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[ABSTRACT] Objective:To study the association between primary biliary cirrhosis (PBC),autoimmune liver disease (AIH)
and the promoter polymorphisms of the TGF-B1 gene at position — 988, —800 and —509 in Chinese. Methods : We investigated
4 candidate gene loci in 44 patients with AIH, 95 patients with PBC,and 220 healthy controls. The polymorphisms were as-
sessed by the PCR specifically for the single-nucleotide polymorphisms. Results: There were differences in the presence of the
different alleles and genotypes among the PBC,AIH and the healthy controls. The allele CC of C-988A polymorphism in the
group of PBC(88. 4% ) was lower than that in the healthy group (95. 5% ) ,and the allele CA(11. 6% ) was higher than that in
the healthy group(4. 0% ) (P<C0. 05). The allele C of C-509T polymorphism in PBC group(43. 2% ) decreased significantly and
T increased significantly (56. 8% ) ; CC decreased but CA and AA increased (P<0. 05). The genotype of —988-—800 C-G/A-G
increased significantly in PBC group(11. 6% ) compared with healthy controls (4. 1%)(P<C0. 05). The allele C in AIH group
(90.9%) of C-988A was lower than healthy group.but allele A(9.1%) was higher (P<C0. 05). The homozygote CC was low,
but CA and AA was high. The haplotype C-G of —988-—800 was decreased significantly(89. 8% ) and A-G increased signifi-
cantly (8. 9% ) (P<C0. 05). The genotype C-G/C-G of —988-—800 was lower and the C-G/C-A was higher(13. 6% ) than the
healthy group(P<C0. 05). Conclusion:Our findings suggest that there are genetic links of TGF-f1 polymorphisms of gene loci
of —988 and —509 to AIH and PBC. The genotype of —988-—800 is associated with the susceptibility of PBC and AIH. It is
predicted that the immune regulation imbalance might cause the immune toleration reduction or loss of the human body.
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A, B9% TGF-p1 REEMR HSCs HHBETZ
—B), AP R AR R 51 PCR(PCR with
sequence-specific primers, PCR-SSP) 4347 & B A
ATH.PBC & # 4 A i S B 40 e 2 I 4 DNA TGF-
Bl B3 F —988,—800.—509 HEEEM,H5
220 BIIE# ANLLE .

1 HHMAE

1.1 HMENg BRENLLIEEREFERKTLS
RS Hy 44 4 ATH.95 6] PBC & . AIH A
30 ), 4E B 16~79 %, F K (50. 21 £16. 15)
B RENEARENRY 1~2F FRFERLE
R ATH R R B ShiEBE, Kriikivk
PR PE R G 12 100 B 2030 84 B - i LU
16 B HLF B RO AR BT 2 Bl BT R
VLEGIREYE 4 5. PBC & &4 d 4ot 80 6, £ i
25~79 %, EHLEIR (52.53+£15.22) % ; B E WA
HREMRE 1~2 F@E2BEFNARERREA
B P RRBEBRRIE A iRk M2 B

4. Heh AIH 415 4 .PBC 4 9 IR B LT TER
FRERL ., 3R4N 220 FIEFERILLR .

1.2 TGF-B1 3 A®4#H WEREXRERNHE
SN EGLEE M 4 B BB 4 , R Qiagen 22 7] DNA
aifh XA asifb £ E A DNA, *fH PCR-SSP K&
4445 TGF-B1 7454, ESBRIT : #  GenBank
FHEM AL TGF-Bl FRI R PBEEREEH,
4 9% 8 RS Y (E D, RA 5 MBI
A7l PCR RF &M TGF-fl R FRWB o EA K
B (PCR {3 % E M] PTC-200), YR BERKER
213 188 bp 1 201 bp, PCR KM AR DNA 30~50
ng. 54 1 pmol/jd, 95 CHi% % 10 min, 94 CEH
40 5,8k 45 5,72 CEEMH 1 min,40 NMEHF, 5 —
NEFRGERE 72 CHEH 5 min, B PCR =P EER
Lz 0l 2. SUBIEBEERRIKEE. RPCR B2
#8 796 bp i) HLA-DRB1 F Bt .

