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1 PKHD] NM 138694 . 12143A=G 1).G]114048Al‘g El})(‘fg{i( Het chr6:51483961 1s9381994 0.522 C

3 - EX66/C .

2 PKHDI NM 138694 ¢ 11696A=G 1).G]1],3899Al‘g DS65 Het chr6:51491884 rsd715227 0.5284 C

. . EX58/C - .

3 PKHD] NM 138694 ¢.0237G=A p.AJafﬁﬂ?E‘Ala DS57 Hom chr6:51613177 15765525 0.2143 C

. e EX49/C . ‘

4 PKHDI] NM 138694 c.7764A>G | p.Leu2588Leu DS4S Hom chr6:51720838 159349603 0.3114 C

5 PKHD] NM 138694 ¢.7734-AT=C Intrond8 Hom chr6:51720872 1s7452724 0.3123 C
35/C

6 PKHDI] NM 138694 ¢.5608T=G p.]_eulS?UVal EI}){S'H( Hom chr6:51875250 1s2435322 0.9405 C
X32C

7 | PKHDI | NM 138694 | c4682G>A | p.CysIS6ITyr E;(g%l( Het | cr6:51889926 | rs150032027 | 0 A YUS
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8 PKHD] NM 138694 ¢.3785C=T p.AlEllEIST\*'Ell E;(ég'llc Het chr6:51890823 159296669 0.4185 C
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9 PKHDI] NM 138694 ¢.2278C=T p-Arg760Cys DS Het chr6:51914956 159370096 0.4203 C

10 PKHDI] NM 138694 c.1185T=C p-Asp395Asp E]:}){(iff Hom chr6:51924774 151896976 0.9432 C
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Mol Genet Metab. 2010 February ; 99(2): 160. doi:10.1016/j.ymgme.2009.10.010.

PKHD1 Sequence Variations in 78 Children and Adults with
Autosomal Recessive Polycystic Kidney Disease and Congenital
Hepatic Fibrosis

SO M B 55 AAE A TR

Pathogenicity Assessment

Several methods were used to evaluate the pathogenicity of the missense variants, although
not all were used to assign the overall pathogenicity score. These included the following: 1.
Consistency of segregation, checked by mutation analysis of the parents when available; 2.
The general population frequencies of the novel missense variants, evaluated by analyzing 200
to 400 control chromosomes; 3. Missense variants, evaluated by 3 different web-based
computational pathogenicity prediction tools, 1.e., Align GVGD

(http://agvgd.iarc.fr/agvgd input.php), PolyPhen (http://coot.embl.de/PolyPhen/) and SNAP
(http://cubic.bioc.columbia.edu/services/SNAP/): 4. Novel missense variants, evaluated by the
splice variant interpretation software NetGene2 Server

(http://www .cbs.dtu.dk/services/NetGene2/); 5. The PKHDI-specific mutation database
(http://www.humgen.rwth-aachen.de/), the Human Genome Mutation Database (HGMD)
(http://www.hgmd.cf.ac.uk/ac/index.php) and the previously published PKHD ] mutation
detection articles, reviewed for existing data about the variants.

O EFETE_ER

/ THE SECOND HOSPITAL OF NANJING




= NS R R EUR

POIYPhen-Z prediction of functional effects of human nsSNFPs

PolyPhen-2 report for Q86226 C1561T
Query

Protein Acc Position AA;q AAz; Description

Q867226 1561 c T SubName: Full=Polycystic kidney and hepatic disease 1; SubName: Full=Polycystic kidney and hepatic disease 1 (Autosomal recessive), isoform CRA_a; Length: 4074
Results
Prediction/Confidence PolyPhen-2 v2.2.2r398
HumDiv

This mutation is predicted tobe PROBABLY DAMAGING with a score of 0.993 (sensitivity: 0.70; specificity: 0.97)

0,00 0.20 0,40 0.60 0.80 1.00

International Agency for Research on Cancer

{ % ) World Health A||gn GVGD DE

Y Organization

ABOUT USE ALIGN-GVGD CONTACT DISCLAIMER SNAP
You are here: Home / Use Align GVGD

USE ALIGN GVGD

Predicting functional effects of sequence variants

ALIGN GVGD

Your job ID is:03:57:562016.

