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SCHEMA
Title: A Randomized, Double Blind, Comparative Study Of Dideoxycytidine (ddC)
Alone OR ddC/zZDV Combination Versus Zidovudine (ZDV) Alone In Patients With
HIV Infection Who Have Received Prior ZDV Therapy.

Design: Multicenter, randomized, double-blind, phase 111 study

Population: 750 patients with prior ZDV therapy for >= 24 weeks who are either
asymptomatic with a CD4 count 0 — 200 cells / mm?® or symptomatic with a CD4 count



0 — 300 cells / mm®,

Stratification: Patients will be stratified by HIV disease status (asymptomatic or
symptomatic), length of time receiving ZDV (> 1 year of ZDV and =< 1 year of ZDV),
and systemic or local PCP prophylaxis.

750-Patients

v

Randomized
|
(214 patient) (214 patients) (322 patients)
ZDV two 100 mg capsules ddC two 0.375 mg tablets ddC two 0.375 mg
And two ddC placebo tablets and two ZDV placebo tablets and ZDV two
Every 8 hours capsules every 8 hours 100 mg capsules

every 8 hours

Patients will be followed for up to two years after the last patient is enrolled unless the study is
terminated earlier due to interim study results; mean follow-up is expected to be 28 months with
a range of 24 — 32 months.  Patients who have reached a clinical AIDS-defining endpoint (after
verification by the study chair) will be offered open-label combination ddC and ZDV.

Endpoints: The development of an AIDS-defining opportunistic infection, AIDS-defining
malignancy, AIDS-defining wasting syndrome, AID-dementia complex, or death.

Study Co-Chairs: XXXX, M.D., University of XXXX
XXXX, M.D., University of XXXX
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2.1 24 ZDV/(zidovudine) CD4 300 cells/mm?3
CD4 200 cells/mm?
ZDV ddcC ZDV ddC

2.2 ZDV ddC ZDV ddC
221 AIDS AIDS AIDS
AIDS
222
2.23 CD4 cell
224 p24*
(* RNA )
30
24 ZDV(zidovudine) AIDS CD4
300 cells/mm?3 CD4 200 cells/mm?3
DV ddC ZDV ddC

phase Ill, randomized, double-blind study

2 Endpoint
AIDS blind (open label) ddC zDV
110
111
24 ZDV(zidovudine) AIDS ZDV ddC
ZDV ddC phase I, randomized,
double-blind study ddC ddC zZbV ZDV
ZDV AIDS 12
stratification
ZDV ddC ZDV ddC 2:2.3
AIDS
event Primary endpoint Secondary
endpoint / 116, 117 ZDV 6
6 ARC/AIDS (progression free)



ACTG114 AIDS ARC 3 DV

ddC ZDbV randomized trial 1 1991
ACTG114 ddcC DV
ACTG155 (ddC DV
2

ACTG155

11.2 Sample size/
1990 6 ACTU 10-12 6 20-30
45

progression free rate 60 2-sided p=0.05, power 80% 50

2 Hazard ratio Sample size
540 12 154 2 232
14 2 79
50 70
540 1990
10 1 1992 12
600 3

11.3 Monitoring and analysis

log rank test Cox
Intent-to-treat analysis

1991 6 1992
3 1992 12 DSMB
O’Brien-Fleming stopping rule
11.4 Stratification
HIV ZDV 1 1

PCP

11.5 Revised statistical Considerations (ACTG 155. Version 5.0)
1991 5 6 160

750 80 2-sided
p = 0.05 50 hazard ratio 1991 8
15
1992 12



ACTG114

ACTG114 (a randomized trial comparing ddC versus ZDV for patients with AIDS
or advanced ARC with less than three months prior ZDV therapy) 1991 12
23

Intent-to-treat analysis of time to death

(2 )

ddc ZDV p-value
All patients 59/320 (18.4%) 33/315 (10.5%) 0.007
AIDS 25/95 (26.3%) 12/82 (14.6%) 0.186
Advanced ARC 34/225 (15.1%) 21/233 (9.0%) 0.020

Baseline CD4 =< 48/179 (26.8%) 30/173 (17.3%) 0.033
100

Baseline CD4 > 10/139 (7.2%) 3/141 (2.1%) 0.072
100
COX regression Cox regression
ddC zbv 1 85 92
AIDS 78% 88 ARC 88 94 CDh4 100
77 86 CDh4 100 95 99

ddC zbv 1

66 76 AIDS 50% 65 ARC 73 79
CDh4 100 54 64 CD4 100 82 89
DV
ATCG155

12.0 Data Collection and Monitoring
12.1 Data Collection
12.11 Case Report Form (CRF)
Patient Identification Number (PID) Study Identification Number (SID)
1212 Frontier Science

12.21 Study Monitoring
1221 ACTG Pharmaceutical Product Development Inc (PPD)

12.22 3



12.23 PPD FDA
123
1231 DAIDS AER
12.32 XXXX-XXXX

13.0 Human Subjects
13.1 Informed Consent

FDA

13.2 Institutional Review Board Approval

IRB

13.3 Patient Confidentiality

FDA PPD NIAID

14.0 Risks and Benefits
14.1 ddC

1411

142 7DV

14.3 ddC p24 T

144 ZDV AIDS ARC

DdC

24
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Appendix 1

Schedule of evaluations
Study week 0 2
Signs and symptoms X
Neuropathy sings X
Karnofsky score

Vital signs, wt.

4 8 12 16
X X X
X X X

Chest x-ray

EKG

Hematology
Chemistry
Urinalysis

HIV p24 antigen
CDb4 and CD8
Plasma culture
Pregnancy test
Virus studies



Appendix 11
Sample informed consent

HIV AIDS and advanced AlIDS-related complex

Zidovudine AIDS (HIV)
CDh4
12 18
zidovudine
zidovudine zidovudine
HIV
ddcC HIV
| CD4 HIV zidovudine
ddcC HIV
HIV
HIV
zidovudine ddC
CD4
CD4 300 zidovudine 24
HIV zidovudine ddC ddC & zidovudine
CD4 200 /mm3 ZDV 24
CD4 300 /mm3 ZDV 24
zidovudine ddcC zidovudine + ddC
Zidovudine
Ch4 HIV
ddcC ddC + zZDV
ZDV
ddC zZDbV
zidovudine

12



zidovudine

Zidovudine 8 200mg
2 8
35cc
zidovudine
ddC

/ ddcC
ddC 0.75mg 1 3
zidovudine ddcC
4
zidovudine
Zidovudine

ddC

ddcC

104

15
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FDA

XXX

HIV

HIV

(XXXXXXXX)
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Division

of AIDS (DAIlS) Adverse Experience Report (AER)
DAIDS FDA
HIV
DAIDS
DAIDS
3

30
IRB

phase 11/phase 111 —

grade 4 5

grade 5
24 XXXXX XXXXX
3

grade 3 or 4 5

grade 5
24 XXXXX XXXXX
3
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