1.3 %it$ &2 FA EpiCalc 2000 #4444
Fisher & % ¥ & B (7] \ www. brixtonhealth.
com/epicalc. ktml T , K KJEH a=0. 05,

% 1 TGF-P1 BEhF SNPs 5 RS AT
Tab 1 PCR-SSP primer specificities and squences for upstream regions of TGF-p1 gene

Polymorphism Sequence A " cemporatare() C)
—988C Sense 5'-GCC CCT GGG CAG TTG GC 188 59,6
~988A Sense 5'-GGC CCC TGG GCA GTT GGA 188
— 800G Antisense 5'-GGG TGT GGA TGG TGG TGA C 188
—800A Antisense 5'-GGG TGT GGA TGG TGG TGA T 188
—800G Sense 5'-AGG GAC TCT GCC TCC AAC G 291 61.0
—800A Sense 5'-AGG GAC TCT GCC TCC AAC A 291
—509C Antisense 5'-GGG CAA CAG GAC ACC TGA G 291
—~509T Antisense 5'-GGG CAA CAG GAC ACC TGA A 291

HLA-DRB1 Sense 5'-TGC CAA GTG GAG CAC CCA A-3' 796
Antisense 5'-GCA TCT TGC TCT GTG CAG AT-%
1 4 R BE R G-T/G-T; % B4 N203: —800G 44 F.

R SSP k4 TGF-Bl B FRBERZ
SHEGE 1B, B 1 85R4BRAC5.—988C 4
AF.—800G @& F, &AM Y C-G/C-G; C28,
—988C/AZA F.—800G @4 F,EHM K C-G/
A-G;PBC 4 # # P33: —988C i & F.— 800G/A
FETF,RBIABEN C-G/C-A; AITH 4 B # A27.
—988A/ABE& T . —800G/G 4 F,BHAE K A-
G/A-G, B 2 B/R PBC 41 % P9.—800G/A ¢4
T.—509C i F,RHMAHN G-C/A-C;AIH A &
# A15:—800G 4i& F.—509C @i s F,RME N
G-C/G-C;A29.—800G #i& F.—509T 44 F,%

—509T/CHRE&F,RAMN G-T/G-C,

¥ AIH F1 PBC B # K IE ¥R 5 i TGF-B1
ERDHERHTHE I E T ERRE 2. PBC 4
C-988A 1 CC(88. 4 %) ik F »t B4 (95. 5%).CA
(11. 6 %) B F X B4 (4. 0%) (P <<0. 05); C-509T
ZEMSH A 43. 2%C F1 56. 8%T (9. 5%CC.
64. 7%CT #1 23. 1%TT) 5 xf B4 53. 2%C #
46. 84T (9. 7%CC.87.4%CT # 2. 9% TT) th#,C
HETHR.THESAR.CTEREK.TT # 5 P<
0.05). Bk & 43 #f — 988 F1 — 800: PBC 41 6 fk ®
C-G94.2% . A-G5.8%.C-A 0 5 4119 95. 7%
2.5%. 1. 8% WA BEH LR (P<0.05), XEHE
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B CG/AGUL BERTMEA . 1%)
(P<<0.05),ATH 41 C-988A &4 51H 90. 9%C
9. 1%A(CC84. 1% .CA13. 6% AA2.3%), 5
Xt B4R 97. 5%C H1 2. 5% A (CC95. 5% .CA4. 0%,
AAOSYOMILAEREXR.C THM A L7,CC
P, CAAA EF(P<<0.05), H —988~—800 &

bp M

1000 —— [

500 e
400 ——

BB kA C-GBY. 8% R K. A-GS. 9% T & (P<
0.05); ~988~—800EH KA C-G/C-G P&ILT C-
G/A-G13. 6% BERTXBMA(P<0.05), BRE
H H B, PBC 4 —988CC #: AIH 41 % &, i CA %
fi& (P<C0. 05); —509CC, —509TT PBC 4 % AIH
H K, —509CT HK(P<0.05),