T | -100 neutral 0  effect 100
e .

The following classifiers, ordered from most likely to interfere with function to least likely, were used:

GD>=65+Tan(10)x(GV~2.5) => Class C65 <=> most likely

GD>=55+Tan(10)x(GVA2.0) => Class C55

GD>=45+Tan(15)x(GV/1.7) => Class C45

GD>=35+Tan(50)x(GV~1.1) => Class C35

GD>=25+Tan(55)x(GV~0.95) => Class C25 C 1 561 T ﬂ- 1 34 ﬁﬁﬂ;‘
GD>=15+Tan(75)x(GV~0.6) => Class C15 e e{- 0

Else (GD<15+Tan(75)x(GV~0.6)) => Class CO <=> less likely

Substitution

Q

Vv GD Prediction

A1262V 0.00 || 65.28 || Class C65
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POIYPhen-Z prediction of functional effects of human nsSNPs

T T T ST T T

PolyPhen-2 report for Q86226 C1561T

Query
Protein Acc Position AA;q AAz; Description
Q86226 1561 c T SubName: Full=Polycystic kidney and hepatic disease 1; SubName: Full=Polycystic kidney and hepatic disease 1 (Autosomal recessive), isoform CRA_a; Length: 4074
Results
Prediction/Confidence PolyPhen-2 v2.2.2r398
HumDiv

This mutation is predicted tobe PROBABLY DAMAGING with a score of 0.993 (sensitivity: 0.70; specificity: 0.97)

International Agency for Research on Cancer

{& World Health A“gn GV

Organization

USE ALIGN-GVGD

You are here: Home / Use Align GVGD

USE ALIGN GVGD

ALIGN GVGD

Your job ID is:03:57:562016.

T Ty e -100 neutral 0  effect 100
e 1

The following classifiers, ordered from most likely to interfere with function to least likely, were used:

GD>=65+Tan(10)x(GVA2.5) => Class C65 <=> most likely

GD>=55+Tan(10)x(GVA2.0) => Class C55

GD>=45+Tan(15)x(GV/1.7) => Class C45

GD>=35+Tan(50)x(GV~1.1) => Class C35

GD>=25+Tan(55)x(GVA0.95) => Class C25 C " 551 T ﬂ- 1 34 Bﬁﬂ'
GD>=15+Tan(75)x(GV~0.6) => Class C15 E ec fﬂ

Else (GD<15+Tan(75)x(GV~0.6)) => Class CO <=> less likely

Substitution [[GV || GD Prediction

A1262V 0.00 || 65.28 || Class C65
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Recessive Congenital Total Cataract with Microcornea
and Heterozygote Carrier Signs Caused by a Novel
Missense CRYAA Mutation (R54C)

7R H%T% g"E

. o
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SoemodouD O e
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« IEHHRERBISN IS FHELT
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« RIEFHIRERBAHRTIOEIE i s s s e gk s

"

lamp examination; this finding was not present in the noncar-

% riers (individuals 3, 4, 7 to 10). The right eye of the mother

(individual 2) is shown in both the upper and lower images.

4 50 = S L=
COMr TR -k Am J Ophthalmol 2007;144:949-952
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A
German-Swiss - i 5.35 [2.53-11.34] (p=1x10"°)
British-Irish - i  4.88 [1.42-16.76] (p=1x10"2)
Overall . * i . 5.22 [2.75-9.91] (p=4x10"")
0 1 5 10 15
Unadjusted OR (95% CI)
B . :
German-Swiss | I } - i 6.14 [2.63-14.32] (p=3x10")
British-lrish [ ¢ - 1511 [1.47-17.81] (p=1x10"%)
Overall| : | + | 5.79 [2.87-11.68] (p=9x10"")
0 1 5 10 15

Adjusted OR (95% CI)

Figure 4 Analysis of the risk of developing cirrhosis in two cohorts of
alcohol misusers heterozygous for the alphal-antitrypsin Pi*Z variant. A
univariable (A) and a multivariable (B) analysis was performed in 1191
alcohol misusers from Germany and Switzerland as well as 440 alcohol
misusers from Great Britain and Ireland, both cohorts with and without
cirrhosis. Adjustments were made for sex, age, body mass index and
the presence of diabetes mellitus. The term ‘overall’ depicts the meta-
analysis of both cohorts.

