Figure S1. Complex compound mutation fibrinogen Champagne au Mont d’Or aligned with the wild-
type fibrinogen on nucleotide (A; CDS of sequence NM_021871.4) and protein (B; nascent chain of
sequence NP_068657.1). Numbering for the wild-type sequence, nascent chain is used for protein.
Sequences were aligned with ClustalX.
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Figure S2. Mutation in the aC-connector of fibrinogen reported in the Human Fibrinogen Database,
nascent chain numbering. Nonsense mutation are indicated by blue line, frameshift mutations by red
line, missense mutations by magenta, mutations belonging to fibrinogen Champagne au Mont d’Or
are green.
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Supplementary Text 1: Explanation of adjustments in mutation positions
reported in the HFD.

Fibrinogen India, patient BL-502 [1]: Mutation notation at the protein level was adjusted to follow
the notation according to Den Dunnen et al [2]. The original designation for the nascent chain is
p.E262_263fs*158.

Fibrinogen Tunisia, mutation in the Bf chain [3]: Heterozygous substitution g.5118G>C resulting in
the silent polymorphism S157S (mature chain) is reported. There is a lysine at position 157 of the
nascent chain and a valine at position 157 of the mature chain. There is a guanine at position g.5118
(reference M64983 that is reportedly used in the work), in agreement with the original work. This
corresponds to guanine 566 (CDS of NM_005141.5) that encodes serine 159 of the mature chain (i.e.
serine 189 of the nascent chain); codon AGC. Thus, the reported mutation manifests as p.S189T
(ACC) at the protein level.

Fibrinogen France [4]: The genomic sequence is referred to as c.DNA. The reported positions are
c.[4110delA];[3200+1G>T]. The c.DNA of the FGA gene (reference NM_021871.4) has 2209 bp only.
There is a guanine at position 3201 and an adenosine at position 4110 in the genomic sequence of
the FGA gene (reference M64983).

Fibrinogen Otago [5]: Mutation notation at the nucleotide level was adjusted to follow the notation
according to Den Dunnen et al [2]. The original designation is g.4133insC.

Fibrinogen India, patient BL-564 [1]: The mutation is reported as ¢.887_894dup7 and p.D277fs*59
(mature chain). Interval 887_894 contains eight nucleotides, not seven. Duplication of nucleotides
c.887_894 (i.e., eight nucleotides) results in p.5280Tfs*125 (mature chain). Both ¢.887_893dup7 and
€.888 894dup7 result in p.S280Lfs*57. We suggest that the latter possibility is correct as it is closer
to the reported protein sequence. However, we are not entirely sure of the true nature of this
mutation.

Fibrinogen Switzerland, patient B6 [6,7]: The work [7] reports the deletion of an adenosine at
position g.4179 (reference M64984) that corresponds [6] to c¢.934 and is translated into
p.S293Afs*109 (mature chain). The work [6] reports the identical mutation as in the work [8] where
the genomic position of the deleted adenosine is reported as g.4209 (reference M64984, i.e., the
same). At g.4179, which corresponds to c.904, there is a cytosine, and this nucleotide belongs to the
codon of p.P302 (nascent chain). The original location does not agree with the reported position of
the mutation at the c.DNA or protein level. Adenosine g.4209 corresponding to c.934 encodes p.5312
(nascent chain), and its deletion leads to p.S331Afs*109. Thus, the position on the genomic sequence
was adjusted.

Fibrinogen Podesin [9]: The mutation is reported as g.6477del (exon 5) that encodes p.?300Afs*41.
There is a guanine at position 6477 in the reference sequence M64984. (The authors do not specify
the reference sequence used; thus, we assume that they used the most commonly used reference
sequence.) The nucleotide 6477 belongs to exon 6 encoding the alternatively spliced chain Aa and
thus does not encode the amino acid at position 300. Personal communication with the authors of
the work [9], some of whom are authors of this paper, revealed that the sequence at
https://pga.gs.washington.edu/data/fga/fga.ColorFasta.html was used as a reference. Position 6477



of the abovementioned sequence corresponds to position 4209 of the sequence M64984, and
fibrinogen Podesin is identical with fibrinogen Iran [8] and Switzerland [6,7].

Fibrinogen Turkey and Lebanon, patients B5 and C4 [6,7]: The original work [7] reports a mutation at
position g.4190delT (M64984) and an additional review [6] describes the mutation as c.945delT,
resulting in p.G316Efs*104 (nascent chain). There is a cytosine at position 4190 of the M64984
sequence. Thymine is at position ¢.945 and its deletion encodes the mutation p.G316Efs*105
(nascent chain). Position c.945 corresponds to g.4220.

Fibrinogen France, patient A12 [6,10]: Formal correction of the genomic coordinates was done to
follow the notation according to Den Dunnen et al. [2] Original designation: g.3121delAA.

