Supplementary Table SL. List of inherited metabolical diseases with Taboratory Treatment options (1 applicable), OMIM references and IEMbase ID.
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DISORDERS OF NITROGEN-CONTAINING COMPOUNDS (1=25)
Disorders of pyrimidine metabolism
cAD utnctonal potei deciency o | o [ammoss [E— Putinesand pyrnidines (U, Siotansters (5) Possily idine si657 | Enonor
Uritine monophasphate synhase deticiency s | ar|Ansoooss e, megalblstc Putnes and pyrmiines ) Undine 256000 | ENonos
pyrimidine.5-nucieotidase | defciency NTSC3A | AR |Basophiic sippling Anemia, nom-spherocyic, hemolytc Uric acid (U) Giutathione (RBC) Uridine, possibly ribose 2661206062 | igvo00s
TP pyrophosphatase deficency our AR Pancyopenia Bone marrow aplasia Macrocyosis onA 601266 | IEM1084
Disorders of purine metabolism
[deryae inase 1 getcincy i | AR |sescphiicsipaing Anemia, non-spherocyic hemayic denyate Kinase aciviy (€9, DNA sizes1 | Ewooro
| Adenylate kinase 2 deficiency AK2 AR Leukocytosis DNA 267500 IEMO0020
[Adenosine deaminase superactiity AOA AR Anemia, hemolyic Lymphopenia Puines (U) ERT, HSCT, gene therapy Gosose | IEM1274
INUDT15 deficiency NUDT15 AD Leukocytosis DNA 615792 EM1277
Disorders of glutathione metabolism
camma guamyrstine synveass dettency cic | m Pe—— Hemogioin (), Retcloytes (3, Ghiatrione (R3C) Ao g at repte ey s 0 GO deiency 200 | tewooss
luatons synhetase defcency ass an anermia hemaiyic S0mine 1) Hamogiin @) Retdootss 2 Glation (RE0) Lacite ) e Bohoets et bl el oo Gar ey | T
Glutathione reductase deficiency GSR AR | Anemia, hemolytic. Glutathione (P), Bilirubin (P) 138300 IEMO053
Disorders of ammonia detoxification
| Omithine transcarbamylase deficiency otc LX Coagulopathy 'Ammonia (B), ASAT/ALAT (P), Urea (P), Amino acids (P), Orotic acid (U) Protein restriction, ammonia scavengers, citrulline, liver transplant 311250 IEMO058
[arginase 1 defciency ARGL AR Coagulopathy Ammonia (8); Amino acids (P); Orotc acid (U) Protein restiction, ammonia scavengers 207800 | iEMO06L
[E— acman| [E——— oo [ ———— [P v p————————— L] e
Disorders of amino acid transport
Lysinuric protein intolerance [stem [ a | [ [ [ [ [ Hemophagocytoss [ [ Aminoacids (2. ). Ammoria (), Feriin (), Lipd pane (5), Orotc acid V) [rotin resticion, ammoria scavengers cirutine 222100 | iemooro
Disorders of sulfur amino acid and sulfide metabolism
5 adenosythomocysteine hycrolase deficiency [aner [ a | [coaguiopainy [ [ [ [ [ [sam & 52t (). Amino acids ) [Methirine o proein restited die. phosphatidchaline and creatine o752 | iEmoio
Crsationine betasymhasedefcency IENEN | | | [ | | | —— Pydoure wiami B12 e, o o it - ystene;boiane: w0 | ouce
Disorders of branched-chain amino acid metabolism
cylopenia | Amino acids (P), Organic acids (U), Acylcamitines (DBS, P), Acylglycines (U),

soveleryl-CoA denydrogenase deficiency vo AR Tromoocyopenia Leukoeytosis A e (0 Oxgeni acds (0) Aofcarnines (006, ). ackaucnes ¢ Protein restricted dietL Camitine: Glycine 213500 | iEmo113
3-Methylglutaconyl-CoA hydratase deficiency AUH AR | Thrombocytopenia Organic acids (U), Acylcamitines (P,DBS) Protein restriction, L-carnitine 250950 IEMO118
ropioic s dus 1o proponytCon carborase subun it dekcency poca | e Neuiroperia Hemophagocyioss eines (U, Amino acid (F), 65 . ) Low proten Gt L-Carmine aoute management of mmone e | 50000 | tewoizs
aponicacdemia due t proploryCo carbofase subur bea defency vocs | m oemia Neuoperia e —— vo59) Low prtin e L Camiine aclomanagement o e oreTe | 52000 | worzs

iduria due to oA MMUT AR Anemia Neutropenia | Amino acids (P); Organic acids (U); Acylcamitines (U, P, DBS); Anion gap. Low protein diet, L-Camitine , vtamin B12, acute management of 251000 | IEMO127

