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Supplementary Table 1. Ophthalmologic complications in patients with cbIC disease
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Flicker (cones) Normal: 60-100 uV; **Cones % of normal (80 uV); ***Scotopic (rods) 300-400 uV; § Rod % normal (300) b wave (postreceptor)
MP: Macular pigmentation; BEM: Bull's eye maculopathy; ERG: electroretinogram; OP: Optic pallor; RP: Retinitis pigmentosa; VF: Visual fixation
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Supplementary Table 2. Outcome of patients with cbIC disease and their therapeutic regimens.
—_— E 2]

s |w Cbl form/ 23 £ o § n

ki S frequency / 5 2 3 g > 35 8

= > Dose1mg/day | £ 8 ® g—% o8 = Other Reference Genotype

£ @ | unless specified | O 5 &, E S s g k:

o < (Age modified) s S Z5 (]

(e o

L. 5 _j 015 ___CONCbl _ Lo __._ [ Lo L_fweeks i ___ ?HUS __ L Mudd 1 NR _ . _. i
5 103!  cNcbl | | | White matter | i | Diffuse pulmonary i g gietter | ¢.271dupA/331CST |
S T A SN PSR ___disease ;" thromboembolism " 7Ty T T T !
i i i i i i i | HUS, required | i i
4 1 0.1 CNCbI ] | | | | | ventilation, i Sharma | c¢.271dupA/271dupA |
I N (O S SR o | o_._._.d._ fransfusions .\ _ _ _ _ i _ _____ _.___.___ !
| 21011 OHCbidally i _ _ _ _ 1 _ __ e |__._._.l _ResoluionHUS I _ Same patientas above _ _ _ |
| | | | | | i i | | | |
3 ' 5 ' OHCbl5X/week '+ Delay Dn‘fuse_whlte ' Norecurrence ! Same patient as above !
L I N ! ! | matter disease ! ! | !
L T T e " " DailyOHCbl: T !
l ! ! . ! Beta_me, ! ! ' I resolution seizures, ! ' !
P2 ! 0.1 ! OHCbl daily I1 ! folic, ! ! | | successful VSD | Tomaske NR !
! ! | | carnitine ! ! | ! repair | | !
Y N BN = P P R I~ “Hvpotonia | T T T TTTTTTTTTTTTT T T T I
. 3 1 1 | OHCbl 2X/week Betaine, [ Mild Hypotonia, | | | Same patient as above |
. . folic . ! cortical atrophy ! ! ,
e I "Regained | T I !
! ! ! ! Betaine ! I concioussness, ! ! ! ! !
! ! ! : ! NVSNC ! seizures ! ! ! . ! ¢.328_331delAAC/ !
|2 ! 0.3 ! OHCbI daily ! foI|r.1|.c, ! | controlled, | ! ! Harding | 328 331delAACC |
! ! ! | camitine | ' improved ! ! ! ! - !
S A e e ! muscletone | e e e B
R 1 I | Neurological | ;  Resolution i :
i 2 i 0.2 i OHCDI daily I1 : Betaine : ! improvement | : m|croang|opath|c : Francis : c.457C>T/481C>T :
o _._. o __ L __ L ____ L. . hemolysis ___ o _. . _
r ! 1 T "Betaine, | r r ! ! T !
! ! ! ! folic, ! ! ! ! Resolution ! ! !
' 3 1 05| OHCbI2week | camitine, :Normal . I . cardiomyopathy;  popi G o74qupARR71dupA |
! ! ! ! protein ! motor | ! ! Growth 3" centile | P P PA
: : : : restriction 2 : : : : at 7 months : : :
S o S B R e oo -
I 2 1 05 1 OHCbl 1/day S | | I Resolution HUS | Kind | NR |
: : : folinic _: delay : : :
e i R s I b i ainrisiorebnl Sl Po-mmm e e i b el |=-—-—-— - to—m e =
| | | | Carnitine. | | | Normal growth | | |
| 2 | 1.2 | OHCbl daily | Betaine | Delay | Hypotonia | Tracks but | Urbon | NR |
A S S i addedlate ; o \ e o—._..._Dystagmuswith . . N -



i Rt e e
_— e —_
075 | OhCbl 4/week | Betaine,
_____jStarted prenatally ; __folic
i i
02 OHCbl daily IT
_(')_6' | OHCbl 3Xevery |
o 2 weeks |
0.15 1 OHCbI IV daily TT :
o 1 Folic acid,
i At8monthsof | protein
1.6 | age [ followed 1 restriction,
" | bytrials MeCbl 1 Betaine
I oral OHCbI[] 1 added at
I I 20 months
06 : OralOHCbl : Betaine
! OHCbl !
3 | NON- | Betaine
I COMPLIANCE |
| |
| OHCbI 1/week IT | .
' ' Betaine,
3 | MeCbl[TCNCbI | 2o
! TT No compliance !
| |
DR Prenatal | "
04 | OHCbl 3-5/week | Betaine
! ' Protein
' OHCbl 0.5mg ! restriction.
2 | 3/week[Idaily ! added
! at17 months ! betaine at
! ! 15 months
" OHCbl0.5mg ! .
i Betaine
1 @ daily[T 0.75mg | s
o 3weex _ 1T
. . Betaine,
1.25 ! OHCbI daily folic acid
T T Betaine,
441 onobldaly | olic acid
0.9 | OHCbl 2/week |

