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T Cell Subsets iIn Hemophiliacs

P. Saidi, H. D. Kim and K. Raska, Jr.
New England J. Med. 308: 1291-92 (1983)
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Federal Building
26 Federal Plaza
New York NY 10278

November 28, 1983

Identification No.: 31-8231

Karel Raska, M.D.

Director

UMDNJ Rutgers Medical School

180 Somerset Street

New Brunswick, New Jersey 08901

Dear Dr. Raska:

Based on our review of the survey documents submitted to us by the Department of
Health your Laboratory continues to meet the recertification requirements of
Title XVIII of the Social Security Act.

You are approved for the same specialties and subspecialties as indicated in
your last notice of certification/recertification.

Any changes in the personnel, services, or other characteristics which may
effect the laboratory's compliance with the conditions for coverage should be
reported to the Department of Health. Continued approval in this program is
also, dependent upon the laboratory's successful participation in the State's
proficiency program.

Sincerely yours,

L/OM AN ﬂ‘vﬂ&\w
_ Chris W. Pappas
Principal Program Representative
Survey & Certification Operations Branch

Division of Health Standards and Quality



Cyclosporine-Like Substances
Not Detected In Patients with
AIDS

New England J. Med. 310: 1324, 1984

The Acquired
Immunodeficiency Syndrome:

No Evidence for the Presence

of Cyclosporine
Amer. J. Med. 77: 797-804, 1984



Helper/

Total T Suppressor
Risk Lymphocytes T Cell Presenting
Subject Sex Race Factor (cells per mm3)* Ratio™ lliness*
AIDS
1 M W Homosexual ND 0.74 Kaposi's sarcoma
2 M B Intravenous 364 0.36 Pneumocystis carinii
drug abuser pneumonia
3 M W Hemophilia 390 0.21 Pneumocystis carinii
pneumonia
4 M B Intravenous 101 0.79 Monilial esophagitis
drug abuser
5 M B Homosexual 242 0.06 Mycobacterium avium-
intracellulare, Kaposi's
sarcoma
6 M W Intravenous 279 0.56 Pneumocystis carinii
drug abuser pneumonia
Prodromal AIDS
7 M w Homosexual ND 0.45 Stomatitis, lymphadenopathy
8 F B Partner of a 912 0.81 Tuberculosis, lymphadenopathy
known AIDS

patient




High-Pressure

Liquid Chromatographic
Analysis (ng/ml) Radioimmunoassay Analysis (ng/ml)
Dose of Cyclosporine A (mg)
Time after . 700 350 700 1,400
Ingestion Present One Year Present One Year Present One Year Present One Year
(hours) Study Earlier Study Earlier Study Earlier Study Earlier
0 bdl bdl bdl bdl bdl bdl bdl bdl
0.5 220 196 227 319 338 336 451 548
2 1,500 1,557 1,725 1,431 2,173 2,181 2,133 2,081

72 30% bdl bdl bdl bdl bdl bdl bdl




Cyclosporine Concentration (ng/ml)*

Ratio Without Quench After Quench
Subject B/Bo" Specimen CorrectionS CorrectionS
AIDS
1 1.17 B 0 0
2 1.10 B 0 0
3 1.15 B 0 0
4 0.94 B 45 bdl* *
5 1.10 B 0 0
6 1.12 B 0 0
Prodromal AIDS
7 1.06 B 0
8 1.12 B 0
Control Subjects (Risk factor present)
9 1.15 B 0 0
10 1.18 B 0 0
11 1.17 B 0 0
12 1.05 P 0 0
13 1.09 B 0 0
14 0.96 S bdl bdl
15 0.98 P bdl bdl
16 1.00 S 0 0
17 0.97 P bdl bdl
18 1.02 S 0 0
Control Subjects (Risk factor not present)
19 1.01 P 0 0
20 0.93 P i 71
21 0.96 S bdl bdl
22 0.96 P bdl bdl
23 1.00 S 0 0
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Effect of Danazol in Clotting
Factor Levels, Bleeding
Incidence and Immune

Parameters in Hemophiliacs

P. Saidi,B.Z. Lega,H.C. Kim and K. Raska, Jr.
Blood 68: 673-679, 1986



Hemophiliacs

Nonhemophilic P Value*
Controls Placebo Danazol Controls v
(N = 25) (N = 16) (N = 16) Hemophiliacs
Total B lymphocytes (/uL) 428 + 87 249 + 34 279 + 71 <.001
Total T lymphocytes (/uL) 1,308 + 320 1,630 + 254 1,541 + 208 <.005
T4 cells (/uL) 863 + 228 564 + 144 548 + 148 <.001
T8 cells (/uL) 512 + 156 1,050 + 213 1,017 + 174 <.001
T4/T8 ratio 1.79 + 0.54 0.7 + 0.34 0.68 + 0.38 <.001
Natural killer cells (%) 10.2 + 1.3 7.7 + 2.6 6.9 + 1.8 <.005
PHA response (x 10° cpm) 426 + 13.2 38.1 + 11.3 41.1 £ 5.4 NS
MLR response (x 10° cpm) 201+ 1.1 1.13 + 4.18 1.30 + 7.25 NS