cises. orthotopic iver ransplant
Disorders of proline and ornithine metabolism
E3Es I m— I I I e \ T
Disorders of serine metabolism
Disorders of glycine metabolism
Anemia, sideroblasiic
Mitochondrial gycine transporter defciency sicasass| AR Anemia, microcytic, hypochromic Ferin (5) 205050 | iEmo101
Anemia, microcytc

DISORDERS OF VITAMINS, COFACTORS, METALS AND MINERALS (n=41)
Disorders of lipoic acid and iron-sulfur metabolism
Giutaredoxin 5 deficiency GLRXS AR Anemia, sideroblasic Feritin (), Transferin (S), Lactate (P), Amino acids (P) 205050 | IEMO197
[A8ca7 deiiciency A7 X Ringed sideroblasts on bone martow Protoporphyrin (E€) 01310 | iEmoz02
st cetcency we | Dhseminaed st Cacts ) sootes | wiizs
[— e | A roomin ooogle Wyogibin U Lactts ), Organi ks 0 susss | ewias
Disorders of cobalamin metabolism
Intinsic factor deficiency CBLIF AR |Neutrophils, hypersegmented Anemia, megaloblastic Pancytopenia ;:;“?S")"S‘e'"e (P). Amino acids (P), Organic acids (U). Holotranscobalamin (P), Vitamin 261000 | IEM0205
Cubilin deficiency cueN AR Neutrophils, hypersegmented Anemia, megaloblastic Pancytopenia ;?é";’s':)ys‘e'"e (P). Amino acids (P), Orgaric acids (), Holotianscobalamin (P), Vitamin 261100 | IEM0206
[Amnionless deiciency AN AR |Neutophils, hypersegmented Anemia, megaloblasiic Pancyopenia Homocysteine (P); Organic acids (U); Vitamin B12 (S) Hydroxycobalamin IM 261100 | iEM0207
Transcobalamin 2 deficiency TNz AR |Neutophils, hypersegmented Anemia, megaloblasiic Pancytopenia Amino acids (), Organic acids (U), Holotranscobalamin () 275350 | IEM0209
otymaloni aciduta and homocystnura, o e vBRoL | AR |Neuvopnis, npesegmeniza nemia, megaiobisic Aminoacids (), Orgaric acds (U). Acyearmiines (O3S, ) ey (), SAWSAH P, |y monaiamin om0 | Ewozss
Methymalonic aciduria and homocystinuria, cbl type Ascos AR |Neutophils, hypersegmented Anemia, megaloblasiic Amino acids (P), Organic acids (U), Acylcaritines (DBS, P), tHoy (P), SAMISAH (P) | Hydroxycobalamin 64857 | IEMo212
Methyimalonic aciduria and homocystinuria, cbiC type MMACHC AR Neutrophils, hypersegmented Anemia, megaloblastic :;'2‘::‘{‘50“:2‘;‘5‘?;' (P). B12(S), Blood count, Organic acids (U), Acylcaritines (DBS, :g,'“:;"’:‘;‘\:?:g‘r'"";;‘::“:je’l‘:‘v:"; ?f; st:;;r:‘“‘;':“a:gn’;m‘e‘" restriction: 277400 | IEMO213
Epi-cbic o AR [Neutrophils, hypersegmented Anemia, megaloblastic SAM (P.CSF), Amino acids (P), Organic acids (U), Acylcamitines (P.DBS) Hydroxycobalamin COSILLTET | ozt

iduria and cblD type MMADHC AR Neutrophils, hypersegmented Anemia, megaloblastic Pancytopenia SAM (P,CSF), Amino acids (P), Organic acids (U), Acylcamitines (P,DBS) betaine 277410 IEMO0215
Methionine synthase reductase deficiency-chlE MTRR AR Anemia, megaloblastic SAM (P,CSF), Amino acids (P), Organic acids (U) Hydroxycobalamin, Betaine; Folinic acid 236270 IEMO0216
Methionine synthase deficiency uTR AR Anemia, megaloblasiic SAM (P.CSF). Amino acids (P), Organic acids (U) Hydroxycobalamin, Betaine: Folinic acid 250000 | iEMO217
Methylmalonic aciduria, cblA type MMAA AR Pancytopenia Amino acids (P), Organic acids (U), Acylcamitines (P.DBS) Hydroxycobalamin injections, low protein diet, L-carnitine 251100 IEMO218
Methylmalonic aciduria, cbiB type MMAB AR Pancytopenia Amino acids (P), Organic acids (U), Acylcamitines (P.DBS) Low protein diet, camitine, hydroxycobalamin, ammonia scavengers 251110 IEMO0219




Supplementary Table SL. List of inherited metabolical diseases with Taboratory Treatment options (1 applicable), OMIM references and IEMbase ID.
