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Summary . The present study was designed to clarify the relationship between the
intrarenal distribution of interleukin-6 (IL-6), urinary IL-6 activity, clinical features and
renal pathology in human proliferative glomerulonephritides.

Nine specimens of normal kidney tissue from surgically resected kidney and 59 renal
biopsy specimens obtained from 43 patients with mesangial proliferative glomerulonephritis
(mesPGN), including IgA nephropathy (IgA-GN) and non-IgA nephropathy (non-IgA-
GN), and 16 cases of lupus nephritis (LN) were examined by indirect immunofluorescence
microscopy using monoclonal antibody specific to human recombinant IL-6. In addition,
urinary IL-6 activity was measured using an IL-6 dependent murine hybridoma clone, MH
60. BSF 2. ‘

In both the normal kidney and the diseased kidney, IL-6 was observed in the mesangial
area in a fine granular fashion and visible in cytoplasma of both visceral epithelial cells and
Bowman’s epithelial cells. IL-6 was also observed in vascular smooth muscle cells.
However, IL-6 was decreased in intensity in sclerotic lesions. In diseased kidneys, IL-6 was
found in atrophic tubules. The grade of mesangial IL-6 staining correlated significantly
with the degree of mesangial proliferation. Moreover, the grade of mesangial IL-6 staining
tended to show an inverse relationship with the positive number of visceral epithelial cells.
Urinary IL-6 activity increased significantly in proportion to the degree of mesangial
proliferation as well as the grade of mesangial IL-6 staining. In patients with mesPGN,
urinary IL-6 activity showed a significant correlation with the severity of the tubulointer-
stitial lesion. Finally, in patients with IgA-GN, there appeared no obvious relationship
between the distribution of IL-6 and that of IgA in the double immunofluorescence.

These results suggest that the grade of mesangial IL-6 staining and urinary IL-6
activity reflect the severity of mesangial proliferation, and that IL-6 may play an important
role in human proliferative glomerulonephritides.

Index Terms

IL-6 staining of mesangial cells, mesangial proliferation, urinary IL-6 activity
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bhictBELTWS, UEOHEER wTFhbet
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LBFEDEZ A, &+ mesPGN 1} 5 IL- 6 O BFHELR
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MEIC BT 5 IL- 6 OBEBA ST % RS 8l
L, R IL- 6 1EH:, BRRAT R i X OYREABFT R L ©
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1. x%

MR, RERIERKYSE 1 AR X 02 0BIER
Bz 3o\ CB A A 5EHE L 72 mesPGN 43 #% & OV LN
16 FloEr 59 BT %. (Table 1). %7z mesPGN o
2R 1% IgA-GN 35 il s L 0° 9k IgA B E (non-IgA -GN)
8HITH%.

IgA-GN*™1903, MAHMAEIL L o TAF VY F v 2L

Table 1. Clinical features in the subjects

Glomerular  No. of riz)l(e Age No. of cases with Scr Cer UpP
changes = cases /female (average) Hematuria Hypertension (mg/dD (ml/min) (g/day)
mesPGN
I 106 6/4 ]§%§7 6(60%)  2(20%) 0.7£0.1  108.4%6.5 02101-——1
I 212 5/16 18783 14067%)  2010%)  0.7£0.1  106.8+8.1  0.5+0.1 — % *
(35) ]
*
m 12000 /5 ]§5§1 1083%)  2(17%) 0.9+0.1  101.6+8.6  1.2+0.3 =
LN
I 2 0/2 %;gz 1650%)  1(50%) 0.6+0.1 104.5+9.5  0.4+0.1
I 4 0/4 ]§i§1 375%) 00 0%) 0.740.2  89.0+23.0  0.7+0.3
m 1 0/1 36 000%)  000%) 0.7 104.0 6.5
I\ 9 2/ 1?ﬁ§7 667%)  2(22%) 1.040.1 77.0+11.3  6.0+3.3

()& Number of patients with non-IgA-GN in parenthesis.

