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All (n =75) No LDA (n = 44) LDA (n = 31) P-value
Age at pregnancy, years 32 (29-355) 32 (29-352) 33 (30-355)
Assisted ion techniques, (%) 10 (13.3%) 7 (15.9%) 3(96%)
Prior miscarriage, # (%) 20 (26.6%) 9 (20.4%) 11 (35.4%)
Unplanned pregnancy, n (%) 3 (4.0%) 1(22%) 2 (6.4%)
Primipara, n (%) 27 (36.0%) 17 (38.6%) 10 (32.2%)
Hypertension 7 (93%) 5 (11.3%) 2 (64%)
Obesity (BMI 255) 11 (14.6%) 6 (13.6%) 5 (16.1%)
Underweight (BMI <18.5) 18 (24%) 12 (27.2%) 6(193%)
History of preeclampsia 8 (10.6%) 4 (9.0%) 4(12.9%)
Smoking 14 (18.6%) 9 (20.4%) 5 (16.1%)
Markers of disease activity
Anti-DNA antibody (IU/ml) 7(35-169) 65 (3-11.6) 7 (4-242)
High antibody titer, 7 (%) 38 (50.6%) 12 (27.2%) 16 (51.6%)
C3 (mg/dl) 84 (705-93.5) 86 (72-100.2) 83 (70-90)
Low C3 titer, n (%) 13 (17.3%) 8 (18.1%) 5(16.1%)
C4 (mg/dl) 146 (11-182) 15 (11-19) 13 (105-17)
Low C4 titer, n (%) 22 (29.3%) 10 (22.7%) 12 (38.7%)
CHS50 (U/ml) 492 (39.8-58.1) 53.1 (422-59.5) 492 (38.1-53.2)
Low CHS0 titer, 1 (%) 9 (12%) 4(9.0%) 5 (16.1%)
Platelet count (x10*/pl) 227 (173-26.0) 230 (17.1-26.3) 211 (179-255)
Lupus nephritis, (%) 17 (22.6%) 9 (20.4%) 8 (25.8%)
UPCR (g/gCr) 0,07 (0.05-0.11) 007 (0.05-0.10) 0.08 (0.07-0.11)
SLEDAI-2K score 2 (2-4) 2 (0.75-4) 2 (2-45)
LLDAS achievement 24 (32%) 17 (38.6%) 7 (22.5%)
APS and aPL positivity
APS diagnosis, 7 (%) 9 (12%) 122%) 8 (25.8%)
Obstetric n (%) 1(1.3%) 0.(0%) 1(3.2%)
Thrombosis, 1 (%) 8 (10.6%) 122%) 7 (22.5%)
Criteria aPL positivity, (%) 12 (16%) 1(2.2%) 11 (35.4%)
Non-criteria aPL positivity, # (%) 15 (20%) 4(9.0%) 11 (35.4%)
1S Glucocorticoids, (%) 69 (92%) 40 (90.9%) 29 (93.5%)
Prednisolone dose (mg/day) 10 (5-10) 8 (5-10) 10 (6.5-10)
Hydroxychloroquine, 7 (%) 13 (17.3%) 9 (20.4%) 4(12.9%)
‘Tacrolimus, n (%) 25 (33.3%) 14 (31.8%) 11 (35.4%)
Azathioprine, n (%) 3 (4.0%) 3 (6.8%) 0 (0%)
Biologics Belimumab, 1 (%) 3 (4%) 3 (6.8%) 0.(0%)
Numbers of IS used
43 (58.6%) 27 (613%) 16 (51.6%) 047
1 16 (21.3%) 8 (18.1%) 8 (25.8%) 056
2 12 (16%) 7 (15.9%) 5 (16.1%) 099
3 4 (4%) 2 (4.5%) 2 (6.4%) 0.99
P-values for the comparison between LD: ibed and non-prescribed shown. Fisher's exact test was used for categorical variables, and Mann-Whitney U-test
was used for continuous variables. UPCR, urine protein/creatinine ratio; IS, immunosuppressive therapy.
‘P<005.
“*P<0.01.
***P <0.001.
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Antinuclear antibody (ANA)

Reference ranges
titer
Normal: <1:80

Double stranded DNA

Negative: <10 1U/ml
Indeterminate 10-15 1U/ml
Elevated: >15 1U/ml

antibodies

Low: <40 GPL

(aPS/PT) 1gG/IgM/IgA

Moderate: 40-79 GPL
High: >80 GPL

Anticardiolipin antibodies IgG/IgM/IgA (aCL)

Low: <40 GPL
Moderate: 40-79 GPL
High: >80 GPL

Beta 2 glycoprotein I antibodies IgG, IgM, IgA
(@p2GPT)

Low: <40 GPL
Moderate: 40-79 GPL

Lupus anticoagulant [prolonged partial
thromboplastin time, dilute Russell's viper venom
time (dRVVT), dRVVT 1:1 mixing study if dRVVT

Not detected
PTT-LA screen <40

is prolonged, hexagonal phase

dRVVT screen <45 s

24-h urinary protein

Normal: 100 or 150 mg/day

Ro/La antibodies (5-A, SS-B)

<19 Al

Smith/RNP antibodies

<19 A

Scleroderma-70 antibodies

<10 A

Jo-1 antibody

<10 A

factor (RF)

<14 IU/ml

Erythrocyte sedimentation rate (ESR)

0-20 mm/h

C-reactive panel (CRP)

