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Pregnancies of 55c and VEDOSS
women

M=62 in 56 women*

v

Pregnancies of 5S¢ and VEDOSS
women with complete follow-

up

MN=58 pregnancies in 52 women

Lost to follow-up or no
complete follow-up.

N=4

Pregnancies of 55c and VEDOS5
women with ongoing
pregnancies at 22 weeks
matched to ENP 2016 women

MN=53 in 50 women

Pregnancy loss before 22
weeks

N=5

*56 women as 4 women had 2 pregnancies and 1 had 3 pregnancies, all included n the GR2

study.

Supplemental Figure 1. Flow chart of the study

ENP: French national perinatal Survey; GR2: Prospective observational study of the research
group on pregnancy in rare diseases; SSc: systemic sclerosis; VEDOSS: very early diagnosis

of systemic sclerosis.
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Allwomen Limited Diffuse VEDOSS
(n=52) cutaneous cutaneous (n=6)
systemic sclerosis systemic
(n=30) sclerosis (n=16)
Comorbidities or medical history
Hypertension 3(5-8%) 1(33%) 2(125%) 0
Smoker 3(5-8%) 1(33%) 1(6-2%) 1(167%)
Multiparity 34 (65-4%) 23 (767%) 8 (50-0%) 3(50-0%)
Systemic sclerosis characteristics
mRSS at diagnosis of systemic sclerosis 2 (0-7) 0-5(0-5) 10 (4-14) 0(0-0)
Puffy fingers 27(51.9%)  15(50-0%) 11 (68.7%) 1(167%)
Sclerodactyly 27 (51.9%) 16 (53-3%) 11(68.7%) 0
Fingertip lesions or digital ulcers 22(423%) 12 (40-0%) 10 (62:5%) 0
Telangiectasia 23(44-2%) 14 (467%) 8 (50-0%) 1(167%)
Abnormal nailfold capillaries 38(731%) 24(80.0%) 10 (62-5%) 4 (66-7%)
Pulmonary arterial hypertension 0 0 0 0
Interstitial lung disease 9 (17-3%) 3 (10-0%) 6 (37-5%) 0
Myositis associated with systemic 1(1-9%) 0 1(6-2%) 0
sclerosis
Raynaud's phenomenon 47 (90-4%) 29 (96-7%) 13 (81-2%) 5(833%)
Antinuclear antibodies 49(94-2%) 28(933%) 15(93-7%) 6 (100-0%)
Anticentromere antibodies 17(32:7%) 12 (40-0%) 0 5(83-3%)
Antitopoisomerase | antibodies 19 (36:5%) 9(30-0%) 10 (62:5%) 0
Antibodies of other specificities 10 (19-2%) 6(20-0%) 4(25-0%) 0
Associated systemic autoimmune disease
SLE 4(7-7%) 4 (13-3%) 0
Sjégren’s disease 1(1-9%) 1(3:3%) 0

Data are n (%) or median (IQR). mRSS=modified Rodnan skin score. VEDOSS=Very Early Diagnosis Of Systemic
Sclerosis. SLE=systemic lupus erythematosus.

Table 1: Clinical characteristics of 52 pregnant women with systemic sclerosis or VEDOSS included in the
GR2 study
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All Limited Diffuse VEDOSS (n=8)
pregnancies cutaneous cutaneous
(n=58) systemic systemic
sclerosis (n=34) sclerosis (n=16)
Disease duration, years 3(1-8) 3(1-7) 4(0-9) 2:5(2-9)
Maternal age, years 34 (31-36) 34 (31-37) 34 (3135) 31(30.5-31.5)
Active disease within 12 months®  19/57 (333%)  9/33(27:3%) 7 (43-7%) 3 (37:5%)
mRSS at inclusion 2(07) 1(0-4) 10(5-14) 0
Skin fibrosisworsening 3/57 (53%) 1/33 (3-0%) 2 (12:5%) 0
GERD worsening 4/57 (7-0%)  1/33(3:0%) 2 (12:5%) 1(12:5%)
Fingertip lesions or digital ulcers 7/57 (12:3%)  2/33(6-1%) 5(31-2%) 0
Raynaud’s phenomenon 5/57 (8-8%) 0 3(18:7%) 2 (25-0%)
Arthralgia or arthritis 4/57 (7:0%) 4/33 (12-0%) 0 0
Interstitial lung disease worsening 2/57 (3:5%) 1/33(3:0%) 1(6-2%) 0
Term at inclusion, week 11 (8-13) 11(9-13) 11(8-14) 10 (7-13)
Treatment at inclusion
Low-dose aspirin™+ 19/57 (33-3%) 13/33(39-4%) 3(187%) 3 (37-5%)
Low molecular weight heparin 10/57 (17-5%)  7/33 (21-2%) 2 (12-5%) 1(12:5%)
Hydroxychloroquine 14 (24-1%) 10(29-4%) 4 (25-0%) 0
Corticosteroids 12 (20.7%) 8 (23:5%) 4(25:0%) 0
Corticosteroid dose, mgperday 6 (5-9) 7 (5-10) 6(5-8)
Immunosuppressive drug 5(8-6%) 2 (5-9%) 3(18-7%) 0

