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Age / Gender : 09.06.2006 / Female Approval Date : 14.05.2018

Contract : FOREIGN INDIVIDUAL Medical Branch: Pediatric Hematology
PATIENT Physician : Assoc. Prof. DIDEM ATAY

ACIBADEM UNIVERSITY MEDICAL FACULTY ATAKENT HOSPITAL

PEDIATRIC HEMATOLOGY-/ ONCOLOGY & BONE MARROW

TRANSPLANTATION-UNIT

Diana Dolgayeva 14.05.2018

Date of Birth: 09.06.2006

Age/Gender: 12 years

/female

Pre-transplantation-history: The patient applied to-us from.another center at her.own request,in March.2017. Tt was
learnt that before-the application aplastic anemia diagnosis was made.in Kazakhstan, the same diagnosis was made in
Goztepe Medikal Park Hospital on 20.11.2015 and since he didnot have a full match donor in that period, he received
immunosuppressive treatment for. 2 times (second was done with ATGAM).:It was reported that there was-no-response to
immunosuppressive treatment, the patient who-had 9/10 match non relative donor, was prepared for;bone marrow
transplantation-and that the viral serologies including HCV were negative during the application. At this stage, the.-family
voluntarily changed their center and applied to,our hospital on 10.03.2017.

Pre-transplantation evaluation (31.07.2017):

Ferritin: 3783'mg/dl, vitamin B12:-448 pg/ml, folic acid: 3.9 pg/ml, Vitamin D (25-OH<D3): 11 ng/ml, sT3:5.54 pmol/L; sT4:
14.67 pmol/L, TSH:-1,71 uIU/ml|

Echocardiography: Normal anatomy, ejection fraction: 67%, shortening fraction: 37%

ECG: normal, sinus.rhythm

Chest X-ray: Normal

TB-Gold test:'negative

Anti HAV IgG positive, Anti HBc.1gG negative, Anti HBs positive, Parvovirus IgG positive, EBV-VCA-IgG positive, CMV IgG
positive and CMV IgM‘negative. Rubella IgG-positive;-HCV RNA negative. Other viralserologic tests are negative.

PRA (panel reactive antibody): .negative

Respiratory function tests: FEV1: 95%, FVC: 100%

Consultation-‘on dentistry: Caries treatment was

performed. Hematopoietic stem cell transplant

procedure:

Diana was hospitalized in our.clinic on 10.03.2018. HCV RNA was positive in the patient who had high levels of liver enzymes
at the time of admission. The. patient who was consulted with'gastroenterology, it was decided to start HCV therapy-and wait
for bone marrow, transplantation until HCV RNA-becomes negative. Ribavirin treatment'was started until the patient's HCV
genotype.results come out (06.04.2018), in this period deferasirox treatment was stopped. On 18.05.2017 Harvoni
(Ledipasvir.+ Sofosuvir) 1x3 /4 tablet was started. Ribavirin was stopped. HCV RNA-was negative on 19.06.2017. Harvoni
was stopped after a total'of 10 weeks of use. She-received extensive spectrum. antibiotics in-these periods during febrile
neutropenic-episodes.

On 25.07.2017 the patient was prepared for'transplantation.

