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IRB Institutional Review Board 
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ORR Overall Response Rate 

PD Progressive Disease 

PFS Progression Free Survival 

PI Principal Investigator 
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RECIST Response Evaluation Criteria In Solid Tumors 
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SAE Serious Adverse Event 
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SGOT Serum Glutamic Oxaloacetic Transaminase (AST) 

SGPT Serum Glutamic Pyruvate Transaminase (ALT) 

SPD 
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Sum of the Products Diameters 

Single Nucleotide Polymorphism 

TA Tumor Assessment 

T. Bilirubin Total Bilirubin 
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ULN Upper Limit of Normal 

USA United States of America 
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1. Overall Information 

1.1 Study Title 

DeCOG-MM-PAL11-Trial: The IPI – Multibasket Trial in advanced melanoma -Prospective Clinical 

Phase II Multibasket Study in Melanoma Patients with advanced Disease 

1.2 Type of Project 

Clinical trial Phase II 

1.3 Sponsor / Representative 

University Hospital Essen 

Represented by Prof. Dr. Dirk Schadendorf 

Hufelandstr. 55  

D- 45122 Essen, Germany  

Telephone Number: +49 (0) 201-723 4342  

Fax Number: +49 (0) 201-723 5935  

e-mail: dirk.schadendorf@uk-essen.de 

1.4 National Coordinating Investigator 

Prof. Dr. Dirk Schadendorf  

Department of Dermatology, Skin Cancer Center  

Comprehensive Cancer Center Essen  

Hufelandstr. 55  

D- 45122 Essen, Germany  

Telephone Number: +49 (0) 201-723 4342  

Fax Number: +49 (0) 201-723 5935  

e-mail: dirk.schadendorf@uk-essen.de 

1.5 Participating Sites and Investigators 

Site 
ID 

Site Investigator 

001 

Universitätsklinikum Essen 
Hautklinik 
Hufelandstr. 55 
45122 Essen 

Prof. Dr. med. Dirk Schadendorf 

E-Mail: dirk.schadendorf@uk-essen.de 

002 

Elbeklinikum Buxtehude 

Dermatologisches Zentrum 

Am Krankenhaus 1 

21614 Buxtehude 

Dr. med. Peter Mohr 

E-Mail: peter.mohr@elbekliniken.de 

003 

Charité Universitätsmedizin Berlin 

Campus Mitte 

Klinik und Poliklinik für Dermatologie und 
Venerologie 

Charitéplatz 1 

10117 Berlin 

Dr. med. Felix Kiecker 

E-Mail: felix.kiecker@charite.de 
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Site 
ID 

Site Investigator 

004 

Universitätsklinikum Erlangen 

Hautklinik 

Ulmenweg 18 

91054 Erlangen 

Prof. Dr. Eckhard Kämpgen 

E-Mail: eckhard.kaempgen@uk-
erlangen.de 

005 

Universitätsklinikum Heidelberg 

Hautklinik 

Voßstr. 2 

69115 Heidelberg 

Prof. Dr. med. Alexander Enk 

E-Mail: alexander.enk@med.uni-
heidelberg.de 

006 

Universitätsklinikum des Saarlandes 

Klinik für Dermatologie, Venerologie und 
Allergologie 

Kirrbergerstr. 1 

66421 Homburg/Saar 

Univ. Prof. Dr. Thomas Vogt 

E-Mail: thomas.vogt@uks.eu 

 