<80 mg/L

Albumin

34-50gdl

Uric acid

25-62 mgdl

Clinical disease activity index for rheumatoid
arthritis (CDAI)

Remission: <2.8
Low: >28-<10
Moderate: >10-<22
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Age at delivery (years)

Overall
34
(32-36)

>2 histological
placental lesions

No

(32.8-37.8)

(32-35)

Infarction

(32-37)

325
(32-352)

Decreased
vasculosyncytial
membranes

No
325
(32-35.8)

Yes
36
(33.5-385)

Increased syncytial

(33-37.8)

knots

(32-36)

BMI (kg/m’) 214 21 20 023 214 21 (093] 211 28 048 | 223 208
(19.1-228) | (203-25.9) | (19.1-21.8) (19.1-228) | (19.4-22.1) (18.6-223) | (19.6-229) (205-31.4) | (18.4-21.8)
Miscarriages 2 25 2 042 2 15 011 2 2 018 2 2 1
(1-3) (1-32) (1-2) (1-4) (1-2) (1-28) (15-4) (1-25) (1-3)
AGAPSS 8 8 85 059 8 105 022 105 5 019 8 8 08
(5-12) (45-125) | (58-11.2) (5-10.5) (8.2-12) (7.2-122) (5-8) (5-16) (5-12)
aCL IgM titer 42 16 073 7.4 31 091 58 2 046 14 42
(0-28) (0-28) ©0-28) | (15-104) (12-338) | (0-253) (0-288) | (08-23.1)
aCL 1gG titer 74 0 25 007 0 32 015 136 0 044 0 168
©0-32) | (0-10.4) | (56-38.2) (0-168) | (24-488) (0-345) | (0-18) ©0-0 | 37-37.1)
B2GP1 IgM titer 1 15 05 051 9, 05 032 06 1 076 | 225 1
(0-33.9) (0-45) (0-92) (0-45) (0-1) (0-7.4) (0-45) (0-45.8) (0-132)
B2GP1 IgG titer 6 21 57 080 54 50 039 148 6 059 | 215 54
(0-256) | (22-256) | (0-40) (0-23) | (45-1481) (17-542) | (0-22) (52-228) | (11-333)
aPS-PT IgM titer 29 29 204 094 2 53 050 | 367 107 013 31 2
(0-43.4) | (75-38) | (22-67.5) (45-373) | (7.5-1315) (112-96) | (0-31) (25-326) | (0-515)
aPS-PT IgG titer 5 5 3 094 6 0 084 0 6 094 75 0
(0-10) (0-10) 0-82) 0-95) | (0-1125) (0-108) | (0-75) (5-26) (0-92)
APS secondary to SLE | 6 (24) 2(167) | 4(308) |072| 4(235) 2(25) 1| 3@y | 3@73) |1 2(25) 4(35) | 1
>2 miscarriages 16(64) | 8(667) | 8(615) | 1 | 12(706) | 4(0) |058| 8(57.1) | 8(27) |07 | 5(625) | 11(647) | 1
LLAC 7.(28) 3(25) 4(308) | 1 | 3076) 4(0) | 023| 6(a29) 100 [o15| 205 5204 | 1
PE/DVT 3(12) 0(0) 3(231) 025 0(0) 3(37.5) 004 3(214) 0 (0) 031 | 1(125) 2(11.8) 1
21 miscarriage <10 gw | 18 (72) 9.(75) 9(692) | 1 | 13(765) | 5(625) | 080 9(643) | 9(8L8) |060 | 6(75) | 12(706) | 1
21 miscarriage >10gw | 8 (32) 5(417) | 3(31) |057| 6(353) 225 |095| 5(357) | 3(7.3) [098| 3(375) | 5(294) | 1
IFD 28 1(83) 1079 |1 169) 1025 | 1 10.0) 1) |1 2(25) 0 3
Low complement 4(16) 2067 | 2054 | 1 | 3076 | 1025 |1 | 3019 100 [o077| 1025 | 3076 | 1
>3 aPL positivities 8 (32) 4(333) | 4008) | 1 | 4235 4(0) 038 7(50) 101 [o0s| 205 6(35.3)
22 aPL positivities 15 (60) 6 (50) 9(692) | 057| 9(529) 6(75) 054 10(71.4) | 5(455) |036 | 4(50) | 11(647)
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IUGR-preeclampsia/ GW at delivery Neonatal weight at Placental weight
delivery

preterm
OR (95% CI) 12

P | Estimate (SE) | P

Estimate (SE) | P | Estimate (SE)
~106.76 (49.01)

—419.24 (231.14) | 008

512 (25646) | 0.98 —55.73 (54.64)
~018(108) | 087 | -35277 (231.05) —11022 (47.48)

Infarction
Decreased vasculosyncytial membranes 08-7.08)
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HCQ therapy

Infarction

OR (CI 95%)
169 (0.27-12.87)

Decreased vasculosyncytial membranes

0.68 (0.11-3.86))

Increased syncytial knots

039 (0.04-2.63)

>2 placental lesions

0.63 (0.11-3.66)
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Total | Preterm birth | % Risk p-value®

difference
(<37 weeks) (95% Cl)

Population | 569,812
controls
Adive JIA® | 51 6127 (4710253) | <0001
Inactive JIA* | 130 1| —18(37 10 045
2.7)

Total | Late preterm | % Risk p-value®
birth difference

(34 to <37 (eakod)

weeks)
Population | 5,69,812
controls
Active JIA* | 51 141 (6010267) | <0.001°
Inactive JIA* | 130 3| -12(2810 063
3.1)

Total | Preeclampsia | % Risk p-value®
difference
(95% Cl)
Population | 5,75,813 15,162
controls
Adive JIA* | 51 [ 26270 | oe
4.4)
Inactive JIA* | 130 8 | 12(-101061) | 040°

Risk p-value®
difference

(95% Cl)

Population | 5,75,813
controls
Active JIA* 2 62(1410168) | 0011°
Inactive JIA* | 130 9 69 | 52(2010110) | <0.001°

JIA, juvenile idiopathic arthritis: Gestational HT, gestational hypertension.
*In 2nd or 3rd trimester.