Hickman catheter was inserted on 03.08.2017. On 08.08.2017 Fludarabine. + Siklofosfamid (160-mg/kg) + ATG (10 mg/kg)
consisting-preparation regimen was started. On 16.08.2017 HLA tissue group 9/10 match.non relative peripheral stem cell
originated stem cell transplantation was done (cell count per kilogram 6.84x106): Graft-versus-host disease (GVHD)
prophylaxis tacrolimus was performed with (+1 cyclosporine, due to allergy)-and mycophenolate mofetil and'Veno-occlusive
disease prophylaxis was performed with defibrotide. On +9. day neutrophil, on_+15. day.platelet engraftments were observed.
Post transplantation +8. day engraftment syndrome.developed with fever.and rash. On +11. day GIS GVHD developed,
steroid treatment at 2 mg / kg'/ day was started. At the same time;an increase in hepatic artery flow rate-and an increase in
liverfunction tests.were observed. VOD? defibrotide treatment was increased to the treatment dose. Mesenchymal stem cells
were given at a total of 6 times to the patient to control GVHD. MMF was stopped due‘to severe abdominal pain on
05.09.2017. On +28. day.Ganciclovir treatment was started since CMV reactivation developed. On the continuation of CMV
positivity, three days a week!foscarnet was-added to.the treatment. On +43. day sirolimus ‘was added to the treatment
because of increased'skin rashes when prednolone was stopped, although-tacrolimus was-at the effective dose. However,
foscarfet was stopped because skin‘rashes were like burntlesions and it-was thought to be due to the side effects of
foscarnet, cidofovir was added to the treatment because the number of CMV. PCR copies continued to increase. After 6 doses
of cidoefovir (1. mg / kg/ dose), cidofovir was stopped. Defibrotid was stopped on day +36. On +83. adenoviruswas found
positive in.blood and stool. On+125 due to hyperferritinemia desferal iv.was started.+145 de sirolimus was stopped.
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Contract.: FOREIGN INDIVIDUAL Medical Branch:
PATIENT

Physician :

2018 the patient will come for control. It'will be stopped if there is.no problem.
Medications currently used at home:

Asiklovir:3x200 mg/day oral

Trimetoprim-sulfometaksazol 2x80 mg 3 days a

week Flukonazol'1x100 mg oral

Takrolimus 2x1.5 mg/day oral, 2 weekslater to be reduced to 2x1 mg
Exjade

Recommendations:

1. “‘Post transplantation;

Status report

Acibadem Hst. Atakent
7219774564

14.05.2018

Pediatric Hematology
Assoc. Prof. DIDEM ATAY.

e Since.immunization of Diana-has not occurred'yet, acyclovir; fluconazole and trimethoprim-sulfomethoxazole

prophylaxis-will be-continued until immunosuppressive treatments are stopped.
Based. on IgG level, it should be supported below 600 mg-/dl.

Monthly: check, keeping the tacrolimus‘level between. 5-8 are appropriate. July
2018 control will be done'at our center.

echocardiography, .urinalysis, thyroid hormone controls are suitable.

Prepared by Assoc. Prof. Didem Atay-MD.

PHYSICIAN-STAMP-SIGNATURE
Assoc. Prof, DIDEM-ATAY
Pediatric Hematology

88075'/23412/26880
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THIS IS A TRANSLATION OF THE ORIGINAL TURKISH TEXT. DO NOT SIGNL

DISCLAIMER: THIS DOCUMENT IS AN ENGLISH TRANSLATION .OF THE ORIGINAL TURKISH TEXT IN THE ELECTRONIC PATIENT REGISTRY \.
SYSTEM. IN.-THE EVENT OF DISCREPANCIES BETWEEN THE CRIGINAL TURKISH TEXT AND THE ENGLISH TRANSLATION, THE TURKISH TEXT

SHALL PREVAIL: THE ACCURACY OF THIS TRANSLATION HAS NEITHER BEEN CONFIRMED NOR CERTIFIED. ACIBADEM HEALTH GROUP MAKES

NO WARRANTY' AS TO THE ACCURACY OR.COMPLETENESS OF ANY INFORMATION CONTAINED IN THIS TRANSLATION AND HEREBY EXCLUDES

ANY UABILITY OF ANY KIND FOR THE INFORMATION CONTAINED HEREIN. THIS TRANSLATION HAS'BEEN PREPARED BY/A NON-SWORN
TRANSLATOR AT THE'REQUEST OF THE RELEVANT PERSON(S)/AUTHORITIES.