D(:\S:"z':;’ Cop M=z Ab"'ﬁz;:;‘l’::y"" Coagulation abnormalities Anemias Abnormal blood count Hypercoagulability Marrow abnormality Other Diagnostic markers Specific treatmnt oMM 'EZ’T:E
Methylmalonic aciduria and homocystinuria, cbiX type HCFC1 XL Macrocytosis AAmino acids (P), Organic acids (U), Acylcamitines (P.DBS) 309541 IEM0220
duria and THAPLL | AR Macrocytosis Amino acids (F), Organic acids (). Acylcanitines (P.DBS) 600119 | IEM1125
duria and dueto nF1a3 AR Macrocytosis Amino acids (F), Organic acids (). Acylcaitines (P.DBS) 603433 | IEM1256
Disorders of olate metabolism
Proton-coupled folate transporter deficiency SLC46AL AR Anemia, megaloblastic Pancytopenia Folate (S), 5-Methyl-THF (CSF), Blood count (B), Immunoglobulins (S) 229050 IEMO0221
5,10-methylenetetrahydrofolate reductase deficiency MTHFR AR Thromboembolic episodes Amino acids (P); Homocysteine (P); 5-Methyitetrahydrofolate (CSF), Folate (S) Betaine, folinic acid or mefolinate, vitamin B12 , vitamin B6 236250 | [EM0223
‘Anemia, megaloblastic
s, MTHEDL | AR Hemolytic uremic syndrome Thrombocytopenia Amino acids (P); Homocysteine (P); S-Methyletrahydrofolate (CSF), Folate (5) 172060 | iEmo224
@ypical)
reductase deficiency DHFR AR Anemia, LOH (P), Hb (&), Folates (8, CSF) Folini acid 126060 | IEMO225
Folate vansporter 1 deficiency sicion | AR Anemia, megaloblasiic Homacysteine (P), Hemoglobin (8) o0e2e | IEMI254
Disorders of thiamine metabolism
Disorders of niacin and NAD metabolism
S E——— [we [ = ] I I = I I I o \ B
Disorders of pantothenate metabolism
Disorders of vitamin K metabolism
ey carbiase cotconcy csox | leeing enency Coaulaton factors (Bood) 2rraso | Ewozrs
Vitamin K eposide reductase defiiency VKoRCL | AR Bleeding tendency Coagulation factors (Blood) o773 | iEMO272
Microsomal epoxide hydrolase deficiency EPHXL AR Anemia il acids (5) corras | iEMO273
bisorders of copper metabolism
o - s | an Conguopaty e, b Tombecyopenia Leukotosis ASATALAT (P Copper (5, U Cendopasin 5 Penclamine wit pydoine :Tienine  Zin uphate arrsco | iewazro
c alpha v disease) ATPTA AR Anemia Neutopenia Copper (S, U). Ceruloplasmin (5) Copper chioride or L-histidine IV or SC 300400 | IEMO260
Disorders of iron metabolism
Hereditary ceuloplasmin defiiency cp AR Anemia, microcytc Ceruloplasmin (), Feriin (5) 04290 | lEmoz02
Matripirase 2 deficiency TMPRSSS | AR Anemia, microcytc Ferritin (), Transferin saturation, Hepeidin (P) 206200 | fEM0293
Hereditary ransfertn deficiency " AR Anemia, hypochromic on L1 200300 | fEMo0294
Transtertin receptor deficiency TFRC AR Anemia Neutropenia 8 cells, circulating (B), 19G(S) 616740 | IEM0295
Divalent metal ransporter 1 deficiency sicurz | AR Anemia, microcytc ron (5, L, Transfertn saturation, Feriin (5) 206100 | iEMO296
BMPG deficiency BMPG Iron overload Feriin (5) 112266 | IEM1448
Endosomal ferireductase deficiency sTEAP3 | AD Anemia, microcyic, hypochromic Iron overload ona 615224 | IEM1445
Disorders of zin metabolism
P ——— [rom] = ] I I I I I o \ [ [ewms
DISORDERS OF CARBOHYDRATES (n=18)
Disorders of carbohydrate transport and absorption
Disorders of the pentose phosphate pathway and polyol metabolism
e ———— (e [ %] I I I I I Ty —— [ [ o
EEEN | —— | | = e e LT e [aoon [ evm
Giycogen storage diseases
ccose-sprosphat ansporeraeiency sicama | lceding endency Neuropenia ASATIALAT (P), K (P, Lacite (P, Glcose (), Boidase (%) Freuent mets. uncooked comstarch fgrastn (6-CSP. newrovenia [ gz | tenoass
[Aiphaglucosidase deficiency (Pompe disease) can AR |Vacuolated lymphocytes ASATIALAT (P), CK (P), Glycogen (M) Alglucosidase alpha 232300 | IEMo3S6
Lysosome-associated membrane protein 2 deficiency (Danon disease) Lawp2 XU [Vacuolated lymphocytes ASATIALAT (P), CK (P), Glycogen (M) 300257 | fEmoz67
HOIL1 interacting protein defciency RNF3L AR Anemia onA 612087 | lEMIL35
Disorders of gluconeogenesis
Disorders of glycolysis
Hemolyic anemia due o hexokinase 1 deficiency HiL AR Anemia, hemolyic Birubin (), Blood count (B), DNA 25700 | tEmoars
lucose-sphosphate somerase dfiiency ol ” Anema. hemolyic Sibin, unconugated (7). Hemoglobin (8), Retulonyes (8), Ensyme vy siss0z | iEmosTo