®p-value for patient group compared to population controls.

Crnidenis @vant task
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Total SGA, 10 Risk p-value®

percentile difference

(95% Cl)
Population | 5,75,798
controls

Active JIA* 51 .8 | 1.6 (-3.9 10 12.8)
Inactive JIA® | 130 18 (-2.3 10 82)

LGA, 90 Risk
percentile difference
(95% Cl)

Population | 575,798
controls
Active JIA* 51 9| -26) (=65 10

7.5)
Inactive JIA® | 130 2 | -23(-531032)

SGA, 25 | % Risk p-value®
percentile difference
(95% Cl)

Population | 575,798
controls
Active JIA* 51 - -16(-1.61054)
Inactive JIA® | 130 3| 07 (<08 1o 5.0)

LGA, 97.5 Risk

percentile difference
(95% Cl)
Population | 575,798
controls
Active JIA® 51 0 | ~0.4 (-20107.9)
Inactive JIA* | 130 | 1 08 [-16(221019) | 038

JIA, juvenile idiopathic arthritis

'in 2nd or 3rd trimester.

°p-value for patient group compared to population controls.
EE b i b
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Characteristic

Singleton births 2010-2019

Population
controls

575,798

Inactive JIA | Active JIA

DAS28 < 26" | DAS28 > 26"

130

51

Maternal age (years), mean
SD)

306 (5.1)

29.5 (4.6)"

30.7 (47)

<35

460,720 (80.0)

118 (908)

39 (76.5)

235

115,077 (20.0)

12 (92)

12 (235)

Missing

0

0

0

Parity

No children

244354 (42.4)

67 (51.5)"

23 (45.1)

21 child

331,444 (57.6)

63 (48.5)

28 (549)

Missing

0

0

0

Smoking in pregnancy

34237 (6.7)

4032

4(83)

Missing

67,663

4

3

BMI first trimester, mean

244 (48)

239 (42)

255 (53)

2,61,663 (65.5)

64 (68.1)

26 (55.3)

1,38,056 (34.5)

30 (319)

21 (447)

49,167 (12.3)

8 (8.5)

12 (255)*

176,090

36

4

25924 (4.5)

5(3.8)

4(78)

0

0

0

3,868 (0.7)

1(08)

120

0

0

Hypertension, chronic

3,154 (0.5)

1(08)

Missing

0

0

20,121 (3.5)

6 (46)

0

0

JIA, juvenile idiopathic arthritis; BMI, body mass index; ART, assisted reproductive

technology.
’In 2nd or 3rd trimester.

“Pregestational or gestational.
sriualing <005 for BEBERT QoL CoBaTsd 1o DOBULMIGH EoHEoE.
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Characteristic Inactive JIA® | Active JIA®

DAS28<2.6 | DAS28>2.6
Singleton births 2010-2019

level

Low (10-13 yrs) 37 (289) 16 (327)

High (214 yrs) 91 (71.1) 33 (67.3)
Missing 2 2
Classification eriteria fulfilled™® 115 (97.5) 44 (957)
Missing 2 5
Disease duration, mean (SD) 19.7 (7.5) 27 (72)
Missing 2 1
Erosive disease 40 (37.7) 26 (59.1)
Missing 24 7%
RF positive 4(39) 10 (244)
Missing 27 10
CCP IgG positive 11(9.9) 11 (244) 145
Missing 19 6
ANA positive 10 (9.0) 7(16.3) 73
Missing 19 8
Prednisolone in pregnancy 17 (15.5) 17 (378) 23"
Missing 20 6
HCQ in pregnancy 9772 1(20) 52
Missing 5 2
SSZ in pregnancy 14 (119) 245) 74
Missing 2 7
TNFi in pregnancy 23 (200) 5(10.9) 91
Missing 15 5
No medication pregnancy 54 (429) 19 (373) 56
Missing 4 0
MTX before pregnancy 66 (64.7) 22 (595) 49
Missing 2 14
TNFi before pregnancy 46 (45.1) 20 (54.1) 90
Missing 2 14
RTX before pregnancy 1(10) 1Q27) 16
Missing 2 14
TCZ before pregnancy 0 4(10.8) 108"
Missing 2 14

JIA. juvenile idiopathic arthritis; RF, rheumatoid factor; CCP 1gG, anti-cyclic
citrulinated peptide; ANA, antinuclear antibodies; HCQ, hydroxychloroquine:
57, sulfasalazine; MTX, methotrexate; TNFi, tumor necrosis factor inhibitor; RTX
rituximab; TCZ, tocilizumab.

’In 2nd or 3rd trimester.

°diff = diff in_ propor for and mean difference for
continuous variables.