C—-— = -—-—-r-—-T1T-"

_____________ e e 2t e e |
_____________ .-t ihkbhai
! ! 0 complications ! Spada ! NR |
————————————— b e
Considerable ! | Improvement | ! !
) | | marrow | | |
neurologic | . . . Carmel . NR
imorovement | | megaloblastic | |
e A i._._changes _ & b i
Seizures ! ! h Neutrophil =~ Same patient as above !
Lol d.___&WeeKks i _ ol _._._._ l_._._.__1 hypersegmentation ; _ _ _~~ """ " " " _ _ _ !
i | | Dramatic clinical | Ribes | NR i
_____________ | ________1__ improvement _i _ T i _ " _ ]
! ! ! !
Infrequent : : : :
seizures, i i Failure to thrive i Same as above i
microcephaly i i i i
| __._.i20months i i _ _ _____ S S e i
Progressive | 4 oar | ! Frattini | c.271dupA/616C>T |
L N .. \__ _____\__impaiment i\ "7 1 _ _ _ _________. .. !
| | | | |
i | corpulmonale | Profitich | NR i
| | | | |
LT T T T T T T T T T T T T T T T T T Seizures, white 1 1T T I
matter disease, ! ! ! l !
severe I 15 years | | Smith | NR [
demyelinating ! | | | |
polyneuropathy | . . L. _
| | | | |
' Eoveal . ' Huemer NR '
| _i____ 1 OHCbI3-Sweek . "~ " . _ . _._._ | _._._._.i hyperpigmentation | _ " " _ 1 _ _ _ _ . _ _._._ !
! ' Initial resolution ! ! !
Choreoatetosis ! ' hematological ! ' !
Grey and white ! I abnormalities and ! Enns ' ¢.331C>T/615C>G !
matter disease ! ! improvement ! ! !
..t MSmonths \ \_._.___.a. heurologicalstatus ; _ _ _ _ .} _ . ___ !
| | | | |
| | Pigmentary | | |
: : retinopathy : Ellaway : €.271dupA/271dupA :
————————————— i e 3srfndqui ety ettty sl |
i ' NF;rerﬂr;‘l’gfgv‘g’th | Bartholomew | c.271dupA/271dupA |
————————————— e e e e e
: Retinopathy : : :
_____________ ! Growth <5" centile | Bartnolomew | ¢.271dupA/271dupA |
| P|gmentary | Robb | NR |
_____________ \omo—o_...___refinopathy . .

r-—-T-— - T-— - -—-— -



c " ]
) M Cbl form/ c o Q5 o
5 | g frequency / 52 2 = S
[ > Dose 1 mg/day <3 c °.L = Other Reference Genotype
@ © | unless specified | O B S § E— k:
g < (Age modified) = © z3 a
I I I I Folic acid, I I Resolution I I V(\)/E%ib\{fm::kt? I I I
g ! OHCbI IM 1 | betaine (1 | Backto | EEG findings | ! worsened I Augoustides 1 ¢.271dupA/394C>T |
| | I mg/day I month I normal | and behavioral | I : | | |
! ! ! ! considerably ! !
! [ ! I later) | ! changes ! ! [ ! !
e e . R bormrmrmrme s bmrmrm drmrmrm i oo oo -
i 5 : 13 : None | : : : 13 years : Sister of the above : Augoustides : €.271dupA/394C>T :
[ S RO R b b b '-_-_.R_-_l._t,. ______ R bl i
i i i i i i i esolution i i - i
o1 12 | OHCbISQ5 | Betaine ' ' thrombotic Van Hove | c.82-9_12delTTTC/ |
! ! ! mg/day ! ! ! ! b : ! ! 271dupA !
[ PR B A [ b b 4._microangiopathy.  ; __ _ _ ___. . —
| | | | | | Resolution |
| | | | | | | | | R |
o1 4 OHCbI SQ 5 , DBetaine | | | thrombotic . VanHove c.82-9_12delTTTC/ |
! ! mg/day ! ! ! ! ! . . ! ! 271dupA
(Y R A Lo | Lo [ 1. _microangiopathy. ; . L. _l
| | Betaine, | | | Cerebrovascular . |
| | | | v | | | | | |
| j 16 OHCHIORAL  methionine | o , 21vears | complications ;S T R |
i i i i i | Recovery of | i i i i
| | | | Betaine, | | strengthand | | i i i
i 2 | 16 | OHCbl IV2]] | folinic, | | resolution of | | | Roze | C.271dupA/T347C |
i i i | carnitine | | psychotic | i i i i
I P S S S L_.symptoms i __ ___ .. _._______._. N S !
i | | OHCbI 2 | Betaine, | | Severe | | Deep venous | |
4 1 20 i folinic, | i myelopathy, | | thrombosis i Same patient as above i
mg/month " . | ; .
L. | _Carnitine _1_________ L__D‘?!r_o_p?li_‘)i__lr ________ B e e _
i 1 I H . | | Proximal | | | | |
| | | OHcblImM41  Betaine, | weakness, mild | | i | c.271dupA/T347C |
3 24  folinic, ' . P Mild improvement . Roze ’ '
| | | mg/day | " | | improvementin | | | | |
carnitine . ' . ' '
R S b gait_____ e O !
| | | | | I Seizure-free, | ! | | !
I I I I Betaine, | I better work 1 I I I I
I 2 1 42 1 OHg)tzllvlvl\éleimg | folate, 1 I performance | ! | Boxer I €.394C>T/394C>T |
I I I I carnitine 1 I and executive | ! I I !
SRS SR SO S S ! __functioning ' _ _ _ V. _ _ _ _____._ _. I L !
I I I ! ! | Recovered | ! Disappearance I ! !
! 2 ! 42 ' OHCblIMdaily | Betaine, | Complete partial | psychiatric | haWin- b o0 dUpA/SE5CSA |
I I I I folinic | recovery | autonomyand ! I symotoms I Robinet | I
SRS U ISR SRS S | _abilitytowalk _{_____ i _ TP Y S i
! ! I .| Betaine, | ! ! I Norecurrence | Thauvin- | !
| 1180 OncolMdaly | folnie f e S {_thromboembolic _ | __Robinet _ | S27TWPASSAYG |