HTLV-IIl Antibody In
Commercial Immunoglobulin
Preparations

Lancet, 1, 37-38, 1986
D.J. Gocke, K. Raska, Jr., W. Pollack and
T. Schwartzer



The Natural History of
AIDS In Hemophiliac Patients

American Journal of Hematology 24: 169-
176, 1987

H.C. Kim, K. Raska, Jr., D.J. Gocke, M.
Kosmin and P. Saidi



Duration of

HTLV-III Ab
to diagnosis T-Helper
Age Use of conc. Prodromes Type of of AIDS T-suppressor” T4/T8
Patient yIS. since prior to AIDS infection/tumor (months) (absolute No./mm) Ratio’
1 54 1977 Oral candida Cryptococcus >36 ND* ND
2 46 1975 Weight loss, cough Pneumocystis 60 60/292 0.21
PML"®
3 38 1979 Oral candida, Pneumocystis >61 90/243 0.37
weight loss,
chronic cough,
thrombocytopenia
-+ 37 1976 Thrombocytopenia Cryptococcus 35 348/1167 0.30
Herpes zoster,
disseminated
5 22 1976 Chronic cough Pneumocystis 34 ND ND
6 63 1980 Chronic cough, Pneumocystis 27 45/80 0.56
thrombocytopenia,
herpes zoster,
localized
7 40 1974 Chronic cough, Immunoblastic >28 12/138 0.09
lymphadenopathy lymphoma
8 32 1978 Weight loss, Cryptococcus 52 9/201 0.04
chronic diarrhea,
lymphadenopathy
9 54 1975 Lymphadenopathy, AIDS-Related > 66 171/574 0.30
thrombocytopenia complex
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Human Immunodeficiency Virus
Infection in Sexually Active
Wives of Infected Hemophiliac

Men

Amer. J. Med. 85: 472-476, 1988

H.C. Kim, K. Raska, Ill, P. Saidi and K.
Raska, Jr.
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Clonal B-Cell Proliferation in An
Infant with Congenital HIV
Infection and Immune
Thrombocytopenia

Am. J. Clin. Path. 90: 470-474, 1988






Human Immunodeficiency Virus

Infection In Hemophiliacs: Long

Term Prognostic Significance of
the HIV Serologic Pattern

Clin. Exp. Immunol. 77: 1-6, 1989

K. Raska, Jr., |

.C. Kim, K. Raska, Ill, E.

Martin, J. Raskova



Table 1. Clinical characteristics of hemophilic patients

Age  Factor consumed Hgb Pit WBC CDh4 CD8 Months since
Subjects (Years) (U/year x 10~7) (g/dl) (x 1073 /mm?) (counts/mm?) seroconversion
AIDS (n=12) 40+12 55+17 123+ 1-4 211468 4:342:3 102*+201 382+ +519 38+ 14§
Generalized lymphadenopathy 30+ 13 59+ 60 12:2+2-2 225+74 4-7+2-3 2734209t  632+617§ 68 +28
(n=15)

Asymptomatic (n=16) 36416 76 4+ 106 13-8+2:1 231+70 50+ 17 4269 +289 951 +515 63+ 22
HIV seronegative (n=17) 27+ 18 21 +26 14-5+2-1 32919 7-8+24 958 + 661 838 +699 m—




Table 2. Functional lymphocyte subset in haemophilic men

Subjects CD4 CD8 Slq Leu 11a Ia CD8/Leu7 CD4/4B4 CD4/2H4 TAC

Lymphadenopathy (n=15) 273+33*  632+93t 189+32f 289+70 244 + 44+ 326+ 70§ 88428 88 +23 2:5409
Asymptomatic (n=16) 426+429 951 +87 236439t 379452 271 +25¢% 302 +-46§ 147+ 25 126 + 24 1-:8+0:6
HIV-seronegative (n=17) 958 +232 838+169 673+120 168 +32 654+ 121 192 + 80 167 +63 424+148 33423
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Table 3. Antibodies to HIV antigens and p24 antigenemia in HIV-
infected haemophilias

Antibodies reactive

with *
HIV p24 antigen
Subjects p24 p3l gp4l gpl20 > 30 pg/mly
AIDS (n=12) 2 11 12 8 10
Lymphadenopathy (n=15) 9 14 15 14 5

Asymptomatic (n=16) 14 14 16 15 2
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Initial Clinical staging of patients at yearly intervals
serologic pattern
| Year 2 Years 3 Years 4 Years
p24 Ag Number of
Anti-p24 (> 30 pg/ml) Subjects NS ARC AIDS NS ARC AIDS NS ARC AIDS NS ARC AIDS

+ - 24 24 — - 23 — 1 15 8 | 14 8 &
+ + 1 1 — — — 1 — - 1 -— — 1 —
— + 12 8 — 4 5 - 7 - 2 10 — 2 10
- - 6 6 — — 6 — — 2 -+ — 2 4 —




Plasma Cell Malignancy In
AIDS: Assocliation with Epstein
Barr Virus

Am. J. Clin. Path. 92: 222-228, 1989
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Antisense DNA — Analogs
Inhibition of HIV

New Jersey Med. 87: 10111-10115, 1990



‘active”
~ antisense
oligonucleotide

W

passive”
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Table. Inhibition of HIV with antisense DNA-analogs.**

Conc. % Inhibition
Compound/Type Sequence (5'—>3') ug/ml Syncytia p24
1. Control DNA ACACCCAATTCTGAAAATGG 4 33 44
20 33 39
100 65 44
2. Methylphosphonate ACACCCAATTCTGAAAATGG 4 60 62
20 98 100
100 100 100
3. Methylphosphonate ACACCCAATTCTGAAAATGG 4 39 0
20 50 50
100 85 78
4. Phosphorothioate ACACCCAATTCTGAAAATGG 4 38 63
20 86 91
100 100 100
5. Phosphorothioate CGAGATAATGTTCACACAAC 4 0 0
20 89 93
100 100 100
6. Phosphormorpholidate ACACCCAATTCTGAAAATGG 4 59 57
20 91 86

100 (toxic)
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