cA209 A2 E
147, 1986

o) gkl 2] & 5] =
K. ]. Path, 2042} °

=kl o] wtA Akl 3t zb

73 ¥ F-ol] A1 9

g H4g3T A 2 g g A =

g g gy ey 5 Hqegdga gaygade

of & x -4y

A =

gk Zhede) Rl gASs @2 oo e
gl gloewni, HME  hapatitis B virus, non-A,
non-B virusel| 218 3, Arp A g, aga
glele] wa=|= ¢ #H, F cryptogenicye] gl
L R

b Zbgd el Wal Y HE o7 thade] glan,
upe] 2 A~ el o) sla] XY o Fo] WHFc)= M,
afo] 2l 27k = £ £+ dhe] A 2} (fragments
of virug)e] o] Ea 2 =H§3e] dor|AE WA 7]
of 2]sle] Wb ghckis F2] Ale] gl

abad g g e kel 99 gaAlEs 3 ¥
g 4 (antinuclear antibody), & =& 24 (anti-
smooth muscle antibody), 3 2k 2 2k A (anti-liver-
cell antibody) 53 el liver-kidney microso-
mal antibody, liver-pancress ant1hudy%-°l LR el
-Elr_;l_] Bbi— 'I'.]!-‘-ilhﬂ.!il

1955+ Joske#t Kingell 2# & & &= 3 &
2wk zhal ghel A b7l = 9l 3, 1956+ Machay%%
oA wAEs 4l AbgE A 294 g
(chronic autoimmune lupoid hepatits) o] § <] &=
2 Baaglcl, ¥ o] 3 4 4= o E Y49 3
Aol = WA E A =gl

1966+ Whittingham%-+ ¢, w4 9 Eabs
A g, fHHe galle IpgM &2 pGHAE

g w5 19864 4% 189 Wal Astsleld LEF
o &

=3

[ =

Z.0 & I*

EAse #F714 Fe ¥ 5 <] 4 (non-organ, non
-species specific) ®3 ¢ & Bm &gl cpi-aeean

Ffjof M ol 2f g, b Ak 2z "/ Al
gt At e Ao gl ey, 53 & #Hags 3
d Habe =yse] Ap85 el g}, old AT
= el tho] w4t ubA Thdel 4 g WS &
sl & W G g wieg Eas B 859
HAge} vms 23 FAd oA Zb A g A
g Al e ejejg HEs Ruxl & dTE AlEd
A = glck,

d4 # of &

Au) yAlE F55 b4 454 s 32 214,
& a4 g54 gy =) 229, A ALY 3y
gha} 139, 7 AW E B4 0WL2E Fee 2 ¥
A gjares shaich, dgdA e b g U
daety, Adsied HA42, 94 FAge] HF
1983 59 e 19859 949 7= e mediEm, F
sojstm 9 ekt He) BAEZA F 769
olglch, 2t HF WAL AYFE F4] Edn, B
& 44 SR FAAZ F AR Ao 5
Abstg e,

b A s e BF NEL obEd @ g
A A& g g3 e T N4 AgE gl
3, g Fae olake] glon, dAfa "ol Fo
gAY ¢l& of e ke T2 YITE FAHH
kel M 2] o] 93, 9557 A (piecemeal
necrosis) 7F §1-& &, Av)g 9k 854 e
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4 vigEd A Aot gate) e s 59
e ZAFHNA ¢S e, FEE] ASE B
ATH A7 F o Ydm, T TR ol4E B
5, T BV g3 Asin 93 e 3
ol & o st 2 eldlel gl M Ee A]Ee] o
AR, #3573 E ¥4 A 3Adse] F42 o
A vt dE sgda, S50 0y BT 7iee) 3
F= 95l A2, 2 Axe 234 (swelling) o] 33,
24 ®4Hrosette formation) & Yoo, 2} 4 22 o}
W AE=e] 287 dejva, vlEmA e 4+ A
o] glem 2712 Aelg 3 Ay Hae vy g2
st o,

TAHEE D E RS B E 48 el 2= 2
¥ 42k T4 (central vein) Abe]e]| 4 f3} & o)
s EAEE, A4 £ AAE $old YA E,
HZ AE she]s] 4abe sle] 2 <) § 4 T2 F40]
BT YA E 7| £ o8 s)g cjr-nalnminae

