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AMENDMENT # 1__ to DODATEK č. 1__ ke 

Clinical Trial Agreement Smlouvě o provedení klinického hodnocení 

  

  

This Amendment # 1 (“Amendment #1”) to the 

Clinical Study Agreement (the “Agreement”), 

effective as of the date when published in the 

register of contracts, is entered into by and 

between: 

 

Nemocnice Na Bulovce, Budinova 67/2, 180 81 

Praha 8, the Czech Republic, ID No.: 00064211, 

Tax ID No.: CZ00064211, represented by MUDr. 

Livia Vecerova, MBA, Deputy Director of Science, 

Research, Grant Activities and Development, on 

the basis of a mandate (the “Institution”),  

 

and  

 

Karyopharm Therapeutics Inc., a Delaware 

Corporation with a place of business at 85 Wells 

Ave., Newton, MA 02459 USA, represented by 

Christopher B. Timiano (“Sponsor”).  

 

 

 

Institution and Sponsor are collectively referred to 

as the “Parties”; 

Tento Dodatek č. 1 (dále jen „Dodatek č. 1“) ke 

Smlouvě o klinické studii („Smlouva“) s účinností 

k datu publikace v registru smluv, uzavřely strany: 

  

 

 

Nemocnice Na Bulovce, Budínova 67/2, 180 81 

Praha 8, Česká republika, IČO: 00064211, DIČ: 

CZ00064211, zastoupená MUDr. Lívií 

Večeřovou, MBA, náměstkyní ředitele pro vědu, 

výzkum, grantové činnosti a rozvoj, na základě 

pověření (dále jen „Zdravotnické zařízení“)  

 

a  

 

společností Karyopharm Therapeutics Inc., 

společnost ustanovená podle zákonů státu 

Delaware se sídlem 85 Wells Ave., Newton, MA 

02459, Spojené státy americké, daňové 

identifikační číslo: 26 3931704, zastoupená 

Christopher B. Timiano („Zadavatel“).  

 

Zdravotnické zařízení a Zadavatel jsou společně 

označováni jako „Strany“; 

  

WHEREAS, the Parties have entered into a certain 

Clinical Trial Agreement dated October 10, 2019 

for which Sponsor is sponsoring a human clinical 

trial in accordance with Protocol KCP 330-024 

entitled, “A Randomized, Double-Blind, Phase 3 

Trial of Maintenance with Selinexor/ Placebo After 

Combination Chemotherapy for Patients with 

Advanced or Recurrent Endometrial Cancer” (the 

“Study”); 

VZHLEDEM K TOMU, ŽE Strany uzavřely 

určitou Smlouvu o provedení klinického 

hodnocení k datu 10 října 2019, v níž je Zadavatel 

zadavatelem klinického hodnocení s lidskými 

subjekty v souladu s Protokolem KCP 330-024, s 

názvem „Randomizované, dvojitě zaslepené 

klinické hodnocení fáze 3 udržovací léčby 

přípravkem Selinexor / placebem po kombinované 

chemoterapii u pacientů s pokročilým nebo 

recidivujícím endometriálním karcinomem“ 

(„Studie“); 

  

WHEREAS, the Parties agree to amend 

Attachment 2 (“Budget”) of the Agreement due to 

Protocol amendment version 5.0 effective March 

11, 2020; 

VZHLEDEM K TOMU, ŽE Strany souhlasí s 

vytvořením dodatku k Příloze 2 („Rozpočet“) 

Smlouvy vzhledem k vytvoření dodatku k 

Protokolu verze 5.0 s účinností k 11. březnu 2020; 
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NOW, THEREFORE, Parties agree to the 

following change to the Agreement: 

PROTO NYNÍ Strany souhlasí s následující 

změnou Smlouvy: 

  

- Attachment 2 of the Agreement (Budget) 

shall be deleted and replaced in its entirety 

with the revised Budget for Protocol 

Amendment v5.0 dated March 11, 2020 and 

attached hereto and incorporated herein as 

Attachment 2. 

