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American Journal of Human Genetics Hot  Het  het Net We we o™ (PCDH9: NM_020403.4:¢.652T>C:p.(Tyr218His)
Wt Het Het Het Het Wt
A (ISLR2NM_020851.2:¢.1660delT:p.(Trp-
A novel ISLR2-linked autosomal recessive .
. 554Glyfs*40)

syndrome of congenital hydrocephalus, i v s o foe o
arthrogryposis and abdominal distension. Het Wt omo  Homo

Het Wit Homo  Homo

Alazami AM1, Maddirevula S1, Seidahmed
MZ2, Albhlal LA3, Alkuraya FS4,5. Hum Genet.
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Biallelic UFM1 and UFC1 mutations expand
the essential role of ufmylation in brain
development. Nahorski MS, Maddirevula S,
Ishimura R, Alsahli S, Brady AF, Begemann A,
MizushimaT, Guzman-VegaFJ, ObataM, Ichimura
Y, Alsaif HS, Anazi S, Ibrahim N, Abdulwahab F,
Hashem M, Monies D, Abouelhoda M, Meyer BF,
Alfadhel M, Eyaid W, Zweier M, Steind| K, Rauch
A, Arold ST, Woods CG, Komatsu M, Alkuraya
FS. Brain. 2018 Jul 1;141(7):1934-1945. doi:
10.1093/brain/awy135. PMID: 29868776.
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(E) Immunoblot analysis in case (P2, P3, P4: V:1) and control (C1: a healthy Sudanese young
females) lymphoblasts.
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A mendelian form of neural tube defect caused
by a de novo null variant in SMARCC1 in an
identical twin. Al Mutairi F, Alzahrani F, Ababneh
F, Kashgari AA, Alkuraya FS. Ann Neurol. 2018
Feb;83(2):433-436. doi: 10.1002/ana.25152.
PMID: 29360170

Patient 1

Patient 2
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FIGURE : NTD phenotype observed in a monozygotic twin with a de novo, likely null, allele
in SMARCIA. (A) T-rWl image of the index. (B) Right talipes calcaneovalgus deformity and
left club foot seen in the index. (C) Left convex congenital lumber scoliosis secondary to
abnormal segmentation. (D) T-rWl image of the twin sister. (E) Sequence tracing of PCR
(left, DNA) and RTPCR without (middle) and with cycloheximide treatment (right) across
the variant site. (F) Cartoon of SMARCCI with the site of likely truncation indicated
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Genomic and phenotypic
delineation of congenital
microcephaly. Shaheen R,
Maddirevula S, Ewida N, Alsahli S,
Abdel-Salam GMH, Zaki MS, Tala
SA, Alhashem A, Softah A, Al-Owain
M, Alazami AM, Abadel B, Patel N,
Al-Sheddi T, Alomar R, Alobeid E,
Ibrahim N, Hashem M, Abdulwahab
F, Hamad M, Tabarki B, Alwadei AH,
Alhazzani F, Bashiri FA, Kentab A,
Sahintlrk S, Sherr E, Fregeau B,
Sogati S, Alshahwan SAM, Alkhalifi
S, Alhumaidi Z, Temtamy S, Aglan
M, Otaify G, Girisha KM, Tulbah

M, Seidahmed MZ, Salih MA,
Abouelhoda M, Momin AA, Saffar
MA, Partlow JN, Arold ST, Fageih E,
Walsh C, Alkuraya FS. Genet Med.
2018 Sep 14. doi: 10.1038/s41436-
018-0140-3. PMID:30214071

Variants in genes with established disease phenotypes in humans

RNU4ATAC, PCNT, AARS, BRCA2, PLK4, XRCC4, DDX11, RTTN, ASNS,
NDE1, PQBP1, TSEN15, DONSON, PHGDH, PSAT1, TUBA1A, OCLN,
PNKP, KATNB1, EP300, IGF1, CRIPT, SLC25A19, CTSD, BLM, VRK1,
INO80, ERCC4, FOXG1, NSUN2, SBF1, RARS, ALDHG6A1

Variants in MCPH genes:

MCPH1, WDR62, CDK5RAP2, ASPM, STIL, CEP135, CEP152, CENPJ, CIT,
MFSD2A

Variants in genes with reported previously as candidate genes:

DNA2, CTU2, SPDL1, WDR4, PHC1, ANKLE2, THG1L, YARS, FRMD4A

Variants in novel candidate genes:

BPTF, MAP1B, CCNH, PPFIBP1

Ly i § AaiSL) duerd] Olyabal) 2365 (oymy (6,515 dakasee 1 JSi)

Pie chart showing the grouping and distribution of the
variants identified in this cohort into four categories:

variants in MCPH genes, variants in genes with
established disease phenotypes in humans, variants
in genes reported previously as candidate genes,
and variants in genes with no established disease
phenotypes in humans.
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Expanding the phenome and DIP2C i i i
variome of skeletal dysplasia. 16DG03S7 - T 1 Y] I ]
Maddirevula S, Alsahli S, Alhabeeb
L, Patel N1, Alzahrani F, Shamseldin
HE, Anazi S, Ewida N, Alsaif HS,
Mohamed JY, Alazami AM, Ibrahim
N, Abdulwahab F1, Hashem M,
Abouelhoda M, Monies D, Al Tassan
N, Alshammari M, Alsagheir A,
Seidahmed MZ, Sogati S, Aglan
MS, Hamad MH, Salih MA, Hamed
AA, Alhashmi N, Nabil A, Alfadli F,
Abdel-Salam GMH, Alkuraya H,
Peitee WO, Keng WT, Qasem A,
Mushiba AM, Zaki MS, Fassad MR,

Alfadhel M, Alexander S, Sabr Y, GV wsdl Gl loms e goodhl 0de & Gliusdl o 235U 693 50 ;0 Aoyl e
Temtamy S, Ekbote AV, Ismail S, (ol 2 25— Ve

Hosny GA, Otaify GA, Amr K, Al sl 529 (T.16E-04) dSUall § OISl obas)) sl JL (0 43101 il JSEW
Tala S, Khan AO, Rizk T, Alageel b wgd) (e 1SS0
A, Alsiddiky A, Singh A, Kapoor S, Sugudl dodphl Oluadl § Olpseh) OIS Sl & 32w y0UaL) 2udgy 1S ) T
Alhashem A, Fageih E, Shaheen R,
Alkuraya FS. Genet Med. 2018 Apr

5. doi: 10.1038/gim.2018.50. PMID:
29620724
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(k—q) A patient with a mutation in WNT3A (e and f) A patient with a mutation in PAN2showing plagiocephaly
RIN1
WNT3A 150G2548
16DG0018

(g-ij) A patient with a mutation in RIN1 showing plagiocephaly

(r—x) A patient with a mutation in SUCO