“International League Against Rheumatism (ILAR) classification criteria

*n-value <0.05 for active compared to inactive disease.
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Placental lesions

Increased syncytial knots 17 (68%)
Decreased ial membranes 11 (44%)
Infarction 8 (32%)
Impaired spiral artery remodeling 3(12%)
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SLE without PE SLE with PE | p-value HC without PE

(n=30) (n=4) (n=80)
Age, years, median (range) 33 (23-42) 33 (23-42) 34 (30-40) 31 (26-38)
Disease duration years, median (range) 10 (0-26) 10 (0-26) 155 (3-26) NA
i " 2 45
Caucasian ethnicity, n 80 (100)
SLEDAI score > 4, 12 months prior to NA
pregnancy, n
History of lupus nephritis, n NA
APS, n (%)
aPL carrier, n
LDASA, n
LMWH, n 11
Major bleeding 5132 4128
Prednisolone, 1 10 7
Dose of prednisolone’, median (range) 25-10) 5 (25-10) 5(0-5)
" 2 2 4 NS NA
Azathioprine n 7 6 1 NS NA
Cyclosporine-A 3 3 0 NS NA
Antihypertensives 6 3 3 NA
Levotyroxin 5 5 0
PE, preeclampsia; NA, not analyzed; APS, anti ipid syndrome; aPL, id antibodies; SLEDAL SLE disease activity index; LDASA, low-dose acetylsalicylic acid; LMWH,

low-molecular-weight heparin; NA, not applicable.
"Crily i trosted patlents.
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Indication for LMWH | aPL, positivity | History |LDASA| Dose of ocCP PE Major Mode of
of LN LMWH undetectable bleeding delivery

aPL positivily and active LN | aCL IgG, B2GP-1 IgG High Yes® attributed to | Vaginal
i uterus atonia

Three previous miscarriages | 0 Prophylactic No C-section,
planned

APS aCL IgG, BJGP-1 IgG. Full dose No Vaginal
LAC

Four previous miscarriages, | previously B2GP-1 Prophylactic No Vaginal
186

previous aPL positivity
aPL positivity aCL IgG + IgM, High No Vaginal
B2GP-1 1gG + IgM, prophylactic
LAC
Previous miscarriage LAC Prophylactic Vaginal,

induced
aPL positivity aCL IgG + IgM, Prophylactic C-section,
B2GP-11gG + IgM, planned
LAC
Previous pregnancy previously LAC No Yes Prophylactic | No No | No Vaginal
complication (diplopia),
previous aPL

‘Thrombophlebitis during 0 No Yes Prophylactic | No No | No Vaginal

pregnancy (week 27)

Previous pulmonary embolism | 0 Yes Yes Prophylactic | No No | Yes Vaginal

aPL positivity aCL IgG, B2GP-11gG | Yes Yes Prophylactic | No No | Yes' C-section,
attributed to planned

placenta previa

LMWH, low-molecular-weight heparin; aPL, anti ipid antibodies including antibodies against cardiolipi gycoprotein-1 (B2GP-1), lupus anti (LAC); LN, lupus
nephiits; LDASA, low-dose sceyl sallcylc acd: numbers in parentheses demote previoushisory of aPL. pasitivity, ot cnnlinned in the index pregnancy; C-section, cesarean section; APS,
antiphospholipid syndrome.

"Not SIF related
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Pregnant SLE Pregnant HC | p-value | Pregnant SLE patients Pregnant SLE patients | p1-value

patients (n = 28%) (n=80) without LMWH therapy with LMWH therapy
(n=18) (n = 10%)

Fibrinogen (/L) 46 (43-55) 49 (35-55) 45 (42-55) 49 (43-64)

D-dimer (mg/L) 14 (1.1-1.6) 14 (11-19) NS 15 (1.0-1.6) 12 (11-17) NS
OCP (Abs-sum) | 4033 (357.7-444.2) | 246.7 (2267-264.3) | <0.001 406.7 (382.7-444.2) 3782 (336.5-441.2) NS
OHP (Abssum) | 197.7 (1583-244.7) | 1753 (1480-1979) | 0.06 189.8 (151.6-246.7) 2037 (169.7-237.7) NS
OFP% 510 (41.1-60.5) 292 (210-382) | <0.001 520 (428-61.7) 48.1 (39.0-53.6) NS
Lag time (s) 2200 (150.0-300.0) | 265.0 (207.0-323.0) NS 2200 (150.0-300.0) 2520 (168.0-304.0) NS
Max Abs 20 (18-2.1) 136 (1.17-1.55) <001 19 (1L7-2.1) 20(18-22) NS
Polymerization 020 (0.16-0.26) 047 (0.34-0.60) <0.001 022 (0.19-0.27) 0.7 (0.12-0.21) NS
rate

CLT (s) 1,630 (1365-1840) 1533 (1344-1683) | NS 1,570 (1335-1870) 1,725 (1490-1810) NS
CLT + PTCI (5) 865 (780-960) 1,167 (1032-1275) | <0.001 840 (780-945) 930 (870-1080) NS
dcLT 790 (550-890) 330 (280-420) | <0.001 740 (550-920) 810 (690-850) NS

OFP, overall fibrinolysis potential; CLT, clot lysis time; PTCI, potato tuber carboxy-peptidase inhibitors NS,

OCP, overall coagulation potential; OHP, overall hemostatic potenti
not significant