€ d7edHe Frig A48t 2FEE Q4R
TR AIE W] el g Fo] B2 Foeg B
W A AR 8 39 A4E g2 29
:_i.i"l‘-.ﬂ!l-'

T AN B 5 osle 94 238 49 ¥se
& ol YA o] gla, 2 2|5 Hal |4
o] Apele gl FE g xelHe] Ww, WAL
A wpel®| 22| 2| F (serological viral marker) = A
o e Mg ¥FRel we ) Qs ghm e
A4 Hxeof o} afe]r} gl7] e V2w w2
8kl o},

4 3 94 9

Rt EAd 9 ASA by g4 5 g AW g
Aol Aset g WG o 9 & o gy Hag=
A "9 83 (Indirect immunofluorescence
method) & A} 8o chg3} o] A] el &} g cprasaz-am

1) xj -3

(1) A8t 22} 84 24 (tissue substrate) 2] 4
W& 2-4pm5A 2 FtE A4 E24 9 (frozen rabbit
kidney sections) 3 ¥ 2] 2= 7 Al o 2] =) %) 2] =
F 2T AN 2 dog AFe 2525 5 9
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g 2H/3& 712 Jak(pilot study) 8lef, 23 s}
Abge] fE ST FFHo] Holgt T4 sl NYAL
2 AdHe Fal g4 zales gy,

(2) 743l do "o 2184 222 Behring

institute2] “antihuman globulin (IgG/F (ab) 2
fragment) fluorescein-conjugated from rabbit” 2
AH-§ 815 o},

(3) B85} M¥y4e 2= pHT.29] PBS buffer
solution-& A}-& # e},

(4) Cover slipping& %8« 1 part®] phosphate
buffer solutionsl| 9 part®] glycerold #e] w=
Buffered glycerol-& A& #}¢]c},

2) AL 2 = (tissue substrate) 2] M 0}
MY HES HY Zoo| HEnam

S]H AL G 2aE Ay FE Ao
e s FREY peddy 32 dAER
oAl Al Aol WahtE A 5] HAEE e
A A o o A e} 9l 4S9 EE ether o}
A A4+ J 24 292 L5 =274} (frozen
examination) & %42 Fd§g wyez= QCT
compound = AH&-2 e F2] 2 (frozen) 3 ¥, o ¥
AAl 20= o] sell A wghsiedc), A8 HHEL HE
Ed¥& ¢ F )7 JA5 538 "8 7}
F Hole & HAa o] RHFE FALE 27 3
< =274 blockE WE o e]H o 28§ cfo
AR 29 =24 (S F A section slide) 2 whS¢ o}

Sl M GHE AL $4 230] gl slides) ApLa}

2 ¥ # anti-human immunoglobulinel] = g4 =)
A "= Arbtiter) 8 A4 87 Sehed e
& W22 Table 13 & whjo 2 28 spsdc},

e Slsle 34l @Y zaA === rabbit
kidney section® A sl n, d4s) 8 yr];
1022 A s,

3) A mpE 1ases-an

(1) @as 2 2-4umF 72 frozen rabbit
section§ -2 wa|gr},

(2) PBS bufferg Ab85ted, e 38 1:10
o2 84 g

(3) Wet chamberel| 4 1: 1022 # 45 44 o 3
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Table 1. Titers of serum for fluorescent anti-smooth muscle antibody and fluorescent anti-nuclear antibody with
different substrate in CAH, CPH. L.C. and negative controls

titer 1°5

1:10 1:20 1:40
tissue uU* K S N K 5 8] K 5 U K =]
CAH. cont, 2+ 3+ I+ 1+ 3+ 34 1+ 9+ T+ = 14 1+
ANA. cont. 34 34 3+ 24 3+ 3+ 1+ 3+ 2+ - 2+ 1+
L.C.. cont. +/— 3+ 1+ +/1 3+  +/- 34+  +/- - 3+ -

Neg. cont. - - — — — — _ — _

*J: uterine myometrium, **K: rabbit kidney, ***5: stomach muscle layer.