Scr=Serum creatinine ;

Ccr=Endogenous creatinine clearance ; UP=Urinary protein.

mesPGN I =minimal mesangial proliferation ; mes PGN II =mild mesangial proliferation ; mesPGNIIl=moderate to
severe mesangial proliferation ; LN I =minimal change lupus nephritisCWHO I ) ; LN II'=mesangial lupus nephritis
(WHOILD) ; LNIll=focal proliferative lupus nephritis (WHOIID) ; LNIV=diffuse proliferative lupus nephritis(WHO

).
* 1 p<0.05, * * I p<0.01.
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IgA B OWHE R BDIFEGIOF 2B, ERINCEBDR
PB4, SLE RFHZ /s & O RMBRBEHRI L IE
BlEL, SLEWRX7 2V Y v =FHEn 1982 FakET
SLE ZMEE LT LTV BERE L.

RRFEC L, B 8 Bk X OB MAuE 1 flof
HEOEERS AW, ZTOMBIEFEBHEBKCoW-T
13, JeEEF X OREKHAEE gG, IgA, IgM, Clg, C3 ¥
X Ot Fibrinogem) i & » TRED IR\ & X HER L 1.
7eds, R IL- 6 G OHIE I HE U7 IEE SR I% 24~ 38
BCPH 29 ) DEEE L L.

2. FRIRFT R ok

HEIRAT Rie 2wy, BARKEOMmE 7 v 7= VB
Ser), WRMZ7 v7F=v27975vA(Ccr), 1HR
EREUP), BMER X OCGERERN IR OF E2H L
7o RIMEE, WHO e EEE 8 U -C A i FE
160 mmHg Bl E, $REEHAME 95 mmHg M Lo H %
WIEWThaRRT SO L L, BEMSHIMERITRTE:
HWIkA 1 GEFIc 5 Ll EORMBERD 5 b0 L L.

3. R IL- 6 Bk oBE

(1) Rtk

B3, BAEMETE O 24 REEERO—H% 0.01M
VRIS E AT AR /K (PBS ; HKSBSEASD © 2 R, 2
EIZEN L, &5 RPMI 1640(H K BUSRA-51) © 2 KR,
B LTHD0.45m D7 4 L% —%BLTe.

(2) R IL- 6 FHikoHIE

R IL-6 {EH: D BIE X, IL-6 #RAEM: Mk MH 60.
BSF 2 flifa% A\ 5 £IEMHE R X - 72, 10% v > fh
W iiE(FCS ; GIBCO ##) % n 2 7= MH 60. BSF 2
fa% RPMI 1640 T 3 EI%EE: L=, 5 X 1048, ml O
B s X 5 AR L CsRRcBES . AL
FoseRE, RPMI 1640 1 109FCS, 100 xg,/ml = b
V7 e v (BIVREERAED), 100 IU, ml ==Y v
G(HRBIERA S % X 0°5 X10™°mol /1 2 -2 A 7 b
=R =N (FHhIFAT A2 HED) BN THEL . 200
pg/ml DEENSHELAFRLIY 2 v EFv FIL-6
GIL-6) & E T Eh MH60. BSF2 fifg & & b i
%Y= AFESY - Q0 ul/ =Mz, 5%
CO.,, 37TCOLMT T 48 REIRTEE Lc. BT 6 R
s v =2 1 uCi D*H-thymidine (Amersham #:
S %N %, BB T, €L — <2 & —(Lab Mash #:
D% AT 4 2+ 2 —(Lab Mash #8) ki ffifa s @
IRUTe. B@Igier 1 V& —OBEEERKEKs v
v—va vy v g —(LS 7500, Beckman #8) CRIE
U, BEANEEEE © rIL- 6 2> HIERL L 7o BRE phiR % A\ TR
ko IL- 6 {EMEE KDL, OB L 5 &, R

OB

D IL-6EMD 5 ng/ HU EOBECKRENTETH
o 7.

(3) R IL- 6 {EHEHE OHIE

BB cHIE Lic R IL-6 {1 5ng /BEL K
B L HE L. ok, IEERORF IL-6 EHEe>
WU RTZ OPBRRELTTH - 1.

4. FREEBENRE

1) tEnE%E

b - BAE R BRI R 0 B ARG B X OV FRIEF A
Ba 10%+sr~ ) VIRTEER, 574 VICEEL
7z. 4 um Y, hematoxylin-eosin (HE), periodic
acid-Schiff (PAS)#s X O periodic acid-silver meth-
enamine (PAMDD&REZEERL, LITFOARBRE
BLORME - HEREZBE L.

D RIERERZEE

mesPGN % PAS B8 fEA 2D 2 v ¥ v s 4D
BERCL > TRD IFSELEL.