Data are n (%), median (IQR), or n/N (%) in cases of missing data. GERD=gastroesophageal reflux disease.
mRSS=modified Rodnan skin score. VEDOSS=Very Early Diagnosis Of Systemic Sclerosis. *Data not available for all
patients. TAspirin: four (23-5%) of 17 pregnancies at 75 mg, 11 (64-7%) of 17 pregnandes at 100 mg, and two (11-8%)
of 17 pregnancies at 160 mg; data were missing for two pregnancies.

Table 2: Characteristics of women with systemic sclerosis and VEDOSS at the time of the 58 pregnancies
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Pregnancies of SSc and VEDOSS ‘

women with complete follow-
up

N=58 pregnancies in 52 women

Pregnancy loss before 22

weeks
>
N=5

Pregnancies of S5c and VEDOSS

women with ongoing
pregnancies at 22 weeks
matched to ENP 2016 women

N=53 in 50 women
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All Limited Diffuse VEDOSS
pregnancies  cutaneous cutaneous (n=6)
(n=53) systemic systemic
sclerosis sclerosis
(n=32) (n=15)
Livebirth 53(100-0%)  32(100.0%) 15 (100-0%) 6 (100-0%)
Composite adverse pregnancy outcome 14 (26-4%) 9 (28-1%) 3 (20-0%) 2 (33-3%)
Placental insufficiency complications 12 (22-6%) 8 (25.0%) 2(13-3%) 2(333%) 4
Preterm birth <34 weeks of gestation 2(3-8%) 1(31%) 1(6:7%) 0
SGA <10th percentile* 6/52(11:5%)  3/31(97%)  2(13:3%) 1(16:7%)
Fetal or neonatal death after22 weeks 0 - -
of gestation
Placental insufficiency complications
Pre-eclampsia 7 (13-2%) 5(15-6%) 1(6:7%) 1(16:7%)
HELLP syndrome 2(3:8%) 1(31%) 0 1(16:7%)
FGR 5(9:4%) 3(9-4%) 1(6:7%) 1(16:7%)
Time of pre-eclampsia onset, weeks of 37 (32-39) . -
gestation
Term delivery, weeks of gestation 39 (37-40) 39(38-39) 37 (37-40) 39 (38-40)
Preterm <37 weeks 7 (13:2%) 4 (12:5%) 3(20-0%) 0
Preterm <35 weeks 2(3-8%) 1(3-1%) 1(67%) 0
Preterm <32 weeks 0 - c: =
SGA 6/52(11.5%)  3/31(9:7%) 2/15(133%)  1/6(167%)
Severe SGA 4/52(77%)  2/31(6:5%)  2/15(133%) 0/6
Characteristics of delivery
Vaginal deliveryt 35/49 (71-4%) 22/29(759%) 10/14(71-4%)  3/6 (50-0%)
Caesarean section before labourt 9/49 (18-4%) 6/29(207%) 2/14(143%) 1/6(167%)
Caesarean section during deliveryt 5/49 (102%)  1/29 (3-4%) 2/14(14-3%) 2/6(333%)
Labour inductiont 15/46 (32-6%)  6/27 (22-2%)  6/14(42:9%) 3/5(60-0%)
Peripartum complications
Thrombotic event 3(57%) 2 (6-2%) 1(67%) 0

Severe haemorrhagic event

2(33 3%)§
Data are n (%) or /N (%) in cases of missing data. HELLP=haemolysis, elevated Liver enzymes, low platelets. FGR=fetal
growth restriction. SGA=small for gestational age. VEDOSS=Very Early Diagnosis Of Systemic Sclerosis. *Data on
birthweight were missing for one patient. tData not available for all patients (one Caesarean section with no
information before or after labour, and three missing data about whether Caesarean section was carried out or not).

