing reginmen is failing, as shown by a viral

| oad of >500 copies per ul plasma. This has now been clarified in
the consent formin the invitation to participate section

Dr King had some concerns about the |limtations of participating
in a phase | study and how this information is transmtted to
patient-subjects. W have now i ncl uded | anguage in the benefits
section to reflect the safety nature of the study (see consent
form attached).

Dr King' s second question refers to dose escal ati on design. The
1.0 x 10° initial dose |evel was selected because it is the

| owest dose at which VRX496 nodified cells could be detected in
the bl ood after their infusion & biodistribution, and thus is the
m ni mal dose at which sonme sort of benefit could be expected. It
is possible that if these nodified cells have a selective
advantage for survival over endogenous T cells, then over tine,

t he expanded popul ati on of nodified cells could provide sone
tangi bl e benefit to the patient. At higher doses, the tangible
benefit may be seen sooner and nore significantly than at | ower
doses. Therefore, we cannot say for certain that there will be no
benefit for the patient even at the lowest T cell infusion dose.




It also follows that we cannot say for certain that there will be
any benefit for the patient even at the highest T cell infusion
dose. The benefit section of the consent docunent accurately
reflects the | ack of expectations for the study.

In reference to question 2 about the harmbenefit bal ance for
each dose | will make sone general conments. W can say that as

t he dose of VRX496 nodified cells increases, so does the
potential beneficial anti-H V effects. However, as the dose of T
cells is increased, so does the risk for ww-H V replication
particularly in cells that sub-optimally contain VRX496 or may
not contain VRX496 at all. dinical studies have suggested that
the viral load can increase in H V-infected patient-subjects that
are infused with cells that are not nodified to resist H V-
infection. Therefore, simlar effects may be seen in this study
for a potentially subset of cells that are not optimally
transduced with vector. However, our release testing criteria
wi Il ensure sufficient transduction of the cells, so an adverse
increase in viral load is not expected to occur in the proposed
st udy.

In reference to question 3, we are now instituting a DSMB for
this study.

In reference to question 4, Dr King's comrents were the only one
received in tine for this witten review | wll provide
addi ti onal comments, as they relate to the other reviewer’s
remarks, for the Septenber 6'" neeting

In reference to question 5, patient has been replaced with
patient-subject in the protocol. The word “investigation
treatnent” has been replaced with “experinental treatnent.”

The purpose section has been nodified so as not to overstate the
potential benefits of the study. If the wording renains
problematic, we would be delighted if Dr King can help us with
sui t abl e wor di ng.

In reference to defining VRX496, we have now nodified the
description sentence to state: “VRX496 is an anti-H V gene
transfer product.” It would be difficult to provide further
technical information that would be useful to the patient-
subj ect. However, we are willing to explore this to further
nmodi fy the wording if Dr King feels that this is critical

In reference to germline transm ssion of VRX496. Germ i ne
transni ssion of VRX496 is unlikely since the infused product are
VRX496 nodified cells, and not a vector product. Additional
vector associated risk information is now provided in the Risk
section of the consent form



In reference to the cooment referring to the vague and

overoptim stic benefits section: W believe we have addressed
this issue in the nodification to the text described above and in
the revised consent form (attached). If the wordi ng renains
problenmatic, we would be delighted if Dr King can help us with
sui t abl e wor di ng.

Finally, we would again like to thank the reviewer for the
constructive and well though out questions and coments.

Thank you for the opportunity to present our protocol for review.

Rob Roy MacGregor, MD
Princi pal Investigator

Carl H June, ND
Co- I nvesti gat or

Boro Dropulic, Ph.D.
Sponsor | nvesti gat or



