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Objective: Isoforms of transforming growth factor-beta (TGF-81, TGF-[32) are thought to be associated with the
pathogenesis of preeclampsia. We examined if TGF-B1, TGF-B2 and/or BIGH3 are correlated with progress of

hypertensive pregnancy disease.

Methods: The study groups included 35 hypertensive (gestational hypertension=3, mild preeclampsia=6, severe
preeclampsia=20, chronic hypertension=2 and superimposed hypertension=4) and 35 normotensive pregnant women.
Plasma sampling was taken on admission or at outpatient. The quantitative assay of TGF-31,2 was done with
commercial immunoassay kits and BIGH3 was measured using ELISA.

Results: Plasma TGF-B1 (meantSD, 0.64+0.98 vs 0.68+0.67 ng/ml, p=0.853) and BIGH3 (341.49+71.35 vs
319.67+63.72 ng/ml, p=0.182) concentrations were not different between two groups. Maternal plasma TGF-32
(1.16+0.48 vs 0.63+0.26 ng/ml, p<0.001) concentrations were significantly increased in case of hypertensive pregnancy

compared to normotensive.

Conclusion: Our study suggests that TGF-32 may play a role in the pathogenesis of hypertensive pregnancy, but

TGF-B1 and Bigh3 do not seem to be involved.
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Table 1. Characteristics of hypertensive and normotensive pregnant women

Normotensive

Hypertensive

Characteristics (n = 35) (n = 35) Jo)

Maternal age (y) 29.7£3.5 30.5t4.6 0.369
Nulliparous (%) 54 66 0.220
Systolic blood pressure (mm Hg) 115+6 159+11 < 0.001
Diastolic blood pressure (mm Hg) 73*6 10610 < 0.001
Gestational age at sampling (day) 249120 246120 0.497
Gestational age at delivery (day) 272+12 248+18 < 0.001
Pregestational BMI (kg/m?) 20.0+1.9 23.0+3.2 < 0.001
BMI at sampling (kg/m?) 24.9+2.2 28.7+3.1 < 0.001
Birth weight (gm) 3179+415 21521704 < 0.001
Hemoglobin (g/dl) 11.5%1.3 12.3%1.5 0.230
Platelet count (/mm?®) 198,720+47,418 198,772+67,760 0.985
Albumin (g/dl) 3.56*0.25 3.01£0.42 < 0.001
AST (U/L) 15.8+3.3 29.5%20.9 < 0.001
ALT (U/L) 10.9%+3.1 21£14.9 < 0.001
Bun (mg/dl) 7.8£1.9 13.3£6.9 < 0.001
Creatinine (mg/dl) 0.6£0.1 0.8+0.3 < 0.001
TGF=B1 (ng/ml) 0.68+0.67 0.64£0.98 0.853
TGF—-B2 (ng/ml) 0.63£0.26 1.16%0.48 < 0.001

BIGH3 (ng/ml) 319.67+63.72

341.49+71.35 0.182

Data are mean=*S8D.

BMI: body mass index, AST: aspartate aminotransferases, ALT: alanine aminotransferases, BUN: blood urea
nitrogen, TGF—01,2: Transforming growth factor—@1,2, BIGH3: Transforming growth factor—B—induced protein.
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Fig. 1. TGF—beta—1 Plasma Levels.
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Fig. 2. TGF—beta—2 Plasma Levels.
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Fig. 3. Bigh—3 Plasma Levels.
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3. TGF-BL F=2]¢] 54

TGF-B19] =42 ELISAHMH (Quantikine®Human TGE-
B1 Immunoassay; R&D Systems, Minneapolis, Minnesota,
USALO.2 ZAE9Ith. ZHEL 7 pgml H]RRO2 71Ab
U] AZ= (intraassay precision)= 3.7-7.3%, A AE =
(interassay precision):= 9.8-12.8% 0.2 X 11%|3IT}

4, TGF-B2 4329 =34

TGF-f322] 274° ELISAHH (Quantikine®Human TGF-
B2 Immunoassay; R&D Systems, Minneapolis, Minnesota,
Usp o= SAE Y= 7 pg/ml mjvte = HA}
Y A% (intraassay precision)= 2.7-7.1%, ZAAHF A& =
(interassay precision)+= 4.3-5.0% 0 2 X 11E|Q]ch