6(113%)

1(3-1%) 3 (20-0%)

Table 3: Pregnancy outcomes of 53 ongoing pregnancies at 22 weeks of gestation in 50 women with

systemic sclerosis or VEDOSS included in the GR2 study
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Supplemental Table 2. Factors associated with composite adverse pregnancy outcomes

in ongoing pregnancies =22 weeks in 53 pregnancies of women with systemic sclerosis

and very early diagnosis of systemic sclerosis — univariate analysis

CAPO  Nocapo Crude Odds
(n=14) (n=39) Ratio p
[95%IC]

VEDOSS 2(143%) 4(103%) 0.7[0.1-4.2] 0.65
deSSe 3(21.4%) 12(30.8%) 1.6[0.4-69] 0.73
1cSSe 9 (643%) 23(59.0%) 0.8[0.2-2.8] 0.73
Anti-topoisomerase I Ab 4(28.6%) 15(38.5%) 16[04-59] 0.75
Anti-centromere Ab 4(28.6%) 14(359%) 14[04-53] 0.75
Disease duration < 3 years 7(50.0%) 20(51.3%) 1.0[0.3-3.6] 0.93
Age > 35 years old 5(35.7%) 18(46.1%) 1.5[04-54] 0.50
m‘;‘;:ﬁiﬂ:“m 6(42.9%) 14 (35.9%) O [0-2-26] 0.65
Low dose acetylsalicylic acid* ( 5?3183;:) (31 s ;i ) 26[0.795] 0.13
SSc worsening 7(50.0%) 15(38.5%) 06[0.2-21] 0.45

Data are n (%)
¥*Data not available for all patients

cAPO: fetal death or preterm birth<34 weeks, small gestational age<10th percentile or any
complication of placental insufficiency (eclampsia, preeclampsia, HELLP syndrome,
placenta abruption or FG)

" Eaf OT T151eT exact test if needed.

**¥*Prior cutaneous vascular manifestation: fingertips lesion (digital ulcers, pitting scars),
before pregnancy

Ab: antibody; cAPO: composite adverse pregnancy outcome; deSSc: diffuse cutaneous S5c¢;
1eSSe: limited cutaneous SSc; SSe: systemic sclerosis; VEDOSS: very early diagnosis of
systemic sclerosis.
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Systemic Matched 2016 ENP  Crude odds pvalue
sclerosis womeningeneral  ratio (95% Cl)
women (n=53) population (n=530)

Preterm birth (<37 weeks) 7 (13-2%) 31(5-8%) 2-4(1.01-5.7) 0-047
Pre-eclampsia 7 (13-2%) 16 (3-0%) 5-1(1.9-13.5) <0-0001
FGR 5(9-4%) 20(3-8%) 27 (1.07-5) 0-068
Birth weight <2500 g* 11/52 (21-1%) 23 (4-3%) 6-1(2.7-137) <0-0001
Induction of labour* 15/46 (32:6%) 109 (20.6%) 1.9 (1.0-3.6) 0-057
Caesarean section™ 15/50 (30-0%) 109 (20-6%) 1.7(0-:5-3.2) 0-115
Severe postpartum haemorrhaget 6(11-3%) 7 (13%) 93(3.0-28.8) <0-0001

Dataare n (%) or n/N (%) in cases of missing data. p valueswere calculated via )’ test or Fisher's exact test when needed.
FGR=fetal growth restriction. VEDOSS=Very Early Diagnosis Of Systemic Sclerosis. ENP=enquete nationale périnatal. *Data
not available for all participants. fSevere postpartum haemorrhage: >1000 mL of estimated blood loss, the need for red
blood cells transfusion, uterine artery embolisation, uterine balloon tamponade, vascular ligation, or hysterectomy.

