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EERR K REERIZH 1+ 5 SSV - strongly SDH-reactive blood vessel) . & ko O—L
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m °
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BO1.5MELLE) 74T/ —7ET (100mg/dl Ki&) ) . EZ B MAE (TP 5. 0g/d|
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2IBE W E)

4. BIREFR DX REHE
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VT, %S LCREEICHESNBLDOERRET B,
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Date / /

Rett syndrome patient database registry form ¥ Registration Number

NB:

Please circle the number corresponding to the best answer choice. Please check the relevant [ (multiple answers possible). for patients for patients(or doctors) for doctors

Er. Other symptoms (2) (Inidcate present condition)
( vy ( Ymm ( )dd 5. Movement symptoms 1 No 2 Yes (If you chose yes, answer the questions below)
Patient information -4. Stereotypic movements 1 No 2 Yes 3 Unknown
Region (multiple answers allowed) [OMouth [Tongue [Upper limb [ILower limb [Other( )
Name ( ) =Inappropriate laughing 1 No 2 Yes 3 Unknown
Registration Number ( if you have one ) ( ) -Inappropriate screaming 1 No 2 Yes 3 Unknown
Birth Date ( Jyy ( Ymm ( )dd *No eye contact 1 No 2 Yes 3 Unknown
Age ( )year( )month Sex F--M Diminished response to pain 1 No 2 Yes 3 Unknown
Address 6. Muscle tone symptoms 1 No 2 Yes (If you chose yes, answer the questions below)
Postal code -Hypotonia 1 No 2 Yes (Region:Owhole body Oupper limb Olower limb Cltrunk)
Address -Hypertonia 1 No 2 Yes (Region:Owhole body Cupper limb Cllower limb Cltrunk)
-Change from hypotonia to hypertonia 1 No 2 Yes
Phone number ( ) - *Bruxism when awake 1 No 2 Yes 3 Unknown
Hospital information =involuntary movement 1 No 2 Yes 3 Unknown
Hospital Name  ( ) If you chose yes, { ODystonia [Dyskinesia CMyoclonus
Supervising physician ( ) (Multiple answers allowed) OHypokinesis CTremor [dUnclassifiable
Phone number ( ) - 7.Autonomic nervous symptoms 1 No 2 Yes (If you chose yes, answer the questions below)
Patient number ( ) *Peripheral vasomotor disturbances™® 1 No 2 Yes 3 Unknown
Perinatal information *Cold hands and feet 1 No 2 Yes 3 Unknown
Abnormality during pregnai 1 No 2 Yes Abnormality during deliver 1 No 2 Yes( ) Breathing disturbances when awake 1 No 2 Yes 3 Unknown
Gestational age ( YW( )D if you chose yes, OHyperventilation [Breath holding spells [JAerophagia [JRapid sigh/sputter
At birth BW( ) g HC ( ) cm = Arrhythmia 1 No 2 Yes 3 Unknown
HT( ) cm CC( ) cm OLong QT [OOOther arrhythmia ( )
Developmental history (when was patient first able to do the following?) -Impaired sleep pattern 1 No 2 Yes 3 Unknown
Control head mov ( )Ymo Roll over ( Ymo OLong sleep in infancy OOther problems ( )
Stand and sit ( )mo Crawl ( )mo 8. Gastrointestinal symptoms 1 No 2 Yes (If you chose yes, answer the questions below)
Crawl ( )mo Walk by self ( )mo *Hypersalivation 1 No 2 Yes
Laugh (responsive ( )mo Exhibit shyness befor¢ ( )mo -Dysmasesis 1 No 2 Yes ([No chewing [OSwallowing without chewing [Oth
Utter a ( )mo Form a sente ( )mo *Dysphagia 1 No 2 Yes ([Odrooling [Claspiration [Clthe others)
The first symptom you noticed and the age (multiple choice) *Time spent eating 1 <30min. 2 30-60min. 3 >60min.
OAlways sleeping [IToo weak to suckle [IFloppy *Refusal to eat 1 No 2 Yes
[JEye—contact difficulty [1Strange eye [Frequent crying *Constipation 1 No 2 Yes
[OSuspected abnormality on health exam 9. Orthopedic symptoms
OOther ( ) *Past history of orthopedic problems 1 No 2 Yes (If you chose yes, check the questions below)
Age ( )Yr( )Mo OVisited hospital for medical check-up [1Saw a doctor when problems happened [Other
Required for typical or clasic Rett syndrome (Check the condition today) =Hip joint Left [ONormal  [OAdduction [Dislocation [dUnknown
1. Regression™ 1 No 2 Yes ( )Yr ( )Mo Right ONormal [OAdduction [Dislocation Unknown
Period of regression followed by recovery or stabilization ( )Yr ( )Mo Operation 1 No 2 Yes ( Yyy ( Ymm
[OStabilizatior CJRecovery [INo recovery or stabilization = Ankle joint Left ONormal [Equinus foot [Varus [Valgus [Hollow foot [Unknown
2. Regression of hand skills™? 1 No 2 Yes 3 No gain Rigt ONormal OEquinus foot [IVarus [Valgus CHollow foot [CJUnknown
Upper limb functions™® Present level ( )Best level to date ( ) Operation 1 No 2 Yes ( Jyy( )mm
3. Stereotypic hand movements 1 No 2 Yes ( )Yr ( )Mo = Spinal disease 1 No 2 Yes 3 Unknown (If you chose yes, check the questions below)
CWringing/squeezing [Clapping/tapping [dWashing/rubbing [OScoliosis [Kyphosis [Lordosis ( Jyy ( )mm~
OMouthing CJOther ( ) (multiple choice) 10. Dental disease
4. Regression of acquired communication skills™* 1 No 2 Yes 3 No gain -Past history of dental disease 1 No 2 Yes (If you chose yes, check the questions below)
*Level of communication OVisited hospital for medical check-up [1Saw a doctor when problems happened [1Other
Expression of words and sounds ™ Present level (  )Best level to date ( ) -Dental symptoms 1 No 2 Yes 3 Unknown (If you chose yes, check the questions below)
Expression of intentions *° Present level (  )Best level too date ( ) [OMalalignment [Malocclusion [JAbrasion [Other( )
5. Abnormality in crawling- walking 1 No 2 Yes (If you chose yes, answer the questions below) 11. Other symptoms
Crawling 1 Normal 2 Irregular 3 Disabled Exclusion Criteria
Walking 1 Normal 2 Irregular 3 Disabled Neurometabolic or neurodegenerative diseases 1 No 2 Yes
=Motor skills*’ Present movements ( )Best level to date ( ) Brain injury secondary to trauma (peri— or postnatally) 2 No 3 Yes
Other symptoms (1) (Indicate present condition) Genetic testing
1. Body measurements ~ HT( )em BW( Ykg HC( Jem 1 Done 2 Planning 3 Not yet
2. Symptoms 1 No 2 Yes (If you chose yes, answer the questions below) Test center ( )
*Microcephaly 1 No 2 Yes 3 Unknown MECP2 gene analysis 1 Done 2 Notyet 3 Unknown
*Reduction of head circumference increase 2 No 3 Yes 4 Unknown Method 1 Direct sequencing 2 MLPA 3 Other( )
-Failure to thrive/short stature 3 No 4 Yes 5 Unknown Abnormality on MECP2 1 No 2 Yes
=Small hands or feet 4 No 5 Yes 6 Unknown Test results™® ( )
*First menstruation 1 No 2 Yes ( )Yr ( )Mo Analysis of other genes OONot yet COCDKL5 COFOXG1 [OOther( )
3.1Q 1 <20 2 21-35 3 36-50 4 51-69 5 70-84 6 =85 Genetic abnormality besides MECP2 1 no 2 yes
Measurement [JClinical observation [JEnjyoji [dTsumori/Inage [Other( ) Test results ( )
4. Mental abnormality 1 No 2 Yes (If you chose yes, answer the questions below) Diagnosis
*Autism 1 No 2 Yes 3 Unknown 1 Typical or classic RTT
Epilepsy 2 No 3 Yes 4 Unknown 2 Atypical or variant RTT
-EEG abnormality 3 No 4 Yes 5 Unknown 3 Not diagnosed with Criteria 2010 but can be diagnosed as Rett syndrome
Dislow waves on background activity Clepileptic abnormal waves Cldisapperance of spindies Clother( ) 4 Not Rett syndrome but has the MECP2 mutation

Signature of supervising physician

I certify that the above information is accurate.

( Jyy(
(Name)

Ymm( )dd

Name of institute:
Address:

Phone:

E-mail :

We will contact you it we require clarification for any of your answers.

Masavuki Itoh. M.D. Ph.D.

Department of Mental Retardation and Birth Defect Research, National Institute for Neuroscience
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Guidance for database registration of Rett syndrome

Database registration guide for Rett syndrome in Japan

1 Purpose

Rett syndrome is a neurodevelopmental disease involving the loss of acquired, purposeful hand movements
and acquired spoken language, communication disorder, gait abnormalities, and stereotypic hand movements.
The patients are mostly female. Recent research has shown that the symptoms vary widely among patients.
Several non-Japanese databases have already been established, and clinical trials have been launched. A
Japanese nation-wide survey of Rett syndrome launched in 2011 confirmed that there were patients with Rett
syndrome in Japan as well.

In response to these findings, we established a database for Rett syndrome in Japan to clarify the clinical
features among domestic patients and to provide the foundations for future clinical trials and research.
Registration will be decided by the patients and their families after their informed consent is obtained. We

hope that the database will be of service to patients, physicians, and researchers in the coming years.

2 Privacy policy

The database will consist of a registry of the patients’ personal clinical and genetic data. We ask the
patients, their families, and their physician to help us in making the registration form, which will be kept at
the National Center of Neurology and Psychiatry (NCNP) under the charge of Dr. Masayuki Itoh, the chief
privacy officer (CPO), to ensure the protection of patients’ private information.

Personal information linked to research subjects will be anonymized (when necessary, the information will
be labeled with an identifying code to make it possible to distinguish between individuals). The database will
be password-protected and stored at the NCNP under the supervision of the Rett Syndrome Support
Organization.

The personal data will be promptly deleted if the patients or their families so wish.

3 Expenses and problems

This project is entirely supported by the Health Labour Sciences Research Grant and the research fund of
the Rett Syndrome Support Organization. Therefore, patients and their families are not required to pay to
participate or register.

Furthermore, we will do our utmost to protect against any problems with database management.

4  Publication
We will publish the anonymized data on our website after they are statistically processed. The results will

include the number of registered patients, their geographical distribution, genetic information, and so on.

717
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Guidance for database registration of Rett syndrome

(1) Website
(1) The homepage of The Department of Pediatrics and Child Health, Kurume University School of
Medicine is: http://ped-kurume.com/Rett/index.html

(2) The homepage of the Rett Syndrome Support Organization is: http://npo-rett.jp

(2) Contact
Please feel free to contact us with any question about the database, management of personal information, or

any other aspect of this project.

Masayuki Itoh, MD, PhD
Project leader, NCNP

E-Mail: itoh@ncnp.go.jp

5 Notes

Please read the notes below carefully before completing the registration form.

The registration form has spaces for the registration number, a green section, blue section, and purple
section. Please complete the form by following the instructions below. You can see the latest diagnostic

criteria for RTT at the end of the instructions.

Please leave the registration number blank. A registration number will be assigned to you later for the initial
registration. As soon as you have been issued a registration number, enter the registration number in the
space provided for the past-registration number in the patient information column. Do NOT write the

registration number in the blank at the top of the form.

For patients, their family, and care givers:
Please complete the green and blue sections. If you are unable to complete the blue section on your own,

ask your doctor for assistance.

For the doctors:
Please complete the purple section of the form. If your patients, their family, or the care givers ask you to
complete the blue section, or if any of part of the blue section has been left incomplete, please fill in the

required information.
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Guidance for database registration of Rett syndrome

There are two types of question: a number-selection type and the check-box selection type. Please circle
only one number for each of the number-selection questions. For the check-box selection questions, please
check all applicable items. If the patient has not received the appropriate examinations or the questions are
difficult to answer, please check ‘Unknown.’

Please update the database each year after registration. Updating patient information is crucial for the

continuing usefulness of this database.

After completing the registration form, please send it to the address given below by post. Before sending
the form, please confirm that you have not forgotten to include your email address.
We will inform you of our receipt of the form.

If you have any questions, please send your inquiries by email.

Contact :

Masayuki Itoh, M.D., Ph.D.

4-1-1 Ogawa Higashi-cho, Kodaira-shi, Tokyo, Japan

Department of Mental Retardation and Birth Defect Research (Shippei Kenkyuu Dai 2 Bu), National
Institute for Neuroscience

National Center of Neurology and Psychiatry (NCNP)

Postal code: 187-8502

Explanation
The following supplementary explanations are meant to clarify difficult questions. The number of each

explanation corresponds to an item on the form.

%1 Regression means the patient’s loss of the ability to do a certain activity including physical and mental

activities, hand movements, and verbal communication.

%2 Regression in hand skills can be positive even if the regression is slight. If the patient has never tried

using his or her hands, circle the answer “No gain.”

% 3 Choose the number of the item that best describes the function of the patient’s upper limb(s).
1. The patient uses his or her hands in daily activity or play.
2. The patient can grip and throw objects without using the hands.

3. The patient is unable to throw an object because he or she cannot grasp it firmly.

737
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Guidance for database registration of Rett syndrome

4. The patient is unable to grasp objects.

%4 Regression in verbal communication can be positive even if the patient does not try to speak out. If the

patient has never tried to utter any sound, circle the answer, “No gain.”

%5 Choose the number of the item that best describes the patient’s speech habits in “Expression of words

and sounds.”

