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Table 1. Patient Characteristics and Results of Interphase FISH and PCS Analyses

Patient No.|Age,y [Sex |G banding Severity |Therapy RestoTx | WBC |Neu Hb |Plt |RBC |Ret |PCS % [No.of Meta |Aneu |+ 7(%)|—7(%) |+ 8(%) | —8(%)|+6(%)|—6(%) [+ 1(%)][—1(%)|+17 (%) — 17 (%)
SM-P1 68|F  [46,XX[20 non S CYA NR 2400/ 960| 7.5] 1.5| 202| 5.25 2 50|no 0 0.2 1.1 3.6 1.1 3.2 3 3 0 10
SM-P2 64|F  [46,XX[20 non S ATG+PSL _ [ND 2460 934| 7.3| 2.4 212| 4.35 7 102|no 0 0.6 0.5 4.5 1.5 8.5 1 3.5 1 11
SM-P3 83|F _ [46,XX[20 S CyA NR 2240 531| 5.7] 1.2| 152| 1.98 10 20[no 0 0.2 0.4 8.2 0 3.8 1 4 0 10
SM-P4 77|F  46,XX[20 S CyA NR 1270] 240| 5.3| 0.4| 173| 0.62| 15.4 26|yes 0 0.6 0 9 1 10.1 1 5 0 12.5
SM-PP1 5|F  146,XX[20 non S BMT NR 5170| 1225/ 7.1| 3.9] 208| 2.13 20 100|yes 0 1.9 0.8 3.9 1.6 5.4 5.5 3 0.5 7
SM-P5 21|M  [46,XY[20 S ATG+CYA |RES 2880 345 4] 0.7] 119| 0.96 27 44|yes 0 1.3 0.3 8.5 0.3 21.5 0 3.5 0 16.5
SM-P6 51F  |46,XX[20 S ATG+CYA |NR 2380 595| 6.1] 0.8 179| 1.29 5 30Jno 0 0.8 0 4.5 0 7 1 3.5 0 11
SM-P7 32|F  [46,XX[20 S RES 1570 471| 6.8 0.9] 193 5 20 50|yes 0 1.1 0.5 3.5 0 4.5 2.5 2 1 6
SM-P8 71|F  46,XX[20 non S CyA RES 2440 854| 8.1| 2.5| 269| 5.7| 37.4 91|yes 0 0.4 4.2 8.8 2.3 8.3 2.5 3.5 4 11.5
SM-P9 74M_ 146,XY[20 VS CyA ND 1070 43| 4.5 0.5 129| 0.4] 30.6 49|yes 0 0.6 2.5 5.5 0 15.5 3.5 6.5 0 11.5
SM-P10 47|M  146,XY[20] S ATG+CYA |RES 670/ 312 5| 1.6] 159| 2.04] 19.2 47|yes 0 1.6 4 4.9 3.6 7.1 1 4 1.5 8.5
SM-P11 68|F  [46,XX[20] S CyA NR 2700] 493] 7.1] 0.9 242|0.097| 30.2 63|yes 0 0.2 1 2.8 3.2 3.7 5 3.5 3 9
SM-P12 45|F  |No Analyzable Metaphase |VS ATG+CYA INR 1050 73| 4.8] 0.3] 185/0.389 0 8|no 0 0.4 0 9 0 13 0 2.5 0 12.5
SM-P13 71|F  46,XX[20 non S CyA NR 4390 1360| 7.6| 2.3| 262| 1.73 23 61[no 0 0.8 0.5 4.4 0 5.9 0 4 0 12
SM-P14 61|F  [46,XX[20 VS ATG+CYA |RES 1440/ 115] 5.1 0.9] 163| 0.88] 33.3 24|yes 0 0.4 0 12.9 0.4 18.4 1.5 5 0 15
SM-P15 42|F  |46,XX[20 non S ATG+CYA [ND 2850 660 7.5| 0.7| 244| 4.94 15 20|yes 0.7 1.8 2.5 7 1.5 13.5 1 5 1 12.5
SM-P16 66[F  [46,XX[20 non S ATG+CYA |RES 2750/ 853| 6.6/ 5.7| 190| 3.09| 25.5 55|yes 0.8 0.4 0 13.1 0.5 22.3 1 13.9 0 17.9
SM-P17 38|M __ |No Analyzable Metaphase |S ATG+CYA [NR 1580| 284| 7.6| 0.7 251| 0.3] 6.5 62|yes 0 0.8 0.5 14 0.5 25.1 0.5 10.4 0 19.9
SM-P18 34F  |45,XX,-5[1]45,XX-19[1], |nonS CyA RES 2090| 690| 3.8/ 1.4/ 103| 2.47| 34.4 29|yes 0 0.2 0 7.4 0 10.3 0 10.4 0 11.9
46,XX[18]