—C —o }—c8—A |— P33 — |— A27 —
1 AR

2 3 + 1

4 1 2 3 4 1 2 3 4

B 1 TGF-P1 —988. —800 {i ) PCR-SSP & &
Fig 1 Representative examples of PCR-SSP genotyping at positions —988 and — 800 of TGF-P1

M :Marker; 1:—988C,—800G;2: —988A,—800G; 3:—988C, —800A ;4: —988A, —800A
t P9 — t Als —— P— A29—+o }——N203—
SR

1 103 4 I 2 3 4 1

Juis g 3 4 M bp

200
100

B 2 TGF-P1 —800.—509 Hzhy PCR-SSP & R
Fig 2 Representative examples of PCR-SSP genotyping at positions —800 and — 509 of TGF-P1

1: —800G,—509T;2;—800A,—509T;3: —800G,—509C;4:—800A,—509C; M :Marker

3 3 i

AIH.PBC # & fR L i ok (8 B , A BL . WA 9
ERABEEEZSERWEBREREREMX.IL
AW EERE, 83 HLA. TNF-a, %Mk C,.CTLA-4
MERZSHSS AIH.PBC RIFEHFHEEX,
FEHARAMMHEANERGEERY. BRES
MEREA—-NEERREFRNREREEREMR
HEMPER R ZRERE.

TGF-B1 E— MBI AREERTEHET,
BBH TGF-B1 ME R &S TERKREE I
Bl g8x: IERKEER. BRE. LN
BAMURGEARMDERAYTFEAEERES
B, TGF-Bl XM MANEFESEM B S REN

RIRHX, B RS B KB L R,
FREQGEIHERBESZHAX BRILEHFX
BEA%S A S REEERAXENRE. TGF-B1
B FREEMMME M TGF-f REHFEM
XKUY, TGF-Bl B FHEHE 3N BHMAA 45
fLF —988C>A ., —800G>A,—509C>T . 7 A& #F
P RAIN 44 6] AIH #1 95 #] PBC B & # TGF-
Bl Bl FRANEAMEHTHN,. I 5 220 HIE HE
i B A 8, & B PBC 41 C-988A 1 CC(88.4%)
& F 3B (95.5%).CA (11.6%) E Fxi B4
(4.0%);C-509T 53§ A . CU3. 2% ET
& .T(56. 8% ) HEAR,.CT BE.TT A®K. K&
4y ¥ — 988 1 — 800 & H % B PBC 4l C-G/A-G
(1.6 BEBTHEMAU 1% . ATHAHSR R
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S M % C-988A £ A& T C(90. 9%) T M1 A

(9.1%) £ F#,CC Bf&,CA.AA EFt.

%2 EAPBC.AIH REMEY A TGF-B1 BHFEBBRSSUNH
Tab 2 Differential distribution of TGF-B1 phenotypeallele and