1. Two-word sentence or longer

2. One word
3. Babbling
4

No utterance

% 6 Choose the item that best describes the patient’s ability to express his or her intentions in “Expression of
the intention.”
1. Able to express intentions in words or vocalizations
2. Able to express intensions by gestures or sounds but not in words or vocalizations

3. The patient does not express his or her intentions

%7 Choose the item that best describes the patient’s motor skills for “Motor skills.”
1. Able to walk stably without assistance
Able to walk unstably without assistance
Crawls or leans on supports while walking

Slides from place to place while sitting

Crawls on belly

2

3

4

5. Crawls on hands and knees
6

7. Able to roll over

8

Unable to roll over
#*% 8 The vasomotor reflex is the constriction or dilatation of blood vessels in response to a stimulus such as
cold, pain, excitement, etc. Check the box corresponding to the items that best describes the patient’s

symptoms (except for cold limbs).

#¢ 9 Please describe genetic abnormalities as in the given example:

E.g., c.763C>T, p.R255X
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ACE Angiotensin—Converting—Enzyme T KT v AR
ARB Angiotensinll Receptor Blocker TeIAT e IR
[LSERAE S
ASD Autism Spectrum Disorder HPAANY N T AGE
ASV Adaptive Servo Ventilation JIE & B Eh A4 A
CKD Chronic Kidney Disease A R kv
CM Cerebellar Malformation /INIET T
Cerebellar vermis hypoplasia/aplasia,
COACH Oligophrenia, Ataxia, Coloboma, and Hepatic
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CORS Cerebello—Oculo—Renal Syndrome
CPAP Continuous Positive Airway Pressure Froe i B5 =L
CT Computed Tomography oV o — X e
DS Diagnostic and Statistical Manual of Mental | K5M[EZEOZW & Hit~=
Disorders a7 v
DTI Diffusion Tensor Imaging YT v Y V8
eGFR estimate Glomerular Filtration Rate HEE SR ERIRTE S &
ERG Electroretinogram R [X]
JS Joubert Syndrome U a R— VR R
JSRD Joubert Syndrome and related disorders U a = USE R B L R
MBD Mineral-Bone-Disorder B R T ARH RS
MRCP MR Cholangiopancreatography Fsde S B LA JREAE s R 1
MRI Magnetic Resonance Imaging FRs 5 LS i 142 1
MTS Molar Tooth Sign
NAG N-acetyl- 8 -D-glucosaminidase N—7’ﬁé€?/%—[3—D—£f/V:1%%
=KX —F
NGAL Neutrophil gelantinase—associated lipocalin
NiPPV Non-invasive Positive Pressure Ventilation FEAR B 5 I R
NSAIDs | Non-Steroidal Anti-Inflammatory Drugs HAT B A FHEFIRIESR
OFD oral-facial-digital, oro—facio—digital N -EE-f5
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PAP Positive Airway Pressure s 45
PEG Percutaneous Endoscopic Gastrostomy %R NARBERY B R AN
PEKT Preemptive Kidney Transplantation TATHY B R
RA Renin-Angiotensin VT T
RCT Randomized Controlled Trial 7 v H MM
REM Rapid Eye Movement oLk AR i e
SCP Superior Cerebellar Peduncle /NI RED
TVPS Test of Visual-Perceptual Skills TN A VA
VE Videoendoscopy e ™ PN
VEP Visual Evoked Potentials TR I &AL
VF Videofluoroscopic examination of swallowing v A IS AR A
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Hodgkins 513 18 £ ' 10 A (SRR AN M S 4L, b AICHRENH o= LW L
TWa Y, LonLeis, TADAAIHIENRTHD (3—5%),

2) WA
MRI fRAS 72 EOBBMRAENZKIREUANA THHATH D &3 DG I3, (#Af] ¢
X EHIH 2R OB TR WA 9 )

3) FHiET ru—

EHRRREET 01— U T —3 g COFHE (CQ7T BHR) 1 —RAIC 38 =R
HMRHHGEIIINETH D,

EEPEETIE, PINIX R B MERERE L Efh R OB N2 TH D P, H
1713 66% THIRE, AXHADIL 22 3 ~10 %<0 15 2> H ~9 ik (PRl 24 72 ) L8
BENTND M2, BATAREFI CTHRFIN T A RR—ATREERPSITT, £52
EOMEB A H D Z L IR AR & S, BN, B HERIEE OB
LMEND DO MERFICITY AU T = a3 VR R A~OR b E BT
%1,

HIFEEORRE T2 Th 203, EOIEF S FEAFER I HF] L TR ) b L3
HZEMRINTER Y, EEEE, REKEIREE, MEREOT-OFHMINEE LW
EHPHICHEBEIL T AR —T 5 RETHHA I,

IR FEEECHERE IR LTI CQ5—4-2, TENACR M TD 7 4 1 —IZ DO\ T,
CQ5-4 ZZH STz,
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1) IRER (EEE, 2 of—~, IRE., IREKEEEITRY)
bR k— /B H ZE—ER
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[~V —]
JSRD 1%, MEEYE, v R—~, RE, IREKEENIAT, FEIEERRE e & Ok~ 72 IRAE
WELED, AT S NOARGEIR % JSRD BAE D 70~100% TR 5,
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JSRD 1%, MABE, v R—~, R, IREKEENIAT, BEFERRE e & Ok~ 72 IRIE
RAELED . A6 OIYERZ JSRD BF D 70~100% TRHTI Y 12 IRIECHREKEES)
RATIE, JSRD IZ331) 2 Wl & /M BRER D FERL R B IR T~ 2 ER E B 2 BT g 2,

HEMAE & 1%, BRERPN OMAE SRS 25200 tHAME T T 2RO Td %, JSRD D
HBEIL, SEIRDEITT AL, BITLAWES LD D Y, MEIEIC SV T,
JSRD @ 235 F W TIT - T2 iHA TIL 30% MM (retinal dystrophy) ZFR&H7= & D
WENnH DY,

JSRD DT H MEIESE A DD H DY 2 _R— )VIEERE B EED X 4 7 L LT,
Joubert syndrome with Ocular defect (JS-0) EFEIXILD, WEBEIEDJRIA E L CH B
2 EH IS BIEG T1X . AHLI, CEP290, INPPSE, ARL13B, CC2D2A7% 83203, ATD
BE TERB LT PR TE TS DT TIERN Y,

anR—<ik, MO —HNBEEORE TCRKELEZLOEZEKT S, 2R —~<3ir
Y. BERIE, RSO W, EITEROTMACETER > THRATLHZ LB H D,
F 7o NRAS TR R Tl ic 3 DM OR A b AEE S, RO N R I2 R 556
L85 ", JSRD BF T U BIREKD 2 0 R —~ The b A B DI, MR = 1R
—<ThHDHEEONTEY ¥ JSRD O 235 ZEE T - 7-FHE Tl 19%Z78D 7= & DR
LELdHo Y,

IRIECIRERGEB JAT 2B 5 Z R b TR Y, BEFIREGED) & TN 5, A A—
RIIBEDRNEE L 72 5 2 &0, BEHRSPBHROBRICIRERZN T W ARROEI 2 28D 5 2 &
WEIHTND 25810 2oy, IRIBTE, v r— K (EEhPEREGES) : 725 %)
ST CHRER DS < /NG An i B < iEE) ofEE (IREKESHLTT) . IRIE. A2
BODHZ DD D,

Lambert 5%, MBIENH Y | IHEIEIRERGEE)S TE 220N 7 4D JSRD OBFITEB
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T, BRIk (T4 64), Yy r— ROEET 4T 5 4), SMERED LR (T 4 5
4) . BRI IROL (T 4 3 44) | AEBMRCT O K (T & 2 4) 2380 7= & O
7721, Tusa & Hove I%, MAIRIEZ R D 13 4 D JSRD BH OFE 21TV, SRk
RIS F AR5 (13 4 6 4) TROI-EHE L 10, MIESL > JSRD B4 Tk b
FLO KD R SR 2 B L T D AR B D,

S Bl Maria B, 13 4D JSRD BHFIZIBW T, BIEBIREN OTE L (13 49 13 44) |
T —RA34H 12 4)  IBEMEIREKIEB OREE (134 12 4) R A3 4 H 11 4
ZD 1149 HLINRHE 5 44 SVRHE 6 4) e 3 SO 2k (13 4% 4 44) | IRHZ (13
£ 34, HRTERIRYE gaze-holding and pendular), FIAFRIZAES (13 4 3 44).
periodic alternating gaze deviation (134 24). MIKEKE 2o R—~ (134 % 1
B RO DHEE LT,

oy RAZdH 5 Great Ormond Street Hospital TISFEMO 7 v —7 v S %#47-
722940 JSRD B CTREEH O H D 18 £ ITB VT, MIER (ERG) OBAME T (18 4
14 4) . saccadic initiation failure(18 &4/ 134). ARIR (18 & 10 £4) (F D 10 4
D9 H 5 AITEEIRIR, 4 4 IR FRRIRIR, 1 4412 EFIRIR) | JEIPEAS AP ERR IR (18
A 3 4) BRR B Y,

AA ADH—NEglZH1F D 16 4D JSRD OFENETIiX, IRIE (16 47 11 £4) . IREKE
AT (164 64) ., MRS (16 4F84) IR TE (16 4% 24), HEETEMMK
B (16 4T 34) ZRDIZEMEL TS ?, Khan HI1E, 8 4D JSRD A IZH VT,
IR (8 44 H 5 4) . IBBMEBYOREE (7T 4 3 4). convergence DEFE (T4 H 24),
MM DZEM: (8 4 34) iR, HEIEERX (ERG) (X84 BRENIEFETE TR, 77 v
> a R FHFEN (FVEP) 1 7 44 6 44 M EFE OFERTZ o 72 &l L7z 'Y, Sturm 13,
10 44 @ JSRD fBF T, 2 AW OAFRFALIHD R/L—E > (optic disc drusen,
DILAEW) . 4 LI\ THEBEAEMEOT R %2 9 42/ BREEC, v 7 — R, RiEEHIR
I OFEBRIC T DIEE AR ERD T2 1Y,
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(pigmentary retinopathy) 23&% 5,
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JSRD DOREFREIC IS T D L LT, BRMEMEEIE (pigmentary retinopathy) 723&%
%, tEVEMBYE I T AR A ME & 1382 5, AFREMEBEIL, FFICEEOKX RE %
kU720, MEEX (electroretinogram ; ERG) THEAIEEINME LIz VIHKT D7 L
LV ERBNIED & O REEORNEEELRDDL Z L35 Y,

BRMEMEBIEOMIZ S, 23— FIZFELL U 72 flEE o /e RYEMEEZ M (congenital
retinal dystrophy). mEABEARE (fundus flavimaculatus) . HEEJE FH<CHENRE D E 5 (12
X A% (perimacular and retinal blindness) R EZWOHZ b 55 Y, 235 FH
DA THREBEZENEZ 30%ICRBD 7= L DRENRDH D Y,
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DFTAORHEARICE D LD TH D HENRH 5 ¥, IREGETRATZLE S /NED %L 1T,
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BRI TN D

©® 7w L e

X7 0 IR BRSNS O PR R OHEQ IR M O ZEhE L2 N RO E
MBVERIE, B L% 3 FMETHHRATH D, mrm % . REREE, AT
EEETD, *7uy%@mﬁ%_%@%mwk<k%ﬁ@%m(ﬁﬁﬁ%) ZIXEN
DD T LT & RICFERA WIRAIC (BERRESEEBREICL > ) M T
HX DTG, JSRDICHES 2 FEEHOBRB, T & 2 7o B, ITBIERD
R OE N TH U lH A LIRS E A 2B 2 T bbb, ERIZIETR 7 v o5
D TO%ZFEMI 23R, TR BEEE R & 0T 1~15mm KD b DY 5~50 ff#FRD H b
ZENZ, BIESEKR L 5T HMNERE RS, HY RS TS RIEFERE & 8
FETAHLMESNTNDS Y,

@ R 78\ B ORRIER

F 70 T JSRD D HFRD SN HBRBTIIAR, BIMEREZED 7 1 8T
X700 ERED 10%RTHY Y, JSRDIZZFDO—ETH D, —7F7. JSRD O TREER %
AT DD 30NRE L S TS Y,

X7 1 ORI TR IT 4-6 5k E L 0 RIS EBEREAS) 5
L. ZMMEIREYIIER ET 5 Z R0, #1755 LA, WEF 72 EREARRITLE
IRERZFRD D, 7 0 EBIIRBBAREICED Z NS L NERBIEREDFRE
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NTEY, MEHFEREIXIFEAEORETEFRTHY EAFITHLREOE{LTHH- T2
P, MIET VT I URT, miEE U L UEREE RS ﬁl%@fﬁﬂ%%%ﬁéﬁﬁ%
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2) Gunay-Aygun M, et al. Characteristics of congenital hepatic fibrosis in a large
cohort of patients with autosomal recessive polycystic kidney disease.
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Bulgheroni S, et al. Cognitive, adaptive, and behavioral features
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Bachmann—Gagescu R, et al. Genotype-phenotype correlation in CC2D2A-
related Joubert syndrome reveals an association with ventriculomegaly and
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Steinlin HIZ & % JSRD DEIRYFEEEIZETT D I OMFFETIL, JSRD BEITHEHIC
FTT HRMIETEE, B DQ 30 LA FOEEERHAE, DQ 60-85 ODEERBEIC LD &
W Nz (DQ 30-60 DBV T2) VA, Z D% ORFFE CIIAFLIHIZ Bk 72 5y
Hizd DI EnREINTND?,

