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27" March 2018
Dear doctors,

Re: Gabriel Sulkhanishyili
Date of birth: 7/04/2017
Hadassah ‘Medical Center ID: 2430978

Gabriel Sulkhanishvili is'an-adorable-11 month old boy with suspected'severe
combined immune deficiency (SCID)." He is from Georgia and has been referred to
the Hadassah Medical Center Bone. Marrow Transplantation Department for bone
marrow transplant, the only possible cure for his disease:

His medical history is as follows:
o Third-child to non-consanguineous parents, [rma.and Achiko
o First.child: Maria, 11 years old, healthy and well
o'“Second child was a boy-who died at six months of age from a severe
respiratory illness
o ~“No other family members-are unwell, and. there is‘no-other history-of early
death-in the extended family
¢ . Gabriel was born at term following an uneventful pregnancy, birth weight:3.70kg
Vaccinated against BCG. two month vaccines without problems
¢ He was.well until 4 months of age when he developed respiratory distress
o~ He was admitted to hospital for 3 weeks
o ' Treated with antibiotics (mother is unsure which one), prednisolone and
oxygen therapy for low, saturations
¢ ' _Following discharge home, Gabriel remained well until 8 months of age when he
again developed respiratory distress
o Admitted to hospital again
o .Suspected viral bronchiolitis so'treated with steroids and exygenfor the
first 20days
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o Condition continued to deteriorate (oxygen saturations to 80% in room air,
91% with non-invasive oxygen therapy), cyanotic and fatigued

o' Due to persistent fever received several doses of meropenem and
vancomycin

o ( Eventually transferred to a-different hospital with pediatric ICU facilities

o Intubated for 13 days

o.~Eventually commenced on trimethoprim/sulfamethoxazole for suspected
pneumocystis jarivici pneumonia (PJP) with significant improvement

o Discharged home after 1:5months in hospital

Current status
Gabriel is currently stable and takes the following medication at home:
o Trimethoprim/Sulfamethoxazole (Biseptol): 400/70mg ~ half tablet daily
Prednisolone: Smg twice per day
Azithromycin: 150mg weekly
Vitamin D: two drops daily (motherunsure.of dose)
Iron: 2.5mg daily
Omeprazole (has.gastroscopy-confirmed reflux): half tablet daily (mother
unsure of dose)

His birth weight was 3,7kg (50-75"™ %) and is currently 10.7kg(50" %)." His only
proper word at the:-moments is 'dada’ for his father and he is able to sit unsupported
(he is'yet to-stand on-his own).

His'immunological inyestigations from Georgia demonstrate the following (normal
ranges are.those of the laboratory in-Georgia):

Hb: 10:2g/dL (normal: 11.0-14.5)

Platelets: 271 x 10°/L (normal: 160-390)

WBC 12.0 x 10°/L (normal; 4,5-10)

Lymphocytes: 57% (normal: 26-60%)

Lymphocytes absolute count: 6.84 x 10°/L (normal1.17-6.0)
CD3:58% (notmal: 59:85%)

CD4: 9% (normal;: 29-58%)
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¢ _'CD4 absolute number: 0 (normal: 404-1612)

e, (CD8:38% (normal: 11-38%)

e CD4:CD8 = 0.24 (normal: 1-3.6)

e B cells: 11% (normal: 6-23%)

e NK cells: 25% (normal 6-31%)

e “Immunoglobulins:
o IgG 2.83 (normal: 6.98-15.6)
o IgA<0.6 (normal:0.53 —2.04)
o/ IgM < 0.4 (normal: 0.31 - 1.79)
e HIV test performed three times in Gabriel and his parents: negative

He has received only one dose of IVIg in his life (2.5g, 17/1/2018); despite his
hypogammaglobulinemia.

Gabriel's.immunelogical work-up is interesting inthat-he has a specific deficiency of
CD4 lymphocytes (in-the-absence of HI'V,infection). Whilst he has B cells, the
absence of immunoglobulins indicates-that-they are'not functioning. “This cellular
deficiency, combined with his history of PJP and an elder-brother who died following
a chest infection, is-highly suggestive of a genetic mutation leading to'SCID.

We are currently performing whole exome sequencing to confirm the precise type of
SCID Gabriel has developed. “Strong candidate-genes are MHC Class 1I'and LCK
(both autosomal recessive), and UNC119 (dominant negative). We, and the family,
are also currently in the process of requesting funding from various charitable
health funds to enable Gabriel to undergo bone marrow-transplantation in
Israel. This is his only hope of cure.