The vaccination program will-be started, 6 months after immunosuppressive treatments are-stopped.
In terms of long-term complications of the transplantation, annual eye examinations, pulmonary function tests,
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Howmep mammenta: 75136457 Mecronaxoxaenue: 00apHuIIa AmKHdaneM;
paiioH ATaKeHT

WNwms n hammms nmanyenTa: Jlnana Jlonraesa Otuer Ne: 7219774564

Bo3spact./ mo:: 09.06.2006./ xeHCKII Hara mogreepxnenns: 14.05.2018

HoroBop: 4acTHbIN UHOCTPAHHBIA HAITUCHT MeaunuHackoe OTIeICHHE: TeJUATPUIECKOe
reMaToIIOrust

Bpau: [Ipogeccop Aunem Atau

YHI/IBepCI/ITeTCKaﬂ KIIMHUKa Azmcn6az1eM OTACICHUE ATaKkeHT
OT)IG.HCHI/IC MeanaTpyuu U remMaTo10ruu /"OHKOJIOTMH ¥ KOCTHOTO MO3ra
OT,Z[eJICHI/IC TPaHCILIAaHTOJIOTHH

Junana Jlonraesa 14.05.2018
Jata poxxaenus: 09.06,2006
Bospact /1o 12 et/ sxeHckuit

Jo-TpaHciiaHTANHOHHAA UcTOpHs: [lanuenT noctynuna K HaM U3 APYroro LEeHTpa IoJIUYHOMY 3amnpocy-B Mapte 2017
roza.-beuto U3BEETHO, YTO AMArHO3 arulacTU4eckas aHeMus Oblil MocTaBieH B.Kazaxcrane, Takol 5ke nuarHo3 Obll MOCTaBJICH B
knunuke Goztepe Medikal Park: - 20.11.2015, ‘Hauunas ¢.9TOro neproja y nalMeHTa He ObLIO JOHOPA TOAXOMASIIEro 110.BCeM
rapameTpam, ManueHTy ObLI0 OKa3aHO MMMYHO/CIPECCUBHOC JICHCHHE ABa pa3a (BTOPOH pa3 HpH MOMOILM Ipenapara ATram):
Ham cooOinumimy, 4To y HAlUeHTa He. 0bNIO PeaklMH Ha- MMMYHOJCIPECCHUBHOE JICUCHHE, MalNeHT, -y KoToporo Obuio 9 uz 10
COBHA/ICHNUH C.HEPOJICTBEHHBIM JOHOPOM; OBUI MMOATOTOBICH K TPAHCIUIAHTAILMHA KOCTHOTO MO3Ta, U CEPOAOTNYCCKUE aHAIN3BI Ha
BUPYCHl, B TOM-4Hcie Ha Fematut C-0sui oTpuuaTeabHbIMU. Ha-3T0M cTaguy, ceMbsl MANMCHTA, J0OPOBOILHO-U3MEHMIIA LICHTP
mocTynmia K HaMm B KIMHUKY 10.03.2017.

Jo-rpancmiiantanuonnsiii-anamns (31.07.2017): deppurun 3783 mr/mr, Butamul B12.448 nr/an, ¢onuesas KuciaoTa
3.9 nr/mi, Butamue D.(25-OH=D3) 11-ar/ma, sT3 - 5.54 nmomns/i1, sT4 =14.67 nmouns/n, TSH 1.71 MKME/mit.

Oxokapauorpadus: HOpMaIbHAS  CIPYKTypa,~(ppakins BeIOpoca 67%,  (pakmusd ykopodeHus-37%. HOpMaIbHBIN, CHHYCOBBIN
pHUTM.

Pentren rpymHoi KineTku: B HopMe/

KBanTn(epoH Tect: oTpuLaTeIbHbIH

Amnrtutena knacca 1gG.x BupyCy renarnra A - HOJIOKHUTENBHO, aHTHTENa kiacca-1gG x-Bupycy remartura B, - oTpuiiatennHo,
aHTHTeNa K IOBEPXHOCTHOMY BHUpycy remarnra B (Anti-HBs)- nonoxurensno, [TapsoBupychast unpexuus 1gG - monoxxurensHo,
Bupyc ‘Omureitna-bapp IgG - nonoxutensHo, LlutomeranoBupyc I1gG - 1010KUTENBHO, LIUTOMEFATOBUPYC IgM - OTpHUIaTENBHO:
Rubella TgG' (Bupyc- kpacuyxu)-- monoxutensHo,. HCV “RNA  (PHK ' Bupyc irematura’ C) - ‘orpuraresnpuo.. OcraibHbe
CEpPOJIOTNYECKHE.aHAIN3bI HA BUPYCHI. - OTPHLIATEIIBHBI.

