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Background and sims: Pomary bilisry cirhosiz (PBEC) 15 2 chronic lver suoinuuune dizsease of
unknown etnclegy with a sinking female predominance snd high concordsnce in monozZygotic twins
(13 We have recently demonsirated (1,2} an ephanced rate of X chromosome monesomy in penpheral
T znd B cells of affected women pointing to an X-linked haploinsafficiency. It is known thar females
are functional mosaics for 3-linked zenes, due to the random inactivation of one X chromosome
(HLCT). Prefersptizl X loss or 3CT might therefore nmmask specific haplotvpes leading to loss of
tolerance,

Methods: We smdied 15§ women with PBC and 226 age-matched conmol women. (1) X loss paterm
was mwestigated by QF-PCE of 4 X-linked short tandsmn repeats (3TEs) in peripheral blood
monom:lear cells (FBMCs) (Le. three or more 5TEs with an vnbalanced ratio sweongrh). (1) XCT stams
was mvastizated using the androgen receptor STE and (i) the tissue specificity of the X defects was
aszessad comparing PBMC and buccal cells

Femlrs: (1) Using HUMAFRA STE a prafereanal X chromosomes loss wasfound m 54 out of 144 FBC
and in 37 out of 155 conmrols (P=0.00%), by analysis of additional STRs spapning X chromosome in a
sbset of PBC cases, non random X loss was demonstrated i 38% of PBC cases but in none of the
confrols (P=0.001). Importantly, (1) the fraquency of women showing a skewed XCT pattern (= 75% or
= 80%) in PBMCs and m baccal cells was somilar in 21l age groups, anod (i) the X chromosome defects
ware rastrictad ro PELMCs.

Conchisions: X chromosome loss is preferential m women with PBC and 1s limited o PEMCs. Fuure
afforts should foous on the parental erigin of the monosomic X chromosome in PEC and on disease
mssociatons with genes escaping X CT.
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