- Příloha 2 Smlouvy (Rozpočet) bude celá 

vypuštěna a zcela nahrazena přepracovaným 

Rozpočtem pro Dodatek k Protokolu v5.0 k 

datu 11. března 2020, který je zde přiložen a 

stává se součástí tohoto dokumentu jako 

Příloha 2. 

  

All other remaining portions of the Agreement 

remain in full force and effect and are not changed 

by this Amendment #1. When a conflict exists 

between this Amendment #1 and the Agreement, 

this Amendment #1 will control.  Capitalized terms 

that are not defined herein shall have the meaning 

given to such terms in the Agreement.  This 

Amendment #1 may be signed in counterparts, and 

each counterpart is considered an original and all 

counterparts taken together shall constitute one and 

the same instrument. 

Všechny ostatní části Smlouvy zůstávají v plné 

platnosti a účinnosti a tímto Dodatkem č. 1 se 

nemění. Pokud dojde k rozporu mezi tímto 

Dodatkem č. 1 a Smlouvou, převládá tento 

Dodatek č. 1. Výrazy s počátečními velkými 

písmeny, které nejsou v tomto dokumentu 

definovány, mají význam, který jim je dán ve 

Smlouvě. Tento Dodatek č. 1 může být podepsán 

ve formě stejnopisů a každý stejnopis bude 

pokládán za originál, přičemž všechny stejnopisy 

budou společně pokládány za jeden a tentýž 

dokument. 

  

This Amendment # 1 shall enter into force on the 

date of its signature in order of the last contracting 

Party and shall enter into force on the day of its 

publications in the Register of Contracts. Parties 

have agreed that the publication of this Amendment 

# 1 in the Register of Contracts in accordance with 

the Act on the Register of Contracts will be ensured 

by the Institution. In order to ensure the protection 

of Sponsor´s trade secret, the whole Attachment of 

this Amendment # 1 shall not be visible in the 

Register of Contracts, as it represents the trade 

secret of Sponsor, according to the Section 504 of 

Act No. 89/2012 Coll., Civil Code, as amended. 

Tento Dodatek č. 1 nabývá platnosti dnem jejího 

podpisu v pořadí poslední podepisující se Stranou 

a účinnosti nabývá dnem uveřejnění v registru 

smluv. Strany se dohodly, že uveřejnění tohoto 

Dodatku č. 1 v registru smluv postupem podle 

zákona o registru smluv zajistí Zdravotnické 

zařízení. Z důvodu zajištění ochrany obchodního 

tajemství Zadavatele, bude v registru smluv 

znečitelněna celá Příloha 1 Dodatku č. 1, jež 

představuje obchodní tajemství Zadavatele ve 

smyslu par. 504 zákona č. 89/2012 Sb., občanský 

zákoník, ve znění pozdějších předpisů. 

  

This Amendment # 1 is made in two (2) original 

copies, each Party shall receive one copy. 

Tento Dodatek č. 1 je vyhotoven ve dvou (2) 

vyhotoveních, každá ze Stran obdrží po jednom 

vyhotovení.  
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IN WITNESS WHEREOF, the parties hereto have 

executed this Amendment #1 by their respective 

Representatives thereunto duly authorized. 

NA DŮKAZ ČEHOŽ Strany uzavřely tento 

Dodatek č. 1 prostřednictvím svých příslušných 

Zástupců k tomu řádně zmocněných. 

The Institution: / Zdravotnické zařízení: Nemocnice Na Bulovce 

 

____________________________________________ 

Name / Jméno: MUDr. Lívia Večeřová, MBA 

Title / Pracovní zařazení: náměstkyně ředitele pro vědu, výzkum, 

grantovou činnost a rozvoj, na základě pověření 

  

 

Dated / Datum: _______________________________________ 

 

 

 

 

SPONSOR / ZADAVATEL:  

____________________________________________ 

Name / Jméno: Christopher B. Timiano 

Title / Pracovní zařazení: EVP, Chief Business Officer and 

General Counsel 

 

Dated / Datum: _______________________________________ 
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Attachment 2/ Příloha 2 