= ) T £ A T 1 g 2 R B0 [ 22

7 \ e =
(LELE S Gut 2019;68:1099-1107.




Characteristics of Congenital Hepatic Fibrosis in a Large Cohort of
Patients With Autosomal Recessive Polycystic Kidney Disease

GASTROENTEROLOGY 2013;144:112-121
iff5i—: CHF/ARPKDEZEH, 1/3 HPKHD1EA
j‘hAﬁr >IN 7|‘r

Hepatorenal Findings in Obligate Heterozygotes for Autosomal
Recessive Polycystic Kidney Disease

Mol Genet Metab. 2011; 104: 677-681
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1 Risk (zene HGVS GeneRawlrhemd_201clinvar {cosmic70 ExAC_201%gnomiD esesp6300si1000g201fdbsnpl47 Het/Hom Chr Start End Ref (bs mRVA acctAdChange Filter Freg Total Cou
7 0 PEHDI  [N-introniPKHDI Benign;not_specif: [PASS] [8€0. 7466] 0. 0 0. 86 r5132660: Hom chr6 21618170 31618170 T G NM_138694. 3 PASS 100 69
8 0 PEHDI  [N-introniPKHDI Benign;not_specif: [PASSI[5(0. 44580, 0.3011 0.4 r=392062 Het chr6 51640751 21640751 C G NM_138694. 3 PASS 64.7 M
9 (0 PEHDI  |PKHDI G;PEHDI Benign|Benign;not, [PASS][350. 44450, 0.3346 0. 24 rs934960: Hom chrf 21720838 21720838 T C NM_13869: PRHD1: XM_PASS 100 68
10 0 PEHDI  |P-splicirPKHD1(NMM_138694: e:Benign|Benign not, [PASS][5:0. 4445[0.  0.3453 0. 54 15745272 Hom chr6 21720872 51720872 A4 G NM_138694. 3 PASS 100 4
11 0 PEHDI  [N-introniPKHDI Benign;not_specif: [PASSI[510. 4449(0. 0.3543 0. 34 rs938204:Hom chr@ 21732628 21732628 G A NM_138694. 3 PASS 100 67
12 0 PEHDI  [N-introniPKHDI Benign;not_specif: [PASSI[T;0.4434]0. 0.3534 0. 54 r=982874 Hom chr6 21735261 91732261 G T NM_138694. 3 PASS 100 22
13 0 PEHDI  [N-introniPKHDI Benign;not_specif: [PASS][850. 7057]0. 0.6798 0.77 r=126688¢Hom chrf 21799166 21799166 T C NM_138694. 3 PASS 100 41
14 0PEEDI  |PRHDI 6;PEHDI  [R][PolycBenign|Benign mot, [PASSI[110.9899]1  0.9539 0.96 r=243332:Hom chr6 21875230 51875230 4 C NM_13869: PRHD1: NM_PASS 100 79
13 (0 PEHD1  |PKHD1 6;PEHDI Benign|Benign;not, [PASS][3€0.4799]0. 0.3924 0. 35 r<929666¢Het chr6 51890823 51890823 G A NM_13869: PRHD1: NM_PASS 50.4 141
16 0 PEHDI  [N-introniPKHDI Benign;not_specif: [PASSI[C;0.5187]0. 0.4339 0.41 rs249948(Het chrf 21891011 21891011 T C NM_138694. 3 PASS 62.3 23
17 0 PEHDI  [N-introniPEHDI Benign;not_specif: [PASS] [3€0.4772]0. 0.3887 0.36 r=109486(Het chr6 51913240 51913240 G A NM_138694. 3 PASS 8.2 36
18 0PEEDI  |PKHDI 6;PEMD1  [DIFF][2!Benien|Benign:mot, [PASSI[560.4771[0. 0.3887 0. 36 r937009¢Het chr@ 21914926 21914936 G A NM_13869: PRHD1: NM_PASS 43.8 112