Fibrinogen United States [6,10]: Adjustment was made to follow the 3’-rule as per Den Dunnen et
al [2]. Original notation: g.4329delC, with cytosines at positions g.4328 4330.

Fibrinogen Sumperk [11]: The authors refer to mutations g.3447G>A encoding p.G13E (mature chain)
and g.6540A>T encoding p.S314C. They use the genomic sequence M64982 as a reference.

There is a thymine at position g.3447 in M64982 (guanine is reported) that belongs to intron 4;
therefore, it does not encode any amino acid. The authors do not use c.DNA as a reference because
the commonly used sequence NM_021871.4 contains 2209 bp only. Glycine 13 is encoded by the
codon GGA. Replacement of the first guanine by adenosine results in the codon AGA encoding an
arginine. Replacement of the second guanine by adenosine results in the codon GAA encoding
glutamic acid, the reported mutation. Thus, the reported mutations must be c.95G>A and
g.1194G>A.

The second mutation is referred to as g.6540A>T. There is a guanine at position 6540 in the sequence
M64982, while an adenosine is reported. Position 6540 is out of range of the c.DNA sequence
NM_021871.4. There is a serine at position 314 (mature chain) encoded by AGC in the Aa chain of
fibrinogen. Mutation of this adenosine to thymine results in cysteine (TGC), in agreement with the
report. The positions of the mutations at the nucleotide level are then c.997A>T and g.4272A>T.

Fibrinogen Madhia [13]: There is no information on whether the mutation and SNP are on one allele
or on both. Because both of them are reported in the father and two out of his four children, while
neither the other two children nor the mother has any mutations, we treated the mutations as trans
compound mutations.

Fibrinogen Turkey [12]: The chromosomal positions of the mutations are not mentioned. The work
deals with a couple and their two sons. To be comprehensive, we designated one son as a patient
and the other one as a son. Further, the zygosity of the mutations is specified; all of them are
homozygous for the AaT331A SNP, the patient is homozygous for the AaW334* mutation, and the
others are heterozygous for this mutation. See Figure for a graphical explanation of the deduction.
Mother and son are heterozygous for the BBR478K SNP. Homozygous AaT331A indicates that all four
paternal alleles within this family (two from each parent) contain this SNP. The BBR478K SNP is
reported in both mother and son in the heterozygous state. The son inherited this SNP from the
mother, and because all alleles contain the AaT331A SNP, these two SNPs will be on the same allele.
The second allele of the mother and son must contain the mutation AaW334* and the SNP AaT331A.
This agrees with the information that mother and son are heterozygous for AaW334* and BBR478K



and homozygous for AaT331A. It further indicates that the father must contain the allele
p.[AaW334*;AaT331] because the son could not have inherited both alleles from the mother. The
father’s second allele contains AaT331A because he is homozygous for this mutation and no other
mutations are reported for him. Finally, the patient contains two [AaW334*;AaT331A] alleles
because he is homozygous for these mutations and each of his parents contains one such allele.
There is no other way to satisfy the conditions reported in the original work, not accepting the
hypothetical possibility that identical mutations would be formed in the second generation.

father mother
W334* W334* R478K
T331A T331A T331A

W334* W334* W334* R478K
T331A T331A T331A T331A

patient son

Fibrinogen Austin [14]: Data on the presence of the mutation p.S400F are absent for brother 4 and
son 2. The work shows that this mutation is present in this family on the same allele as the mutation
p.G36C. Because p.G36C is present in brother 4 and absent in son 2, we inferred that p.S400F is also
present in brother 4 and absent in son 2.

Fibrinogen India, patient P16 [15,16]: The HFD lists the homozygous mutation p.A307V (nascent
chain) in the Aa chain that is encoded by ¢.920C>T and reported by Mukaddam et al. in 2015. The
original report deals with a mutation p.A307V in the BB chain. We did not find any other work by
Mukaddam et al. describing a p.A307V mutation in the Aa chain of fibrinogen. Furthermore, this
mutation is reported in the sixth exon, while the FGA gene has five exons in the major form. Exon 6
of the minor form of fibrinogen starts at position c.1892 and p.631 but the mutation is reported at
position ¢.920, corresponding to p.307. This means that it does not belong to the minor form of the
FGA gene. Both other fibrinogen genes, FGB and FGG, contain exon 6. A cytosine at position ¢.920
belonging to a codon encoding alanine at position p.307 (nascent chain) is found in the c.DNA of the
FGB but not the FGG gene. The original work states that the mutation is known. A search in dbSNP
revealed the mutation in the FGB gene (rs777451745) but not the FGA and FGG genes. Because of
this, we excluded this mutation from any consideration in this review.
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