PRA (manenupoBaHHBIE aHTHTENA) - OTPHIIATEIBHO.

JbixarenpHbil QyHkimonansHeli Tect: FEV1 295%, FVC-- 100%.

Jleuenne 3y00B: OBLIO IMPOBEACHO JICUCHHIE KapHeca.

IIponenypa no TpaHCHJIAHTAINK FeMONO3THYECKHX. CTBOIOBBIX K/IeTOK:-/{nana Oblla TOCHUTAIN3UPOBAHA B-HALLY
kauHuKy'10.03.2018. | V' naunenra -6bur nonoxkutensusiv PHK Bupyc (HCV RNA),aT Taxke ‘HOBBIIIEH YPOBEHb (HEPMEHTOB
(9H3UMOB) TIEUEHH Ha MOMEHT MOCTYIUICHUS B KIMHUKY: [Tocie KOHCYIBTaMU C TaCTPOIHTEPOIIOroM, 06110, perieHo HauaTh. XI'C
(HCV) Tepanuto n- HauaTh Tepecaaky;KOCTHOIO MO3ra nocie oTpunatensHoi peakunun Ha HCV RNA (PHK Bupyc renatura €).
Jleyenne pubaBUPHHOM OBLIO. HAayaToO-JI0, TOTO, 'KaK. NPHULLIM pe3yJibTaThl IalydeHTa Ha. OmpenescHue reHoruna rernatura C
(06.04.2018),'Ha-3TOT MEepuoA JicucHUe nedepazuporcoM 0but0 puocTanoBieHo. Ha 18.05.2017 naznauen Xapsounw (Jleaumaceup
+ Cadocyrup) 1*3:/ mo 4 Tabnerkn. Jleuenne PuGaBupmHoM, octanoBieHo. Ha'19.06.2017 pesymbrathl Tecta Ha PHK, BUpyc
renaruta C.(HCV RNA) otpuitatenpHble. JledeHne npenapatom . XapBOoHH. ObUIO “0CTaHOBIEHO, Tocie. 10-HepenpHoro kypea. B
JTAHHBIN TIEPUO] MAIMEHTKA TTOJTy I 00IIUPHBLI. CHIEKTp aHTHONOTHKOB BO BPEMSI PUCTYTIOB (DeOPHIABHON HEHTPOIICHHH.
Ha25.07.2017 naruentka OblJIa TOTOBA K TPaHCTLIAHTAITIH.

Karerep. Xukmana Obpur ycranosieH, 03.082017. 08.08:2017 6puta HauaTa cienyromas cxema JedeHws: DmymapalbuH. +
Cuxnodochamun (160 mr/kr)/+ Arram (ATG) (10 mr/kr):16,08.2017 6puta poBeacHa TPAHCIUIAHTAITAS CTBOJIOBBIX KICTOK HE
POJCTBEHHBIMH IIepUPEPUISCKUMHE CTBOJIOBBIMU KJIeTKaMu rpymnisl Tkaned ¢ HLA '-anTurenamu ¢ 9 n3-10.coBnanennii (pacuer
KJIeTKn Ha kuiorpamm 6.84*106). beiina. npoBejieHa npoduiakTika peakuuy "TpaHciuianrar npoTuB Xo3suHa'-PTIIX ‘ucnons3ys
TaKkposuMye. (£1. IUKIOCHOPUH, B-CBS3U C allIeprueit), a Takke MuKodeHonmaT MOPETHI1 U B KayecTBE NTPOPHUIaKTUKN BEHO3HO-
OKKJIFO3MOHHOM - 60J1e3HM “uctionb30Bany negudbporun. Ha 9 nenn Obumn .B3sThl aHann3bl Ha HeWTpodwmiel u, Ha 15 neHp Ha
HprKuBIeHHe TpoMOounToB. 'Ha 8 neHs Trocne TpaHCIIaHTAllMW CHHIPOM TTPH)KUBIICHHSI IPOSIBUIICS JIUXOpakon 1 epimbro. Ha 11
JIeHb Ha. peakiio "TpaHCIIaHTaTa NPOTHUB X035MHA" Ha4yaJ M MPOBOJUTH Kypc CTEPOUIOB B KOIMUYECTBE 2. MI/KI B AeHb. B T0.XKe
BpeMs HAOIr0aI0Ch MTOBBIIICHHE CKOPOCTH (PAa3MepoRB) B .IICUCHOYHOW apTepUH W -TOBBINICHME (QyHKHHE medeHH.  Jlo3a
nepubpoTtuna O6puTa yBeTHUCHA 10-TIeueOHo. -1 KOHTPOJIS peaknuy "TPAHCIUIAHTAT IIPOTHB X035 MHA" MANHEHTY OBLTN BBEACHBI
Me3eHXHUMaJIbHBIE CTBOJIOBBIE KIETKH: B/OOIIeH CI0KHOCTH 6-pa3. 05.09.2017 noga MM® - 0plita ocTaHOBJICHA M3-3a PE3KOiT 00IH B
xnBore. Ha .28 neHb  mocie TpaHCIUIAHTAIMK OBIIO HAYATO JICYEHHE  TaHOMKIOBHPOM H3-33/ IOBTOPHOTO. MOSBICHUS
UTOMETaTOBUPYCcHON mH(pexuuw: it nanpHEHIIero [JiedeHus. QUTOMCETAI0OBUPYCHOHN t HHQEKINN TpHU ~pa3a B HEJETI0 ObLI