13 (B vFyafig) 2y vFy afifao
WL 2 v ¥y AEBOMINEEMICE EEoTRD
A VE Y ABEEDOR LM TRVRERESEEL TV 5.
FPREFIE I 2R S T\,

IF (BE A9 v F v 284 | KBS 0RRELGR
B OB Z B S I WBE D 2 ¥ v F v aliE IR

M# (FEE~RE 2P v F v aH4E) | KFEOKRRK
Ay v ¥y AMROHEIE & BB ORI X - CTHRE]
Lol 3 i A

S HIHFENCEE S hic g hBkiEeowt, T
SRR L OGO BB T 5 R REH XA, W
FACRERGE S X O B O MBHE 2 RkD 7.

LN ¥, WHO O Licddi- ¢, [ M@ INEL
), NE(A 5 v F v 2 HEED, MHGUREIEED & X
OIVEI(O0VF AMESERETED o 4 Bl L 7.

2) RME - MERE

BRI R ¥ h B IRME - MERZ GRS O 26,
HEOMaRES X OREN ORI TEO X 5
EEIZ 0235 2+ D 3 By s 1370,

0 @ RAEE « FERZEDOA DRI .

1+ DR - MBEREOHENE ARERERE O
%R THB b D.

2+ DRI - ERZE ORI 30%LETH D B 0.

(2) MEHAE X HEE

D BOtHREEE

IL- 6 DBEMALA I DOWTIE, & b0 rIL-6 X
TH=Y R v — VvHEIgM 7 5 R (KRR A+
AT 4 W NVBEERRE V& — DFREFHFEL» S5
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fo. DWTT & b VIRTEEL, PBS TH&E, EEY
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To. T, PIL-6 5k FEE T2 FHERIG IR,
PBSC¥ &, FITCEZ v FH ~ v 2 IgM# &4
(Cappel #H8) & ZiR T 2 KRG @7, PBS Tl
# p-phenylenediamine (FIYHIZRAED S V) € Y
VERPTHEAL, HHEMCEME BH 2-RFL(H Y
VARHEDCERE L. ok, BENRIE, EE~Y
AJERE AT,

2) MEHG-EREE

IgA-GN BE OB RERERNIC R T 5 IL-6 & IgA ©
W D RERRN T 570®, WA ELRGLHTL
fo. EFERO X 510 IL- 6 oM AREE L EMRL,
DT PBS TEEHSIC m — & ¢ VIEERE Y 1 [gA Bk
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(Tago ##) L ER T 45 SHERE S €. IL-6 & IgA
DWE DA% ¥ CEME T T L 435 nm ORIN 7 14 v
F—FAWTHEL, ®IcG520nm OWRINT 4+ L& —
ZRAVWTE - 3 VOREERINL .

3) AFVFEYAERD IL- 6 MIEORE

AV Fy Ao IL- 6 MHOBEE, B OMEHE
WETMRCEL CEEENCUTO 4 BB ELE
(Fig. 1).

0 IL-6 DB DELREZNDD.

1+ IL-6 DEFER 2+ v F v AREFEL A DO R
5% 0.

24 11+ & 3+ oFED b 0.

3+ I IL-6 DEIENRIEAR LIc A v F ¥ ABRICOE
AR BDH BB D D.

4)  IL- 6 BG4 RE b Bl ia g

APV EY AR IL- 6 BHEORE & [L- 6 2B
FREE_ b B i sk & BIR A BT 5 BT, TSI I
EEhn 1~ 6@ECFE 2@ OARREAD IL- 6 HIEH
PEGREE L IR A 8 2 o T 1L-6 W GRS M fRIET B
Mgy EHL, 4EMTE 1+, 525 8M@%2+, 9

Fig. 1. Distribution of IL-6 in kidneys. IL-6 is observed in the mesangial area in a fine granular fashion and
visible in cytoplasma of both visceral epithelial cells and Bowman’s epithelial cells. IL-6 staining in the
mesangial area was graded from 1+to 3+. a ; 1+, normal tissue from surgically resected kidney, b ; 2+,

IgA-GN and c; 3+,LN (X100).
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(3) BERIURIEIC X A8IE