Variables are expr ‘median (IQR). P- i betiween pati
“Two patients with SLE had undetectable levels of all hemostatic variables except for D-dimer and fibrinogen due to LMWH treatment. Thus, fibrinogen and D-dimer were presented for 28
patients and the levels of other parameters for 26 patients.

ts and controls, p1-values present the di betwween patients with and without LMWH treatment
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Age, mean (range) 341 (26-46)
Diagnosis, n (%)
Rheumatoid arthritis 39 (41)
Psoriatic arthritis 19 20)
i 18 (19)
Juvenile idiopathic arthritis 16 (17)
Other immunologic disease 30)
Disease duration, mean (SD)
Rheumatoid arthritis 103 (65)
Psoriatic arthritis 66 (4.0)
i 69 (4.9)
Juvenile idiopathic arthritis 236 (5.3)
Other ic disease 70 (42)
Child(ren)
Number, mean (range) 15 (1-3)
Age youngest child (months), mean (SD) 14.0 (7.6)
First child, n (%) 58 (61)
Housing situation, n (%)
‘With partner and with children at home 86 (90.5)
Without partner and with children at home 1()
Not specified 8 (85)
Education*
Bachelor degree or higher, 1 (%) 58 (67)
Work*
Paid work
- n (%) 76 (87)
- Hours per week, mean (range) 27 (8-40)
for work (partially or complete), 1 (%) 6(7)

oy = &7
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Full cohort Difference between

PM/DM subsets

Case number 2 714% (n=20) 286% (n=8) na
Mean age (years) 254 252 255 ns
IIM disease duration before pregnancy (months) 554 415 90 ns
Pregnancy-induced cases 25% (n=7) 30% (n=6) 125% (n=1) ns
Clinical symptoms
Muscle weakness 96% (n=27) 100% (1 =20) 875% (n=7) ns
Arthralgia 64% (n=18) 70% (n=14) 50% (n=4) ns
Raynaud 54% (n=15) 37.5% (n=3) ns
Skin rashes 43% (n=12) 100% (n =8) p=0.002
Interstitial lung disease 25% (n=7) 0% ns
Dysphagia 14% (n=4) 25% (n=2) ns
Fever 7% (n=2) 10% (n=2) 0% ns
Myocarditis 4% (n=1) 5% (n=1) 0% ns
Antibody profile
ANA 82% (n=23) 85% (n=17) 75% (n=6) ns
Myositis-specific antibodies 39% (n=11) 45% (n=9) 25% (n=2) ns
Anti-Jol 73% (n=8) 40% (n =8) 0% ns
Anti-SRP 9% (n=1) 5% (n=1) 0% ns
Anti-SAE 9% (n=1) 0% 125% (n=1) ns
Anti-Mi2 9% (n=1) 0% 125% (n=1) ns
Myositis-
Anti $SA 39% (n=11) 50% (n=10) 125% (n=1) ns
APL 43% (n=12) 40% (i ) 50% (n=4) ns
LAC 0% 0% 0% ns
Other (anti-TPO) 21% (n=6) 30% (n=6) 0% ns
Pregnancy outcome
No fetal or maternal complications 46% (n=13) 35% (n=7) 75% (n=6) ns
Maternal and fetal complications 14% (n=4) 15% (n=3) 125% (n=1) ns
Maternal complications (in one or more pregnancies) 25% (n=7) 30% (n=6) 125% (n=1) ns
Fetal i (in one or more 43% (n=12) 50% (n =10) 25% (n=2) ns
Multiple pregnancies 57% (n=16) 70% (n = 14) 25% (n=2) P=00441
Documented disease activity before or during pregnancy 46% (n=13) 55% (n=11) 25% (n=2) ns

na, not applicable; ns, not significant.
o araiiis statietioal slontBenicn:
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Ml dsenaachy Healthy delivery Stillbirth Early loss Late loss
Prperensvedarders antbodypositty M oM PM oM M oM M oM

625% 3% ;% A% W% 66%  BT%  143%
(15/24)  (0/24) g1y BAY (A8 (hg (61 W)






OPS/images/flupu-02-1449390/flupu-02-1449390-g002.jpg





OPS/images/flupu-02-1497518/flupu-02-1497518-t001.jpg
Characteristics
Age (years), mean (SD)

319 (42)

Number of children #, mean (SD) 17 (0.7)
Number of months since last childbirth (months), mean (SD) 205 (14.3)
Educational status n (%)
Elementary school 3(16)
High school 41022
University/College 142 (76)
‘Working status (%)
Working (full/part time) 105 (56)
Not working due to health issues 24 (13)
Not working, other reason 6(32)
Student 9 (5)
Maternity leave 35 (19)
Other 7 (38)
Disease 1 (%)
RA 65 (35)
A 27 (15)
AXSpA 69 (37)
PsA 2302
Disease duration (years), mean (SD) 117 (7.)