&+ "Wel=dF 30E3 4-F (incubate} 4] 7},

(4) PBS buffer= 7] 4} 23] 3313} qh-3-#} 7] o2
o f2] 4% dAAE F¥3] sepdd,

(3) o228 ALE3lH slided 538 A2 £,

(6) o« 7]« FITC labeled antihuman immunog
lobuling ##§ %4 =xgch

(7) =4] wet chamberel] 4 303t 8- (incubate)
Al o},

(8) PBS buffer® %% stepdlch,

(9) 7% AxAd,

(10) Buffered glvcerol® <] & cover glass§ 9+
=

(11) ¥ FHe|4d &4 FHFFcl,

{) #= o4

AW @2 A5 (arteriole) o] 3l HIFT I &
#4k-g (fluorescence) & #, T Z(Fig. 1, 3), & W4
o g of4d wbg 9 &4 dreE FAYET w4
Fi{tubular) 4F# 4 E (epithelial cell) # (nucleus) =
g #, F2(Fig. 2, 3), & o 42 43 &4
& TFIHd,

ghel ojuf & & 7} FAd de]d, 2 HA
B oohA] 1208 Mg ubEo] & o &2 ok #
4% HF FAsd,

4 g s GAdd b oA 3ok e
of wel $52 fHE Yl Az Yoz ], 2,
3, =2 grading & st =, grade 1 $4 2] $4 5
Wuch oFsi) st whg& ¢ o, gradel& FHle] 7
Ho|l ® of, grade 3= AshA uhd ddE2 PiEld
ub A & (Semiguantitation) & A =&, o8 #5

< o slide 2~3% ¢ 2 #5355 o FUs
of #73t =E2 2§t Hae] 42w (fading) @&
Hol gk v B e 5 gl

a| 2} 3he| gradingdt ¥ ZrzHe] gradeo] d =2 5
AAE AA 84 (titration) & A3 3} < 7}e}e] 4
T A E fEslded o H3 e table 20l 4 B
vl ek, grade 12 ® A0 11203 1: 4025 34
sHql, W S48 ekl an, grade 28F 32 " Ao
1:40e]4 12160771 2 <4 & vepd ¢ 2o ubg-
af ) (pattern) 2 343 skl #4248 (light
source) ol = o2& 7] o Foff A g2 vk
g Fo|F e Al felol Ha, BEAe] F3 o
& vE g ol dEel A ol dae a8
2 F 4 sl ¥R 4 g FAY dA
B 7 Ed M (cutoff point)oll 4 REHE=F 545
ofof gl B dA-FefM e Uy & B3 sjx] 9=

+ &4, 293 ¢ E ¥ PE W grade
1 o] 4& Fdos fAse AAE Aelstygel,

2 2}

Al 2E FEEY w4 54 Y #A T4
= Table 50 & 3= wlg} zho] 219 3 18w &
W g okdow 4oy 3 o Yy dgdozs
T =gk,

% 4 #54Y A9 #2 Tel M= Table 490 4
= whel o] 229 F %4 & "G g <)
Aoz 4l 3 4 A Fd2s F3F =51z,
At AWM E gal3el] A& Table 304 ¥.4= ul2} 3ho)
2279 F 169 3 HaT A e m 194
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Table 2. Fluorescence grading and titer

Titer grade Patient 1:20 1240 1:80 1: 160
1 1+ - - -
8 +/- - - -
G. 1 15 +/- - -
37 +/— — - — -
Eﬁ —_ J— — —
4 24 1+3 +/— —
20 2+ 1+ + = +/-
G. 2 36 24 1+ - -
49 24 1+ +/— —
58 2+ 1+ - -
23 24 1+ 1+ +i—
2 2 1+ -
G. 3 33 1+ +/- - -
35 24 |1+ . .
16 2+ 1- 1+ +/—

Table 3. Results of ASA*® & ANA** in liver cirrhosis Table 4. Results of ASA & ANA in severe CAH

patients

Patient ASA ANA Patient ASA _AH.H.
01{52/F) 1+ - 21050/ M) 2+ -
02050,/ M) — - 2227/F) 2+ —
03070,/ M) - 1+ 23040/ M) 3+ 1-
04( /M) 2+ - 24(37/M) 2+ 2—
05(55/ M} - — 20(33 /M) 2+ -
06(57/F) 1+ - 26(32/M) 3+ —
07(51,/M) — - 2T(33/F) 1+ -
0855,/ M) 1+ — 28(30/ M) 3+ —
0 /M) 1+ — 29(26,/F) 3+ —
10(48,/M) 2+ — 30§34,/ M) 2+ -
11(46/F) 2+ - 31(48,/M) 3+ —
12(55/F) 2+ - J2(46/M) 2+ -
13(T0/F) 1+ - 33056,/ M) 3+ 1—
14(62/F) 2+ — 34(40/F) 3+ 2=
15(41/M) 1+ — 35(43/M) 3+ -
16(47 /M) 1+ — a6 /M) 2+ -
17(53/F) 2+ — AT(29/M) 2+
18037 /M) 2+ - 18(38/F) +
19043/ M) 1+ - /P 2+
20{40,/M) 2+ - A /M) 94