BiIh D BOCHAEE & R RIREN IL- 6 D5 MM EEE
FUGREE R Le. ISR 272 VBT
BE L, EEYFimEs KLY, FERRIEEHE
Ik U7z, #LIL- 6 Fifk & 2R T 2 RHRIG S 2 1o,
0.3%H,0, &Mz fcfK=%& 7 —VTHE®ES VI F >
H—EOREHMEIE L7, DAt ¥ & — EEH
¥ ¥H; < v & IgM Hi4k (Cappel #H) & =B T 20 47
RIG & ThHrbPBSTHE L, 0.03% H0.% & ¥p
0.05% 3,3~ diaminobenzidine (DAB)ZE B & ¥ & 2
~ 3G MERIG & 2. Y & LT hematoxylin Jefa %
L7z,

5. HEFFFAOMEE

HESTRMIITY, x*H5%E, Mann-Whitney %7€, #H
BATREI s X O° Spearman JEM BRI 2 o, 7o,
AXFC BT HREMER, FHE-EERE TR L.

B &

1. KPR

HE ORI R CRMROMEFE, SiEAFHE,
Scr % X Ot Cer 13 mesPGN & LN i 0 W DR
EEBWTHEBERRI Lol Lo L mesPGN III
HORELOED, 1.2£0.3g/HTHY, [HD0.2£0.1
g/BEBIVIFED 0.5+0.1g/ Bt L TEBRS o
7e(FhZh p<0.01, p<0.05)(Table 1).

2. IL- 6 OB HBAS

ZORFEEI i3 1 ~ 6 @ CES 2 8 D AIREIE T h
TRY, SEOKFIRT hDHEAREI S TRAICE
=1 1.

(1) *EEEE

IL- 6 D Y¥id, FEBIC X o CHEHICZEDN H 5 Y, T

BB

TOAREREKED » v F v 2B OVF AMEBHERCR IR
Bdhhte(Fig.1). S5 IL-6 o¥¥iE, FREF LR
%5 X 0" Bowman 2 EFZfifa o Ml E c b WEICHEX
N, BERVUARRIEE ©W IL- 6 (4REE R MR o M

Fig. 2.

Immunoperoxidase staining of renal biopsy
specimens from patients with IgA-GN. IL-6
is observed in visceral epithelial cells (arrow-
head) (X 200).

IL-6 1s
visible in endothelial cells as well as smooth
muscle cells (X100).

Fig. 3. IL-6 staining in the arterial wall.

Table 2. Correlation between grade of mesangial proliferation and
grade of mesangial IL-6 staining

Grade of mesPGN LN
mesangial IL-6 Control
staining 1I m I I m v
* %

. — L
1+ 8 8(6) 8 1 1 0 0 2
2+ 1 2 8L 6 ok 1 2 1 2
3+ 0 0 5(1) 5 0 2 0 5
Total 9 10 21 12 2 4 1 9

() : Number of patients with non-IgA-GN in parenthesis.
* 1 p<0.05 3% :p<0.01.
*%% | Correlation coefficient, r=0.59 (p<0.001).
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B Rt LT\ e (Fig. 2). SRERALISL Tl & B, e
FHEDIR « INBYAR o FRISESAE A 3o & OB P B K oD
MlEw IL- 6 DRt B EIcEZE S hic(Fig. 3). §
HIEZIE IL- 6 OHIEIIRRD b ish - 7o,

(2) mesPGN & LN

IL- 6 ©# Y%, mesPGN & LN o WFhicE\ T3
SR B & RRRIC A v £ o a8, (BB E
¥ & O Bowman 2 F Mg ciZe btz (Fig. 1). L
L mesPGN & LN &35 2+ v F 7 2o IL- 6 4
HoORER, NBEMBCEL CEELEETH- .
(ZhZh p<0.05 p<0.01)(Table 2). IL-6 o3k
1%, MRaME A A< Bowman ZE & O S AL I BIEE X
Nt Ero—EOERI T, HEIRGER OB LHRLE %
BT HRRENE TR TR Y, AREHTHIEOMHES
BHBHVIEHEEL T BHE D% D - 7o (Fig. 4). BET
D IL- 6 OEIGIE, ZEME L 2 RME LR g o MaE
BB bt (Fig. 5).