SD, standard deviation; RA, rheumatoid arthritis; J1A, juvenile idiopathic arthritis; axSpA,
axial spondyloarthritis; PsA, psoriatic arthritis,
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Motherhood and rheumatic disease — a balancing act
Challenges today, tomorrow and in the future

1 Just everyday

2. Feelings of
inadequacy
Emotional challenges

3. Disease management 4. What about the

5. It's not that bad
future?

- ADL® with small children | -

Treatment and follow-up Disease progression - Good medical treatment
- Playtime and activities | - Prioritizing self-care postpartum - Inheritance Normal to be tired as a
- Relations (family and work) | - Medications - Economy and work mother
Breastfeeding Family planning Active lifestyle
Information needs

s Activities of daily living”, here indluding feeding, changing and dressing, bathing/washing, carrying and handling the baby.
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the impacts of autoimmune diseases and enable
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Presence of autoimmune | HCQ | non-HCQ | p-value

diseases

1 pathology 54% 70% 0.0045°
2 pathologies Rt
23 pathologies [ | 3% | 01934

*and bolded values indicate a statistically significant result.
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Variables

thrombotic (n

rombotic (n

Onset age,years 27.34 £ 3.62 27.73 + 349 26.52 +3.81 0.154
Follow-up duration, years 3(1,6) 3 (1.19, 4.25) 3(1,9) 0.578
SLE, n (%) 35 (39) 19 (32) 16 (55) 0.058
nonstandard, n (%) 38 (43) 20 (33) 18 (62) 0.019
HP, n (%) 19 (21) 9 (15) 10 (34) 0.068
HLP, n (%) 20 (22) 9 (15) 11 (38) 0.031
ab2GP1, n (%) 62 (70) 38 (63) 24 (83) 0.105
LAC, n (%) 32 (36) 18 (30) 14 (48) 0.148
aCL, n (%) 52 (58) 30 (50) 22 (76) 0.037
morbidfrequency, n (%) 0.572
1 22 (25) 16 (27) 6(21)

2 40 (45) 26 (43) 14 (48)

3 14 (16) 11(18) 3(10)

4 10 (11) 6 (10) 4(14)

5 2(2) 1(2) 1(3)

6 1(1) 0(0) 13

heart, n (%) 27 (30) | 14 (23) 13 (45) 0.069
plt, Median (Q1,Q3) 134 (84, 203) 159.5 (121.5, 222) 86 (61, 114) <0.001
PLT125, n (%) 42 (47) 16 (27) 26 (90) <0.001
1gG, n (%) 21 (24) 15 (25) 6(21) 0.855
1gM, n (%) 6(7) 4(7) 2(7) 1
IgA, n (%) 11 (12) 7 (12) 4(14) 0.744
C3, n (%) 45 (51) 26 (43) 19 (66) 0.083
C4, n (%) 44 (49) 24 (40) 20 (69) 0.02
aPLs203, n (%) 43 (48) 21 (35) 22 (76) <0.001
PLDAorLMWH, n (%) 70 (79) 52 (87) 18 (62) 0.017
DLDAorLMWH, n (%) 43 (48) 32 (58) 8(28) 0.013
IVIG, n (%) 22 (25) 16 (27) 6(21) 0.726
Phormonotherapy, n (%) 51 (57) 34 (57) 17 (59) 1
Pimmunosuppressor, n (%) 34 (38) 21 (35) 13 (45) 0.508
PHCQ, n (%) 59 (66) 41 (68) 18 (62) 0.729
monol, n (%) 25 (28) 20 (33) 5(17) 0.183
neutrol, n (%) 32 (36) 25 (42) 7 (24) 0.168
lym1, n (%) 33 (37) 16 (27) 17 (59) 0.007
mpvl, n (%) 29 (33) 17 (28) 12 (41) 0.322
pdwl, n (%) 44 (49) 30 (50) 14 (48) 1
ptl, n (%) 26 (29) 14 (23) | 12 (41) 0.132
apttl, n (%) 42 (47) 26 (43) 16 (55) 0411
fibl, n (%) 49 (55) 37 (62) 12 (41) 0.115
ptal, n (%) 60 (67) 44 (73) 16 (55) 0.141
inrl, n (%) 39 (44) 30 (50) 9(31) 0.144
ddil, n (%) 53 (60) 38 (63) 15 (52) 0415
fdp1, n (%) 14 (16) 8 (13) 6(21) 0.371
aGAPSS, Median (Q1,Q3) 8 (4, 10) 5(4,9) 10 (8, 13) <0001
aGAPSSover10, n (%) 28 (31) 13 (22) 15 (52) 0.009
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All participants, including APS/criteria aPL positive patients

‘pontaneous abortion prior to 10 weeks, # (%)

All (n = 75)
4(53%)

No LDA (n = 44)
2 (4.5%)

LDA (N = 31)
2 (6.4%)

Live birth, n

(%)

68 (90.6%)

40 (90.9%)

28 (90.3%)

Birth weight

(8

2,635 (2,257-2,937)

2,640 (2392-3,007)

2,580 (2,217-2,912)

APO

Intrauterine fetal death >12 weeks, n (%)

3 (4.0%)

2 (45%)

1(32%)

Preterm delivery, n (%)

13 (17.3%)

6 (13.6%)

7 (22.5%)

Preeclampsia, n (%) (early onset: late onset)

16 (21.3%) (5:11)

10 (227%) (28)

6 (19.3%) (3:3)

0.78 (0.64:0.50)

Low birth weight, n (%)

25 (33.3%)

14 (31.8%)

11 (35.4%)

080

Total APO, n (%)

32 (42.6%)

18 (40.9%)

14 (45.1%)

081

Flare during

Excluding APS/criteria aPL-positive patients

pregnancy to postpartum, n (%)

8 (10.6%)

All (n = 60)

4 (9.0%)

4 (12.9%)

LDA (n = 18)