mobasieH (ockapueT. M3-3a MpEKpaIICHUS JeYCHUS NPSAHU30I0OHOM U TIOABJICHUS KOXXHOM 'ChIK, Ha 43 1neHb ‘Ob1 mo00aBicH
CHPOJIUMYC, HECMOTpPs Ha (P (HEeKTUBHYIO- 103y ‘TaKpomMyca.. HecMoTpst Ha 3To, B manmbHEHIIEM TIpIMeHeHHe (hockapHeTa OBLIO
MIPAOCTAHOBJIEHO, TaK. KaK. CHINb OblJJa MOXO0)Ka Ha OOTOPEBIIMC YYaCTKH KOXH W BBITIIAACIO KaK TIOOOYHOBIH. 3P ¢deKT  OT
pUMeHeHHs (DOCKapHeTa, M B CBSI3M. C-IpomonKatontimMest poctoM konmid [[MB ITLP 651 no6asnen nuaodosup. ITocie 6 no3
uiodosupa (1 Mr/kr) ero mpuMeHeHue. OblIO IpruocTaHoBiaeHo. Ha 36 nens mpmocTtaHoBuim Jedenue pepuopornnom. Ha 83
JICHb B KPOBHU M Kaje Obuta oOHAapyKeHa ajicHoBHpycHas mHpekus. Ha'125 neHp W3-3a runiepheppuTHHeMUH ObLL JOOABICH
necepariv. Ha 145 nens npekparunu-fipuMeHEHNE .CUPOIIMYCa.

[Mocne Tpancrnnanranuu-Ha 23-i, 91-it, 174-it.u.191-i 10U, a TakKe Ha CenbMOW MECAL OBUTH MPOBEICHBI XMMEPHBIC aHAJI3bI, U
pe3ynbTar. . "MOIHOCTRIO ~XUMepHBI'". - [TocneHnii, KOHTPOJIb KOCTHOTO MO3la MPOBOIWICS |(Ha CEObMOM MECALl Mocie
TpancutadTanuy  (20.03.2018), 661 BUACH BeCh  HA0Op KICTOK W 3aBEPINWIOCH BBI3PEBAHME KICTOK. [IpH-ganmpbHEUIIIEM
nccrnenoBaHun pe3ynbTaThl/Ha ranakromanHal B PHK Bupye remaruta C (HCV. RNA) otpunatensHble. Jleuenne TakpoInMycoM
1 TpoPpUIAKTHKA TPOTHBOMHUKPOOHBIMHU IIperiapaTaMy IpoKoikaeTcs. 03y TaKpoIuMyca YMEHBIIHIHN B HIOJE:
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