BUDGET / ROZPOČET 
     

Study Details         

Institution  Nemocnice na Bulovce    

PI Name Assoc. Prof. Michal Zikan, MD, PhD    

Site Number 3603    

Study Code: KCP 330-024 VERSION 5 
  

 

Short Name: SIENDO 
  

 

Drug / Compound: Selinexor 
   

Title: A RANDOMIZED PHASE 3 TRIAL OF MAINTENANCE WITH SELINEXOR/ PLACEBO AFTER COMBINATION 
CHEMOTHERAPY FOR PATIENTS WITH ADVANCED OR RECURRENT ENDOMETRIAL CANCER 

   

Phase: III 
   

Study Type: Double-Blind 
   

Study Population Type: - Oncology    

ICD Code Indication Primary   

182.0 (ICD9) 
Malignant neoplasm of corpus uteri, except isthmus, Endometrial Cancer, Malignant Neoplasm of the 
Endometrium    

Currency: Kc     

Site OH rate 20,00%    

  CZECH       Site Costs       

Code Site Costs Budget OH Total Budget 

SC003 Study Start-Up Fee/Site Set-Up Fee  40 000    40 000 

  Contract amendment  5 000    5 000 

SC005 Local Ethics Committee Fee, IRB Fee*  43 402    43 402 

SC013 IRB Renewal Fee*  10 816    10 816 

SC014 IRB Amendment Fee*  7 586    7 586 

SC023 Study Close out: including all activities related to closing out the site  15 718    15 718 

Supportive Care Costs for Supportive Care will be reimbursed in accordance with the Compensation and Payment Terms INVOICE   INVOICE 
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Unscheduled Visits 
Reimbursement for unscheduled visits will be made based on the procedures perfromed as set forth in 
this Budget 

INVOICE   INVOICE 

Screen Failures 
Sponsor will reimburse Institution one (1) screen failure for every five (5) subjects enrolled at the 
Screening Visit rate for those procedures actually completed as verifed by data entered into the CRF 

up to   INVOICE 

NP007 Patient Travel Reimbursement-Per Study related related in office visits only up to 530   up to 530 

Code PHARMACY COSTS Budget OH Total Budget 

SC008 Pharmacy:  Set-Up Fee  2 000    2 000 

     

* If a Central IRB/REB is used, KPT will reimburse the central IRB/REB directly and will not pay Institution for such costs. 

 Hospital Na Bulovce requirements    

 Pharmacy fee - each monitoring visit 500/hour   

 Pharmacy fee - storage of IMP + documentation 500/month   

 Pharmacy fee - IMP receipt, documentation, IWRS 800/each receipt   

 Pharmacy fee - IMP release +documentation to study site 500/each release   

 Pharmacy Fee-disposal of unused IMP. One time fee paid at the end of the Study at close out and upon 
receipt of invoice. 

1 000   
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Study Details

Institution Nemocnice na Bulovce

PI Name Assoc. Prof. Michal Zikan, MD, PhD

Site Number 3603

Study Code: KCP 330-024 VERSION 5

Short Name: SIENDO

Drug / Compound: Selinexor

Title: A RANDOMIZED PHASE 3 TRIAL OF 

MAINTENANCE WITH SELINEXOR/ PLACEBO 

AFTER COMBINATION CHEMOTHERAPY FOR 

PATIENTS WITH ADVANCED OR RECURRENT 

ENDOMETRIAL CANCER

Phase: III

Study Type: Double-Blind

Study Population Type: - Oncology

ICD Code Indication Primary

182.0 (ICD9)

Malignant neoplasm of corpus uteri, except 

isthmus, Endometrial Cancer, Malignant Neoplasm 

of the Endometrium


Currency: Kc

Visit Schedule

Cost Per Procedure View

Code Procedure OH Budget SV C1D1
C1D3 

PHONE
C1D15

C1D18 

PHONE
C2D1 C2D15 C3D1 C4D1 C5D1 C6D1

INCON Informed consent  660  660

88363 Archival tumor tissue*  337 INV

INCEX Inclusion/Exclusion criteria  277  277

T9210 Medical History with Demographics  594  594

99211 Height  212  70

99211 Weight  212  70  70  70  70  70  70  70  70  70

99211 Vitals  212  70  70  70  70  70  70  70  70

S0042
Eastern Cooperative Oncology Group (ECOG) 