Muscle phospholructokinase deficiency (Tarui disease) PRKM AR Anemia, hemolyic CK (P), Giycogen (M), Uri acid (P) 232600 | iEmoze0
[Aidolase A defciency ALDoA AR Anemia, hemolyic Biirubin (), Reticulocytes (B) Aldolase A (EC) suee1 | IEMoseL
Tiosephosphate isomerase deficiency i AR Anemia, hemolyic Dihycoxyacetone phosphate (Ec) 615512 | iEMosez
Tiosephosphate isomerase deficiency TP AR Anemia Dihycoxyacetone phosphate (Ec) 615512 | iEMosez
Phosprogiycerate kinase deficiency PoK1 X Anemia, hemolyic Retculocytes (8) 300653 | IEMo383
oyrvate kinase deficiency KR | AR |spiculatedred cells Anemi, hmolyic Trrombosis Sibin, uncoriugated (P)Fertin (), Hemogloin (8, Retulonyes 8) 2sc200 | Ewoses
Bisphosphoglycerate mutase deficiency BPGM AR Anemia, hemolyic Hemoglobin (8) 222800 | iEmesL
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MITOCHONDRIAL DISORDERS OF ENERGY METABOLISM (n=31)
Disorders of the Krebs cycle
Disorders of mitochondrial carrers
Disorders of complex I subunits
bisorders of complex Il subunits
Ey— [ =] I \ \ \ [ \ [ [
Disorders of complex IV subunits
E——— [on] = ] I \ \ \ [ [ \ [ [ovs
Disorders of complex IV assembly and ancillary proteins
S ———— [ow] = ] I \ \ \ ep— \ ] o
[S—————— [oom | =] oo \ \ \ \ S ——— \ s
Disorders of complex V subunits
Disorders of and
pw——— c= | = ] I I m— I I m— [ [ [
Disorders of mitochondrial DNA depletion, multiple deletion, or intergenomic communication
o | ] I I I —— I = p———— \ [ oo
EaEs | \ \ \ e \ [ |
Disorders of mitochondrial transcription and RNA transcript processing
aading RNAuclotanstease defciency T | A e — 146 serum), Amino acids () ci6050 | tenosor
pseudouridine synthase 1 defiiency pusL AR Anemia, sideroblastc Lactate () 600462 | lEmos1L
™ TRMU AR Coaguiopathy Lactate () 613070 | lEmos14
e | Cmprepen o 705250 ez
Miochondial RNA polymerase deficiency POLRMT Thrombocytopenia Lactate (P), 5Methyt THE (CSF) o778 | lEmisa
Mitochondrial ribosomopathies
bisorders of mitochondrial tRNA incorporation and recycling
Mitochondrial leucyRNA synthetase deficiency Lars? AR Anemia, sideroblastc Lactate (°) 61500 | IEMOS60
Mitochondril seryRNA synthelase deficiency sars2 AR Pancytopenia Lactate (P), Uric acid (S) 613845 | IEMOSE3
Mitochondiialtyrosyl-tRNA synthetase deficiency vaRs2 AR Anemia, sideroblastc Lactate (P), Blood count 613561 | IEMOS64
Mitochondrial tyrosylRNA synthetase defciency vaRs2 AR Anemia Lactate (P), Blood count 613561 | IEMOS64
Adeliciency QrsLL AR Anemia Lactate (°) 617200 | iEMoS69
C deficiency Gate AR Anemia Lactate (°) 617210 | iEMOSTO
8 deficiency cATe AR Anemia Lactate (°) 603645 | IEM1IS
Disorders of mitochondrial phospholipid metabolism
ratzai deicency @art synaome) [ | x ] [ [ [europenia [ [ [ cids 0, iid panel ), urnaysis, 3 iiuaconi acid ). [ B
[ | | [ \ \ \ \ Ey— \ o [
Disorders of mitochondrial protein import
[owes] =] I [—— I [ Ty pr——— [ e
Disorders of mitochondrial protein quality control
cLPB deficency ciee AR Neutopenia onA 6l6271 | IEMOS94
HSPA9 deficiency HSPAY AR Anemia, sideroblastic Ringed sideroblasts on bone marrow Bone marrow stain; DNA 182170 | IEMOSO7
|Oxal-like deficiency OXAIL | Anemia Amino acids (P), Iron (S) 601066 IEM1543
ther disorders of mitochondrial homeostasis
[on | = ] I pop— \ [ \ e \ [ e
DISORDERS OF LIPIDS (n=21)
Disorders of faty acid oxidation and transport
sotted defincy ofong chain 3ydroxacy Con cenyarogenase [wom [ w0 | [ [ [ Hemophagocyioss [ Orgric seids (1) Aylanines (005, P) ASKTALAT (7). O () Lacite ©). [ gquan s, -t s, MCT supplemertaion: heptarn B
ES————— [ | | | \ \ \ [ \ [ |
bisorders of cytoplasic triglyceride metabolism
Lin 2 dciency (uaeed syncrome) wne | e P o cooezs | Ewosse
Diacylglycerol acylransterase deficicncy DeATL AR Anemia ASATIALAT (P), Albumin (5), 196(S) 615863 | IEMOBS
o158 deiciency ABHDS AR |Vacuolated lymphocytes ASATIALAT (P) 275630 | IEMoBS0




Supplementary Table S1. List of inherited metabolical diseases with laboratory treatment options (if applicable), OMIM references and IEMbase ID.