* ASA: anti-smooth muscle antibody 4130,/ M) 3+
**ANA: anti-nuclear antibody (2] 8 F< %) 42(21/F) 2+

* CAH: Chronic active hepatitis
(o] &} F4d )
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Table 5. Results of ASA & ANA in mild/moderate

CAH patients

Patient ASA ANA
43(28/F) 1+ -
44(43/M) 1+ -
45(33/M) 1+ —
46(17/M) 2+ -
47(35/F) 24+ -
48(27/M) - -
49(20,/M) 1+ -
B /M) 24 -
H137/M) 2+ .
2222/ F) i+ 3+
53(32/M) 1+ —
24025/M) - -
a5(32/M) i —
26( 50, M) — -
57(34/M) 14 1+
SB(27 /M) 1+

SO24/M) 3+ 3+
60( /M) 3+ 3+
61{33/M) 1+

62( /M) 2+

63(21/F)

1+

Table 7. Antinuclear antibody (ANA)

total positivity % pos

liver cirrhosis 20 1 3.0
CAH, severe 22 4 18.1
CAH, mild/moderate 21 4 19.0
CAH 13 2 154

Table 8. Anti smooth muscle antibody

total positivity % pos

liver cirrhosis 20 16 B0.0
CAH, severe 22 22 1)

CAH, mild/moderate 21 18 85.7
CAH 13 4 6%.2

Tahle 9. Efficiency of ASA to differentiate CAH from

L.C. and CFH
CAH L.C./CFH
Positive 40 25
Negative 3 10

Table 6. Results of ASA &ANA in CAH* patients

Patient ASA ANA
64(33/M) 1+ 1+
65032/ M) - -
B6(34/ M) - -
67(31/M) - —
68(39,/F) 1+ 1+
69{42/M) 1+ —
T0i30/M) 2+ —
7127/M) 1+ 1+
7232/ M) 2+ —
73(35/M) 2+ —
T4H43/M) - —
75(42/M) 1+ -
T6(49/F) 1+ -

* CPH: Chronic persistant hepatitis(=] 2} %4 &)

*Predictive value of positive test of CAH=61.5%
Predictive value of negative test of CAH=76.5%
Efficiency of ASA to differente CAH from L.C. and

CPH=487%

g o g3 ofdez fFa=gc,

o #ale] o4 EL TableTeld 2 wps} 32
o] Zt AHF2] A% 50%]|x, TF U4 AF4 3
2 A5 18.1%<1d, AF =2+ FFx 94 4F
A ke AR 19.0%e]da, 2 2Ky b A
F& 15.4% gk, A b fE5AH e A
& 18.6%2 k4 F& Jehigdel,

g B9 g 4 EL Table el 2 ujel
o] 7+ AW Eel AS 80.0%0z, £5 FF4 7
A9 A5E= 100%e)d F3 9 FEE9 obd JF
A 7rde 5= 85.7%1%led, uby 24 o
9 H$E 69.2%] gk, AalHql vy FE4 I
& sfAE-2 93.0%4 ),

g o ddrp okAdal 1192 fxp 954 8 H
B g4 fdeE fEEg,

— 151 -



—d| &) a s oA 208 A2 E 1986—

i ot

196441 1979 2] Prince® 2*" ¥ g vpel] 2| sld
§h=t2] qk4 k42 Hepatitis B viruss] 2] 3 2le]
dalelw, wpEap s5e] B ofswd o, o W&
£ 51 1=, WAy we] W gicia ot o
2]9] i o} & o AR ol ARE HAE q
HAara dFAns oFs}  FApspopeoe e
EE""ET,EU‘,HAEJL

s & & systemic lupus erythematosusih
collagen vascular disease’s 2] A7} 9o 2 ghef 4 &
# WA e Arp ded Fz A F def EA et
245 =, particular or soluble nucleoprotein,
DNA, Sm antigen, Nuclear ribonucleoprotein, low
molecular weight RNA{4~65), histones%=|
H4E 33 A,