007 

Klinikum Kassel GmbH 

Hautklinik 

Mönchebergstraße 41-43 

34125 Kassel 

Prof. Dr. med. Rainer Rompel 

E-mail: rainer.rompel@klinikum-kassel.de 

008 

Universitätsklinikum Schleswig-Holstein 

Campus Kiel 

Klinik für Dermatologie, Venerologie und 
Allergologie 

Schittenhelmstr. 7 

24105 Kiel 

Prof. Dr. med. Axel Hauschild 

E-Mail: ahauschild@dermatology.uni-
kiel.de 

009 

Klinikum der Stadt Ludwigshafen am Rhein 
gGmbH, Hautklinik 

Bremser Strasse 79 

67063 Ludwigshafen 

Prof. Dr. med. Edgar Dippel 

E-Mail: dippele@klilu.de 

010 

Universitätsklinikum Leipzig 

Dermatologie 

Philipp-Rosenthal-Straße 23-25 

04103 Leipzig 

Prof. Dr. med. Jan-Christoph Simon 

E-Mail: Jan-Christoph.simon@med.uni-
leipzig.de 

011 

Universitätsklinikum Mannheim gGmbH 

Klinik für Dermatologie, Venerologie und 
Allergologie 

Theodor-Kutzer-Ufer 1-3 

68167 Mannheim 

Prof. Dr. med. Jochen Utikal 

E-Mail: jochen.utikal@umm.de 

012 

Johannes Wesling Klinikum  

Hautklinik 

Hans-Nolte-Straße 1 

32429 Minden 

Prof. Dr. med. Rudolf Stadler 

E-Mail: 
Rudolf.Stadler@muehlenkreiskliniken.de 

013 

Ludwig-Maximilians-Universität München 

Klinik und Poliklinik Dermatologie & 
Allergologie 

Frauenlobstr. 9-11 

80337 München 

Prof. Dr. med. Carola Berking 

E-mail: Carola.Berking@med.uni-
muenchen.de 

014 

Universitätsklinikum Regensburg 

Dermatologie 

Franz-Josef-Strauß-Allee 11 

93053 Regensburg 

Prof. Dr. med. Christian Hafner 

E-Mail: christian.hafner@klinik.uni-
regensburg.de 
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Site 
ID 

Site Investigator 

015 

Universitätshautklinik Tübingen 

Liebermeisterstr. 25 

72076 Tübingen 

Prof. Dr. med. Claus Garbe 

E-Mail: claus.garbe@med.uni-
tuebingen.de 

016 

Klinikum Dorothea Christiane Erxleben 
Quedlinburg 

Dermatologie u. Allergologie 

Ditfurter Weg 24 

06484 Quedlinburg 

PD Dr. med. Jens Ulrich 

E-Mail: jens.ulrich@harzklinikum.com 

 

017 

Fachklinik Hornheide 

Innere Medizin, Hämatologie, Internistische 
Onkologie, Palliativmedizin 

Dorbaumstraße 300 

48157 Münster 

Dr. med. Michael Fluck 

E-Mail: michael.fluck@fachklinik-
hornheide.de 

018 

Helios Klinikum Erfurt 

Klinik für Hautkrankheiten und Allergologie 

Nordhäuser Str. 74 

99089 Erfurt 

Prof. Dr. med. Rudolf Herbst 

E-Mail: rudolf.herbst@helios-kliniken.de 

019 

Klinikum Nürnberg Nord, Hautklinik 

Prof. Ernst Nathan Straße 1 

90419 Nürnberg 

Prof. Dr. med. Erwin Schultz 

E-Mail: erwin.schultz@klinikum-
nuernberg.de 

 

020 

Universitätsklinikum Schleswig-Holstein, 
Campus Lübeck, Dermatologie 

Ratzeburger Allee 160 

23538 Lübeck 

PD Dr. Patrick Terheyden 

E-Mail: patrick.terheyden@uk-sh.de 

 

021 

Universitätsmedizin der Johannes Gutenberg-
Universität Mainz, Hautklinik 

Langenbeckstraße 1 

55131 Mainz 

Dr. med. Carmen Loquai 

E-Mail: carmen.loquai@unimedizin-
mainz.de 

022 

Klinik Universitätsklinikum Jena 

Klinik f. Hautkrankheiten 

Erfurter Str. 35 

07743 Jena 

Prof. Dr. med. Johannes Norgauer 

E-Mail: johannes.norgauer@med.uni-
jena.de 

 

023 

Universitätsklinikum Münster 

Klinik und Poliklinik für Hautkrankheiten 

Von-Esmarch-Str. 58 

48149 Münster 

Prof. Dr. med. Cord Sunderkötter 

E-Mail: 
cord.sunderkoetter@ukmuenster.de 

 