Disorder Inheritanc Abormal blood cell IEMbase
Gene Coagulation abnormalities Anemias Abnormal blood count Hypercoagulability Marrow abnormality Other Diagnostic markers Specific treatmnt OMIM
(n=264) e morphology code
) Vacuolted granulocytes wih i
|Adipose triglyceride lipase deficiency PNPLA2 AR droplets (Jordans' anomaly) CK (P) 610717 IEMOB61
bisorders of non-mitochondrial phospholipid metabolism
bisorders of eicosanoid metabolism
Thromboxane synthase deficiency TBXASL AR Anemia Thrombocytopenia Leukocytosis ONA 231095 | IEMOGS4
; 01001159
Prostaglandin transporter deficiency SLCO2A1 AR | Anemia DNA 00:259100 IEMO0686
Cytosolic phospholipase A2a deficiency PLA2G4A AR | Anemia DNA 600522 IEM1072
Disorders of phosphoinasitde metabolism
Z60ER06160
Phosphatidylinositol 3-kinase regulatory subunit 1 deficiency (SHORT syndrome) PIK3R1 AD Lymphopenia 1gG; IgA; IgM (S) 05 IEMO700
5010406107
Scavenger receptor B1 deficiency (SCARB1) 'SCARB1 AD, AR Platelet function, abnormal HDL cholesterol (P)CI 62 IEM1039
Disorders ofipoprotein metabolism
Acanihocylosis 2001003571
i I :
Cytoplasmic granules (stocytes)
| Apolipoprotein E deficiency APOE ‘ AR Sea blue histiocytes | Thrombocytopenia Lipid panel (S) ‘Statins, niacin, fibrates. 617347 IEMO725
Disorders of cholesterol biasynihesis
T o T
Mexaonate rasedettency wi | snenia L— Leukooyoss Leucotiens (°), Organi ks 0 e el
Disorders ofsteroid metabolism
MIRAGE syndrome saos | w0 | Thrombocytopenia Steroids (P), Conicotropin (7) [ [ evoss [ remaor
Disorders ofbie acid syrthesis
38 Hycrony:05-C27-steroid dehycrogenaseisomerase deficiency wsoss7 | AR Vi K responsive biceding Bile acids (.U, Bilrubin, conjugated P);Vitamins DIE corres | iemorre
Oxysterl Tanycrontase deficency crerer | ar Vi K responsive biceding Bile acids (U), Sterols (P), Vitamin € (°) Chenodeaxycholic aci, lver uansplant 6ot | iemores
sterol 27-hydroase deficiency P AR Foam cells Lipid panel (S); Sterols (P); Cholestane pentol glucuronide (U); acid, HMG-CoA . low density 213700 | IEMoTE2
) lipoprotein apheresis
- etntacytCon racemase defiency avacR | AR Vi K responsive biceding Bile acids (U), VLCFA (P), Vtamins DIE (7) Cholic acid 6oty | IEmo783
Congental il acd synthesi defect ABCD3 nscos | Am nemia Bile acids (P), ASATIALAT (), ron (5) su6278 | lEmuigr
STORAGE DISORDERS (n=29)
Neuronal ceroid lipofuscinosis
CLN3 disease CLN3 AR Vacuolated lymphocytes. Peripheral smear, DNA In trial gene therapy (NCT03770572) 204200 | IEMOB21
Sea blue histocytes
Sohingolipidoses
Glucocerebrosidase defiiency (Gaucher disease) ceA AR nemia Thombocyoperia Foam cells Glucosylsphingosine (8); Chitiosidase (8) Enzyme replacement herapy, substate reduction, bone marrow 230800 | 1Emos22
(Gaucher disease-like disorder due o saposin C deficiency psap | AR nemia Thrombocytopenia Foam cells Sulfaides (U), Prtein (CSF), Lysosomalenzymes (08S) 610509 | IEM083
et ptingomyetnase deieney sweor | Pancycpena Foam cets [ ——- 7205 eyi0530
Beta galactosidase-1 defciency (Morquio syndrome type 8) o ar|Vacuolaedympnocyes Foam cells Oligosaccharides (1), Lysosomalenzymes (0BS) In tial gene therapy (NCT03952637) 0500 | Emosas
beta (Sandhot cisease) WEXe | AR |Vacuolated hmphocyies Foam cells Oligosaccharides (1), Lysosomalenzymes (0BS) 268800 | IEMO837
cia . shenaty Asan | ar Foam cells Lysosomal enzymes (08S) 220000 | temosas
Combinded saposin defiiency psap | AR Foam cells Sulfaides (U), Prtein (CSF), Lysosomalenzymes (08S) w21 | iemosar
Oiigosaccharidoses
[ pha-neuraminicase detcrency NEUL | AR |Vacuolated hmphocyies Foam cells Oligosaccharides (1), Lysosomalenzymes (0BS) 256550 | IEMoB48
Cathepsin A defciency crsa | AR |Vacuolated hmphocyes Foam cells Oligosaccharides (1), Lysosomalenzymes (0BS) 256500 | IEMOB4
[pha-mannosidase 8 deicency WANZBL | AR |Vacuolated ymphocytes Foam cells Oligosaccharides (1), Lysosomalenzymes (0BS) ( afay HeT 248500 | IEMoss0
Betamannosidase defiiency wanen | Ar Foam cells Enyme actiy (DBSWEC), Oligosaccharides () 28510 | iEmoss
[pha L ucosicase deficency FUcAL | AR |Vacuolated hmphocyies Foam cells Enyme actiy (BSWEC), Fucose (U) Bone martow vansplant 230000 | IEmossa
nspargiucosaminicase deficiency Acn AR |Vacuolated hmphocyes Enzyme aciviy (DBSWBO), Asparyiglucosamine (U) 208400 | tEmossa
