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1. The function of PedAM

Our website PedAM provides three functions: disease query, disease
network and submit case.

In disease query functional module, we offer standardized 8,528
pediatric disease terms (containing 4,542 unique disease concepts and
3,986 synonyms) with 8 annotation fields for each disease, including
definition synonyms, gene, symptom, cross-reference (Xref), human
phenotypes, and its corresponding phenotypes in the mouse (MPO).

In disease network functional module, users can draw the disease
network through query their interested disease pair. Currently, we
provide three disease network models to wusers, they are
disease-phenotype network, disease-gene network and disease pair
network. Users can choose one of them to draw the network they are
interested in.

In submit case functional module, we provide a way to upload medical
records. We will select some cases with the comprehensive clinical data
of patient’s pedigree and provide free service for related disease
diagnosis, which eventually will improve treatments and better medical
services to patients. We will keep strictly confidential for those
submitted data. We greatly appreciate people’s contribution for their

support and cooperation.




1.1 Disease query

First, users should click the “QUERY” button in the navigation bar on the

home page (Fig.1).

NETWORK~ SUBMIT CASE~ HELP&FAQ~

Fig.1 “QUERY” button.

Then the following page will show up (Fig.2):

HOME SUBM HELP&FAQ ~

Precise Disease Search Query keywords: I
Please enter a pediatric disease name and press Search, then you will gain the related :e:ﬂif:e?se
annotation of the certain pediatric disease. Achondroplasia;
rett syndrome ]n Search Polycthemia vera ;

ystinuria ;
Pityriasis rubra pilaris.

Fuzzy Disease Search
Please enter a likely pediatric disease name (more than 2 characters) and press Search
then you will gain the related annotation of the likely pediatric disease

J Search
The First 2000 pediatric disease
/About 4542 Results -
L] Disease
1 Dolycythemia vera
2 multiple myeloma
3 huntington disease
4 hypoplastic leftheart sndrome
L] pityriasis rubra pilaris
6 wilson disease
7 retinoblastoma
8 neuroblastoma
9 myasthenia gravis
10 biotinidase deficiency
1 achondroplasia
12 et syndrome
13 fanconi anemia
14 essential thrombocythemia
15 moyamova di
16 lycystic ovary syndrom
17 il il IF
18 amyloidosis
19 custic fibrosis
20 galactosemia
21 idermod: i
22 primar dliary dyskinesia
23 leigh syndrome
24 cystinuria -
Page:1234567891011121314151617181920
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Fig.2 “QUERY” page.




On this page, there are four modules: precise disease search, fuzzy
disease search, the first 2000 pediatric diseases and query keywords.
Precise disease search and fuzzy disease search are presented to meet
different inquiry demands.The first 2000 pediatric diseases provide 2000
most common pediatric disease for reference. Query keywords provides
5 of the most frequently queried keywords for reference.

Here, let's take the illness "Wilson disease" as an example to introduce a

specific disease page (Fig.3).

Fig.3 Wilson disease page.

There are three ways to get to the page of ‘willson disease’. First, users
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can input “Wilson disease” in the precise disease search; second, users
can input “Wilson” in the fuzzy disease search, but users can only get a
simple page about this disease with this way; third, users can click the
“Wilson disease” in the list of the first 2000 pediatric diseases.

On the “Wilson disease” page, there are six buttons: “General”,
“Phenotype”, “Symptom”, “Genotype”, “MP” (Fig.4) and “Drug” that
each contains the information of phenotype, symptom, genotype, MPO
and Drug, respectively. Clicking the “General” button can display the

whole page.

Fig.4 MP of Wilson disease

1.2 Disease network

First, users need move the cursor to the “NETWORK” button in the




navigation bar on the home page (Fig.5).