HIFPEE OFLERLEISICE LT, Ao Tik., IEF#HIAICAS b OITELS | 5
SRS 6-T%., BRBRH DO 93-94% L s Sniz Y, ZOoEFMEE o
JSRD JEBNLFISI T D &5 IR TREFIERE 25 4T /223, Bulgheroni H1% 49
DR A FEM L. 2 1Q1% 15-129 (G 58, SD 26) O#IFHIZH v . Eifigk~5E
S (28%) . AROBEEIR (72%) 35 L. JS OMAEFREIES ICIRFEFAIZ /A0 L,
BB IEE ~BERGHICE N AIEF L U OBE LV 2V L 2R Lz 229 i 6 130E
Eiigae (O, M) M. IREKEZEE . SEEEEF OO EMLMAEHE LW &2
L ERRTND Y,

2) FRHIRETST DR

Bulgheroni &%, AE TRV, BEEEFDLRUVEFIZ BV TIIIES FERVR A6
NOFE D NEFEHRRMAE ) LV bEEILICSWNE LTS, §H5E FHE) L#@ (B
T MRt L — L) OB NETH D Z ENEREMRE ) O S %Z T D18
[ & - 7=, Tavano 5L, cerebellar malformation (NNAETE. AR CM) & JSRD @
FOFMERE A FLEC L. JSRD TIIERER S M IRLIE O 0B O MK < . O TIXFEITHE
BEROERE DI ENBEE SN TV ABIANCH D LBE LTS 7,

3) FEEE

Hodgkins ©if, 5L LD 15 4H 11 ZIXFHFENRH Y (73%). 6 4134 XU ADi#
EEMANEo TNDEWE LY, LarL, 2064 b FIRITFMH T 500 A ITHE
fRCE RN E VWS TERREDFREOMBN S 5, Bulgheroni HX, 54 4 H 45 4 13 55E
D (83%), FIFEIZ 10 22H A5 10 5% (PoefE 24 7 A) ., 25 XIF “GELE 15 M AME T
e (P36 20A) T, BEEENS B LT A4 EHRELTND Y,

Braddock 1% 21 4 D) 10 #% D JSRD (DU T ., 4E#FEYS T 100 (SD15) (ZHEHELY,
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JSRD DR IE, FEAEMN & REEMBHBE L TRV, o< W THIBMAETTH L
WA X L& ONGET 5 & Bulgheroni HITHE L CW 5, — 5, FERE & MR EIX
—EMERZR L FlZIR, EEAEEE B S 16 41 12 1T R I i O BEE
NHoT=Z &b ERRELZW SN T2 84 5 AN RICHMIRES L2 ST\
T ENFINTEY, JSRD BEIZET D HAKED EREIZFENT 5 72D O 7= 72 51k
NEENTND ?,

Zeigler I35 ik £ TIXEE OEIEE L FHHEENHL N ThHHTZN, EFaIa=
r—3a VR B BN LI ISR T 5 7o & T RSN CHIZMA 72 FTREME S & T e
STl ZERE L, EEEENEE Ch-oThbala=r—va V2R LEHFEEZ A
NATHHETHREEIT) Z LI RETHDH LI AL FLTND Y,
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9) Braddock BA, et al. Oromotor and communication findings in joubert

syndrome: further evidence of multisystem apraxia. J Child Neurol
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Fennnel &%, JSRD O HE T 21TE) LORBE L LT, ZRA % HE, 28,
WEDLIS U, ARIFMEDS B BCBME @ 2238 T D Y, Hodgkins HIE 15 4 8
BIZEEDNA LS DD D LG L, BfiE L SRR OTEMEO 72O Tidennnd LT
W5 P, 0zonoff HIX 114 9 4IC (HEE B S o72 74 6 4 C) & (A
B LM LTS Y, Poretti bl KFEOES Y BAMDINC L BN D Z &M
LNEBE LTS Y, KEOBESY I, SHz FREE TO-BE L, 5~10° BREDOD
TLRAETHY , D 1 FHREFRS SOETERH D, KFEOESD 278D 5
FERIEEA L LT, spasmus nutans (9 723X 9 X9¢p). rhombencephalosynapsis.
Bobble—headdoll’ syndrome, & KPEARIE. Shuddering attacks (B EIE{E) . STXBP1
encephalopathy ZF HL 5,

Bulgheroni &%, 54 £ M 31 A4 TT, EIEDOARLIE, 51 2b 0 NEE. A T4 7,
SPURATEY, 72 EnB =28, DSM (Diagnostic and Statistical Manual of Mental
Disorders, FEFHEEEDOBW & Hat~== T /L) TOBMEZE N ATRETH -T2 b D
4RI E EFEoTc QADKPIPRRMIEE . 2423 WMl E) & #E L. JSRD 28
MIEITEN Z FFOBIA 1L, EAREER LD 23720 EmVDs, FMES 7 L — 70l EE
TN—TEHRDEELBRNEBLELTND Y,
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3) Ozonoff S, et al. Autism and autistic behavior in Joubert syndrome. J
Child Neurol 1999;14(10) :636-41.

4) Poretti A, et al. Horizontal head titubation in infants with Joubert
syndrome: a new finding. Dev Med Child Neurol 2014;56(10) :1016-20.

5) Bulgheroni S, et al. Cognitive, adaptive, and behavioral features in

Joubert syndrome. Am J Med Genet A 2016;170(12) :3115-24.
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Ozonoff &1%, JSRD BF 11 4% 34 (27%) 725 DSM-1V o H FMERESE | 1 4 AN EAR
RED NIV RS L W T & 5 L L, —ER L 0 IZEWEIE Th 2 03 miiEE
DHLBEL T D EFRBETHLHDT, JSRD THEELZBE L THHMAANY |
T DIENZNINE D DI ARIHTH D EfEim LT D Y, Takahashi &OHFFETIE, Fhk
DIERF =7 VA NERE L, 3240 JSRD BE THM AN T LEOH v b4 7
EEZT-L0IIE6T, HAEMEZRTHOH 44 L —RADEHFEENRN L E2HW
HELTCW5D 2, F7z JSRD OFMEIC A D i b fisE & F2hE L, JSRD OF K TILH A
X7 NTAEBFEOFELY . AEANY N T LE, T3 —URIFIE, FRARREE,
SmalEE, OFEMEN o722 &R0, JSRD DILBEFIERIT 32%, HARAY h T LJE
X 4% ERESBRDZENDAMARY T AEL JSRD BB E 572 < B
BTHD LML TS,

Bulgheroni Hi%, HEAARY kT MEOBKIFEMEZ =T HDIL 7. 4%, AR O
HHHHbEHEDTH 11% Th o7 LE L, #&BR L JSRD BH TIIRFEOEENH L3 =
Ra=—va VEENIEHERR SN TV A I EREZ N LA S XD JSRD BRI i
REAARY T AEOIEREZ RSV ERGR L TV T ZRvnE LTS Y,
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1) Ozonoff S, et al. Autism and autistic behavior in Joubert syndrome. J
Child Neurol 1999;14(10) :636-41.
2) Takahashi TN, et al. Joubert syndrome is not a cause of classical autism.
Am J Med Genet A 2005;132A(4) :347-51.
3) Bulgheroni S, et al. Cognitive, adaptive, and behavioral features in

Joubert syndrome. Am J Med Genet A 2016;170(12) :3115-24.
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B T [ D A PRI B D PSR 1R )N | LR AR BRSO, oD RERE LS & 0 IR
IEELZZTIEAND VR r T 2B LT AN H L E NV sTear s b VR,
FEC L= 5 4% 1 AlTsametEfitik & oG bd o 2 lETRIBICOVWTEEBLETH
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M PERgRBRE SRS L CIE, Braddock ST ECHEEZLELAR EHICEINTZ &0
RATREZR TR O LR E o NP EEEREEE 2 50 L, 26 CROBIFRETh - 72
NEReD TR EZETLHHE 4% W EMELTND Y,
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1) Brancati F, et al. Joubert Syndrome and related disorders. Orphanet J
Rare Dis 2010;5:20.

2) Hodgkins PR, et al. Joubert syndrome: long—term follow-up. Dev Med Child
Neurol 2004;46(10) :694-9.

3) Braddock BA, et al. Oromotor and communication findings in joubert
syndrome: further evidence of multisystem apraxia. J Child Neurol
2006521 (2) :160-3.
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BECHoTm L WVIHINEOMENEHDH D 7,

Sriganesh 5%, JSRD M3 10 4 O MRI S Rr O MBI 2 EZ L T2 Y, &
OHEE L CHEHEY e R 7 4+ — V&2 HEH Lz 2 4% 1 412 AN T 2 B9 5 K
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ZFhE LRI R o 72, 54ICIF Y T4 (0.5-2mg, BEZ 0. Img/ke) % FICEARF
WZAEEH LRIEZR Do T, 5 B IEMER A~ DEZEDD I a2 7 A= FOFEHZHELEL T
WD,
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1) Habre W, et al. Anaesthetic management of children with Joubert syndrome.
Paediatr Anaesth 1997;7(3) :251-3.

2) Matthews NC, et al. Anaesthesia in an infant with Joubert’ s syndrome.
Anaesthesia 1989 Nov;44(11) :920-1.

3) Vodopich DJ, et al. Anesthetic management in Joubert syndrome. Paediatr
Anaesth 2004;14(10) :871-3.
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Joubert-Boltshauser syndrome. Paediatr Anaesth 2013;23(2) :204-5.
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JSRD DEEFLE LT, 1997 4| Steilin X, @mWRODOJE, AV G, BEDONIRA
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D, Maria &% 1999 48 LIZUGT2 W RO T, FHEOBES%Z JSRD I HhET 5
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Flnl L BICEV T leo TN E LTS,

Braddock &% 2007 4F(Z 34 44 @ JSRD & W S 7 B QBRI T A TERERE OFHH|
11072V, ZORE, Maria HOBWIREER O L —H L CEBEEICADNTZON, N
IRAER (41%) . 28 L= & (38%), & L CEx & B IIL 35%I2, JHOEE & 41%
\ZERD 72, Maria BHOWETZWIEHEEICTEE OB - - BMEALIE 18%, &7z &fLix
M TH O BT D77 EHE LT 5, E72REEZEH (53%) | 224 2BV AITEA (38%) |
R (56%) . ARMG TEE (41%) . PHANE (32%) . JEVWH AT (35%) . 22 L 7= sl (47%)
MR VER & THRZEH (38%) . FHHhJe ik (12%) . Bid h S OARTE Rk & B PR (24%)
MAHLITZ EHE L TW5D, EEOFHE CIIFEM TOELNRH Y | Maria & & FET
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1992 4 Saraiva HIICHAL B2 — DD 124 EH 17272 294 DT —X L 3 >DH
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DEEZRTHEO LT HZWEELZ R L, THUCHESNT 94 4 DY 2 _X— VIEfRE (LA
TIS) ZREIEL, 944D JSDHH 16%IEIE () ERALNILEWELTND Y,
Fx OfETHEE () 13 15%2Hbiiz, F72 2004 4F1213 Gleeson A3, MR
(AHBRRLERIZ2 L) . B/ (HBR, /N3, mRTREEZR L) fiarE (24
SiE, BHERE) BT 2018 JERRE VI TH MIS 223252 LN BN,
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FEREE e F9E 21T\, 248 (BE) 2% 12%CA B, FEDOJEHID 23 38%IC A HvTz & #
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facial-digital syndrome type6, OFD6) DFfRZHTHZ ENEL, W DD H 7
XA T JSRD L EE LTV D

OFD6 Az, JSRD 2 Té%i‘af& L T H-E-F5 e VIR (OFD4) O|E 13 8 5,
Veronique Darmency-Stamboul ©1X OFD4 H23&5 6 44D 5 b 4 L DSIRIEZ RO = & G
LTHY P, Andrea Poretti H1% 16 £ D OFD4 FRE 16 £ D 5 5 15 L IZHIRIE & B
%@5%2%i¢%ﬂ§%ffﬁotkﬁibfwé

PLEX Y| JSRD ICABFT 2 EHIEDRHEE LTULTFDO XL 5127, Filld 2 Wil
HNZFE D B, %%i%hﬁ#%w# HHATE S HRIE DS N H D, £ P RFIZFEIE
I% JSRD OREEE O —IIZHENH Y . D2 HDZ L OFD6 DFTLEA T %,

(2% k]
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1) ARpEE
IR R— /%W 55—58

CQ6-1-1 HAMLEE DIBHRIZ VO HBE S L D~ & )

[~V —]
[ JSRD DMEREE SS9 HIBIRBIARTIC OV TOZ BT 2D H HWETIT AR ]

(]
TBIR OB OV TOREHT e S THZRLY,
WNRIRBHEIZ X 2282 L TS Ul RESORAIC X A% 21TV, SR FHR
BEN (visual evoked potentials, VEP) <°H@EEEMX (electroretinogram, ERG). HRIE
Bl 7e EORFR R RELZBE L 2N D, anfh—~ EHEEOZ\LOFHE 21T 5,

CQ6-1-2 HMANESE DIRHE T3 HELE X415 D)

[~ VU —]
JSRD DMAREIEZ X3 D A BN IREIE LR,

[fiAsi]

JSRD DOMAREIEZ %3 D WA 72 iR R T 720,

ELSZWL, @7 +n—7 vy 7 &7, fELEORECan R —<IZa0F L
7o A BE L2 ) U C MBS [ M s BREEE MR IR il 72 EDIRIEE BB 5,

CQ6-1-3 [REKIEENRATOIGE T NHER I D D)

[~V —]
AR ERGE D JAT I 2 Zh R p 7 a7,

[fi7an]

JSRD TR B HRERIEEN IATIT )T D2 RA VB EIE IR A STy, BRER E S &
ITITIMERIR S DFREE ITARAE L TV D AJREMEDN B B 129 RIS R o e U CIZFffr
TOIWRBENHELE I N D, 590Tx LTI 72 IREE COJRITBIE . 172 K HELE
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(&3 3]
1) Steinlin M, et al. Followup in Children with Joubert syndrome.