Performance Status  172  172  172  172  172  172  172  172  172

BMI  Body Mass Index (BMI)  120  120  120  120  120  120  120  120  120  120

99205 Full Physical Exam**  928  928  928

T1010

Computerized axial tomography, thoracic, 

abdominal and pelvic combined, chest, abdomen, 

pelvis combined (Cat Scan) (CT Scan); with 

contrast material***

  20 144 INV INV INV

RT010

Interpretation and Report; Computerized axial 

tomography, thoracic, abdominal and pelvic 

combined, chest, abdomen and pelvis(Cat Scan) 

(CT Scan); with contrast material***

  2 066 INV INV INV

85025 CBC with complete differential   427  427  427  427  427  427  427  427  427  427  427

80053

Full serum chemistry: Includes Albumin (82040) 

Bilirubin, total (82247) Calcium (82310)  Carbon 

Dioxide (bicarbonate) (82374) Chloride (82435) 

Creatinine (82565) Glucose (82947) Phosphatase, 

alkaline (84075) Potassium (84132) Protein, total 

(84155) Sodium (84295) Transferase, alanine 

amino (ALT) (SGPT) (84460) Transferase, 

aspartate amino (AST) (SGOT) (84450) Urea 

Nitrogen (BUN) (84520)

  1 099  1 099  1 099  1 099  1 099  1 099  1 099  1 099  1 099  1 099  1 099

83615 Lactate dehydrogenase (LD) (LDH)   301  301  301  301  301  301  301  301  301  301  301

82540 Creatine clearance - Cockcroft Gault method   302  302

84702
Serum pregnancy, gonadotropin chorionic (hCG) 

(BetahCG)   550  550  550  550  550  550  550  550

T0299 PDn Blood Draw******   171 INV INV

S0087

EORTC Core Quality of Life Questionnaire (EORTC 

QLQ-C30); 30-item questionnaire, self-

administered
  131  131  131  131  131  131  131 INV

S0296

EORTC Quality of Life Questionnaire (EORTC QLQ-

EN24); use in conjunction with the QLQ-C30, 24-

item questionnaire, self-administered
  103  103  103  103  103  103  103 INV

S0296
European Quality of Life Questionnaire (EuroQol) 

(EQ-5D); self-administered   103  103  103  103  103  103  103 INV

ADEVT Serious Adverse Events/Adverse events   114  114  114  114  114  114  114  114  114  114  114  114  114

CONMD Concomitant medications   171  171  171  171  171  171  171  171  171  171

S0400 Mini Nutritional consult   113  113

Procedures Sub Total (Kc) 6 134,00 Kč 2 544,00 Kč 114,00 Kč 2 372,00 Kč 114,00 Kč 3 094,00 Kč 2 372,00 Kč 3 431,00 Kč 3 431,00 Kč 3 431,00 Kč 3 431,00 Kč 4 099,00 Kč 0,00 Kč

Code Non Procedure OH Budget SV C1D1
C1D3 

PHONE
C1D15

C1D18 

PHONE
C2D1 C2D15 C3D1 C4D1 C5D1 C6D1

NP006
Pharmacy, Simple (e.g. tablets, cream tubes) - 

dispense drug   326  326  326  326  326  326  326

NP021 Study Coordinator - PER HOUR   464  1 160  696  232  696  232  696  696  696  696  696  696  928  232

NP025 Physician - PER HOUR   700  700  700  700  700  700  700  700  700  700  700

NP012
Study Coordinator, Electronic Data Capture (EDC) 

- Per Hour   283  425  425  142  425  142  425  425  425  425  425  425  425  142

Non Procedures Sub Total (Kc) 2 285,00 Kč 2 147,00 Kč 374,00 Kč 1 821,00 Kč 374,00 Kč 2 147,00 Kč 1 821,00 Kč 2 147,00 Kč 2 147,00 Kč 2 147,00 Kč 2 147,00 Kč 2 053,00 Kč 374,00 Kč