Mucolipidoses
o -N-acetyglucosamine: - phosphatransierase subunit alphabeta defciency owens | w | [ [ [ Foam cells [ [otgosacerarse . Gyeosaminogeans, nyme acivy ) [ B
wucolpin 1 deficiency woo | w | | ‘ ‘ Foam cells ‘ [o asaren ) ‘ EE
Mucopolysaccharidoses
| Alpha-iduronidase deficiency IDUA AR (Alder) Reilly bodies Total GAGs (U), Dermatan sulfate (U), Heparan sulfate (U), Enzyme cel (HCT), enzyme replacement therapy 607014;6070 IEMO858
(laronidase) 15607016
Iduronate 2-sulfatase deficiency (Hunter disease) DS XL (Alder) Reilly bodies Total GAGs (U), Dermatan sulfate (U), Heparan sulfate (U), Enzyme Enzyme repl py (i 309900 IEMO0859
Heparan N-sulaase deficiency (Sanfiippo A) et | AR |(aiden Reily bodies Mucopolysaccharides (U; Enzyme assay (DBS, L, F) Clial el wih nacerebroventrculas nfusion of chimeri usion of 252000 | Emose0
He Iph: y IpPpC HGSNAT AR (Alder) Reilly bodies Mucopolysaccharides (U); Enzyme assay (DBS, L, F) 252930 IEMO862
6- (¢ ippo D) GNS AR (Alder) Reilly bodies Mucopolysaccharides (U); Enzyme assay (DBS, L, F) 252940 IEMO0863
-sulfatase (Morquio A) GALNS AR (Alder) Reilly bodies Total GAGs (U), Keratan sulfate (U), Enzyme activity (WBC) Elosulfase 253000 IEMO864
N-acetygaiactosamine -sulatase deficiency ARSE | AR |(aiden Relly bodies Total GAG (), Dermatan sulae (U), Enzyme actvty (WEC) Galsulase 23200 | Emoses
etagucuronidase deficency (S disease) cuse | AR |(aicen Reily boces Total GAG (1), Dermatan sulae (U), Heparan sufate (), Enzyme actiy (S, WEC) | Vestonidase 23220 | emoser
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Mucopolysaccharidosis-plus syndrome VPSIIA AR |Granulation in lymphocytes Anemia Thrombocytopenia o e hypoplasia Mucopolysaccharides (U), Oligosaccharides (U) 617303 | IEMOBSO
Disorders of ysosomal cholesterol metabolism
e ik dscase ype 1 e R E e — S s S — it oormenal caecl o msnous 2yosponties: | s | eosno
Niemann-Pick disease type C2 NPC2 AR Sea blue histiocytes. Blue histiocytes Oxyterols (P), filipin test (F) 607625 IEMO871
Lysosomal acid lipase deficiency (Wolman disease) uPA AR [spiculated red cells Anemia Thrombocytopenia Hemophagocytosis Lipid pane (S). . Enzyme acivy (5) Enzyme replacement therapy 278000 | iEMOT2
DISORDERS OF TETRAPYRROLES (n=8}
Disorders of heme metabolism
Erythroid S-aminolewwinate synthase deficiency ALas2 X Anemia, microcyic, hypochromic Syderoblasts (bone martow) Porphyiins (UREC) 300751 | lEmores
Uroporphyrinogen il synthase deiciency URos AR Anemia, microcytic, hypochromic Porphyrins (U, REC, stools) Bone marrow transplant 263700 | iEMoO790
Ferochelatase deficiency FECH A0 e s Free protorphyrin (RECY; Fluorescence scanning (7) Afamelanoiide 177000 | iEmores
T detcency oL | x s, mcrocyic Trombocyopena Redculooytes B)C evorss
NADH-cytochrome b reductase deficiency cvesks | AR Methemogiobin onA 250800 | iEmoros
Cytochrome bs deficiency cvesa AR Methemoglobin Steroids (7) 250790 | temores
Heme oxygenase 1 deficiency HMOX1 AR Anemia, hemolytc: ona 614034 | IEMOBOD
L deficiency cipx 20 Anemia, microcytic, hypochromic Protoorphyiin (REC) 618015 | IEM1189
|ICONGENITAL DISORDERS OF GLYCOSYLATION (n=45)
Disorders of N-inked glycosylation
wPlcoG el AR Coagulopathy Thrombosis Sialotransferins (5), Coagulation factors (P), Albumin (5) 602579 | IEMOS0S
bPAGTLCOG oRAGTL | AR Coagulopathy Sialotrasferins (5), Anthrombin I (7) 608093 | IEMOSIO
aLc1coe ALGL AR Coagulopathy Thrombocytopenia Sialotransfertns (S), IGG (P), B cells, circulating (lood), Protein C () 608540 | IEMOSLA
aLzcoe a2 AR Coagulopathy Factor XI (8), Salotrasterins (5) 607906 | IEMOSIS
aLGiicoe LG AR Coagulopathy Leukocyosis Factor XI @), Anithrombin 1 (°), Sialorasfertins (5) 613661 | IEMOSIS
RFT1.CDG RFTL AR Coagulopathy Thrombosis Sialotransferins (5), ASATIALAT (P), Coagulaton factors (P) 612015 | fEMO0L7
aLca-cos ALGa AR Coagulopathy Antitvombin I 9), Protein S (S), Sialowasfertns () 601110 | iEMosI8
aLGo-coe LG AR Coagulopathy Lipid pane (5), Salotransferrins (S), Albumin (5), Factor XI 8) 608776 | IEMOSIO
worzcoo wow | Conglopay Tromboorepera ASATIALKT () Glaose () L pare () St () G7 575 oo | Ewoo