Neuropediatrics 1997;28:204-11.
2) IEA5L, . Joubert SEEREDARY 7T 712 X DT, RN 1999;41(1) :61-7.
3) AmMEET. fill. Joubert JEMEED —H] —HREKETFEEFIZOWTOMRE—
Equilibrium Res 2011;70(1) :23-39.
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CQ6-2-1 JSRD OB A% LIEEhHIFR I LT

[~V —]
EEEHIFRIT/NIT CKD B OBRAERS T DO 1EAT 2 i 9~ 2 2281 5 2> TIE 7R\ 72 O i B
HlERIFER] & LTI 2w, (HESEE B)

CQ6-2-2 JSRD DB AR A% LA S FRIZLE )

(4~ v—1 )
NFRREBRRICSH D Z & | o A ERIRDS BHEREEI TR R 282 & &
D, JRALE L THIRZATHRW, JSRDICHE D BAREOLE, —MOETHZERE | Rk
MR T DARIRS IR & 70> TR Y | KHIFR-LHEHIRIIBK Z R LAE L 20155
=iy, (L B) )

CQ6—2-3 JSRD DB ALK 2 WEHTEE TITAHELE X LD D>

(v -] )

JSRD OB ADHETH 2R 7 1 UKk D FEBINC A N7 1B HIEITAFAE L\, TR
O BINIEHBE AR L ZUCtE D AOHEDORIE - R ZMH T 52 L Th 5, mIlEE
6O HAIFRE L, BIE - EAREZROHEAT RA RERZ SRR END, £
(ﬁhcmwm\ém\ﬁﬁ%%mﬂﬁé%ﬁ%ﬁﬁo(%ﬁ&m Y,

CQ6-2-4 JSRD DRMIB RT3 L TIToN 5 B AREBEIEI L A3 E B )

(1~ 1 -] )
IR, JSRD ORI Aaioxt U RS (s, IEESENT. BB 23MM7To
NDIEFIHRE DX TWD, TOHRTEDFIEZRINT 20 E 5 DNLBEOEIFA X A
NEBDETEZD,KD AT —V 30 B2 b PNEBIEEMEIC 2 P b Ly
\?%-%%kiﬁﬁ%@%ﬁ%ﬁ%%ﬁbiﬁ@%f—V%iﬁféoGﬁ%ﬁm Y,

[#5 - BAY)
JSRD OBEEPHETH 2 % 7 1 Bk T D RN N 721G EIIFEE L2V as, A4
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M TPRERET D 1 DOBOHEN CKD Th b, IHEO BT KRB R 2L ZOAPHED
FIE - ERAZIMET 52 L TH D,

KA EEN S IR 2 £ O BE TR 2 BREBRIEOMATIX, BEBUROME, 1AHE~
OPERE, EIROMEME S . IR OW 70 EOREN H 0 i CTIXe0n, ITHidkk~ 72
TRICE D BRERENEREIEASNTZ LWV OEFAIRENSHRA SIS L H1Ch-T
& TV D REEE) FE W 4 1 5 B 1T 2 BREBEEOEITIE, BEBuEO RS,
1BRA~OHR, EHOEME S, SR O 178 EORBEN & 0 S TIXRW3, TR
Bea e TRICK 0 BRUBRIENEEICEAINT & WV IEFIHRENEH RIS L9 I
o TETND Y,

Z 2 Tl JSRD OB A BHEITTT D IERIC OV TEREBIRIEZ & OB 21T - 1=,

[fgan « —v 7 2]

JSRD IZA DT 2B EEDIRIFICHOVWTDOT BT v 2D H 5 MEIZEEET Case
report X° case series WHIET DDA TH D, ITHITEBETIEOR LIZ X BHESE
Wrie EOBRBIREDTOND L IR Te L W IHIBRERD D,

EPEBF AR ROIGRIZ DWW T A ABIRFSERO = 87 R HS < CKD 2R A
RZ 42 2013] BELO TCKDZIES A K 2012) 2EDHETEEICINL,

O EB)HIR

JSRD OBEOHERTR 7 1 BT L - T CKD 2 2 L72BRIC, JEH#)2Y CKD OEEIC %
LTWDMNE I D ERE LTCMSUITFE LWz, TOEEBIIH STy, [=
BT RIS CKD 2T A KT A > 2013] TITEBEHIRIZEHI A S L 22 & D
BIEO QOL X T &7 0 35720 i@E OESHRILE K REIER %2 b 72 53 etk
WY, EEHIREIT ) 2 & Z2HEE LT,

7272 LI LDWERTEENC L 2 R I 22 B ~ DR8I &7 Tl Ze <l &2 DR % HL72
DORD TN ENRH D, FmEORELT S hr—/L I TV W EILE, K
LD LAREERE L TWAGAR ERBN RN LZERGAIEBGIRT 5 2 L NEEN
Do

© EFHIR

B CKD Tl 7z A < EHIBRIZ K 5 B REIRFEFN RN GER] STV 2 23, /N CKD T
FZD LI R BT U RAIFEIE LR, T L AT AT S EHIRAS /NG CKD OHEST % 4]
THMENI2N & EZFEHT 5 7 & 2Bk (randomized controlled trial,
RCT) BNEEAFAEL TS, LI -> TNE CKD TIEREE W RIS SEHICE S, 72
PAEERHIRZFRI E LTirbwn, 272 LEA Y 7 AESE UV IIUE & K335 41%
BELRFTT20ERNH D,
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KA AT HIIRIT R 7 1 VEEIC K A CKD DAL RO el 2 3 - O &
LD D BDOTHEENLETH D, IRENEIT Lim/KE A 2R84, @iilEs 21
HEE. RIREDOFMMEIT o729 2 TR K « HAHIREIT) Z & bia s b,

@ NEHITEHRE

X7\ BEITKRT DR IS AT 1GR O B #IE CKD ot 2 935
ZEEKDDAHEEZ b= LT B ETHD,

ELEIL CKD B LONCVD (LML RBR) OEITICE D > TRV, FEmAICBERE L
192 a5, [T v AESLS CKDBIEN A KT 4 2 2013] Trik/edk
L CiX RA RFHESE (ACE BHEZE, ARB) 23EH—IZIR & L CTHER ST 5, RA SRIHESE
HAITIZay ha— L TERWESIIAI LS Y MEFEEO 2 E+T %, £7-RA H
PRI LE R IZT T7e < CKD OMEATIHIZNIR ZH T 5 Z & 23k A CKD TIEH &2
& 72> TS, /N CKD %9 2 EEATHNHIZN RIZ OV TUIBT H 2> TIX A28, Bl CKD
WCHEU T2 2 & 2HER %, 7277 L ACE FHESK L ARB 2 0F 3% Z L 13 CKD it
BRI REZ R LTSN E I DAL TIE AR HEBE L2V, RA SRLERITZ < 2VE
PR CTH D Z & BEENS —RICIK T2 8, @AV U AMENREZHZ 08 H D
ZL | BIKFRC BB RTBRALE K THAEN S H 2 L HRT O ERE~OBSI13E

BRZSIERITTOERETHDL L, R EREARIEEAND D, /N E L E O
X TR MERBETA BT 42 2014] 2B%FI2& 70,

@ BAERE

JSRD D HEE xR T HBREBPIEIZONWTOZET V ADH 5 HEIIIFEE T, case
report R T D DHTH 5,

A EENE FE W & 1 O BB T 2 BREREORATIZEE TILRW A, ITFX
e e TRICK V BRBRIENESEIEAIND K510 TE T D, BIREREIC
(XMEENT, MEENT. B (R, ) 235 5, EFIEIT ML &I BB
AT O TR AE (Preemptive kidney transplantation, PEKT) &9 FiEHITH
NHEITR->TND, EOFENMENLTNDEMNEWND Z LR TNFNICHA L
RIELEDFHELTND, TZTHREDT A 7 AXA NS NEBICHE DY HiEERRT
LMENSDH, EZTCKD AT —V3 &5 L, NEBEEMEIC2 LR, &
FHIE, CKD DT — L TAEDRRBIZOVWTEE LAWEERIEA L TN Z &R
VETHD,

(275 3CiK]

D IR, f. AR EEHEE ST OEREBM. 4 OB,
2010;23(2) :234-38
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a) BAREEYS. Tv7 U ACESL CKD BN A KT A 2 2013,
https://www. jsn. or. jp/guideline/ckdevidence2013. php

b) HABI 2. CKDBZHATA K 2012.
https://www. jsn. or. jp/guideline/ckd2012. php

¢ HBARMEYS. &MLEERETA R4 2 2014,
http://www. jpnsh. jp/data/jsh2014/jsh2014v1_1. pdf
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3) Tk

CQ6-3 ATAPHIEIC KR B 1REIEI T )

[~V —]
BURF R TIE, ¥ 2 = VIERFEIC B0 5 2 L 03D 2 SE RMERTRRMEIE S &3 % IR ATG
FEIT7R <L RHERIEEAT S, (HESREE A)

[ - =7 %]

B RUCIE, JERPEFFRRHERE C O TR OSMEILI T B 1RIIE T2 W Y,
SHEFEE & LC, M EIREIC X 5 1l 2 5800 723 A I N RBEITAIE 247 5, i
DOEEDN & D551, WHRSIC X 5 FHHRZRIREOEISA H VD . NEIIRFR I T Him
DIGEDEE LW AITIEMIIRATEER > v > b a3 5, I, BEEOLEI2IE, JH
HERYYE, JRARE, BIMEO fIREMEEZ 5 2 T, MEZITW AR L 2IREZ1TH, ]
IR E L CTHBMEIZ X » THEBN ARETH 203, IHF T 2 BHEREREIC LD U A7 R
oV EEIZEICERETT D,

(2% 3CHK]

1) Wehrman A, et al. Diagnosis and Management of Hepatobiliary Complications

in Autosomal Recessive Polycystic Kidney Disease. Front Pediatr 2017;5:124.
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4)  PARARRER DO REE
R fk—
CQ6-4-1  fidjgCHalRE O BTN TR OUGEEICAH M

[~V —]

AR SOBENEIE DAIRBEMN DAL 2 U 27 BN 5120, BRI L v fiRic &
HREER 22 TR CE D RO U 27 BN L /KEIED Y A7 1XH D728 7 1 —N)
METH D, (HELZEE A)

[fEsh - =7 2]

RS OPAHA I L > THEHBFICKENAE L LOE SEHE LWV, Z OFHEHEX
HBED DEHBNRO AN~ LFEIZ R L7 b O &g & /5, Bl L7
NI E EA TV D S DO ZBEENE (meningoencephalocle) | i L 72 N4
W MGRELRR 23 5 AL T BERREOBEIR O 2+ T HAUIT R (cranial meningocele) & 43%A
Enb Y,

JSRD BFH DO —ICIIEOMBIE 2 L5 Z D D, MikE. BEBE X PASE Tl 2 2L
ETDEGENRD Y | ARRAEIA~ORRITIL, FHINTAT Y T EDNEE LW, R, B
BERSRE DAREE DA T D U 27 D3 H355121E, FHITFINC X 0 #iikIRIC & 2 Bk
ZTTE DD, BATHHERANEI~SENT 2 0ER’H D, 2 < ITHARICHEE S
W5,

F 7o R REAFH OPLR LRI P DR 2 £ © KEE DB 1T R AT 5 BERH D,
IKERE & RO 2R W R RS O S RITE X, MAZLELET 52 LIFHmTH D, /KA
JiE D 72 OIS O B 13, MRS IE R B L < VTR E ORI R 2 69 5 FRE T
HDHN, KEZAT H2BETIL, MR FORMEILIVEREE R Z XD D, K
JEZ A OFTIURBEIR > v > N EFEIT T 57280, IR~ T & Th 5,

FITOES I LY A I 2 T I RRINEL O & 72 5 23, KBEIE O R 2 W L
FHFIRITHROLFEHHATH S,

PR A DHE 2 £ U 2 JRIK & L C, KBE & A 03 8 5. IS RINSEE
NEENTODEA ., MR EEENEC DA RENH D Y, IO A A
PHE & OBRIEITR STV RN,

JSRD T/KEHEZ & 729 A =X AFH 52> Tld7Zevy, Ruxandra 5%, MTS 238D %
BED IS CC202A ZEE D B 2 BTN B & g U CTRIIMEILR OBHED R <L K
SHE DRIEDBEE LR EHE LT\ D Y, F£72, Michael &% 0FDI BB O KIE & O
B & s L7 P, JSRD 12381 B /KEEEDIIE Y A 7 (TG TR L BE L T\ 5]
HEMEDRIZE S LD,
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JSRD CII& TG 10%FREIZFRO DL Y, KEIEXEhE SN TWD 9 —f%iz,
M@%w@5$%@5W%%_mﬁf%Aﬁﬁélm oI & 78 B BFICRB W,
DOEEHIZED X I A B = XATmﬁf%ébémﬁi+” IZH 672> T
W, PLEMNS | JSRD CHMIE & 3RO 7o 5 A T 1T /K EENE O A GFHEEE B BEIN9- 2 AT REME S &
D, HEERZ7 e —RNLELEEZ D,

(%% 3R]

1) Martinez-Lage JF, et al. The child with a cephalocele: etiology,
neuroimaging, and outcome. Childs Nerv Syst 1996;Sep;12(9) :540-50.