In the ' meantime, your ongoing care of Gabriel is.most appreciated. -We concur with
your current treatment plan; and make only the following suggestions:

e Monthly 1VIg therapy to maintain his IgG levels
o' “Usually dosed at 0.5g/kg/month
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o Please checkhis IgG levels prior to each dose toensure they are
therapeutic (or two weeks after a dose)
o Prophylactic dosing of acyclevir and fluconazole; to prevent development of

viral and fungal infections.

Should you have any questions, please do not hesitate to contact our'team. "We would
very-much appreciate if youcould keep us informed as to Gabriel's progress via
email. Please contact myself or Professor Polina Stepensky at:

e _ bellash@hadassah.org:il
e polina@hadassah:org.il

Thank you for your assistance,

Dr Bella Shadur

Department of Bone Marrow Transplant and Cancer Immunotherapy

Hadassah Medical Center
Jerusalem

Prof.-Polina Stepensky

Director, Department of Bone Marrow Transplantation

and Cancer Immunotherapy
Hadassah University Hospital Ein
Kerem, Jerusalem 91120 Israel

Office: +972-2-6776561
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27 maprta 2018 roga

Joporue Bpaun,

Re: TABPUEJIb CYJIXAHUWUITBUJIN
Hara poxgenust: 7/04/2017
Mepmnuunackuii Hentp Xamaccax IDL 2430978

I'a6puens CynxaHUUIBHI/IM IIPEIECTHBIM MaNTbuuK 1 MecAlLeB ¢ nogo3peHueM Ha uMMyHHBIH geduiut (SCID).

On u3 I'pysun u 6bu1 mepeBezeH B JlemapraMeHT Iepecagku KOCTHOrO Mosra B, Memummackoro IlenTpa

Xa,n;accax AJI TPAHCIIAaHTAITUY KOCTHOT'O MO3Trd, € JUHCTBEHHOI'O BO3MOXKHOTIO crmoco6a ‘ero JIeYeHusa OT OTOMN

60JIe3HU.

Ero MeTHMIHMHCKAA MCTOPHA CII€L YOI ad:

OH TpeTHii peOeHOK He e[UHOKPOBHEIX poxureei, Mipma n-Aunko

- ITepssrit peGenok: Mapwua, 11 et, 3m0poBas 1 YyBCTBYET ceOs XOPOLIO

- Bropoii - pe6eHOK GBI MaTbuMK, -KOTOPBI yMep- B BO3pacTe IIECTH ~MECAIEB OT . TKEIOTO
PpecIrpaTopHOro 3a60/IeBaHusI

- Jlpyrue 4ieHBI CeMbH He ABJIAIOTCA HE3JJOPOBBIMU UM He HMMeeTCH HCTOPHSA O PaHHUX CMepTAX B
paciipeHHOM, CeMelCTBe.

['aGpuerns 6511 pOXKJEH B CPOK IIOC/I€ HEOCIOXHEHHOH GepeMEeHHOCTH, Bec IIpu poxaeHnu: 3.70 kr
bBrun BaknuaupoBan npoTus BCG aByxXMeCHaYHON BaKIIMHOU Oe3 mpobieM

B Bo3pacrte 7o 4 Mecs1eB y HETO pasBUIACH JbIXaTeTbHAS HEJOCTATOYHOCTH

- On 6517 TOCTIUTATN3NPOBAH Ha 3 Mecsna

- Jleunsncsa aHTHOMOTHKAMHU (MaTh HE yBepeHa, UMEHHO KaKUMHU), IIpeJHU30I0HOM MU KUCIOPOAHOMN
Tepanuel 1 HU3KOH caTypaluu

3aTeM OH OBLI BBIITHCAH JOMOIi; I'abpuens 4yBcTBOBaI Ce6s XOPOIIO 0 8 MecsAlleB, KOTja y HETO OIATh
Pa3BHJIACH AbIXaTelbHas HeJOCTATOYHOCTD

- BBL1 BHOBE TOMeINeH B TOCTIMTAb C II0Z03peHIEM Ha BUPYCHBIH OPOHXUOIUT U JIEYHICS CTEPOUIaMI
¥ KMCJIOpOJHOM Tepanueii B redenue 20 gHei

IIpog: Ilomra CremeHckn

Arpexrop, JlemapramenT TpaHcIIaHTaIHH

KOCTHOro Mosra-# Mumyrorepanmuu Paka

Yransepcurerckus I'ocnurars Xagaccax,

Ewnr Kepem, Hepycarnn, H3parrs
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HupexTop nccienoBarenbckoro lleHTpa TpaHCILUIAHTAITUY
KOCTHOTO MO3Ta ¥ UMMyHOTepanuy Paka 1 mMMyHOOKMOIOTHH
Yaunsepcurerckuil l'ocrmrans Xagaccax, Ena-Kepem

I1. 4. 120006 Wepycannm, 91120
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- 'CocTosIHME TIPOJOIDKAIOCH YXYAUIAaThesA (caTypanys Kucaopoza okono-80% xomuatHOM Bo3zdyxe, 91% Ges
WHBA3UBHOM KUCIIOPOLHOI TepaIni), OBIIN BEIPAXKeHBI CHHIONIHOCTS U yTOMJIEHYE.