A HE N T T T complications T L o
R e = e — = Fe—e e = _l___E(_)T_p_IQE_I(zI’]S____I ____________ S —1
i | i | | i Full recovery | i i i |
| | | | Carnit mental and 24 hours after |
arnitine, ! ! tremit ! I itiation treat " ! ' '
3 120 ! OHCbl 2 mg IM I low protein ! | upper extremity | tnitiation treatment. ' Bodamer ! c.271dupA/482G>A !
| | | daily | d | i function. | | weaned off | | |
iet : .
| | | | | | Residual | | ventilator | | |
L. Lo __ [ L___diplegia _ | ___ ___. . . Lol _
i | i i | i Resolution i i i i
| | | | i Resolved i EEG | i i | i
i 2 | 14 | OHCbldaily | Folate .| abnormalities. | i\ Shinnar | ¢.394C>T/394C>T |
., dementia . . . | .
| | | | | i Residual mild | | | | |
S T [ lo___._ [ L_.myelopathy | _______. Ao R I Lo _
I I I I I I I I Progressive I I I
I 5 | 32 | Notreatment | | | 34 | weakness to | Powers | €.271dupA/440G>C |
I S (N SN P |l | . ._._.l.__Quadriplegia ___ _______ _ __1__._.___._._._._._ !
i i i I I I I | Pulmonary | i o |
S o teament e M i _empoism _ i Fowers ;i oZ7TAWARAOBC |
| | I OHCbl0.5 | | | , | | | | |
| 3 1 gy | mg/day (during | | | Vﬁgg%gsﬁ_ | | Weaned from i Gold | NR |
| | I acute event), | | | bound | | respirator | | |
| ___i_.__itheni0mgweek i _ _ _ _ _ ol | | L. I | I
I I I I ! I Semi- I ! ! ! I
L4 0 4 CNCbl ' ! | comatose, | ! ! Mitchell | c.271dupA/394C>T |
I I I I ! I multifocal I I I ! I
N N S S SR | epilepticactivity 1 _ 1 _ _ _ . ___. . !
| | | | | | Emotional | | | |
2 1 31 OHCbI 3- I | Average | instability, 1 I I Same as above I
! ! 7X/week student o ! ! !
N S S SN S | _hyperreflexia | _ 1 _ _ _ _ __ ___ _. L ___._ !
| | | | [ | | | | | |
| | | i Betaine, Grade A | imi?gi/?arri:i?atr)i’?in | i Had diffuse brain | |
2 20 ¢ OHCbldaily : -carnitine, ! : , o +atrophy on MRl ' Ben-Omran €.394C>T/394C>T
I I [ I ;1 student ! gait—mild gait ! l | ' !
| | | | low-protein | | : ' before treatment ! '
distubances ! ' ! i '
A A B [ I "~ Persistent 1T [ E—— I R i
| | | | ! L . ! psychotic | | | | !
I3 | OHCbl daily ! | -eamning o pehavior, | ! | Ben-Omran | ¢.394C>T/394C>T |
| | | | | difficulties ; :
, improved ' ' ' ' !
! ' ' ' ! | weakness | ' ' ' !
'"_'_"_'_'_"_'_'_'_'_'_'_'T'_;e;;;];'_!'_L;;n'i;é_!'_S_e'iidr_eif_réé,'_!'_'_'_'_'_' ''''''''''''''''' e !
| | | i | | | ic | | | i |
| 2 | 14 | OHCbI daily |  difficulties | off psychotic i i i Same patient as above i

' added late o
. medications