2) Lo BWY, Kulkarni AV, et al. Clinical predictors of developmental outcome
in patients with cephaloceles. Clinical article. J Neurosurg Pediatr
2008;2:254-7.

3) Bachmann-Gagescu R, et al. Genotype—phenotype correlation in CC2D2A-
related Joubert syndrome reveals an association with ventriculomegaly and
seizures. J Med Genet 2012;49:126-37.

4) Michael F, et al. Expanding molecular basis and phenotypic spectrum of X-
linked Joubert syndrome associated with OFD 1 mutations. Eur J Hurn Genet
2012;20:806-9.

5) Poretti A, et al. :Joubert syndrome and related disorders: spectrum of
neuroimaging findings in 75 patients. AJNR Am J Neuroradiol 2011;32:1459-
63.

6) Parisi MA. Clinical and molecular features of Joubert syndrome and
related disorders. Am J Med Genet C Semin Med Genet 2009;15:326-40.

7) Alexiou GA, et al. Diagnosis and management of cephaloceles. ] Craniofac
Surg 2010;21:1581-2.

8) Bui CJ, et al. :Institutional experience with cranial vault

encephaloceles. J Neurosurg 2007;107:22-5.
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a) /NVIEPERRES R 2 —HP. BRI
https://www. shouman. jp/details/11_1_1. html
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CQ6-4-2 JSRD IZRITF B TAMAIZHNRIBERILH 5 D>

[~V —]
JSRD A TR R TADAITH BN TE 63, FHTAZIE S HIREERIT A,

[%ﬁ-if?yx}

JSRD BEFICBIT 22T A0 H 5 HETRDO T, HEOIEFIMRFTOHRE (case
series) %HAD&)EWDJ%T&)E) JSRD FBFNZ TAMADEIHIZL < 203, — IO REH
IO TND M2 Lz LAy s, EMERHEEIIARHTHS Y,

JSRD B ITHB T DM TADAMTE LN TE LT, BEMETANADORE LR
DT, TADPANTKTT 2B D DR ZRIREIEIC BT 2 & X2V, TAn
A, BRERD & L ERTO & & TRAE S 71, BRENZRFITANAE TIER SN D XETH
Do TAMABIRICET 2R & LTI TTADAABRT A KZ 12 2018] %251
Enn,

E BTN

1) Lopez Ruiz P et al. Uncrossed epileptic seizures in Joubert syndrome. BMJ
Case Rep. 2015. doi:10.1136/bcr-2014-207719.
2) Bachmann—-Gagescu R, et al. Genotype—phenotype correlation in CC2D2A-

related Joubert syndrome reveals an association with ventriculomegaly and

seizures. J Med Genet 2012;49(2) :126-37

3) Saraiva JM, et al. Joubert syndrome: a review. Am J Med Genet

1992;43(4) : 726-31.
[ k& EH
a) HARMEHRZEES TCTADABEIA KT 4] fERERES. CTANARIETA KT
A 2018, B : EFERL, 2018.
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CQ6-4-3 ATENEEICOVWT ED L 5 RIGEIENH D>

[~V —]
IO B R, FIER EORBEEFEEZITVD, U T—2a b E0iEE2R
LTS ZENREETH D, (HELZAEE A)

[figan - e 7 2]

JSRD (ZF1F 5 RIEATENI X9~ 2 AR RN BTV Ry, £ ZhOfTE)ESE
X LT, PRSI B ik . FHER E DR EZIT. VA T—va b EoT
BEERF L T BERD D,

JSRD DBEHEICHB T HITEIFE L LT, SidKiT. HAAXZ F 7 A%E (Autism
Spectrum Disorder, ASD), FEATENV 2 ENHIT HLD, 9. JSRD BEDOBHEE X
ZETH Y EEOREMERN S EFH#HHICKA TS, SRAEMEERE (Full 1Q)
15 725 129 L THRAH Y . P 68 T, fEERAEIL 26 L ORERH D, FiaRAT
FELSRONDFTATHY | SXEOHM L SFEROMICRD bNLFHEDRA L 72 5
LY AR N T AJEIL, JSRD BE OISR D WEN H o7 PV, RS T
AR HAANRY N T MES TR D LT oHELH D Y, @EIESCHA LS Lo
T-RIEITENL., I OBREICED NS Y,

JSRD DATEREEIZ % D A2 DR BRI IRIBFIEIT 2V, TR OITEIREE IS
KL CTHEROME R . FHEe EOBREREEZITV. VBT —2a UROREEIT O
TENEFE L,

(%% 3R]

1) Hodgkins PR, et al. Joubert syndrome: long—term follow-up. Dev Med Child
Neurol 2004;46:694-9.

2) Braddock BA, et al. Oromotor and communication findings in joubert
syndrome: further evidence of multisystem apraxia. J Child Neurol
2006;21:160-3.

3) Holroyd S, et al. Autistic features in Joubert syndrome: a genetic
disorder with agenesis of the cerebellar vermis. Biol Psychiatry
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4) Ozonoff S, et al. Autism and autistic behavior in Joubert syndrome. J
Child Neurol 1999;14:636-41.

5) Takahashi TN, et al. Joubert syndrome is not a cause of classical autism.
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CQ6-4-4 FEAWETEEITIZED X 5 RIBEERH L0

[~V —]
FEALE FEELZRD S, 24 U o w7 i i 2170, RO RE
OFEE, OfE -WeEF U NN T—2 3 a7 NERH D,

[fgan]

JSRD DFBEFICEBNT, EBREE TEEFIX UIXUIXRZ T 5, KHEALOIT-EMETH
D BYRMEE R E DS INKIEICHA LT LEY, MiRxa o3, RazpiE, %
B RITERT D720 TO X S RS neE L7 b,

FT. BEOERBE T ORNIZEDE T, RFFESCKRBOTE LT 5, LEN
HIVTFE OFHI O 7= DITHEBREL BET 5, B/ - NEBL BT 00, &
EAIZ O BET T 587 % X CERT S, ©F A HE T iEMA (videof luoroscopic
examination of swallowing, VF) 23 %, T CiLHE ~FN{i8% (videoendoscopy, VE)
HAZME 2R L 720 D0 d D, FEERAE O R, W THREZ B D4 723, &%
DEBOFIESLE . BYFREOE T 2 E2TET 5, S HI2iE, wRERM, R
ATICEDOE-HWT U YT —2a v ahhdh, SRR L. B, FEE LR
ELWFEEED T THN R ) A T— 3 VR AT O LERH D VY,

UL B k& el 24T > CH L RITR B EAT 277, REle 2 51T 72 W54,
e A R 2 W RER OEANZAT 5 2 L0, BN D DOREH|IL~—Z K
BEFATLZZE L HD, BEOHEINT, BEARAKLDCITFE L ORF2EE 2 TRIE
ENb, —ERMeERE LT,

- BRI & HRRIICEITE 20
- IEWRIHGERREEEZ A L TWD
< AL EOEMTEN RIAEN DAL OV
EWVI R TLORE RSN TS Y,
JSRDDEFIZEBWT, BEOBEISICE L T BT 2D H 2 M ALIFHE BTV,

(&35 3Cik]

1) BEAEL BE T AU T—a BT 5 ERHE, WREE oS
FRRR IS E. 2011;26(6) 11379-83.

2) RERK. . AAEREHMTY AU TF—a VERERRNEESS. IFEOE L
W (2014 hRK)  HIBRHWET U &35 2014;18(1) 155-89.

3)  LREPSCE M. BARW LSRN PR AR AERZA S RINEEIHIE 5 5 il
(PEG) A K74 (%) HARWMLINESIF2MEEE 1996:38(2) :504-8.
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5) FRULpETE
MR RRE

CQ6-5-1 EREE DIBEEIZ DWW T, 1BEIN AD HZZ 130 H

[~V —]

RIRZ 1 MEREIR 258 60 7 & & | BRE KRR MIE 238D 72 & & | R REE T A fLiE
D L& BHENE L, BHRIERZ MR CE R0 & ZIIBRNM AL RFT T &
Tho, (HEBE A)

CQ6-5-2 HEFER DIRIEIZED L 572 b DN H 5 H>

[~V —]

Y AR 7 & D3RRk, R G, IFREEGE#KIE (non—invasive
positive pressure ventilation, NiPPV), KEUIBH « AN TIREWEZRIEE 70 K OIEEDE
RN B D05, FEROFRRECIEFNC L » CEbl /@R 2T 20BN 5, (HELEE A)

CQ6-5-3  NiPPV I L VKB WIBRE A D1 s 1%

M~ —] ~
@O NiPPV & A D )i
NiPPV X, FEMIESCHBER G Clday e — A RROEEIZITI,
© =B CIBA DG

\_ Nwwﬁﬁmﬁﬁ@%ﬁ%b<ﬁNMWTﬁnV}D~wﬁ+%@@p%éD/

CQ6-5-4 ZRERITIGIRDRIGR & 72D )

[~V —]
(RIRIR AT A ME 2 RV, EEIRBICEN D TV u— 2 2 82 B 2 5A1
IR EBE S D, (HELEE A)
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CQ6-5-5  JFRIFI I HENFI AL DIRIA & 72 D 70
(1~ —] )

Opioid Z FWT BRI Tl B &R 24 36 JI1E T, Alpha—2 adrenergic
agonist & W R CIX, FERBRE ZHE IS5 Z Lidd v, FERXT a1 REH
#JE (Non-Steroidal Anti—Inflammatory Drugs. NSAIDs) D#x5.1%. FTHERECBHLRE
\@® WL EZERBLTTONETH D, (HELEE A) J

HE - Byl
JSRD (X HHAERE L 0 R0 & SEREDY A R & 3 2 FE R ET B 03 EMEO—oTh
5o_®@w%% IR IC & D EEL DO MR XD EE NG LD LB NS
. EHERBEFII R TH D, Eo. T OIS 0 REIY FRE R 1342 T OS]
&ﬁ%hé%?i@<\ﬁ%VioT#i%é#4W@%&%%&%#fw””oWW
TER R IR L OIS IRIC T L LTRO LN, fEL EbICWET DL EEINT
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Table 2

Clinical features of patients.

Arima syndrome

Joubert syndrome

Senior-Leken syndrome

COACH syndrome

Dekaban
syndrome

Psychomoter development

Brain

Eye/
Retina

Kidney

Molar tooth sign
Cerebellar vermis
agenesis

Brainstem malformation
(hypoplasia)

Hypotonia

Retinopathy (Retinitis
pigmentosa)

Coloboma

Abnormal eye movement
(Nystagmus, Strabismus,
dysrexia)
Nephronophthisis
Polycystic kidney

Abnormal respiratory

Others

Genetics

Prognosis

References

Severe delay from the early
infantile period

+
+

+

+

+

Ptosis-like appearance (daily
alteration)

CEP290: c.6012-12T>A (p.
Arg2004Serfs*7); c.1711+1G>A
(p-Gly570Aspfs*19)

Usually early death for renal
failure

[1-5]

Severe delay to normal

J’_
+
Various

AHII, NPHPI, CEP290,
RPGRIPIL, NEKS, TMEMG67,
TTC21B, TMEM231

Various, but not early death
(depend on renal or respiratory
condition)

[3,6,-10]

Various
+
+
+

Not described
+

+

+
Anemia

IQCBI, NPHPI, INVS,

NPHP3, NPHP4, CEP290,

SDCAAGS

Various, but not early death

(depend on renal or
respiratory condition)
[3,4,6,10,11]

Various

Not described

+
+

+
+
Liver fibrosis

TMEMG67, NEKS, CC2D2A4,
RPGRIPIL

Various, but not early death
(depend on renal or
respiratory condition)
[3-7.9,10,12,13]

Severe delay from
the early infantile
period

+

+

+

Not described
+

Not described

+
+
Not described
Not described

Not reported

Not described

[3-5,14]

1. Itoh M, et al. Brain Dev 2014;36:388-93., 2. Kumada S, et al. Am J Med Genet A 2004;131:71-6., 3. Chance PF, et al. J Child Neurol 1999;14:660-6., 4. Satran D, et al. Am J Med Genet
1999;86:459-69., 5. Gleeson JG, et al. Am J Med Genet A 2004;125A:125-34., 6. Ronquillo CC, et al. Vision Res 2012;75:88-97., 7. Romani M, et al. Lancet Neurol 2013;12:894-905., 8. Sattar S,
et al. Dev Med Child Neurol 2011;53:793-8., 9. Parisi MA. Am J Med Genet C Semin Med Genet 2009;151C:326-40., 10. Valente EM, et al. Eur J Med Genet 2008;51:1-23., 11. Ellingford JM, et al.
Lancet 2015;385(9980):1916., 12. Brancati F, et al. Hum Mutat 2009;30:E432-42., 13. Gentile M, et al. Am J Med Genet 1996;64:514-20., 14. Dekaban AS. Am J Ophthalmol 1969;68:1029-37.
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carboxypropyl) —cysteine, S—(2-carboxypropyl)-cysteamine 33 TN Acryloyl—CoA {REEE
W)C& 5 S-(2-carboxyethyl) —cysteineS—(2-carboxyethyl) —cysteamine OHIE & & ST
L. EWN b ER TS 21T ->7-, S—(2-carboxypropyl)—cysteine/cysteamine 2MENLIZ

ALTBY, NY AMBRORENTRETHD LEZ DN,

A. BFEBEH

Short—-chain enoyl-CoA hydratase
(ECHS1) KHEJE 1L, 2014 T D TAH— A
N7 U 7 @ Leigh MHE D 5t of il THE S

7285 LW RSB CTH D, Leigh

BIED % < I1E 2 by R 7RO W4
AR ICL 0 RBIEST D25, ECHS1 KB JE
X b RU 7 REREES KRBT DD
72\, ECHST KB C it & b i <o I IR JiE IR
B, NY URETREORE TH D, 3-
hydroxyisobutyryl—-CoA hydrolase
(HIBCH) RHBJE & L TW 5D Z & » 5, ECHSI
KBIEDH AU O FREE D EREIC L DM
REEN T DWETII ARV EHTIS
TW5, ECHSL X, NU RO HR 5
T, MONKHET I B e A AV
oA rofRE., -
BHENERAH,. FU X b7 7 ofR#EHCh
Bh L TW5 (Fig. 1), A¥EE O
ELTIE, MEMERET DLV AT A RV
AT T X7 EICFEFIT RIS O &

Methacrylyl—-CoA < acryloyl—-CoA @ HihN
DG L THWL2OTIERWAEHER ST
W5, ZOHRETAY CHIREI THRE
KR\ LIZEWOIHMENH D, (Soler-
Alfonso, et al. Pediatric Neurology
2015), F 7= ECHSL MR HIC B D iy ik d5 7
N SN CAWINEE = G S I (7= (%
V) ERNUT N7 v JBNIRE ATRE/R (R
DVERELEEAGIREFRIENERK S LT
HEhThHHAREENRDH D, TDOTH, N
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RS A ZH 2D L TEHEETH D,

B. BrEEE - FiE (BE)
1) HAHY
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R D Methacrylyl—-CoA 1 EEES
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l
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l

isobutyryl-CoA
5|

<«— methacrylyl-CoA

=

S-(2-carboxypropyl)-L-cysteine
S-(2-carboxypropyl)cysteamine

1l

(S)-3-hydroxyisobutyryl-CoA
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(R)-methylmalonyl-CoA——— succinyl-CoA
methionine
isoleucine

{ threonine

(S)-methylmalonyl-CoA
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==
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2|

malonic semialdehyde
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NH,
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Objective: To characterize the clinical findings in a patient with hearing loss harboring an A8296G mitochondrial
DNA mutation and the outcome of cochlear implantation.