Severity was defined according to the EBMT criteria. VS means very severe; S, severe; and non S, non severe. Res to Tx means response to the indicated therapy at the 9th month,
evaluation was performed according to the EBMT response criteria. RES includes both CR and PR. ATG indicates antithymocyte globulin; CyA, Cyclosporin A; ana, anabolic
steroid; BMT, allogenic bone marrow transplantation; WBC, number of white blood cells per 10°/L; Neu, number of neutrophils per 10°/L; Hb, hemoglobin concentration (g/dl);
Plt, number of platelets per 10*°/L; RBC, number of platelets per 10*°/L; Ret, number of red blood cells per 10*°/L; PCS means the percentage of metaphase with the premature
chromatid separation in the total metaphases analyzed (indicated by No. of meta); Aneu (yes) indicates the presence of aneuploidy of chromosome 1, 6, 7, 8, and 17. Percentage of
nuclei with triple signals or single signal in at least 200 nuclei studied by interphase FISH analyses for chromosome 1, 6, 7, 8, and 17 are shown respectively.
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27.0%) FWVWINEFHEHEPISTRISEIT5.0 % 1<
JKRLTED, 9 BIHIZAAHMEHICPCSOH 5
(34.5%) ZFBDT-. FIISTICH LTRSS R UTNE
B CILEPCSEE WM it LTz, £ 1202 HEPCSH0% T
B o TRERNZ, ISTARIGKE, 46% I ERLI10 7 H &
WD R O NI B G R B 72 £ 5 MDSIC AT
L7z, MDSKEA7#IEPCSIEK R L€ L7z (Fig. 4).
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Fig 2. PCS Metaphase of Bone Marrow Cells in Patients
with Aplastic Anemia and Healthy Volunteers. Box plots of the
percentage of PCS metaphases are shown. The boxes extend
from the 25th percentile to the 75th percentile, the lines
indicate the median values, and the whiskers indicate the
range of values. Statistical difference was evaluated using the
Mann Whitney U analysis.
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Fig 3. Rate of PCS metaphase are significantly higher in AA
patients with aneuploidy in comparison with those without
aneuploidy. Box plots of the percentage of PCS metaphases
are shown. The boxes extend from the 25th percentile to the
75th percentile, the lines indicate the median values, and the
whiskers indicate the range of values. Statistical difference
was evaluated using the Mann Whitney U analysis.
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courses of patients with AA.
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EDOHEE N E D > 12 (Table 2). F 7z —6 3 RIEHD42%
EEWHETED SN F-W2REPCSHY34.4% &
FAHE T B o TEH] TN T & T 1 7 BEED
RHHENTz. THICFiE. 3TRT K1, PCSE BE:
ORBRZMETT 5 &, fRFTREARDWNT NI EEE
TR TREA3H]) TIEPCSIZ24.2+9.0% T, (—)EED
7.0+88% I L THEICE M > 7z (p=0.007).

(ER-EHR

S E O E D S, AA D E TPCSH & il
(>20%) Z/R L, IBEIOHITIEPCSME TR T 5 T

Table 2. Summary of results of Interphase FISH Analyses for
Gains and Losses of Chromosomes 1, 6, 7, 8, and 17

Normal Control

Chr. No. of Pts (%) Range, % Cut off, % (mean+/-SD ,%)
6 8/19 (42) 10.1-25.1 8.9 (8.0+/-0.9)
-1 719 (37) 5.0-13.9 4.3 (3.3+/-1.0)
-7 5/19 (26) 1.1-1.9 0.8 (0.4+/-0.4)
-8 3/19 (16) 12.9-14.0 10.0 (7.9+/-2.1)
-17 3/19 (16) 16.5-19.9 13.6 (10.7+/-2.9)
+6 719 (37) 1.1-3.6 1.0 (0.7+/-0.3)
+8 419 (21) 2.5-4.2 1.3 (0.7+/-0.6)
+1 219 (11) 5.0-5.5 3.6 (1.9+/-1.7)
+17 219 (11) 3.0-4.0 25 (1.0+/-1.5)
+7* 0/20 (0) - 1.0 (0.7+/-0.3)

Cut off values are shown as mean plus standard
deviation of positive rates per at least 200 nucei for each
chormosome aneuploidy from 6 BM samples from healthy
volunteers. *indicates that the values were obtained by
the highly sensitive dual color interphase FISH method
for chromosome 7 aneupoloidiy. No. of patients means the
number of patients whose BM cells are positive for each
chromosome aneuploidy.
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