PHENOTYPE

PedAM: Pediatric Disease Annotations & Medicines GENE
Each year, there are a significant number of children aro) DISEASE PAR uence of the misdiagnosis and ineffective treatment of various diseases,
and its relevance for understanding, diagnosing, and treating pediatric

without clear clinical descriptions of the affected child
disease will be dropped. Considering there is no existing standardized pediatric database. And to fully make the precision medicine come true in the clinical

Fig.5 Network button

Our website provides three different networks to draw, they are follows:

1.2.1 Phenotype network

Users can get to the phenotype network page by clicking the

‘PHENOTYPE’ button (Fig.6).

HELP&FAQ~

SUBMIT CASE ~

Disease-Phenotype Network (For a better performance, if the number of items more than 70, then only show the overiap items)

biotinidase deficiency [+ Y

A Disease @ Phenotype of Disease | @ Overiap Phenotype @ Phenotype of Disease Il

Fig.6 Phenotype network page

On this page, users can query their interested disease with ‘Search’

button (Fig.7).




Disease-Phenotype Network (For a better performance, if the number of items more than 70, then only show the overiap items)

biotinidase deficiency [+ B Click the below link to show the network

Ray rated Phenotype-based Disease Similarity Rank By \enotype-based Disease Similarity
cana ase (0.134) asph jorum (0.261)

metachromatic leukodystrophy (0.118) hhv-6 tis (0.197)

cerebral creatine deficiency syndrome 2 (0.105) pediatric non-hodgkin lymphoma (0.159)

central neurocytoma (0.103)

hereditary central diabetes insipidus (0.099) jabetic encephalopathy (0.148)

krabbe disease (0.099) ring chromosome. 20 (0.145)
visceral steatosis (0.091) cerebellar ataxia (0.14)
dravet syndrome (0.09) arts syndrome (0.138)

best vitellform macular dystrophy (0.086) canavan disease (0.136)
citrulinemia (0.086) neuritis (0.129)

A Disease @ Phenotype of Disease | Overlap Phenotype Phenotype of Disease Il

Fig.7 Biotinidase deficiency page

The returned search results contain two parts: the diseases ranked by
curated phenotype-based disease similarity displayed on the left of the
webpage and the disease ranked by all phenotype-based disease
similarity displayed on the right of the webpage. Users can choose the
entry for the phenotype they want to research.

After users click an entry in the two lists, the disease-phenotype network

will be displayed at the bottom half of the webpage (Fig.8).

< ix} wnimd.org C LN
krabbe disease (0.099) ring chromosome 20 (0.145)
0089 oo .0.14)

m macular dysirophy (0.086)
(0.086)

A Disease @ Phenotype of Disease | @ Overisp Phenotype @ Phenotype of Disease Il

nguritis

Fig.8 Network forbiotinidase deficiency and neuritis
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1.2.2 Gene network

Clicking the ‘GENE’ button will lead users into gene network page (Fig.9).

=)

T
P s

SUBMIT CASE

HELP&FAQ~

Disease-Gene Network (For a better performance, if the number of items more than 70, then only show the overlap items)

marfan syndrome B  sew

A Disease @ Gene of Disease | @ Overiap Gene @ Gene of Disease Il

Fig.9 Gene network page

On this page, users can query their interested disease with ‘Search’

button (Fig.10).

>

SUBMIT CASE ~ HELP&FAQ~

Disease-Gene Network (For a better performance, if the number of items more than 70, then only show the overlap items)

marfan syndrome n Search lick the low link

Rank By Curated Gene-based Disease Similarity Rank By All Gene-based Disease Similarity
aortic disease (0.551) thoracic aortic aneurysm (0.235)
tumer syndrome (0.475) aortc disease (0.192)

thoracic aortic aneurysm (0.378) aortic aneurysm (0.184)

asphyxia neonatorum (0.36) ehlers-danlos syndrome (0.16)
inguinal hernia (0.324) heart valve disease (0.143)

mass syndrome (0.321) mitral valve disease (0.141)
osteonecrosis (0.317) intracranial aneurysm (0.127)
aspiration pneumonia (0.306) Intestinal pseudo-obstruction (0.124)
extrinsic allergic alveolits (0.287) renal artery disease (0.123)

multiple chemical sensitivity (0.287) aortic valve insufficiency (0.121)

A Discase @ Gene of Disease | @ Overlap Gene @ Gene of Disease Il

Fig.10 Marfan syndrome page

The returned search results contain two parts: the diseases ranked by

curated gene-based disease similarity displayed on the left of the




webpage and the disease ranked by all gene-based disease similarity

displayed on the right of the webpage. Users can choose the entry for

the gene they want to research.