Patients: A case report of a patient with hearing loss caused by an A8296G mitochondrial DNA mutation.
Intervention: The patient underwent cochlear implantation (CI).

Main outcome and results: Bilateral moderate to severe hearing loss was found at high school age and pro-
gressed to severe hearing loss bilaterally at the age of 22. The patient's low-tone hearing was relatively well
preserved compared to high frequency, although it eventually declined. Speech perception in silence and at S/
N10 improved to 100% and 92% for sentences, respectively, 3 years after CIL.

Conclusions: We detailed the case of a patient with hearing loss due to an A8296G mitochondrial DNA mutation.
Bilateral progressive hearing loss starting from high frequency was observed. Speech discrimination after CI was

very good, indicating that a patient with this mutation is a good candidate for CIL.

Introduction

Mitochondrial diseases are disorders caused by impairment of the
mitochondrial respiratory chain. Organs that rely on aerobic energy
production, such as the visual and auditory pathways, heart, central
nervous system, and skeletal muscle, are primarily affected [1]. Hearing
impairment is reported to affect more than half of patients with these
diseases. Pathological mutations of the mitochondrial DNA (mtDNA)
have been commonly found at the transfer RNAs (tRNAs). To date,
more than 90 point mutations in 21 of the 22 mitochondrial tRNA genes
have been reported [2,3]. Most of these mutations result in a decreased
rate of mitochondrial protein synthesis, causing a deficiency in the
energy metabolism of the cell [4]. Approximately 50 mutations of the
tRNA genes have been associated with deafness [5]. The A8296G sub-
stitution in tRNA(Lys) was reported to cause hearing loss, although
detailed findings and the clinical course of the hearing loss was not
described. Herein we present the case of a patient with an A8296G
mitochondrial DNA mutation who had progressive sensorineural
hearing loss (SNHL) and underwent cochlear implantation (CI).

Case presentation

The patient was a Japanese woman who was born without any

* Corresponding author.
E-mail address: kashioa-tky@umin.ac.jp (A. Kashio).

https://doi.org/10.1016/j.x0cr.2019.02.003

perinatal abnormalities. Neither she nor her family had a reported
history of otitis media or diabetes. She was first diagnosed with bi-
lateral hearing loss of approximately 70 dB HL during a medical ex-
amination at her high school. She started using hearing aids at age 15,
but her hearing level gradually declined. At 20 years of age, her hearing
thresholds had increased to 90 dB HL. She did not experience any
benefit in speech discrimination while using hearing aids and stopped
wearing them. She presented at our department at 21 years of age.
The patient's unaided average threshold was 91.3 dB HL in the right
ear and 98.8 dB HL in the left ear, with some residual low-frequency
hearing bilaterally (Fig. 1). Her phoneme speech discrimination score
was 15% on the right and 0% on the left. She started using hearing aids
again, but improvement in her speech discrimination was limited. Her
hearing loss progressed steadily at all frequencies, and 10 months after
her first visit to our department, the average threshold had declined to
105 dB HL on the right and 95 dB HL on the left (Fig. 2). No ab-
normality was observed in the temporal bone or brain on high-resolu-
tion computed tomography (HRCT) or magnetic resonance imaging
(MRI). At 22 years of age, the patient underwent left CI surgery. A
CI522 implant (Cochlear, Melbourne, Australia) was inserted and
complete electrode insertion was achieved. An electrically evoked
compound action potential could be elicited in all electrodes. During
the postoperative follow-up, we conducted a gene-targeted sequence
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Fig. 1. Audiograms at the first visit to our department.
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examination that detected a heteroplasmic A8296G mitochondrial DNA
mutation. Other mutations related to genetic hearing loss were not
detected. Eighteen months after CI, the patient's speech perception
measured using the Japanese version of CI2004 in silence and at a +10
dB signal-to-noise ratio (SNR10) had improved to 96% and 40% for
words and 98% and 57% for sentences, respectively. Three years after
CI, the patient's speech perception had further improved to 100% and
92% for sentences in silence and at an SNR10, respectively.

Discussion

We reported on a patient with an A8296G mitochondrial DNA
mutation presenting bilateral moderate to severe hearing loss at high
school age that progressed to bilateral severe hearing loss at age 22. The
patient's low-tone hearing had been relatively well preserved compared

Otolaryngology Case Reports 10 (2019) 47-49

to her hearing at high frequencies, but it eventually declined. The pa-
tient obtained good speech discrimination after CI surgery.

The patient's hearing loss began when she was a teenager. It affected
primarily high frequencies and progressed to severe hearing loss at all
frequencies by the age of 22. There has been no report on the precise
course of hearing loss caused by the A8296G mitochondrial DNA mu-
tation. Santorelli et al. [6] reported two families with a G8363A mi-
tochondrial mutation that causes the same tRNA(Lys) deficiency. Some
members of these families showed progressive SNHL, with the age of
hearing loss onset varying from the teens to the fifties. Detailed in-
formation related to the clinical course of hearing loss has also been
reported for other types of tRNA deficiency. The deficiency of
tRNA(Leu) is primarily caused by an A3243G mitochondrial mutation.
It has been reported that hearing loss occurs between 14 and 50 years of
age. Most patients have bilateral progressive SNHL; the shape of the
audiogram generally slopes at the beginning, gradually becoming flat
[7]. Patients harboring tRNA(Ser) mutations of T7511C and A7445G
have been reported to experience hearing loss in their second or third
decades and show progressive hearing loss beginning at high fre-
quencies [8,9]. From these findings, progressive hearing loss starting
from high frequencies is considered a common feature in patients with
a deficiency in their mitochondrial tRNA. The onset of hearing loss,
however, varies according to the type of tRNA mutation. The age of
onset of hearing loss in patients with tRNA(Leu) mutations is more
variable than that of tRNA(Ser) mutations. Syndromic deafness asso-
ciated with tRNA mutations such as A3243G is reported to be present in
heteroplasmy with an atypical threshold effect [10], while non-syn-
dromic deafness-associated tRNA mutations such as T7551C and
A7445G are known to occur in homoplasy or in high levels of hetero-
plasmy [10]. These variations in mutation may result in the differences
in the age of onset.

To the best of our knowledge, this is the first report of a patient with
an A8296G mitochondrial mutation who underwent CI. The patient's
postoperative speech perception score was very good. Most previous
case reports also suggested that CI has favorable effects for patients
with mitochondrial diseases [11]. It can be assumed that hearing loss
associated with a mitochondrial disorder is more likely to be caused by
cochlear dysfunction rather than retrocochlear abnormalities [12]. The
animal model of chronic mitochondria dysfunction also suggested de-
generation in the stria vascularis and the organ of Corti as a cause of
hearing loss [13]. However, other reports analyzing the histopathology
of the temporal bone with mitochondria tRNA mutations suggested
additional retrocochlear impairments. A temporal bone study of
A3243G mitochondrial mutations revealed severe degeneration of the
spiral ganglion cells in addition to stria vascularis degeneration [14]. In
cases with T7511C mutations, the primary cause of SNHL was con-
sidered due to severe degeneration of the spiral ganglion cells [8].
Moreover, pathological changes in the central nervous system including
the central auditory pathway or psychomotor regression are reported in
syndromic mitochondrial diseases such as MELAS [11,15]. Considering
these findings, a longer follow-up is necessary to determine the out-
come of CI.

Conclusions

We have detailed a case of a patient with severe sensorineural
hearing loss due to an A8296G mitochondrial DNA mutation. She had
bilaterally progressive hearing loss starting from high frequencies and
her hearing at low frequencies declined thereafter. She underwent CI at
the age of 22 and her postoperative speech discrimination was very
good, indicating that patients with this mutation are good candidates
for CI.

Conflicts of interest

None.

180



181

Y. Hoshi, et al.

Ethical statement

This study was approved by the Institutional Review Board of the
University of Tokyo Hospital (approval no. 2487). The requirement for
informed consent was waived due to the retrospective nature of this
study. The study was conducted according to the tenets of the
Declaration of Helsinki and its revisions and Good Clinical Practice
guidelines. No potential conflict of interest was reported by the author

(s).
Financial disclosure

This work was supported by Grants-in-Aid of the Research on
Intractable Diseases (Mitochondrial Disorder) from the Ministry of
Health, Labor and Welfare of Japan.

References

1

—

Scarpelli M, Zappini F, et al. Mitochondrial sensorineural hearing loss: a retro-
spective study and a description of cochlear implantation in a MELAS patient. Genet
Res Int 2012.

Kogelnik AM, Lott MT et al. A human mitochondrial genome database: 1998 update.
Nucleic Acids Res. 26: 112-115.

[3] Servidei S. Mitochondrial encephalomyopathies: gene mutation. Neuromuscul

[2

=

181

[4

=

[5]

[6

)

[7]

[8

=

[9]
[10]

[11]

[12]
[13]
[14]

[15]

Otolaryngology Case Reports 10 (2019) 47-49

Disord 12: 524-529.

Levinger L, Morl M, Florentz C. Mitochondrial tRNA 3' end metabolism and human
disease. Nucleic Acids Res 2004;32(18):5430-41.

Ruiz-Pesini E, Lott MT, et al. An enhanced MITOMAP with a global mtDNA muta-
tional phylogeny. Nucleic Acids Res 2007;35(Database issue):D823-8.

Santorelli FM, Mak SC, et al. Maternally inherited cardiomyopathy and hearing loss
associated with a novel mutation in the mitochondrial tRNA(Lys) gene (G8363A).
Am J Hum Genet 1996;58:933-9.

Yasumura S, Aso S, et al. Cochlear implantation in a patient with mitochondrial
encephalopathy, lactic acidosis and stroke-like episodes syndrome. Acta
Otolaryngol 2003;123(1):55-8.

Ishikawa K, Tamagawa Y, et al. Temporal bone histopathologic abnormalities as-
sociated with mitochondrial mutation T7511C. Laryngoscope
2006;116(11):1982-6.

Love RL, Bird P. Cochlear implantation in mitochondrial deafness due to A7445G
mutation. Cochlear Implants Int 2013;14(1):28-31.

Zheng J, Ji Y. Mitochondrial tRNA mutations associated with deafness.
Mitochondrion 2012;12(3):406-13.

Bradley J, Bird P, et al. Improved speech discrimination after cochlear implantation
in the southern cochlear implant adult programme. N Z Med J
2010;123(1321):34-44. 27.

Sinnathuray AR, Raut V, et al. A review of cochlear implantation in mitochondrial
sensorineural hearing loss. Otol Neurotol 2003;24(3):418-26.