aLGe-coe ALGs AR Coaguiopathy Factor XI 8), Salotrasferrins (S), ASATIALAT (°) 603147 | iEMOS2L
aLcscoe AGE | AD.AR Coagulopathy Anemia Thrombocytopenia CK (), Sialowansfertins (5), Albumin (S), Coagulation factors (¥) 608104 | IEMOSZ2
MGAT2-COG MGAT2 AR Bleeding tendency ASATIALAT (P), CK (P), Sialotransferrins (S), Coagulation factors (P) 212066 | 1EM0931
Coagulopathy
STT3B-CDG STT3B AR Thrombocytopenia Sialotrasferrins (S) 615597 IEM1193
pDOST-CDG DDOST AR Coagulopathy Factor XI (8), Proteins CS (S), Sialotrasferrins (S) 195076022 igminaoz
sicaticos st | an et voodng daness Anivombi (8, Factor 1), Sorastris 5) coros1 | tewnios
MAN2B2-CDG MAN2B2 AR Anemia Lymphopenia Sialotransferrins (S), C-reaktive protein, CRP (P), IgE (S) 618899 | IEM1549
Disorders of glycosylphosphatidylinositol biosynthesis
EXEN | | [ros | E———— [ [ mn
oo | o ] | | | T m— [Come [ ovomr
Disorders of dolichol metabolism
SrosA3-CDG sROSA3 | AR Coagulopathy Anithrombin (), Protein C (S), Sialotrasfertins (5) 612379 | IEMO%93
oPML.COG oPML AR Coagulopathy Factor XI (8), Salovasterins (5) 608799 | IEMOS9S
oPMacoG oPM3 AR Coagulopathy ASATIALAT (P), CK (P), Sialotransferrins (S), Dolichol-P-mannose (5), Factor XI 8) 612037 | iEMOS97
MPDULCDG MPDUL AR Coaguiopathy Sialorasterins (S), Antthrombin 1l (7) 609180 | IEMO998
Disorders of monosaccharide synthesis and interconversion
PGM1-CDG PGM1 AR Coagulopathy Thrombosis ASATIALAT (P), CK (P), Ammonia (P), Sialotransferrins (S), Antithrombin Il (P) 614921 | IEM1003
- rows | [T— Seloansirins ) Nomal 5. (oI5 cout ST 0,
Ubiquitous glucose-6-phosphatase deficiency G6PC3 AR Anemia Neutropenia Blood count; DNA 612541 | IEM1005
Disorders of Golgi transport
oo » ] . \ e \ \ [ [oe [oes
sicascicos [siemar [ ae | \ \ \ Nowopnite Newropht moiyoling 0 | zeszes | rewion
Disorders of vesicular traficking
Conserved oligomeric Golgi complex subunit 1 deficiency cost AR Thombocytopenia Sialovansferins (5) 611200 | EMI013
Component of COG complex 6 deficiency coce AR Hemophagocytosis ASATIALAT (P), CK (P). Lactate (P), Sialotransferins (S), Vitamins A, D. E. K () 06THELS | igmone
Conserved oligomeric Golgi complex subunit 8 defiiency cocs AR Coagulopahy Factor X 8), Protein C (5), Sialorasterins (S) 1182 | EMI018




Supplementary Table SL. List of nherited metabolical diseases with Taboratory reatment options (1 applicable), OMIM references and [EMbase ID.

D(:‘S:"z':;’ Cop M=z Ab"';’g;‘;:;‘l’:;y"" Coagulation abnormalities Anemias Abnormal blood count Hypercoagulability Marrow abnormality Other Diagnostic markers Specific treatmnt oMM 'EZ’T:E
3agunai 1 deficiency InGNL AR Neutropenia onA o102z | EMI019
Congenital dyserythropoietic anemia type 2 SEC23B AR | Anemia, dyserythropoietic Bilirubin (P), Acidified serum test, HEMPAS test 224100 IEM1020
Cohen syndrome VPS13B-CDG VPS13B AR Neutropenia Sialotrasferrins (S) 216550 IEM1023
Conserved oligomeric Golgi complex subunit 2 deficiency COG2 AR Coagulopathy Sialotrasferrins (S), Ceruloplasmin (S), Copper (S) 606974 IEM1199
| VPS45 deficiency VPS45 AR Neutropenia DNA 615285 IEM1413
INBAS deficiency NBAS AR Pelger Huet bodies Coagulopathy ASAT/ALAT (P), DNA 608025 IEM1415
Famillial hemophagocytic lymphohistiocytosis type 3 UNC13D AR Pancytopenia ASATIALAT (P), Neopterin (U), DNA 608898 IEM1419
Grey platelet syndrome NBEAL2 AR Bleeding tendency | Thrombocytopenia DNA 139090 1EM1432
Combined factor  and factor Vil deficiency type 1 from AR Bleeding tendency Coagulation factors (P) 227300 | tEm1433
Combined factor  and factor Vil deficiency type 2 w2 AR Bleeding tendency oNA 613625 | IEM1434
RINT1-CDG RINT1 AR ASAT/ALAT (P), DNA 618641 IEM1675
VPsaa deficiency vpsa AR Anemia oNA G008z | IEMISIE
bisorders of Golgi homeosasis
ATPoAP1.CDG ATPOAPL | XL Leukocytosis Sialowansfertins (S); Ceruloplasmin (S): Copper (S): G (5) 300072 | fEm1027
sLcarAdcDG sicaae | AD Coagulopathy Anemia Thrombocytopenia ASATIALAT (P), CK (P), Lactate (P) Glucose (P), Biotinidase (%) Frequent meals, uncooked comstarch, filgrastim EM1670
ATPoAP2.cOG AtPoAPz | XL Coagulopathy Sialowansferins (5), ASATIALAT (P) G (S): Factor XI 8) 300423 | IEM1028
METABOLISM OF HETEROCYCLIC COMPOUNDS (n=31)

Disorders of nucleotide and nucleic acid metabolism