- 1332 IOCTOAHHOM JTUXOPaZKH UM OBUIM IIPUHATHI HECKOJIBKO o3 MepomeHema u BankoMuliuHa

-'B KOHe¥YHOM UTOTe OH OBLI IlepeBefieH B APYroil TOCIUTAIb B OTAe/IeHHEe TeTCKOM MHTEHCUBHON Tepanuy

- Bt mHTY6HpOBaH B TeueHue 13 nHeMH

- B KOHEYHOM -UTOLe HAYalIOCh jedeHue TpumerompumoM /-CynbdaMeTOKCa3oJoM HpHU INOLO3PeHUU Ha
ITHEBMOLMCTHYECKYIO jarivici- mHeBoMHMIO (P]P) co 3HaUNTe TBHBIMU YTy YUIEHUAMU

-'Bout BeITMCaH Ha oM U3 rocuTaias yepes 1,5 mecsiia;

Cerogrammee cocTogHHE

Coctosinne ['abpuesna B HacTOs e BpeMst CTaOUIbHOE U IPUHUMAET IoMa CleAyIoliie MeJuKaMeHThL:

o  Tpumeronpum / Cyiasdameroxcason (bucenron) = 400/70 Mr— noxoBuHa TabIeTKH B ZeHb

e Ilpemuusomon’X 5'Mr 1Ba pasa B feHb

o ‘AsutpoMunu: 150 M B Hezeso

e  Buramun DL zBe Kanu B feHb (MaTh He yBepeHa B Z03€)

o ~Keneso: 2.5 Mr B IeHb

e  Owmemnpasoi (racTpocKonus ToATBepAuLa ped IIOKC): TOIOBUHA TabIeTKY B IeHb (MaTh He yBepeHa B fio3e)

Ero Bec mpu pokziennu bb11.3.70 1kt (50-75"%) 1 Ha ceropus on Becut 10.7 kr (50 %). Ha nanubIii MOMEHT
€T0 eAUMHCTBEHHOE ITPaBUJIbHOE CJI0BO «/lazma» K cBoeMy OTIIy M OHH CHOCOOEH CHIETh 0e3 mofmepKKn (0H
elle He BCTaa Ha HOTM CMOCTOATENIBHO)IO

Ero uMMyHoOIOrHYecKye nccaefoBaHus B I pysnu mokasanu cireflyoliie pe3yIbrarst (HOpMaIbHble JHana3oHb!
TaKOBbIe B sabopatopu# B ['pysun):

e Hb remorno6un 10.2 g/dL (normal: 11.0 - 14.5)

o Platelets (tpom6oruTsi): 271 x 10°/L (normal 160-390)

e ‘WBC (nefixorutsi): 12 x 10%L-(normal: 4.5 -10)

¢ .Lymphocytes = Jlumdoriursr: 57% (normal: 26-60%)

o. AGcomoTHoe yncio sumbonnTos: 6.84x 10%T.(normal 1:17-6.0)

e+ CD3: 58% (normal 59 — 85%)

o, (CD4: 9% (normal: 29-58%)
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ITonnua Cremencku


mailto:polina@hadassah.org.il

[upexTop ucciaenoBaressckoro LleHTpa TpaHCIIIaHTAINY
KOCTHOTO MO3ra ¥ UMMyHOTepanuu Paka u ummyHo6Gnosorun
Yausepcurercknii 'ocimrans Xagaccax, Ena Kepem

IT. 4. 120006 Hepycanum, 91120

Temn.: 972-2-677-6561

®axc: 972 -2-677-7540

E-mail:polina@hadassah:org.il

¢ ./ CD4 abcomoraoe uncao: 0 (normal: 404-1612)
e, . CD8: 38% (normal: 11-38%)

¢ ~.CD4:CD8 =0.24 (normal: 1-3,6)

e B xunetku: 11% (normal: 6-23)

o NK xnerkn: 25% (normal 6-31%)

e VMMYyHOTTIOOYIMHEL;
- IgC 2.83 (normal: 6.98-15.6)
~IgA < 0.6/ (normal: 0.53-2.04)
- IgM <0:4 (normal: 0.31-1.79

e HIV rect 6511 cenan Tpu pasa I'abpuesnio u ero poguTesaM: OTPHIATe IbHBIH

OH momyuws  Tompko- ogHy mo3y. IVIg B cBoeit >xusum. (2.5 1,0 17/1/2018), ‘HecmoTpsi Ha ero
TUIIOTaMMaryIo0y IHHeMHUIO.