Yamasoba T, Goto Y, et al. Cochlear damage due to germanium-induced mi-
tochondrial dysfunction in Guinea pigs. Neurosci Lett 2006;395(1):18-22. 27.
Takahashi K, Merchant SN, et al. Temporal bone histopathological and quantitative
analysis of mitochondrial DNA in MELAS. Laryngoscope 2003;113(8):1362-8.
Tanahashi C, Nakayama A, et al. MELAS with the mitochondrial DNA 3243 point
mutation: a neuropathological study. Acta Neuropathol 2000;99(1):31-8.


http://refhub.elsevier.com/S2468-5488(18)30132-2/sref1
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref1
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref1
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref4
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref4
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref5
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref5
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref6
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref6
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref6
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref7
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref7
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref7
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref8
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref8
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref8
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref9
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref9
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref10
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref10
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref11
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref11
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref11
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref12
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref12
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref13
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref13
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref14
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref14
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref15
http://refhub.elsevier.com/S2468-5488(18)30132-2/sref15

182

) BRAIN &
DEVELOPMENT

updates

Official Journal of
the Japanese Society

DO - A e ﬁﬁ
ELSEVIER Brain & Development 40 (2018) 259-267 of Child Neurology

www.elsevier.com/locate/braindev

Original article

Arima syndrome caused by CEP290 specific variant and
accompanied with pathological cilium; clinical comparison
with Joubert syndrome and its related diseases

Masayuki Itoh **, Shuhei Ide ", Yuji Iwasaki®, Takashi Saito®, Keishi Narita
Hongmei Dai?, Shinji Yamakura ¢, Takeki Furue®, Hirotsugu Kitayama ',
Keiko Maeda ¢, Eihiko Takahashi”, Kiyoshi Matsui', Yu-ichi Goto?,

Sen Takeda®, Masataka Arima "

@ Department of Mental Retardation and Birth Defect Research, National Center of Neurology and Psychiatry, Kodaira, Japan
® Division of Pediatrics, Tokyo Metropolitan Tobu Medical Center for Persons with Developmental and Multiple Disabilities, Tokyo, Japan
¢ Department of Anatomy and Cell Biology, Interdisciplinary Graduate School of Medicine and Engineering, University of Yamanashi, Chuo,
Yamanashi, Japan
9 Tsubasa Shizuoka, Shizuoka, Japan
€ Department of Pediatric Nephrology, Hiroshima Prefectural Hospital, Hiroshima, Japan
' Department of Nephrology, Shizuoka Children’s Hospital, Shizuoka, Japan
& Department of Pediatrics, Shizuoka Iryo-Fukushi Center, Shizuoka, Japan
b Division of Nephrology, Kanagawa Children’s Medical Center, Yokohama, Japan
i Division of General Medicine, Kanagawa Children’s Medical Center, Yokohama, Japan

Received 19 September 2017; received in revised form 26 October 2017; accepted 5 November 2017

Abstract

Objective: Arima syndrome (AS) is a rare disease and its clinical features mimic those of Joubert syndrome or Joubert syndrome-
related diseases (JSRD). Recently, we clarified the AS diagnostic criteria and its severe phenotype. However, genetic evidence of AS
remains unknown. We explored causative genes of AS and compared the clinical and genetic features of AS with the other JSRD.

Patients and methods: We performed genetic analyses of 4 AS patients of 3 families with combination of whole-exome sequencing
and Sanger sequencing. Furthermore, we studied cell biology with the cultured fibroblasts of 3 AS patients.

Results: All patients had a specific homozygous variant (c.6012-12T>A, p.Arg2004Serfs*7) or compound heterozygous variants
(c.17114+1G>A; ¢.6012-12T>A, p.Gly570Aspfs*19;Arg2004Serfs*7) in centrosomal protein 290 kDa (CEP290) gene. These unique
variants lead to abnormal splicing and premature termination. Morphological analysis of cultured fibroblasts from AS patients
revealed a marked decrease of the CEP290-positive cell number with significantly longer cilium and naked and protruded ciliary
axoneme without ciliary membrane into the cytoplasm.

* Corresponding author at: Department of Mental Retardation and Birth Defect Research, National Center of Neurology and Psychiatry, 4-1-1
Ogawahigashi, Kodaira, Tokyo 187-8502, Japan.
E-mail address: itoh(@ncnp.go.jp (M. Itoh).
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Conclusion: AS resulted in cilia dysfunction from centrosome disruption. The unique variant of CEP290 could be strongly linked
to AS pathology. Here, we provided AS specific genetic evidence, which steers the structure and functions of centrosome that is
responsible for normal ciliogenesis. This is the first report that has demonstrated the molecular basis of Arima syndrome.
© 2017 The Japanese Society of Child Neurology. Published by Elsevier B.V. All rights reserved.

Keywords: Arima syndrome; Joubert syndrome; Joubert syndrome related diseases; CEP290; Cilium

1. Introduction

Arima syndrome (AS) (MIM #243910) has been
mainly reported from Japan and its clinical features
mimic those of Joubert syndrome (JS) (MIM
#213300). Recently, we described diagnostic symptoms
of AS; severe psychomotor delay from the early infantile
period, cerebellar vermis agenesis (or hypoplasia), renal
dysfunction with nephronophthisis, visual dysfunction
due to retinitis pigmentosa and ptosis-like peculiar facial
appearance [1,2]. Among them, the AS characteristic
symptom is severely progressive renal failure from the
infantile period. AS patients developed progressively
renal failure and underwent dialysis or renal transplan-
tation to survive in early childhood. AS may be a severe
form of JSRD spectrum, seven AS patients previously
demonstrated unique phenotypes [1]. Recently, among
stacked up clinical reports of JS and its related diseases,
it is established a disease entity of ciliopathy. Ciliopathy
is defined as a disease group derived from cilia dysfunc-
tion and consist of clinically and genetically various dis-
eases, including Joubert syndrome (JS) (MIM #213300)
and JS-related diseases (JSRD) of Senior-Leken syn-
drome (SLS) (MIM #266900), COACH syndrome
(CS) (MIM #216360), Leber congenital amaurosis
(MIM  #611755), Meckel-Griiber syndrome (MIM
#24900), Bardet-Biedl syndrome (MIM #209900) and
so on. The diseases commonly have the symptoms of
severe psychomotor delay, cerebellar vermis agenesis,
retinal dysfunction and dysplastic kidney [3,4]. On the
other hand, 29 causative genes of ciliopathies have been
reported [4-6]. The variants of these genes are closely
related to dysfunction of the primary cilia.

Since the similarity of the phenotypes between AS
and JS and other JSRD, we can speculate that AS is a
member of JS and other JSRD. However, definitive
genetic evidence of AS has never been submitted for
making the diagnosis of ciliopathy. Here, we explored
a causative gene of AS and considered its clinical spec-
trum and severity in JSRD from previous literatures.

2. Patients and methods
2.1. Patients

Previously, we experimented with 4 AS patients of 3
families from a Japanese nationwide survey. The AS
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diagnosis was done by two individual specialists with a
revised criteria [1]. All patients were clinically diagnosed
as AS, showing the characteristic 5 major features
(Table 1, Supplementary Fig. 1).

All gene sequencing and fibroblast analyses, using
provided the materials, were performed with permission
by the ethical committee of the institutes and with
informed consent of their parents.

2.2. Genetic examination

We obtained genomic DNAs from the blood cells of
the 4 AS patients and the parents of their 3 families. We
established fibroblast cell culture from 3 patients of ASI
II-1, AS1 II-2 and AS3 II-1 in Fig. 1. Using cultured
cells, we performed genetic analysis, cytopathology
and expression studies.

For genetic variation study, we conducted whole-
exome sequencing in the genomic DNAs on a
HiSeq2000 sequencer (Illumina, San Diego, CA) with
101 bp paired-end reads and 6 bp index reads. The
sequence data were mapped to the human reference
genome (hgl9) with BWA (http://bio-bwa.source-
forge.net/index.shtml). Single base substitutions and
indels was detected by SAMTOOLS (http://sam-
tools.sourceforge.net/) and annotated to dbSNP. The
mean depth of coverage was 100 reads, with approxi-
mately 95% of all coding exons being covered by 10x
or more reads. Out of all variants within exons and
20-bp intronic regions from the exon—intron bound-
aries, those registered in dbSNP135 (http://www.ncbi.
nlm.nih.gov/projects/SNP/) and 1000 Genomes
(http://www.ncbi.nlm.nih.gov/variation/tools/1000gen-
omes/) were removed. According to autosomal reces-
sive inheritance pattern of AS, homozygous or
compound heterozygous variants were then picked
up. To confirm those variants, we performed direct
Sanger sequencing of genomic DNA derived from all
patients and their parents, using ABI PRISM 310
genetic analyzer. In addition, we performed subcloning
an reverse transcriptase-PCR (RT-PCR) product
amplified from total RNA of fibroblasts into a
pDNA-TOPO vector (Invitrogen, Carlsbad, CA) and
synthesized each cDNA by SuperScript II reverse tran-
scriptase (Life Technology, Waltham, MA) with a ran-
dom primer. Then, we checked patientss cDNA
sequences with Sanger sequencing, to confirm each
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Table 1
Clinical features of our patients.
Patient ASI II-1 AS1 1I-2 AS2 1I-1 AS3 1I-1
Age (y) 25 21 14 28
Sex F F F F
Major Severe psychomotor delay + + + +
symptoms Cerebellar vermis agenesis or hypoplasia  + + + +
+ Encephalocele
Progressive renal dysfunction at infantile — + + + +
or adolescent period Dialysis/18y Dialysis/17y Dialysis/11y Dialysis/7y, TP/14y
Visual dysfunction from the early stage + + + +
RP RP RP RP
Unilateral or bilateral ptosis-like facial + + + +
appearance
Associated Peculiar face: hyperterolism, saddle nose, + + nd +
symptoms large mouth
Other symptoms: dehydration, growth + + nd +
retardation, fever of unknown origin
Supportive Blood examination: anemia, high level of + + + +
laboratory BUN and/or creatinin
examinations Urinary examination: hypo-osmolality, + + + +
high-level of B2-microgloblin and/or
NAG
Electroretinography: no response or low  nd + + +
voltage
Kidney CT, MRI or echo scan: polycystic ~ + + + +
kidney
Kidney biopsy: nephronophthisis nd nd + +
Abdominal echo scan: fatty liver, liver nd nd nd nd
enlargement, liver cirrhosis, etc
Other symptoms Abnormal EEG Epilepsy/16y Epilepsy/3y Epilepsy/3y

Abbreviations: y, years; F, female; RP, retinitis pigmentosa; TP, renal transplantation; nd, not done or not described; EEG, electroencephalography.

* Clinical criteria and symptoms due to a reference [1].

variant in the different alleles. The primer sequences
and condition were shown in Supplementary Method.

2.3. Cell biological analysis

For cell biology studies, we used the cultured fibrob-
lasts of our 3 patients (AS1 II-1, AS1 II-2 and AS3 II-1)
and two healthy controls. We performed immunoblot-
ting by the prepared protein extracts with the antibodies
of CEP290 (1:100, Abcam) and B-actin (1:5000, Sigma-
Aldrich, St. Louis, MO). We confirmed a specific band
with a luminescent image analyzer (ImageQuant LAS
4000 mini; GE Healthcare) and an equal B-actin expres-
sion level of each lane for normalization.

In order to characterize morphological profiles of pri-
mary cilia in AS patients, we performed immunocyto-
chemistry on the primary cultured fibroblasts with the
primary antibodies against CEP290 (1:100, Abcam,
Cambridge, UK) and acetylated alpha-tubulin (1:100,
Sigma-Aldrich). After staining, we randomly collected
500 cells and measured the length of the acetylated
tubulin-immunopositive rod-like structure as cilia in
each cell, using Imagel] software, version 1.45 (NIH,
Bethesda, MD). Then, we calculated the mean length
and standard deviation in each cell, and analyzed with

variance and statistically significance of P < .05 with
Student ¢-test.

For transmission electron microscopy analysis,
fibroblasts were fixed and processed as previously
described [7]. After the preparation, imaging was per-
formed with a H-7500 electron microscope (Hitachi
High-Tech, Tokyo, Japan).

3. Results
3.1. Clinical characteristics

Clinical profiles of 4 AS patients were exhibited in
Table 1. All had normal delivery, but showed hypoto-
nia, ptosis, developmental delay, retinitis pigmentosa,
brain malformation with molar tooth sign on MRI
and renal dysfunction in the infantile period. They
revealed no response of electroretinogram and abnor-
mal electroencephalogram with or without epilepsy.
Their renal dysfunction developed renal failure until
the late childhood or adolescence and requested dialysis
or transplantation. In our cases, AS2 II-1 showed the
most severe phenotypes, such as malformed brain of
occipital encephalocele and early progressive renal
failure.
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A AST AS2 AS3
I-1 -2 I-1 -2 1-1 -2
€.6012-12T>A €.6012-12T>A c.6012-12T>A €.6012-12T>A c.6012-12T>A c1711+1G>A
WT WT WT WT WT WT
[ 6 4 o
4
11-1 -2 11-1 11-1
€.6012-12T>A c¢.6012-12T>A €.6012-12T>A c.6012-12T>A
€.6012-12T>A c¢.6012-12T>A €.6012-12T>A c.1711+1G>A
B - -
Ex17 Ex18 Ex43 Ex44
Sequence
q O) Ex17 Intron Ex18
gDNA AAAAGAAGTGCAACTTCAGaAtatactcagtaaacctttaaaaagaattattgataagtga—tatagGATTAACCACTGAGGACCTG
cDNA AAAAGAAGTGCAACTTCAGATATACTCAGTAAACCTTTAAAAAGAATTATTGATAAGATTAACCACTGAGGACCTG
Sequence @ Ex43 Intron - Ex44
gDNA ATTGTATATGAGgtaagct - agtacaacagaaaaaagatgaaatgtgaatagtaaagagtctgtgatagttgttcatagGGCCCACCAA
cDNA ATTGTATATGAG 3GGCCCACCA

Fig. 1. Mutation analyses of patients with Arima syndrome. (A) Family pedigrees reveal autosomal recessive inherited pattern. All patients
diagnosed with Arima syndrome have a commonly homozygous mutation or compound heterozygous mutation. (B) The loci and sequences of their
variants in CEP 290 gene are indicated in H. A sequence (D of exons 16 and 17 and intron 16 reveals a variant of ¢.1711+1G>A (arrowhead and bold
character) in genomic DNA. As a result, a partial intron sequence inserts in between exon 16 and 17. A sequence @ of exons 43 and 44 and intron 43
reveals a mutation of ¢.6012-12T>A (arrowhead and bold character) in genomic DNA. As a result, a partial intron sequence inserts in between exon
43 and 44. The underlines indicate retained intronic sequences of genomic DNA. Accession Numbers are NG_008417 for genome DNA sequencing
and NM_025114.3 for complementary DNA sequencing. gDNA, genomic DNA; cDNA, complementary DNA.