Spontaneous abortion prior to 10 weeks, n (%) 4 (6.6%) 2 (4.7%) 2 (11.1%) .
Live birth, n (%) 54 (90.0%) 38 (90.4%) 16 (88.8%) 099
Birth weight, (g) 2,637 (2,271-2,955) 2,773 (2395-3,030) 2,523 (2,138-2750) 016
APO Intrauterine fetal death >12 weeks, n (%) 2(3.3%) 2 (4.7%) 0 (0%) 0.99
Preterm delivery, n (%) 10 (16.6%) 5 (11.9%) 5(27.7%) 0.14
7 (%) (early onset: late onset) 11 (183%) (83) 9 (21.4%) (7:2) 2 (11.1%) (1:1) 0.48 (0.41:0.99)
Low Birth weight, (%) 20 (33.3%) 13 (30.9%) 7 (38.8%) 055
Total APO, 1 (%) 25 (41.6%) 17 (40.4%) 8 (44.4%) 077
Flare during pregnancy to postpartum, n (%) 7 (11.6%) 5 (11.9%) 2(11.1%) 099

P-values for the comparison between LDA-prescribed pregnancies and non-prescribed pregnancies are shown. Fisher's exact test was used for categorical variables, and Mann-Whitney U-test

was used for continuous variables. APO, adverse pregnancy outcomes.

“P<005.
“P<0.01.
P <0001
=D < 00001
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Initiation timing of LDA

Spontaneous abortion prior to 10 weeks

LDA before 6 weeks (n = 19)
2 (10.5%)

LDA after 6 weeks (n =12)
0 (0%)

050

Live birth

17 (89.4%)

11 (91.6%)

099

Birth weight

2,643 (2,515-2,945)

2215 (1,720-2,682)

0.01%

APO Intrauterine fetal death >12 weeks

0 (0%)

1 (8:3%)

038

Preterm delivery

1(5.2%)

6 (50%)

0.07°

Preeclampsia (early onset: late onset)

3 (15.7%) (0:3)

3 (25%) (3:0)

065 (0.04°0.26)

Low birth weight

4(21.0%)

7 (583%)

0.05

Total APO

6 (31.5%)

8 (66.6%)

0.07

Flare during pregnancy to postpartum

Optimal dosage of LDA

3 (15.7%)

LDA 81 mg (n = 14)

1 (8.3%)

LDA 100 mg (n = 17)

099

Spontaneous abortion prior to 10 weeks 2 (14.2%) 0 (0%)
Live birth 11 (78.5%) 17 (100%) | 0.09
Birth weight 2,285 (2,056-2,442) 2,937 (2,706-3,046) | 0002
APO Intrauterine fetal death >12 weeks 1 (7.1%) 0 (0%) |

Preterm delivery 5 (35.7%) 2 (11.7%) |

Preeclampsia (early onset: late onset) 4(28.5%) (3:1) 2 (1.7%) (02) |

Low birth weight 8 (57.1%) 3 (17.6%)

Total APO 10 (71.4%) 4 (23.5%)
Flare during pregnancy to postpartum 2 (14.2%) 2 (11.7%)

P-values for the comparison between different initiation timings (above), and different dosage (below) are shown. Fisher's exact test was used for categorical variables, and Mann-Whitney
Ustest was used for continuous variables. APO, adverse pregnancy outcomes.

“P<005.
“P<0.01.
P <0001
=D < 00001
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Patients with APS Selection of predictor Prediction
enrolled in the study variables model
Diagnosed with APS Data collection at

at the first visit(n=269) baseline(153variables)

Excluded: Exclusion based on

1)thrombosis literature review and

occurence expert opinion(98variables)
before OAPS
(n=154) . S—
2)other Candidate variables Model performance and
coagulation (40 variables) internal validation

disorders (n=3)
3)incomplete —
medical LASSO regression
records(n=23) model(3 variables)

Model development using
logistic regression model

v

Model development Decision curve
(n=89) (3variables) analyses
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Before pregnancy During pregnancy Post partum Breastfeeding

Case 1 30 mg every 8 weeks)

Eosinophils (cell/mmc) 0 20 2,300
CRP (mg/L) 75 49 = 17
BVASY3 0 0 0 2
VDI 3 3 3 3
ACT 23 2 2 17
Oral GC use No No No Yes
Case 2 i 300 mg every 4 weeks)

Eosinophils (cell/mmc) 100 0 300 =
CRP (mg/L) 05 06 04

BVASY3 0 0 2 0
VDI 3 3 3 3
ACT 21 2 18 2
Oral GC wse No No No No

ACT: aalhiion coivol et BYASYS: Dicininghion vacliths setity cote vl

CRP, C-reactive protein; GC, glucocorticoid; VDI, vascular damage index.
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Mepolizumab Benralizumab Dupilumab
(n = 6) (n=8) (n = 88)
Disease (n. of patients) SA (3), EGPA (1) SA (5), HES (1), AD (84), PG (4)
EGPA (1)

Efficacy of biologics and maternal outcomes

Patients treated with GC before biologics, n 1 EGPA, 2 SA 1 EGPA, 5 SA 28/30 (AD)
GC reduction/discontinuation, n - 17 4/5 (3 PG, 1 AD)
Relapses with biologics, n 14 217 1/88
Relapses without biologics, n 24 17 4/88

Pregnancy and neonatal outcomes

Numbers of deliveries, 1 35 67 55/60
(2 miscarriages) (1 miscarriage) (5 miscarriages)*
Pregnancy cati 03 176 7I55
Neonatal complications, 1 o3 06 13/60