TG superaciviy wews | o Uymphopenia CRP (P): nrfron simated genes ormrfron sgnaure (PBNO) EVUIOSRE | n niors (ofaciit) sis05a | Ewooss
2,5-Oligoadenyiate synthetase 1 deficiency onst A0 Leukocytosis 196(S). Leukocytes (8) 222100 | fEMOO3S
Equilbraive nucieoside wansporter 1 defciency sl | AR Augustine-null blood type: onA 1EMo0a0
Equilbrative nucieoside transporter 3 defiiency siczoms | AR Leukocytosis Enpthrocyte sedmentation rate; 9G (5) 602782 | IEMO0AL
Disorders of non-mitochondrial tRNA processing and aminoacyl-RNA synthetases

Disorders of ribosomal biogenesis

iinked dyskeratosis congenta oKe1 xR Thrombocytopenia onA 05000 | lEM1334
[Autosoma recessive dyskeratosis congenta type 1 NoLAZ AR Pancytopenia onA 20230 | temiass
[utosoma recessive ayskraiosis congenia e 2 oz | A Trombocyopena ona cisoe7 | Emisas
Nucleophosmin 1 deficiency NPML 20 Thrombocytopenia onA 164000 | IEM133T
biamond-Blackian anemia type 1 RPS19 A0 Anemia, macrocytic Retculocytes (8) 105650 | IEM1343
biamond-Blackian anemia type 3 RPS24 A0 Anemia, macrocytic Retculocytes (8) 610620 | IEM1344
biamond-Blackian anemia type 4 RPS17 A0 Anemia, macrocytic Retculocytes (8) 612527 | iEM1345
biamond-Blackian anemia type 5 RPLISA | AD Anemia, macrocytic Retculocytes (8) 12528 | IEM1346
biamond-Blackian anemia type & RPLS A0 Anemia, macrocytic Retculocytes (8) 612561 | IEM1347
biamond-Blackian anemia type 7 RPLIL A0 Anemia, macrocytic Retculocytes (8) 612562 | IEMI38
biamond-Blackian anemia type 8 RPS7 A0 Anemia, macrocytic Retculocytes (8) 612563 | IEM1349
biamond-Blackian anemia type 9 RPS10 A0 Anemia, macrocytic Retculocytes (8) 613308 | IEM1350
biamond-Blackian anemia type 10 RPS26 A0 Anemia, macrocytic Retculocytes (8) 613300 | IEM1351
biamond-Blackan anemia type 11 RPL2S A0 Anemia, macrocytic Retculocytes (8) 614900 | iEMI352
biamond-Blackan anemia type 12 RPLIS A0 Anemia, macrocytic Retculocytes (8) 615550 | IEM1353
biamond-Blackan anemia type 13 RPS29 A0 Anemia, megaloblasiic Retculocytes (8) 615909 | IEM1354
biamond-Blackan anemia type 14 TSRz xR Anemia, macrocyic Retculocytes (8) 300946 | IEM1355
biamond-Blackan anemia type 15 RPS28 A0 Anemia, macrocytic ® sos164 | lEM13s6
Diamond-Blackdan anemia type 16 RPL2T 0 Anemia, macrocytic Retculocytes (8) 617408 | IEMI35T
Diamond-Blackan anemia type 17 RS2 0 Anemia, macrocytic Retculocytes (8) 617409 | IEM1358
Diamond-Blackdan anemia type 18 RPLIS A0 Anemia, hypoplastic, macrocylic Retculocytes (8) 618310 | EM1359
Diamond-Blackdan anemia type 19 RPLIS A0 Anemia, macrocytic Retculocytes (8) 618312 | EM1360
Diamond-Blackdan anemia type 20 Resisa | AD Anemia, macrocytic Retculocytes (8) 618313 | IEM1361
Cytosolic smallribosomal subunit 20 deficiency RPS20 A0 Anemia, macrocytic ona EM1365
Shwachman-Diamond syndrome, DNAIC21 type onasczL | AR Pancytopenia ona o052 | rEM13TL
Shwachman-Diamond syndrome, EIF6 type EIF6. AR Neuuopenia DNA 602912 IEM1372
[OTHER (1 5)

Disorders of ysosome-related organelle biogenesis
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Hermansky-Pudlak syndrome type 5 HPS5 AR Neutropenia DNA 614074 IEM1387
Hermansky-Pudlak syndrome type 6 HPS6 AR Platelet function, abnormal DNA 614075 IEM1388
Hermansky-Pudlak syndrome type 7 DTNBP1 AR Platelet function, abnormal DNA 614075 IEM1389
Hermansky-Pudlak syndrome type 8 BLOC1S3 AR Platelet function, abnormal DNA 614077 IEM1390
Hermansky-Pudlak syndrome type 9 BLOC1S6 AR | Thrombocytopenia Leukocytosis DNA 614171 IEM1391
Hermansky-Pudlak syndrome type 10 AP3D1 AR Neutropenia DNA 617050 IEM1392
Chediak-Higashi syndrome LysT AR Bleeding tendency g:::;ﬁiz‘:m DNA 214500 | IEM1393
Griscelli syndrome type 2 RAB27A AR Neutropenia DNA 607624 IEM1395
Disorders of choline neurotransmission
Disorders of the synaptic vesicle cycle
Disorders of oxalate metabolism
Glyoxylate reductase/hydroxypyruvate reductase deficiency GRHPR AR Pancytopenia Oxalic acid (U, P), Glyceric acid (U), Creatinine (P), Urea (P) 260000 IEMO0905
aldolase 1 y HOGA1 AR Pancytopenia Oxalic acid (P,U), Organic acids (U) 613616 IEMO0906
[Atanine-giyowylate aminotransierase deficiency (perosisoma) AGXT AR Pancytopenia Ol acid (U. P), Glycolic acid (P, U), Creatiine (%), Urea (P) Liver or lverkidney transplant 250900 | IEMOS03