5. BIGH3 4:%|¢] %%

BIGH39] =42 ELISAHPH © & =4 %9/l Ninety-six-
well EIA/RIA H}jZ] (flat bottom-costar)E ARE-5}0] 20 mM
ERARZERAL 2190 (carbonate-bicarbonate buffer, pH9.6)2}
0.02% o} A E3} Y EF (sodium azide)o]| wild type2] 3
IGHISPAS W & 40o)H Hasidch wAs
10 mM PBS-T (phosphate buffer saline-0.05% Tween 20)=
3 Aodll 3 4Co|A Hskginh 2 HAlE 96 well
Plate (round bottom-IWAKDo|| 4] 52| & BIGH3 G|
oF A 37 CollA 9023t HujFstith 1 3 A=
10 mM PBS-T (phosphate buffer saline-0.05% Tween 20)9]| 4]
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Table 2. Pearson’s correlation coefficients between TGF—B1 and other variables

normotensive (7=35)

hypertensive (7=35)

r Je) r Je)
Gestational age at sampling .356* .036 .036 .283
Gestational age at delivery 197 .256 .256 .321
weight 170 .329 .329% .037
Pregestational BMI —.109 .533 .533 152
BMI at sampling .228 187 187 .070
Hemoglobin .061 726 726 712
Plaletet —.050 775 775 .545
AST —.061 727 727 .908
ALT .033 .849 .849 .697
BUN .293 .088 .088* .025
Creatinine .309 .071 .071 152
Albumin —.036 .839 .839 155
BIGH3 .079 .651 .651 .881
TGF—[32 -.018 .918 .918 .527

*has significance with p < 0.05.

BMI: body mass index, AST: aspartate aminotransferases, ALT: alanine aminotransferases, BUN: blood urea
nitrogen, TGF—01,2: Transforming growth factor—1,2, BIGH3: Transforming growth factor—@—induced protein.
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Table 3. Pearson’s correlation coefficients between TGF—32 and other variables

normotensive (7=35) hypertensive (7=35)

r 0 r 0
Gestational age at sampling —.265 .123 .136 435
Gestational age at delivery .252 144 144 408
weight 197 .257 .021 .907
Pregestational BMI -.071 .687 143 413
BMI at sampling —.091 .601 -.121 .489
Hemoglobin .286 .096 —.038 .828
Plaletet 212 .220 —.149 .392
AST .362* .032 .037 .835
ALT .246 154 .067 .703
BUN .052 .765 .053 .762
Creatinine 192 .269 —.051 173
Albumin —.239 .166 .068 .700
BIGH3 —.043 .806 —.059 .735
TGF—B1 —.018 .918 A1 527

*has significance with p < 0.05.
BMI: body mass index, AST: aspartate aminotransferases, ALT: alanine aminotransferases, BUN: blood urea
nitrogen, TGF—01,2: Transforming growth factor— 1,2, BIGH3: Transforming growth factor—B—induced protein.

Table 4. Pearson’s correlation coefficients between BIGH3 and other variables

normotensive (7=35) hypertensive (7=35)

r Je) r Je)
Gestational age at sampling .079 .652 -.018 916
Gestational age at delivery —.007 .968 —.021 .907
weight .073 .678 .017 .925
Pregestational BMI .096 .581 —.236 72
BMI at sampling —.045 .800 .061 726
Hemoglobin 212 222 —-.190 275
Plaletet -.178 .308 .006 972
AST —.268 119 .332 .051
ALT —.202 .245 .075 .668
BUN —.205 .237 .068 .696
Creatinine —.010 .956 .009 .960
Albumin -.022 .900 —.041 .815
TGF—-B1 .079 .651 .026 .881
TGF—32 —.043 .806 —.059 .735

BMI: body mass index, AST: aspartate aminotransferases, ALT: alanine aminotransferases, BUN: blood urea
nitrogen, TGF—(1,2: Transforming growth factor—1,2, BIGH3: Transforming growth factor—@—induced protein.
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