Table 4: Adverse pregnancy outcomes in women with systemic sclerosis and VEDOSS (GR2 study) and in
the French general population (ENP 2016 study) with ongoing pregnancies >22 weeks of gestation
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Supplemental Table 4: Systemic sclerosis (S5c¢) or very early diagnosis of systemic

sclerosis (VEDOSS) disease worsening during pregnancy, classified by trimester and

types of manifestations.

1 2nd 3rd Postpartum
Trimester  Trimester Trimester

Vascular cutaneous manifestations 2 3 2 18
Vascular systemic manifestations - - 1 -
Jomnt manifestations - 1 2 5
Calcinosis - 1 - 1
Pulmonary manifestations - - - 2
Cutaneous mamifestations - - - 3
Total number of pregnancies 2 4 5 19

\_ J
Vascular cutaneous manifestations: digital ulcers, digital ischemua, acroosteolysis, Raynaud’s

phenomenon worsening, telangiectasia

Vascular systemic mamifestations: scleroderma renal crisis, pulmonary arterial hypertension

Pulmonary manifestations: progressive interstitial lung disease
Cutaneous manifestations: skin thickening worsening, skin depigmentation
Joint manifestation: arthralgia, arthritis.
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Supplemental Table 3. Manifestations of svstemic sclerosis and very early diagnosis of

systemic sclerosis during 58 pregnancies and one yvear postpartum.

o 0 3 = |+ =7
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Disease worsening 23(39.7%) 11(32.3%) 11(68.7%) 1(12.5%) o T —IKESHFE - Ilfll%'li&)%ﬁ
ILD worsening 2(34%)  0(0.0%) 2(12.5%) 0 (0.0%) Z (fEMMERE £ 7- 131585, 5E
Skin fibrosis or depigmentation 3 (5.2%) 1(29%) 2(12.5%) 0 (0.0%) M. EMMETEE. /o34
Vascular cutaneous manifestation® 16 (27.6%) 8(235%) T7(437%) 1(125%) J —B%R0 %,ﬂ:) DFHEEF - |3E
Arthralgia / Arthritis 6(10.3%)  3(8.8%) 3(18.7%) 0 (0.0%) . 5 ) -
Calcinosis 2(34%)  2(59%)  0(0.0%)  0(0.0%) 1t 16#F (27.6%) THREL 7,
Vascular systemic complications: PAH or SRC 1 (1.7%) 0 (0.0%) 1(6.2%) 0 (0.0%) _
Data are n (%), median [IQR], or /N (%) « VEDOSSDEAD S BT ANDFIRT I
deSSc: diffuse cutaneous SSc; ILD: mnterstitial lung disease; leSSc: limuted cutaneous SSc; PAH FEIR AN <L —3 N
pulmonary arterial hypertension; SRC: scleroderma renal crisis; SSc: systemic sclerosis; VEDOSS: g:ﬁ;? fE\ IANTLAY E%@b

very early diagnosis of systemuc sclerosis.
* Vascular cutaneous manifestation includes digital ulcers, pitting scars, digital i1schenua, telangiectasia
or worsening of Raynaud’s phenomenon.
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Disease No disease Crude odds p value

worsening worsening ratio (95% Cl)

(n=23) (n=35)
VEDOSS 1(4-3%) 7 (20-0%) 0-2(0-02-1.6) 013
Diffuse cutaneous systemic sclerosis 10 (43-5%) 6 (17-1%) 37(1-112.4) 0-028
Limited cutaneous systemic sclerosis 12 (52:2%) 22 (62-9%) 0-6(02-1.9) 042
Antitopoisomerase | antibody 10 (43-5%) 9 (25.7%) 2-2(07-6-8) 016
Anticentromere antibody 4 (17-4%) 17 (48-6%) 0-2(0-1-0-8) 0-016
Disease duration <3 years 14 (60-9%) 14 (40-0%) 2-:3(0-8-6.8) 012
Previous cutaneous vascular manifestation™ 13 (56-5%) 9 (25-7%) 37(1-2-115) 0.018

Data are n (%). p values were calculated via y’ test or Fisher's exact test when needed. VEDOSS=very early diagnosis of
systemic sclerosis. *Previous cutaneous vascular manifestation: fingertip lesions (ie, digital ulcers and pitting scars)

before pregnancy.

Table 5: Factors associated with worsening of systemic sclerosis or VEDOSS during pregnancy and

12 months postpartum in 58 pregnancies
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