19 (0 PEHD1  |PKHD1 6;PRHDI Benign|Benign;not, [PASSI[110.9906/1  0.9592 0.96 5189697 Hom chr6 21924774 51924774 4 G NM_13869: PRHD1 XM_ VQSRTrant 100 70
20 0 PEHDI  [N-introniPKHDI Benign;not_specif: [PASSI[3:0.2756/0. 0.2721 0.33 r047414(Het chrf 21938242 31938242 A G NM_138694. 3 PASS U1 41
21 0 PEHDI  [N-introniPKHDI [PASSI[370.4842[0.  0.4187 (.38 r=189227:Het chr6 01944847 21944847 T C NM_138694. 3 PASS 61.1 18
2 (0 PEHD1  |PKHD1 6;PKHDI Benign|Likely ben: [PASSI[3:0.2821]0. 0.2057 (.39 re047414 Het chrf 01947237 21947237 G A NM_13869: PRHD1: NM_PASS 4.1 132
23 1 PED2 PEDZ  4qiPKDZ 0 0 0 0 Het chrd 33928901 88928901 C A NM_000297PED2: NM_(PASS 22.3 1413
P 0 PED2 PED2  4q:PKD2 "R1[PolvcBenign|Likely ben:[PASSI[6:0.0629]0. 0 0.1 rs117078:Hom chrd 88929453 88920433 G A NM_00029PED2: NM_(PASS 100 140
2 0PED2  [N-introniPEDZ [PASST[7:0.6020(0.  0.6394 0.7 re272322 Hom chrd 88939381 83939381 G A NM_000297. 3 PASS 100 93
26 0 PED2 PED2  4q:PKD2 "DM?1[Po other :Polycystic_| [PASSI[260.0023/0.  0.0002 0.00639 rs180161:Het chrd 88967828 83967828 A G NM_00029PED2: NM_(PASS 36. 2 73
n 2 PED2 PED2  4qiPKD2 (EXT][DM] [Polvevstic_kidne: 0 0 0 0 Het chrd 88973310 8R9T3310]G IC NH_000297PED2: NM_(PASS a7 4 5
28 0 PEDI N-introni PED1 (PASSILT;0.1777[0.  0.1326 0.2 rz279227 Het chrl16 2154461 2154461 C T NM_001009944.2  PASS 4.9 a8
29 0 PEDI PED1  16;PED1 [PASS] [300. 0009]0. 0 0.000998 r=138672 Het chrl 2128837 2158837 C T NM_00100¢PED1: NM_(PASS 44.8 143
30 1 PRDI PED1  16;PED1 [PASSIT;0. 0004]0. 0 0.000399 r=144091"Het chrl16 2160131 2160131 G T NM_00100¢PED1: NM_(PASS 2.8 138
3l 1 PED1 PED1  16;PED1 ID=COSMO( [PASST[T;0.0004[0  0.0005  0.0002 rs138116:Het chr16 2160332 2160332 C T NM_00100¢PED1: NM_(PASS 36.1 119
32 0 PEDI PED1  16;PED1 Benign;not_specif: [PASSI[900. 07680, 0.0541 0.07 rs798341: Het chrlf 2160494 2160494 C T NM_00100¢PEDL: NM_(PASS 7.1 189
33 1 PEDI PED1  16;PED1 0 4. 331e-0¢ 0 0 Het chrl 2164422 2164422 C A NM_00100¢PED1: NM_(PASS 2 137
4 0 PEDI PED1  16;PED1 Benign;not_specif: [PASSI[8£0.9730(1 0 0.98 rs40433 Hom chrl@ 2164808 2164808 C T NM_00100¢PEDL: NM_(VQSRTran: 100 M
32 0 PEDI PED1  16;PED1 Benign;not_specif: [PASS] [250. 8967 0. 0 0.94 1533842 Hom chrl16 2167874 2167874 G A NM_00100¢ PED1 : NM_( VQSRTranc 100 28
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