3.2. Specific variants of CEP290

From data of whole exome analysis, we could narrow
down the candidates to 68 genes. Moreover, the com-
mon candidate variants of all patients and parents were
found in only centrosomal protein 290 kDa (CEP290)
gene. By Sanger sequencing, we confirmed that all
patients had a homozygous mutation (c.6012-12T>A,
p-Arg2004Serfs*7) in AS1 II-1, AS1 II-2 and AS2 II-1
and a specific compound heterozygous mutation
(c.1711+1G>A; ¢.6012-12T>A, p.Gly570Aspfs*19;Ar
£2004Serfs*7) in AS3 II-1 in CEP290 gene (Fig. 2, Sup-
plementary Figs. 2-4). In addition, their parents had the
same heterozygous mutations of the patients (Supple-
mentary Fig. 2). The variants have not been reported
in dbSNP135, 1000 Genomes, LOVD3.0 (http://www.
lovd.nl/3.0/home) and Japanese SNPs database (JSNP
Database (http://snp.ims.u-tokyo.ac.jp/)). In addition,

185

we checked that the variants were not in the following
database; CEP290base (medgen.ugent.be/cep290base),
ExAC (http://exac.broadinstitute.org/), EVS (http://
evs.gs.washington.edu/EVS/) and HGVD (http://www.
hgvd.genome.med.kyoto-u.ac.jp/). From the cDNA
sequencing study, the variants we discovered were found
in the introns and resulted in abnormal splicing and pre-
mature termination (Supplementary Figs. 1-3). The
NCBI accession numbers for the CEP290 sequence
reported in this paper were NG_008417.1 for human
genomic DNA and NM_025114.3 for human cDNA.

3.3. Comparison of clinical features of Arima syndrome,
Joubert syndrome, Senior-Loken syndrome, COACH
syndrome, and Dekaban syndrome

We reviewed clinical features and genetic variants of
AS, JS, SLS, CS and Dekaban syndrome (DS) as com-


http://www.lovd.nl/3.0/home
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Fig. 2. Cytopathology of Arima syndrome. (A) CEP290 protein of patient fibroblasts has a relatively lighter molecular weight than controls and
reveal degradation. (B) Immunocytochemistry of Arima syndrome patient fibroblasts demonstrates an elongated cilium, compared with controls. (C)
All cilia of patient fibroblasts are significantly longer than those of controls, although there are no differences between those of patient fibroblasts. (D)
Transmission electron microscopy of basal bodies in human skin fibroblasts. In control fibroblasts, ciliary membrane was docked at the distal end of
the basal body at an early stage of ciliogenesis. By contrast, Arima syndrome fibroblasts exhibited failure in the membrane docking. ns, not
significant; CTL, control; SA, subdistal appendage; CM, ciliary membrane; AX, axoneme. Scale bar in B, 10 um. Scale bar in D, 250 nm.

mon phenotypes diseases, having molar tooth sign
(MTS), abnormal eye and respiratory movement and
malformed kidney, from previous reports (Table 2).
Hypotonia was a major symptom of AS and JS. AS phe-
notypes were relatively severe than those of JS. SLS
might be high frequency of anemia. CS showed charac-
teristically coloboma and liver fibrosis, while the fea-
tures often were noticed in other syndromes. It was
well known that DS was essentially retinopathy. How-
ever, clinical description was very few. Genetically, the
causative genes shared cilia-related genes, especially
CEP290, NPHPI, RPGRIPIL, NEK8 and TMEMG67.
The essential features of AS were cerebellar vermis age-
nesis (showing MTS on imagings), severe psychomotor
retardation from the infantile period, visual impairment
with retinal degeneration and progressive renal failure
(pathologically nephronophthisis) from childhood as a
previously reported criteria. Therefore, AS may be a

member of JSRD, as most phenotypes of AS overlap
with JS and other JSRD. Moreover, we can permit to
mention that AS is the most severe form of JSRD about
renal function and psychomotor development from the
early life-stage.

3.4. Cell morphological analysis

In AS patient fibroblasts, CEP290 showed very weak
immunopositivity and  incomplete  degradation
(Fig. 2A). Immunoblotting demonstrated a faint band
in every lane from AS patient against a specific band
in control. On the other hand, the immunocytochem-
istry identified ciliary projections in both control and
AS patient fibroblasts (Fig. 2B). By measuring the
length of the acetylated-tubulin immunopositive projec-
tions, the length of primary cilia in AS fibroblasts
assumed to be significantly longer than that of control
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Table 2
Clinical features of patients.

Arima syndrome

Joubert syndrome

Senior-Leken syndrome

COACH syndrome

Dekaban
syndrome

Psychomoter development

Brain Molar tooth sign
Cerebellar vermis
agenesis

Brainstem malformation
(hypoplasia)

Hypotonia

Retinopathy (Retinitis
pigmentosa)

Coloboma

Abnormal eye movement
(Nystagmus, Strabismus,
dysrexia)
Nephronophthisis
Polycystic kidney
Abnormal respiratory

Others

Eye/
Retina

Kidney

Genetics

Prognosis

References

Severe delay from the early
infantile period

+
+

+

+

+

Ptosis-like appearance (daily
alteration)

CEP290: c.6012-12T>A (p.
Arg2004Serfs*7); c.1711+1G>A
(p-Gly570Aspfs*19)

Usually early death for renal
failure

[1-5]

Severe delay to normal

J’_
+
Various

AHII, NPHPI, CEP290,
RPGRIPIL, NEKS, TMEMG67,
TTC21B, TMEM231

Various, but not early death
(depend on renal or respiratory
condition)

[3,6,-10]

Various
+
+
+

Not described
+

+

+
Anemia

IQCBI, NPHPI, INVS,

NPHP3, NPHP4, CEP290,

SDCAAGS

Various, but not early death

(depend on renal or
respiratory condition)
[3,4,6,10,11]

Various

Not described

+
+

+
+
Liver fibrosis

TMEMG67, NEKS, CC2D2A4,
RPGRIPIL

Various, but not early death
(depend on renal or
respiratory condition)
[3-7.9,10,12,13]

Severe delay from
the early infantile
period

+

+

+

Not described
+

Not described

+
+
Not described
Not described

Not reported

Not described

[3-5,14]

1. Itoh M, et al. Brain Dev 2014;36:388-93., 2. Kumada S, et al. Am J Med Genet A 2004;131:71-6., 3. Chance PF, et al. J Child Neurol 1999;14:660-6., 4. Satran D, et al. Am J Med Genet
1999;86:459-69., 5. Gleeson JG, et al. Am J Med Genet A 2004;125A:125-34., 6. Ronquillo CC, et al. Vision Res 2012;75:88-97., 7. Romani M, et al. Lancet Neurol 2013;12:894-905., 8. Sattar S,
et al. Dev Med Child Neurol 2011;53:793-8., 9. Parisi MA. Am J Med Genet C Semin Med Genet 2009;151C:326-40., 10. Valente EM, et al. Eur J Med Genet 2008;51:1-23., 11. Ellingford JM, et al.
Lancet 2015;385(9980):1916., 12. Brancati F, et al. Hum Mutat 2009;30:E432-42., 13. Gentile M, et al. Am J Med Genet 1996;64:514-20., 14. Dekaban AS. Am J Ophthalmol 1969;68:1029-37.
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fibroblasts (Fig. 2B and C). These findings were consis-
tent among the three individual AS cells. In these cells,
CEP290 expression was drastically decreased and its
level varied among AS patients.

In addition, we ultrastructurally identified a peculiar
image of a basal body structure (Fig. 2D). In control
fibroblasts, the distal tip of the basal body was identified
by the subdistal appendage (SA), which attached to the
nascent ciliary membrane (CM; CTL-1 in Fig. 2D). On
the contrary, some axonemes in AS patient fibroblast
(AS 1 II-2 in Fig. 2D) directly protruded into the cyto-
plasm without any accompanying membranous
structures.

4. Discussion

Since the first report of AS in 1971, over 10 literatures
for AS has been mainly reported from Japan. It has been
considered that AS is a part of JS or similarly to DS [§].
Clinically, DS might specify severe retinopathy [9]. AS is
characterized by progressive renal failure and severe
mental dysfunction from early childhood. Especially,
renal dysfunction of AS patient, whose pathology shows
nephronophthisis, is the most severe and develops dial-
ysis as early as 20 years of age [2,10]. AS can be thought
to be the severe form of JSRD (Table 2).

AS causative gene had been never found, while many
variants of cilia-related genes were discovered in the
other JSRD. Here, we revealed specific CEP290 variant
as AS causative gene, which incompletely degraded its
product. All AS patients shared a c.6012-12T>A in
CEP290. In the huge SNPs databases of dbSNP135,
1000 Genomes, LOVD3.0 and JSNP Database, both
variants of ¢.6012-12T>A and c¢.1711+1G>A are very
rare. From the ExXxAC database, ¢.6012-12T>A (p.
Arg2004Serfs*7) is found 3/8614 allele (Allele frequency
0.0003483) only in East Asian population. A c.6012-
12T>A (p.Arg2004Serfs*7) may also be a very rare vari-
ant in Japanese, although another study revealed that
the allele frequency was 1/270 allele (Allele frequency
0.0037) in a previous report [11]. The reported patients
with the same mutation as JS or MTS had never
described clinical course and biological data [6,11].
Therefore, we could not discuss about phenotype com-
parison of their patients and our patients. The specific
variant may be the reason that AS has been mainly
reported from Japan. The rare homozygous mutation
can be speculated to be pathogenesis of AS. Moreover,
it is speculated that the heterozygous mutation does
not form any phenotypes as those of their parents. AS
patients commonly had the homozygous or heterozy-
gous variant of ¢.6012-12T>A. This variant may be nec-
essary in the formation of AS pathology. In addition, a
compound heterozygous mutations containing c¢.1711
+1G>A (p.Gly570Aspfs*19) was found in only one case
of Leber congenital amaurosis [12]. This fact can sup-

port that a variant of c.6012-12T>A (p.Arg2004Serfs*7)
is important to form AS phenotype. However, as the
specific variants of CEP290 linked to AS, it may be pos-
sible to form another severe phenotype of JSRD by
unique variants of ciliopathy genes other than CEP290.

The gene of CEP290 is located on 12q21.32 and
encodes a protein with various functional domains
[13,14]. CEP290 constructed a distal appendage of the
basal body of cilia and acetylated-tubulin confirmed
maturation of ciliary axonemes. Considering the muta-
tion of CEP290 involves the 12th CC domain and
MY O-tail homology domain, which possibly make con-
tact with the unconventional myosin, abnormal ciliogen-
esis can be explained by the impaired recruitment of
membranous components [11,15]. A unique variant of
AS resulted in insertion of partial intron 43 and prema-
ture termination. The C-terminus of CEP290 can bind
itself through homotypic interaction, and the C- and
N-termini are capable of binding each other for dimer-
ization and maintenance of the basal body structure
[16]. Therefore, the C-terminus structure may be impor-
tant in forming AS pathology. In addition, disruption of
the MYO-tail homology domain may lead to
microtubule-associated  transport failure.  Taken
together, its molecular pathology reflected the AS
fibroblast phenomenon. On the other hand, the mRNA
produced by the variants of ¢.1709C>G, p.Ser570Ter in
LCA patient and ¢.17114+5G>A in JS patient might be
targeted for nonsense-mediated decay [13,17]. The vari-
ant of c¢.1711+1G>A could resemble null mutation,
because of the near location in the patients. Thus, it
might be linked to AS pathology.

Many CEP290 mutations have been reported in var-
ious ciliopathies of JS, SLS, Leber congenital amaurosis,
Meckel-Griiber syndrome, Bardet-Biedl syndrome
[18,19]. Clinical features of these disorders overlap and
affect multiple organ systems, most commonly the brain,
retina and kidney. CEP290 mutations cause a broad
spectrum of phenotypes of JS and JSRD.

It is an important process for normal ciliogenesis and
axonemes extending to bind cell membrane with ciliary
basal body assembled with CEP290 and recruiting
Rab8a, a small GTPase [20,21]. The complex with
CEP290 and Rab8a is needed for ciliary membrane
elongation at centrosomes and cilia [20-22]. However,
AS patient fibroblasts revealed an extension of axo-
nemes without the enwrapped ciliary membrane. The
phenomenon indicates that initial docking of basal body
to the cell membrane may be disrupted in AS fibroblasts,
and it can be related to the abnormally long cilium,
whose regulation of length is controlled by CEP290
complex. Interestingly, the Cep290 disruptions develop
progressive degeneration of cilia and elongation of cilia
took place [23]. Recently, renal epithelial cells of JS
patients with CEP290 pathogenic mutations, whose
products were decomposed, showed cilium elongation
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[24]. CEP290 degradation may be link to the phe-
nomenon of cilium elongation.

On the other hand, primary cilium has been known as
sensory organella, which is the origin of intracellularly
physiological and chemical signals, such as developmen-
tal sonic hedgehog signaling, cell migration and cell
cycling [13]. Centrosomes directly act on cell division,
assemble microtubules, transport materials in cells and
maintain cell structure [25,26]. It has been reported that
neuropeptide FF receptor 2 of the primary cilia controls
the flow of cerebrospinal fluid [27]. These structural and
functional disruptions lead to forming common symp-
toms of ciliopathies.

Here, we revealed the molecular basis of Arima syn-
drome. Our next goal is to elucidate the molecular mech-
anism of abnormal ciliogenesis in AS patients from the
perspective of CEP290 function.
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