After users click an entry in the two lists, the disease-gene network will

be displayed at the bottom half of the webpage (Fig.11).

unimd.org

nia (0.306)
s (0.287)

Disease Gene of Disease | @ Overlap Ge G D I
Overlap Gene (17)
Entrez_id Symbol

4633 MYL2

93649 MYOCD

4313 MMP2

10343 PKDREJ

4318 MMP9

1030 CDKN2B

28999 KLF15

23657 SLC7A1

22909 FAN1

4843 NOS2

2201 FBN2

1278 COL1A2

1636 ACE

8086 AAAS

1281 COL3A1

2006 ELN

7046 TGFBR1

marfan syndrome (75)

ASCAPE.ORG

Fig.11 Network for marfan syndrome and intracranial aneurysm

1.2.3 Disease Pair Network

The “DISEASE PAIR” button will let users get into the disease

network page (Fig.12).

pair




mmmmmmmmmmm biotinidase deficiency Curated Phenotype All Phenotype Curated Gene All Gene

Disease @ ltems of Disease | Overlap Items Items of Disease Il

Fig.12 Disease pair network page

There are two search boxes on this page, users can input their interested
disease pair in those two boxes. Then users can click each of the four
buttons on the right of those two boxes to view the network that they
are interested in. The button “Curated phenotype” will show the curated
phenotypes that are related to the disease pair. The button “All
phenotype” will show the overlapped phenotypes that related to the
disease pair.

Button “Curated gene” will show the curated genes that are related to
the disease pair. The button “ALL GENE” will show the overlapped genes

that are related to the disease pair (Fig.13).
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HELP&FAQ~

Disease Pair Network (For a better performance, if the number of items more than 70, then only show the overlap items)

e e~ Cvmssmenne  Mmew  Grsssoms Moww

A Disease @ Items of Disease | @ Overlap Items @ Items of Disease Il
Overlap Gene (3)
Entrez_id Symbol I
7166 TPH1
6 3 2 3 6323 SCN1A
MED19

rett syndrome (232)

Entrez_id Symbol

FMR1

ROBO2

EMX2

BPTF

PRPF3

omP

AR

UNC80

SNURF

Gu3

SYP

EPC2

GPRIN2

Fig.13 Overlapped genes of rett syndrome and biotinidase deficiency

1.3 Submit case
Clicking the “SUBMIT CASE” button in the navigation box below on the

home page will open a new page shown as Fig.15.

NETWORK ~ SUBMIT CASE ~

SUBMIT CASE

Fig.14 Submit case button

Then the following page will show up (Fig.15):

NETWORK SUBMIT CASE ~

‘Submit Case

PedAM(Pediatric Disease Annotations & Medicines)

Ciinical data of pedigree (patients, their parents, brothers/sisters, grandparents) are important information for us to carmy out an accurate diagnosis and treatment of rare
diseases. Our o those patients - We wil the

clinical data submission of patient's pedigree and provide free service for related disease diagnosis, which eventually wil improve treatments and betier medical services to
patients. We will keep strictly ie it Thank you for your ion.
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Fig.15 Submit case page
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Users can upload their cases into our system through this page. The
users must input your name, E-mail, disease and case files and the
requirements bar is an option part.

Users can click the “Browse” button to choose the file she/he wants to

upload.

2. Contact information
If users have any questions about the use of the website, please

contact us with the E-mail: pedam_web@126.com.
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