MmmyHonornyeckoe obcienoBanme ['abpuess IIpeAcTaBigeT NHTEPEC, YTO Y HETO eCTh ClelubuIecKuil
Hezmocratok CD4 smmbonuTos (nipu orcyrcrsun HIV — BUY nudexnum). [Toka y neroects B xirerkwu,
OTCYTCTBHE (MMMYHOTJIOOY/TTHOB YKa3bIBaeT Ha 'TO, 4YTO -OHM He (yHKIHOHUPYIOT. OTOT KIETOYHBIN
HeJOCTaTOK, B COBOKYIHOCTH ¢ ucropueif PJP u co crapmum 6paToM, yMepuUINM IIOC/Ie WHPEKUUU B
IPyAHOM KJIeTKe, CHJIBHO HAaBOZUT Ha MBIC/Ib O TeHETHYECKOH MyTanuy, Beayueii x-SCID.

B macrosmee BpeMs MbI BBIIIOJNHAEM II€TYIO IIOCTIETOBATETBHOCTE 3K30Ma (exome) [ yTOYHEHMS THIA
SCID, pasButoro y Tabpuesnsa. Cunsubie renaMu-kauaugaramu mpezcrasssiorcs MHC Class II u LCK (o6e
aytocomHo penieHccuBHbre), u-UNCI119 (fomuuanTHO HeratusHble). MBI # CeMbs, B HACTOAIee BpeMs
TaloKe HAXOAMMCH. B IIpollecce 3ampoca (PMHAHCHPOBAaHHUA W3- PasIMYHBIX GJaroTBOPHTEILHBIX (OHIOB
37paBOOXPAHEHM, JaTh BO3MOXHOCTh ['a6pHaiy crenaTs TPAHCIUIAHTAIMIO KOCTHOTO Mo3ra B Mspamie.
DTO ero eAUHCTBeHHAA HA/IEXK A Ha HCIeIeHNe,

Tem BpeMeHeM, Bauly. IIOCTOAHHYIO 3a00Ty o ['abpuaiie MbI OlleHUBaeM O4eHb BBICOKO. MBI COTIacHBI C
BallMIM TJIAHOM JIEYeHHA U MOXKEM TOJIBKO JJaTh CIeAyIolye IPe/IoKeH

o. Exemecsunas, IVIgrepanus ams nopzepxxu ero IgG ypoBueit$
e O6pranasg mozuposka 0.5 1/Kr B MecCsIL.
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o ./ Tloxasnyiicra, mpoBepsiite ypoBHU ero 1gG o KaXmoii f03bI, YTOOBI YOEZUTHCHA, YTO OHU ABIAIOTCS
TepaleBTHYeCKUMH.

o Ilpodunakrudeckue no3uposka Auukuosupa u PrykoHasona, A8 IpefOTBpalieHUs BUPYCHOH H
rprOKOBOI HHBEKIINIHL

Ecnviy Bac BO3HHKHYT, KaKHe-JInO0 BOIIPOCHI, TOYKAIyHCTa, oOpallaiTech K Haureil KoMaHze. Msl GBLIH GBI
OuYeHb IIPUBHATeJIBHBI, eCJIV OBI BBI MOIJIM IE€P>KaTh HAC B Kypce o Iporpecce I'abprasa mocpesCcTBOM 3J1. OYTHL.
IToxazmyiicTa, cBa>XUTeCh cO MHON miu nnpodeccopom [lommuoit CrereHcku:

o . bellash@hadassah.org.il
e polina@hadassah.org.il

brnaromapum Bac 3a copmeticTaie

J-pBemra lllanyp

JenaprameHT TpaHCILTAHTALHH
KOCTHOro mMosra u HMmmryrorepamnmu Paka
Megunnackus | LlerTp Xagaccax,
Hepycamnm,

IIpo@. Ilomnma Cremercku
Aupexrop, /lemapraMenT TpAHCIIIAHTAHH
KocTHoro mosra u Haymyrorepammy Paka
Yuaupepcurerckus [ ocnmrans Xazaceax,
Eur Kepem, Hepycarum, 91120 H3panis
Oguc: +972-2-6776561
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