Overhead (all costs) 20% 1 684,00 Kč 938,00 Kč 98,00 Kč 839,00 Kč 98,00 Kč 1 048,00 Kč 839,00 Kč 1 116,00 Kč 1 116,00 Kč 1 116,00 Kč 1 116,00 Kč 1 230,00 Kč 75,00 Kč

Total Cost Per Visit with Overhead(Kc) 10 103,00 Kč 5 629,00 Kč 586,00 Kč 5 032,00 Kč 586,00 Kč 6 289,00 Kč 5 032,00 Kč 6 694,00 Kč 6 694,00 Kč 6 694,00 Kč 6 694,00 Kč 7 382,00 Kč 449,00 Kč

Total Cost Per Patient (Kc) 67 864,00 Kč

CZECH

Post 

Treatment 

Efficacy 

Assessment

*******

EOT/Early 

Termination

EOT/Early 

Termination

Post 

Treatment 

Efficacy 

Assessment

*******
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Code Conditional Procedure Budget OH 
Total 
Budget 

NP021 Study Coordinator - PER HOUR  464   557 

NP012 
Study Coordinator, Electronic Data Capture 
(EDC) - Per Hour 

 283   340 

88363 Archival tumor tissue*  842   1 010 

S0042 
Eastern Cooperative Oncology Group (ECOG) 
Performance Status 

 172   206 

85025 CBC with complete differential  427   512 

80053 

Full serum chemistry: Includes Albumin 
(82040) Bilirubin, total (82247) Calcium 
(82310)  Carbon Dioxide (bicarbonate) 
(82374) Chloride (82435) Creatinine (82565) 
Glucose (82947) Phosphatase, alkaline 
(84075) Potassium (84132) Protein, total 
(84155) Sodium (84295) Transferase, alanine 
amino (ALT) (SGPT) (84460) Transferase, 
aspartate amino (AST) (SGOT) (84450) Urea 
Nitrogen (BUN) (84520) 

 1 099   1 319 

83615 Lactate dehydrogenase (LD) (LDH)  301   361 

ADEVT Serious Adverse Events/Adverse events  114   137 

S0087 
EORTC Core Quality of Life Questionnaire 
(EORTC QLQ-C30); 30-item questionnaire, 
self-administered 

 131   157 

S0296 

EORTC Quality of Life Questionnaire (EORTC 
QLQ-ESN24); use in conjunction with the 
QLQ-C30, 24-item questionnaire, self-
administered 

 103   124 

S0296 
European Quality of Life Questionnaire 
(EuroQol) (EQ-5D); self-administered 

 103   124 

99212 Symptom Directed Physical Exam  464   557 

84702 
Serum pregnancy, gonadotropin chorionic 
(hCG) (BetahCG) 

 550   660 

84703 
Urine pregnancy, gonadotropin chorionic 
(hCG) (BetahCG) 

 305   366 

T1010 

Computerized axial tomography, thoracic, 
abdominal and pelvic combined, chest, 
abdomen, pelvis combined (Cat Scan) (CT 
Scan); with contrast material 

 20 144   24 173 

RT010 

Interpretation and Report; Computerized axial 
tomography, thoracic, abdominal and pelvic 
combined, chest, abdomen and pelvis(Cat 
Scan) (CT Scan); with contrast material 

 2 066   2 479 

71551 
Magnetic resonance imaging, chest, thorax, 
thoracic (MRI); with contrast material(s) (eg, 
proton) 

 25 154   30 185 

R1551 
Interpretation and Report; Magnetic 
resonance imaging, chest, thorax, thoracic 
(MRI); with contrast material(s) (eg, proton) 

 3 690   4 428 

74182 
Magnetic resonance imaging, abdomen, 
abdominal (MRI); with contrast material(s) 
(eg, proton) 

 24 673   29 608 

R4182 
Interpretation and Report; Magnetic 
resonance imaging, abdomen, abdominal 
(MRI); with contrast material(s) (eg, proton) 

