Supplementary table 1. Genetic and clinical information of patients with PLS3 genetic variants.

Transcript Age Sex Variant Exon Functional Typeof ACMGClass Non-vertebral FX  Vertebral FX Finger/Toe FX Medicatio Previously
NM_005032.  [yr] domain variant n reported
7
Family 1
i M c¢.842del 8 ABDI1 Frameshif 5 4 5 3 1999-2011
p-(Leu281Tipfs*41) t oral BP,
Predicted 2013-2015
to ivBP
undergo
NMD
60 M c.842del 8 ABDI Frameshif 5 3 2 0 2011-2016
p.(Leu281Trpfs*41) t BP, 2018-
to date
DMAB
Family 2
58 M c329C>A 4 Linker Nonsense = 4 5 13 0 1994-
p. (Ser110%*) Predicted 2000,
to 2004-2012
undergo oral BP
NMD
Family 3
50 F c343G>A 4 Linker Missense 3 3 0 3 11-2019
p.(Glul15Lys) start ALN
25 M c343G>A 4 Linker Missense 3 1 5 0 2015-2020
p.(Glul15Lys) oral BP
23 M c343G>A 4 Linker Missense 3 6 4 3 2016-2020
p.(Glul15Lys) Z0OL
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2012-2014
BP, 2015-
2017 TPT,
2017-to
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2022-to
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PMN

1988-1995
PMN,
2011-2017
ZOL

2005,
2007-2010
IBN

2005-
02/2024
RSN,
02/2024-to
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2008-2009
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2009-2010
RSN, 2010
ZOL
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Z0L,
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2020-2023
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12/2023-to
date RMS

2006-2016
ivBP,
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Z0L
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PMN iv,
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RSN
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ALN,
2014-to
date RSN
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ALN
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Supplementary table 2. Intra-familial phenotypic differences of family 7.

hyperlaxity

Age at Sex | Total Age at first LS First Age at last LS Last LS Duration of | Extra-skeletal Dairy Exercise in Ca | Vit
first number of | BMD LS Z- BMD Z-score treatment characteristics intake childhood D
fracture fractures measurement score measurement (years) (s/day)
- | 30 F 5 61 -0,7 79 -2.0 (T- 19 Slight blue sclera, 5 N/A* No | No
1 score joint hypermobility,
distal skin hyperlaxity
radius)
- | 63 F 4 64 -0,9 (T- | 76 2.4 (T- 10 N/A* 3 N/A* No | Yes
3 score) score FN)
- | 1 F 2 43 0.5 55 0.9 0 No 3 N/A* No | Yes
1
- | 12 F 2 40 0.0 51 -0.4 0 Blue sclera, joint 6 N/A* No | Yes
4 hypermobility, skin




V- M 5 8 -1,8 25 -1,3 6 Slight blue sclera, Baseball forat | No | Yes
2 joint hypermobility least 13 years,

fitness
V- M 7 10 2,1 29 -2,1 3 Joint hypermobility, Baseball for at | No | No
3 skin hyperlaxity least 11 years
Iv- M |20 18 -4,5 24 -3,7 11 Joint hypermobility, Skate, tennis, | Ye | Yes
7 skin hyperlaxity gym s
V- M |22 16 -3,7 26 -2,6 9 Joint hypermobility, Karate, Ye | Yes
8 skin hyperlaxity swimming s
Iv- M |6 22 -2.0 - - 0 Joint hyperlaxity N/A* No | Yes
9

LS: lumbar spine; s/day: servings/day; Ca: calcium supplementation; Vit D: vitamin D supplementation; M: male; W: female

*N/A: not available