(3) IL-6 & IgA o EHfH

IgA-GN 35 6 Blo B AR H\VTIL-6 & [gA
DEHE TR A A FEM L7 (Fig. 6). IgA 2 KH5
DAYV F Yy ABIHKBERR SIS LT 58, —i
DAY VEFY ARTHIgGA WE DB TH -2, —7,
IL- 6 ©HEIEIE, 29 v F v afifichich, OVF AWK
FIFERLIR I ZR D b Te.

3. AFVETARD IL-6 ¥

(1) JEEEPT R & DBk

AV F Y ARO IL- 6 HICORBRE L A9 v ¥ o A8
AEDREE & OBIR T BREE O KLDOREFIN # v ¥ v
AEDOIL-6 8K 1+1c e EF D, 2+ LI ERR L AIER
X9 Bl 1A% T & Teds o T

mesPGN 1238\~ T £ 4 v F v Al [L- 6 B8 2+
DA EZRFTREGNE, TETE 10 69 2 61(20%), BT
X 21 B 13 41(62%), TIFETIE 12 Fid 11 #1(92%) ¢

e = g

Fig. 4. IL-6 is scarcely observed in a hyalinized
glomerulus (X 100).

Fig. 5. IL-6 staining in atrophic tubules.
IL-6 is seen in cytoplasma of tubular epith-
elial cells (X100).

Fig. 6. Double immunofluorescence of IL-6 (FITC-labeled) and IgA (Rhodamine-labeled) in a patient
with IgA-GN.
a ; distribution of both IL-6 and IgA, b; distribution of IL-6 only in the same preparation (X
100).
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Botc. ILEI+ERFTEME, IFHETE1IMAD KL,
TI#E-C 21 Birh 6 41(29%), LIEET 12 #Fid 5 $1(42%) T
Bote. DED, Ay VFyABENBERLDELD
1, B\ v EY AR IL- 6 ¥R TES O HHE
DEBREM L& 25 @=0.59, p<0.00D).

—7, LN ieB T3, A3V Fy Ao IL- 6 %k
2+ D ERRSERN, 18244 1461(60%), IH#T
4 Bl241(100%), MAE-T141100%), IVET9 Fidh 7
BI(78%)TH D, 3+ DIEFNL I Bk X CMBETIZ 1 HD
A, BT 46F 2 61G0%), IVETI Bl 54l
(B56%)TH-Te. 0% H, LN DIEGIDOKRFL, BED 2
FVFY AEOIL-6 BMEERLTEY, Ay vFya
WANSEIRS E LD AFVE Y AKD IL- 6 3Kk
DIR\EFIDFE M LAz &\~ 2% (Table 2).

753 mesPGN 12K\ C, 2+ V¥ alfo IL- 6 ¥k
DRREE, WHLARERER X O A ko HBHEE & 1348
Bla R & fehyo 1ed, RMEE - HEREORE L HED
TFAEBA® R L7 (r=0.54, p<0.001)(Table 3).

(2) IL- 6 B NeRe ik fRI b B MifaE & DBALR

AV FY AEO IL- 6 MIEOBE & IL- 6 BXHEH
TREG - FeARag D BAR % Table 4 iR IL- 6 ¥XE3
MEEREE B AIRASIL, A v F v Ao IL-6 MK
ErM st idbie, P hrERERLLETE
AN

(3) FERIKFTR & DBIfR

AHVFy A0 IL- 6 HHEOBRE L, mesPGN &
LN oW Rz \\T b mILED &6 3 X CBEEE
ROWBHE, bl ARBEARLABOHEEEZRE
fedvotz. LAL mesPGN i2B8\WT, 3+D A vy
L IL- 6 xR TSI Cer 1%, 78.9+7.7ml/ 4
ThH, 1+DFEFD 114.646.7ml/ 5% X O 2+ DfE
Flo114.2+8.0ml /Bt L TERBCEA LT
o Fhd p<0.0D). Fi, 3+D2FvF T ABKRIL-6

"B

WA RTEF D Scr 1%, 0.9+0.1mg, /dlTHhh, 1+
DEFID 0.7£0.1mg,/ AL L TCEBLEETH -
72(p<0.05). EBILN ILRWNT, 3+DAFYFY A
B IL- 6 WA RIEEF D Scr i3, 1.0+£0.1mg, dl T
B, 2+ DREMD0.6+0.1mg /AL TEERLE
fETH - 7(p<0.05)(Table 5).