genotype frequencies in Chinese patients with PBC and AIH

PBRC AIH Control PBC vs control ATH vs control PBC »s ATH
(n=95,%) (n=44,%) (n=220,%) x2 r I P 1 P
(Genotype
—988C 94.2 90.9 97.5 3.34 0.067 6 7.38 0.0066 0.58 0.447 8
—988A 5.8 9.1 2.5
— 800G 100 98. 9 98.2 2.20 0.1381 0 1 0.16 0.6928
—800A 0 1.1 1.8
—509C 43.2 46. 6 53.2 4.94 2.0Z6 2 .03 0.3111 0.17 0.684 6
—509T 56.8 53.4 46.8
Allele
—988C/C 88.4 2.1 93.8 6.64 0.0361 7.99 0.018 4 9.63 0.0081
—988C/A 11.5 13. 6 4.0
—988A/A G 2.3 0.5
—800G/G 100 97.7 96. 4 3.54 0.0597 0.21 0.6491 2.17 0.1403
—800G/A 0 2.3 3.6
—509C/C 9.5 2.5 9.7 34.33 ¢ 6.24 0.044 3 7.18 0.027 5
—509C/T 67.4 87.5 87.4
—509T/T 23.1 10.0 2.9
Haplotype
—988-—800
C-G 94.2 89.8 95.7 7.06 0.022 4 9.32 0.0095 3.25 0.197 3
A-G 5.8 9.1 2.5
C-A 0 1.1 1.8
—800-—509
A-T 0 0 0.2 7.19 0.066 0 1.62 0.654 6 3.56 0.168 9
G-T 56. 8 53.4 46.6
A-C 0 1.1 0.9
G-C 43.2 45.5 52.3
Phenotype
—988-— 800
C-G/C-G 88.4 81.8 91.8 9.83 0.0201 8.09 0.044 3 4,57 0.2058
C-G/A-G 11. 13.6 4.1
C-G/C-A 0 2.3 3.6
A-G/A-G 0 2.3 0.5
—800-—509
G-T/G-C 67.8 87.5 83.5 7.19 0.066 0 1.62 0.654 6 2.36 0.3075
A-C/G-C 0 2.5 1.0
G-C/G-C 9.2 0 10.0
G-T/G-T 23.0 10.0 4.0
G-T/A-C 0 0 1.0
A-T/G-T 0 0 0.5

BR G A BT — 988 1 — 800 R E B k& C-G
89. 8% FEK . A-G8. 9% FH B A KA C-G/C-G [%
&M C-G/A-G13. 6 % BE R T A . AR FEHN
F 82 PBC 41 —988CC % ATH X &, T CA H1K;
—509CC, — 509TT PBC 4 %% AIH H X &, —
509CT Jfik. #i89 PBC.AIH 5 —988 {7 &5 . —509
LR ZEEMERX, BE—988~—800 % KRB
Ko HEZEAEFEEHNEMXR ERININNVFR

FRHC-509T MERKEN T REBAEHAF, R
¥ Grainger %" 138 C-509T £S5 ME F K
TGF-Bl W EHH B RHX, ML 9 TGF-B1 W E
~509T/T# C/T.C/C I F. Ml E A AIH.
PBC B —509T AR EF ABRRTES M
¥ TGF-Rl W EFH R H K, AT 53 HSCs #1512
H AT AT R, XA T i — 2 BT IE L . Rl BT
X Z RN A REETEW TGF-1 /3 31F /8 3
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Acute promyelocytic leukemia with splenic infarction as main manifestation.a case report
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2004 4F 4 A 6 AMAREEEIE, BAEXARRR.1MH
BIE N ERR LW R B AR E 7, e B R Y
ERE2AWEENERER . HE . T38 1C . ERFEEL
WA B RERBETMHA, O BFE. ZELRE
S R TARR, M T 0.5 cm &k K KA (),
ABBGHMARREY B BRRMBEY K, BK 13.9 cm,
JE )R 4.8 cm, A PY BT I B AR 0 TR D A X T O TR B9
AREEE BAERARLHASMRES RAEERL. ILF
# WBC7. 35 X 10°/L, JE B 0. 16, B4R 0. 44, h ¥ %
0.02, & 0. 06, 4 B 0. 30, 88 0. 02, B £ 0.02,HGB
127 g/L . PLT103x 10°/L. Ffzh TBIL 20. 2 pmol/L, DBIL

[XHEHE] 0258-879X(2004)12-1283-01

9.3 pmol/L,ALT 40 U/L., HEEfifs¥s PT 17.0s,PT X 8
12.8 s, APTT 35.6 s, APTT % 5 35.0s. ABR/ESHBY.
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