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Lys359Arg
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Frameshift Figure 1. Structure of the MKRN3 human protein showing the location of the mutations in coding sequence from

SlX Of the 6|ght pathogenlc Varlants are /”I_ F Caucasian . . A1P1M2 2 . . C1153C>T pG|n385* Valadares et al. in 2019 (11). The variants we report are added in red.

Since this study, other mutations have been novel: two of them are missense, three Nigzgisee ed1ac Family / Sex  |Age at menarche |Final Height, SDS | Target Height,
- ' ' C. >G5, p.Fnhe S lati / lled pub SDS
F 38

- - variant. : :
common genetic cause of iCPP. ariant 712 1.5 (reported)  Unknown
Caucasian 6. . A1P1M2 0.9 . . . .983G>A, p.Arg328His F Unknown Unknown

In 3/8 families, we could document that Missense = -0.6 (reported)  Unknown
F

- - : 2/ 11-7 - -
the mutation was inherited from the ST | TR T | | c.1076A>G, p.LyS359Ar 2.5 (reported) 0.4

A I M father. African Missense
2 /11-12

The 4 year_old twin brothers of one Center- . . A2P2M2 1.5 . . . c.1076A>G, p.Lys359Ar
African Missense

. patient were also carriers but still > 711
The objective of the study was to document orepubertal. Center- 6. 2 AIPIM2 0.1 . . c.1076A>G, p.Lys359Ar  pyETE:

the clinical course of puberty in nine girls | AN Missense 271116
and One boy harbourlng pathOgenlC MKRN3 The ten reported patlentS had a Very Caucasian ) ) A1P1|\/|3 1.5 _ _ _ _ C.983G>A, p.Arg328His 3/1V-3
variants rapid pubertal development and frank -4 Missense 3/1V-4

3/1V-5
LH peak after GnRH test. Caucasian . A2P3M3 0.9 . . . c.268C>T, p.Arg90* VG
Nonsense
North- . . A2P2M3 -0.8 . 1 2 ¢.547G>T, p.Glu183* /12
African Nonsense D4R
South- . A1P1M3 2.7 . . . c.982C>T, p.Arg328Cys 7111-3
African Missense 711-4

-

N

< W
I{J\

= B
_
<

<

-0.3 (measured) -0.4

= H
N~

10 -0.6 (reported) Unknown
9 Not reached yet  Unknown
9.5 Not reached yet  Unknwon
M2 at 6 Unknown -1

M2 at 7.8 Not reached yet -1

6.5 -2.8 (reported) -1.5

9 -1.1 (measured) -1.5

9 -1.6 (reported) Unknown
9 -1.5 (reported) -1.1

-1.6 (reported) -1.3
-2.8 (reported) -1.3

= h
w\

Final height of affected adult relatives
were within target in males but below
target height in females.

= (N
(IJ'I\
T

oo
S~
Tl

T

Table 1. Clinical and Hormonal Data of the 10 Patients with CPP carrying an MKRN3 variant Table 2. Clinical Data of the affected relatives of the cases
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