4. R IL-6JEM

(1) JEEERT R & OBt

SR DR A IL- 6 IEHIEHEREL T TH - 7. me-
sPGN 1213 5 R IL- 6 {EMERBRHGNE, [ BT 7 4l
0 BIC0 %), TIFETLE 16 Bl 5 41(31%), EETIES
Bk 6 FI(T5%) I H B i, oF b R IL- 6 G

Table 3. Relationship between grade of mesangial
IL-6 staining and grade of tubulointer-
stitial lesion in patients with mesPGN

Grade of Grade of tubulointerstitial lesion
mesangial IL-6
staining 0 1+ 2+
1+ 8 9 0
2+ 5 9 2 } ok
3+ 1 4 5
Total 14 22 7

#%k | Correlation coefficient, r=0.54 (p<0.001).

Table 4. Relationship between grade of mesangial
IL-6 staining and grade of epithelial IL-6

staining
Grade of Grade of epithelial IL-6 staining
mesangial IL-6
staining 1+ 2+ 3+
1+ 7 14 7
2+ 8 10 5
3+ 13 4 0
Total 28 28 12

Table 5. Correlation between grade of mesangial IL-6 staining and clinical features

mesi;agciileIfL—G Frequency(%) of Ser Cer . UP
staining Hematuria Hypertension (mg/dD (ml/min) (g/day)
MesPGN
1+ 12/17(71) 2/17(12) 0.7+0.1 114.6+6.7 0.4%0.1
2+ 11/16(69) 3/16(19) 0.84+0.1 * 114.2:48.0— * 0.940.3
3+ 7/10€70) 1/10€10) 0.9+0.1 78.9+7. 71— 0.8+0.2
LN
1+ 2/3(67) 1/3(33) 0.940.2 77.0+21.7 10.4+9.8
2+ 4/6(67) 1/6(17) 0.6+0.1— 101.8+2.3 1.9+1.0
3+ 4/7(57) 1/7C14) 1.040.1— 79.7+13.6 3.1+1.7

* . p<0.05 * *p<0.01.
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Fig. 7. Correlation between grade of mesangial proliferation and urinary IL-6 level.
The horizontal dotted bar indicates the threshold (5ng/day) of the assay.

(@) : IgA-GN, (O) * non-IgA-GN.

Table 6. Relationships between urinary IL-6
(uIL-6) and histological parameters

ullL-6 ulL-6 ulL-6
Vs Vs Vs
Group Global Crescent Grade of
obsolescence  formation tubulointerstitial
%) %) lesion
mesPGN NS NS <§2313§>
LN NS NS NS

NS ! not significant.

FloHBHEEL, AV vFy ABENEELRBEED
CEBICHEM LIz W25 (@=0.64, p<0.001). LN @
14 B2 & BIASERAF IL- 6 FEMERB#E 2R Lz, LaL, LN
DRFIL-61EME, ¥V ¥y slENEBECKS
&b A A AR Licie T E g (Fig 7).

mesPGN 1213 % R IL- 6 {EME L, A FILARERk kTS
X OREOBBHE & MBI R & fndso 7oy, R
& MBEREOREE L BEEDOIEMHBZR L (@=0.60,
p<0.01)(Table 6).

(2) A% vFyakfo IL- 6% E DBEFR

mesPGN 12313 % JRep IL- 6 {EMEBHEANE, 2 v F
v ARo IL- 6 %6 1+BE T2 13 Fl 2 1(15%), 2+
FETIX 9 Bk 3 41(33%), 3+FETIX9 i 6 B1(75%)
ThHote. 2FD, R IL- 6 IEBHGI O HELHE 1,
A4V FY ABO IL- 6 BIEOREHHEIR T 5 DI hfl

200~
—_ v
2 150 .
z v
o0
)
O 100
=) v
£ 50
= . v
vvy
P o (] v v v
o8 o Y v |y
(eleee]
0‘....... 000000 0
1+ 2+ 3+ I+ 2+ 3+

mesPGN LN
Grade of mesangial [L-6 staining

Fig. 8. Correlation between grade of mesangial IL-6
staining and urinary IL-6 level.
The horizontal dotted bar indicates the
threshold (5ng/day)of the assay.
(@) : IgA-GN, (O) : non-IgA-GN.

LTCHERBREMLI W25 G=0.63, p<0.001). —
#, LN O R IL- 6 &, A9 vF v Ao [L- 6%
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(Fig 8).
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