AD, atopic dermatits; EGPA, Eosinophilic with Polyangiitis; GC, HES, syndrome; PG, pemphigoid gestations; SA, severe asthma.
) flts connlls.
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Disease Age at Age at Previous Biologic Timing of Maternal Pregnancy Neonatal
disease | pregnancy, y | pregnancies and exposure biologic outcomes complications outcomes
onset, y complications before exposure
pregnancy, m
(n=4)
Ozden, 2021 sA 20 25 0 1 Conception, 1T Disease remission, 2 No Healthy infant
an relapses after drug
discontinuation
requiring GC
sa 30 36 3 1 Conception, 1T Disease remission - Voluntary abortion
Vittorakis, 2023 sA 16 26 0 4 Conception, 17T, 2T, | Partial remission, 2 No Healthy infant by CD
(2) . relapses requiring GC
Present case EGPA 2 36 1 12 Conception, 1T, 2T | Disease remission, 1 No Healthy infant by CD, 2
post-partum relapse miscarriages (6th gw)
(n=7)
Saco, 2018 (13) SA - 31 - - Conception, 2T Disease remission, GC - -
reduction
Manetz, 2021 HES 2 36 - - Conception, 17T, 2T, | Disease remission No Healthy infant by CD,
(14) 3T Eosinophil depletion for 7
months
Naftel, 2023 SA with CRS 27 2 3,1GD 2 Conception, 17T, 2T, | Disease remission No Healthy infant by CD,
(15) 3T, breastfeeding Eosinophil depletion for 7
weeks
SA with CRS 10 29 4, 1 abortion 1 Conception, 1 T, 2T, | Partial remission, 2 No Healthy infant
3T, relapses
SA with CRS | Lifelong history 2 0 12 Conception, 17T, 2T, | Partial remission, 4 No Healthy infant
3T relapses
SA with CRS 2 27 5 - 2T,37T, Disease remission No Healthy infant by CD
1 abortion breastfeeding
Present case EGPA 3 34 1 2 Conception, 1T Partial remission, 1 post- GD Healthy infant by CD,
‘partum relapse requiring 1 miscarriage (7th gw)
Gc
Dupilumab (n=88)
Mian, 2020 (16) AD Lifelong history 2 2 - 3T, breastfeeding | Partial remission, 1 GD Healthy infant
post-partum relapse, GC
discontinuation
Kage, 2020 (17) | AD with allergic | Lifelong history 35 0 8 Conception, 1T, 3T, | Disease remission No Healthy infant
asthma breastfeeding
Kage, 2021 (18) | AD with allergic | Lifelong history 36 1 u Conception, 17T, 2T, | Disease remission No Healthy infant
asthma 3T, breastfeeding
Lobo, 2021 (19) | AD with asthma | Lifelong history 36 1 12 Conception, 1 T, 2T | Disease remission, 1 GD Healthy infant

relapse after drug

cessation
Riquelme- Mc PG - 37 5, 1 abortion, 1 PG - 3T Disease remission Premature rupture of | Healthy preterm infant
Loughlin 2021 membranes (34th gw) by CD

©0)

Gracia-Darder, | AD, hyper IgE 10 28 0 10 Conception, 17T, 2T, | Disease remission No Healthy infant

2022 (1) syndrome, 3T

ulcerative colitis,
asthma

Akhtar, 2022 AD Lifelong history 33 1 2 Conception, 17T, 2T, | Disease remission, 1 No Healthy infant by CD
(22) 3T relapse during drug

Costley and AD Lifelong history - - Several months Conception, 17T, 2T, | Disease remission No Healthy infant

Murphy, 2022 3T

@3)

Alvarez G - 23 - - 3T, up to 6 weeks | Disease remission, GC No Healthy infant
Martinez, 2023 postpartum discontinuation

(24)

Escola, 2023 AD 30 33 - Before pregnancy (9) | Conception (9), 1 T - No 12 healthy infants, 1 twin
[€5) (16-39) (28-41) 92T (8), 3T (8), preterm (35th gw)
(N=13) breastfeeding (10) pregnancy by CD

Liu, 2023 (26) G - 23 2, 2 abortions - E Disease remission, GC - Healthy preterm infant

reduction (36th gw) by €D

Schoder, 2023 AD - - - - Conception (25), 1T - - -

@7) (25),2T(11),3T

(N=29) an

Alvarenga, 2023 AD 0 37 - 36 Conception, 17T, 2T, | Disease remission No Healthy infant

©8) 3T, breastfeeding

Chen, 2023 (29) G - 36 176G B 27,3 T, after Disease remission, GC No Healthy infant

delivery discontinuation

Hong, 2024 AD - 33, 35, 39, 29 - - Conception (3), 2T | Disease remission, 2 No Healthy infants

(30) 33T () relapses

(N=4)

Di Lernia, 2024 AD Lifelong history 35 0 24 Conception, 1T, 2T, = No Healthy infant

[€1)) 3T, breastfeeding

Avallone, 2024 AD = 30 2 pregnancy loss, 2 adverse 22.5 weeks Conception, 1 T and | Disease remission, 1 GC | 1 GD, 1 PPH,2 | Healthy infants, 5

(32) (19-45) events (IQR 3-118) 2T course i iscarriages, 7 turity,
(N=29) 1 respiratory distress, 1

pulmonary hypertension

IT, first tris 2, id trimester; 3T, third trimester; AD, atopic de is; CD, cesarean delivery; CRS, is; EGP: ili ith ., gestational diabetes; HE! inophilic synds
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