& o g9 713 L& screening? AF 2 &
Hlahge ghelz glay o) F d5de g o
e 7ol A& A Ae] MFel & A
M vz 2 #E 7lx i gl rabbit Kidney
section® Abgsld =, O 54 9 AHd A9
T AW glef Ao g e FHL T A
el Adajel okda HFHe| gpRon ubHatgl
L

el whAd 5 bl el A & 8 g g
b g8 18.6%=2 99 60% 2o f4 Gglen,
g A& 7H gAEd M e 15.4% 2 98
15~30%2] okAd-E3 v Esf] 94 d& 24}, 3 A
WE ghal Fell e %),

& MaT e Yo ojuEEA 3 HEY T
AprE kg o wAEe wddaeR S&43
actomycindt fAbg S-alql b Es 25 HiEE, ©
A #hA e 2 vl 2= actine] 2har A HE = o Al o
cf b Salete Asw gleon, A Foof gl
Doz A7l de FAeol, 58] IgGdL 04 &
4 2 A FE HrHtiter) 2 HAHe A2
2 oreia] glch, whwd IgM 32 7h 2l g o] 2] 2] o
AP e ge] SH= 2 gl o] ¥ HET &
2] gl4a] 2o A et

F=tal AEHAE FEE Y FFE 2@T A

B34 g i o HE g kg E
93.0% %, ut4d A &4 3 FxTe] 5 a4
L 60.0%E SHEgdoy, $3ke] 7z 79-00%
o 45% 2}t ¥, I AWFE AR B0%2
qae Bodda gy, aEa 9 g4 Y 5
5 =5 TAHAE 100% dFE BogFa, o
#AY FE5EE 9y SF4 g b Te] gk A
A Aty fAlE R F2 Y EE LAY, A
Wage] ghd stEsd AT re v S FE o
bl 2& $d, 7 AEe] =Hazb ghAd #F54 Ay
ol A 7HAF Alsba, b #FA 3AYde] T o o
2 Alsle], b4 W @FA A 3 A S
Asicty 289 F ol# @A AREHA, ¢le A
WA e FA == wi2l 4l 2] 8l SEte, 8
g #a Fape] g AE A 2 A HAE &4
g) AEzAe 4 $4 rhedE Ak

o fFefa] ATl del2 ], 2, 39 grades A
sl =dl o] A o)A slellAe] @kt ES] F
A4 gl leg @ Fogde wAE #5F 7
glaf & sdch, #Hago 39 (light source) ol o8&
7] o feo] gl WA GHlelH FEGo] FasE
of = Pl @A) w24 A9 (fading) ¥ D& G 4
Fhel| gE5ghe] W adc) S

27} W olgt A7l A A AEE o] = FA(FH)
o thel A7) Al opd A ApEE FHE AU
t AE onsh, Azp Ay 3 AH 7 HEA] A
W fursbe A2 ohdch, Az A A o
P4 e Fedepanat & o, ¥ AFabEe] At
wh & Kochrh &l et g b4 B, o9 543 23 9]
o}, 142 wiEs &9 (altered antigen) o o %
wiod ab A uh-2& el &, FE AYE B, 2
Bo gt A g g st v 34
2 el A A, A3eR Py gt dEEy
ube B4 shA s, 2oAwg A He] Al
gl & o =7} ey Aol ¢ F e A
alept=,

b oWl aba e weldy ev]e d5-E 43 A
gl#] sre}, Az ¢ e AL A2l |
of #al| 7} Aue] fele]z}r] Mok 228 We] W
A gha) gl sl YHHE FR S FLE AA
7] 81d whe] F|HoZ Y7 Aol opudFt A H
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—o|gba 324 ghale] wbA) el A AW el & A% ahd W 8 o g e