 3 277   3 932 

72196 
Magnetic resonance imaging, pelvis, pelvic 
(MRI); with contrast material(s) (eg, proton) 

 16 772   20 126 
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R2196 
Interpretation and Report; Magnetic 
resonance imaging, pelvis, pelvic (MRI); with 
contrast material(s) (eg, proton) 

 3 379   4 055 

T1206 
Electrocardiogram, 12 Lead ECG - Triplicate; 
Includes tracing, interpretation and report 
***** 

 1 663   1 996 

T0299 PDn Blood Draw (PER DRAW) ******  171   205 

99000 Lab handling and/or shipping of specimen(s)  224   269 

NP029 Dry Ice - Per Sample  241   289 

Odd Cycles beyond Cycle 5 

Odd Cycles for those Subjects who continue 
on Study beyond Cycle 6 - Institution will be 
reimbursed in accordance with the rates set 
forth in Column P above.  

      

Even Cycles beyond Cycle 6 

Even Cycles for those Subjects who continue 
on Study beyond Cycle 6 - Institution will be 
reimbursed in accordance with the rates set 
forth in Column P above.  

      

Cycles beyond Cycle 12 

For those Subjects who continue on Study 
beyond Cycle 12, Institution will be 
reimbursed in accordance with the rates set 
forth in Column Q above.  

      

It is the Institution’s and/or Principal Investigator’s obligation to determine which medications, tests and/or 
procedures are Standard of Care (SOC) for a Study Subject’s diagnosis and treatment.  
 
Sponsor will not provide reimbursement for any medication, test or procedures that should be noted above as 
SOC. 

 

NOTES
: 

                                

* Archival tumor biopsy to be provided during Screening and will be used for PDn testing to assess predictive value of tumor biomarkers 
using genomic analyses.  **Full physical examinations (PE) will be performed prior to receiving first dose of study treatment and at the EoT 
Visit; all other PEs during the study should be limited, symptom-directed PEs, including body systems as appropriate.  ***Assessments will 
be performed every 8 weeks (on Day 1 [± 3 days] of every odd-numbered cycle). From cycle 13 onward, assessments will be performed 

every 12 weeks (±7 days). Tumor assessments will be performed until documented PD per the Investigator according to RECIST v1.1. For 
patients who discontinue study drug for a reason other than documented PD per RECIST v1.1, disease assessments will continue to be 
performed every 12 weeks (±7 days) until documented PD. To ensure comparability, the same method of assessment (CT or MRI of chest, 
abdomen and pelvis (other regions as clinically indicated for the assessment of disease) must be used throughout the trial for each marker 
lesion.  Assessments after treatment discontinuation are only performed for patients who discontinued treatment for a reason other than 
progressive disease per RECIST v1.1. Computed tomography or MRI of the chest, abdomen, and pelvis performed within 2 weeks prior to 
C1D1 may be allowed to be used for the baseline scan. Computed tomography is preferred.  ****PK exploratory studies: Blood samples for 
PK will be collected from 30 patients at selected investigational sites at the following timepoints:  C1D1: pre-dose (within 10 minutes before 
swallowing study drug) and post-dose at Hours 1, 2, and 4 (±20 min; an optional collection may be done post-dose  at Hour 6 ±20 min for 

patients who continue to be at the site for reasons other than PK sampling); C2D1:pre-dose (within 10 minutes before swallowing study 
drug) and post-dose at Hour 4 ± 20 minutes.   ***** For patients participating in the PK substudy at selected investigational sites, an ECG 

will be done in triplicate at screening, and at pre-dose and post-dose at Hour 4 on C1D1 and C2D1. ECG collection times on C1D1 and C2D1 
should match the PK sampling times. ****** PDn exploratory studies: Whole blood for circulating tumor DNA ctDNA analysis will be 
collected on C1D1 at pre-dose (10 mL) and at the time of relapse (ie, EoT; 10 mL). If the whole blood for ctDNA was not collected on C1D1, 
then whole blood should not be collected at relapse.  ******* Completed by the research site personnel via patient medical record review. 
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