aogle,

oW gwle] whwa] aprl Wy gAg) -5 A
+ Ev S wAsz azle] 2 Azl 4] RAF
wl o & 4 7] 5 2] e 4(disturbance of immune
responce) 22 41§ #l 4o epela, F FH A4 4
folelx 7FAH & 9t 1 =z} HY g oA
el A dhds =] ghiechy, awe o Ade] Wy =
A7) 5ol ol4o] d&& gvlcta & F & el
o}, tha] waiw, oWl AW g Wy ug
AbEal o)Wl & G ool e I FH7 R
AE A ks, o gt gAEA ge AE W
#e Ao o AWE WYsta o o|dsles F, 1Y
# & 7] % (immune regulatory function) 2 | 4& &
Hale = Fute] ezt MR,

farta] ez ap2e & g s AWE
fFuret A fesEide 24 won, b4 el
4] polvclonal hypergammaglobulinemiaz} # 3= &=
H ol g2 72 By a7 F422 47
Hae g ez g, o) BY JdotE Sl HY
Aog Age] Al EaAe e st
(catabolism) & @&} Y4 == G W Ho
2ybgate duT §ol dde 750 ddR B
AE I gl

ooy Py vp2e [gGH o 982 471
e oy G54 g (Ee b Ee] 247 3
] by ey gAE=d, Y #5443
o gabel 4 23] IgGal e AT G S4eld
a2 ate] Wy =4 75 (immunje regulatour func-
tion) el <] 4k (disturbance) | ¢] al& 7FgMdel, o5
ojAlgich, whalba, & W@ g el wka Ty
AT & G347 g S 4 3 g3 T
M v 8 7]5e o4 #, FE TA A7 B
= Aol, & H&T Al dAg otz H4 3
A a7l Ay AL e sted =de] =
w&7t 349,

| =
1983 542 W 2d 449 3" g5 O

X BEA 7he #2439, THY A5 7 63 13
g3 7 AWE a3 20T ¥ HeS gae) o

dEE 2482 o5 e FEE Iy

1) 8 3 g4 9§ 9y #5354 49T
ol 4 93.0% %5, by A% gLl 60.0%, 3
AW Fel e 80.0%°] %},

2) & o g2 4 FL U4 FFA G T
A 18.6%, A AEA Al 15.4%, 3 AEHSF
gabge) 5%,

3 & # #Azh ke 119 R M & B
< kA 7p kel

4) ubA @54 zhd s oA =S54 04h, 3 Ad
& % AT FAE EE] S BREd S 487
% 5l ok,

ol Ab2] AT v Fe] F FHT Pl = D AE £
Arshe) fEE Alabebe Abbeia e FH5 Az
71% el 4ae ARaAd A oS dTFE ek
L1l =Sl S =
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Study on the Anti-Smooth Muscle Antibody
and Anti-Nuclear Antibody
of Chronic Active Hepatitis,
Chronic Persistant Heratitis and
Liver Cirrhosis in Korea

Kap No Lee, M.D., Seung Yong Paik, M.D.
and Sang Kook Lee, M.D.*
Department of Pathology and Labovatory Medicine,
Korea University and Department of Pathology
Seon! Nattonal Untversty®

In Korea chronic liver diseases are the important
medical issues because of their high incidence, poor
prognosis and no available therapeutic resume. It is
believed that the etiologic agent of most of chronic liver

diseases in Korea is hepatitis B virus.

To find out the incidence of positivity and to
understand the autoantibodies in some of the chronic
liver diseazes in Korea, anti-smooth muscle antibody
and anti-nuclear antibody tests were performed on 43
patient serum with chronic active hepatitis, 13 patient
serum with chronic persistant hepatitis and 20 patient
serum with liver cirrhosis, who diagnosed by liver
biopsies.

The results of the study are summarized as follows:

1) The positivity of anti-smooth muscle antibody in
chronic active hepatitis was 93.0%, that in chronic
persistant hepatitis 80.0% and that in liver cirrhosis 80,
0%,

2} The positivity of anti-nuclear antibody in chronic
active hepatitiz was 1869, that in chronic persistant
hepatitis 15.4%, that in liver cirrhosis 5.0%.

3} The test efficiency of anti-smooth muscle antibody
to differentiate chronic active hepatitis from chronic
persistant hepatitis and liver cirrhosis was 48.7%

The above results suggest that the antismooth muscle
antibody may be related to the “necrosis of liver cells”,
and further studies are needed
relationship between

to fine out any
the autoantibody and the

disturbance of immune regulatory function if there is, as
this study suggested,
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Fig. 3. Both ASA & ANA Negative,
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