024 

Universitätsklinik Köln 

Klinik und Poliklinik für Dermatologie 

Kerpener Straße 62 

50924 Köln 

Prof. Dr. Cornelia Mauch 

E-Mail: cornelia.mauch@uk-koeln.de 

025 

Klinikum der Johann Wolfgang Goethe 
Universität 

Klinik für Dermatologie, Venerologie und 
Allergologie 

Theodor-Stern-Kai 7 

60590 Frankfurt/Main 

Prof. Dr. med. Roland Kaufmann 

E-Mail: Kaufmann@em.uni-frankfurt.de 
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1.6 Study Publication/Reference 

Not yet available. 

1.7 Study Period 

First patient in: 23-05-2011 

Last patient out: 21-09-2013 

1.8 Study Objectives 

This study was conducted to further characterize efficacy of second line ipilimumab monotherapy 

3mg/kg given according to the MDX010-20 protocol in a broad range of pretreated metastatic ocular 

melanoma patients with or without prior systemic treatment seen in daily clinical practice. 

1.9 Primary Endpoint 

Overall survival rate at 12 months defined as the rate of patients alive 12 months after the date from 

the first study treatment for complete study population. 

1.10 Secondary Endpoints 

• All adverse events ≥ Grade 3 according to CTCAE, Version 4.0 criteria, that are definitely, 

probably, or possible related to the administration of the investigational agents will be 

assessed  

• Overall response rate (PR+CR) according to immune-related response Criteria (ir-RC) at any 

time of study 

• Disease control rate irDCR (rate of CR or PR or SD) according to immune-related response 

Criteria (ir-RC) at any time of study  

• Overall response rate (PR+CR) according to RECIST criteria at any time of study 

• Disease control rate (CR or PR or SD) according to RECIST criteria at any time of study 

• Progression free survival, progression free survival rate at 6 months 

• Overall survival 

• Clinical efficacy parameter (1-year OS, ORR, DCR, PFS) according to b-raf mutational status 

of tumor (b-raf V600E yes versus no), NRAS mutational status of tumor (NRAS mutated yes 

versus no) brain metastases (brain metastases vs no brain metastases), LDH (LDH <2ULN 

versus LDH ≥ 2ULN) and HLA-A2 (HLA-A2 positive versus HLA-A2 negative), number of 

ipilimumab doses (4 doses vs less than 4 doses) 

1.11 Study Design 

This was an open-label, multi-center, single-arm clinical phase II study to further characterize the 

efficacy and safety of ipilimumab (3mg/kg) in patients with pretreated, metastatic and/or inoperable 

melanoma. After recruitment of sufficient numbers of cutaneous and mucosal melanoma patients in 

2011 the DeCOG-MM-PAL11-Trial was continued for patients with metastatic ocular melanoma only, 

with or without systemic pretreatment (Amendment 1). In order to allow the separate subgroup 

analysis as planned in the protocol for ocular melanoma it was mandatory to focus the recruitment to 
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this patient population to guarantee a valid evaluation of all cohorts. Ocular melanoma was defined as 

melanomas originated from uvea, the choroid, the ciliary body and conjunctiva [1]. 

1.12 Study rational 

Melanoma is the most common tumor of the skin that develops from a neoplastic transformation of 

melanocytes. The incidence of cutaneous melanoma is increasing at a faster rate than for any other 

solid tumor and is estimated as 68,000 new cases annually in the USA. Globally, the incidence of 

melanoma varies by region, and according to World Health Organization (WHO) over 130,000 new 

cases of melanoma are recognized annually around the world. Melanoma is a tumor with significant 

impact on society and when found to be metastatic, there is no effective treatments for most patients. 

Although most patients have localized disease at the time of diagnosis and are cured by surgical 

excision of the primary tumor, metastases can develop and most of these patients die of melanoma-

associated causes. In the USA, over 8,000 deaths in 2008 were associated with melanoma. 

Most melanomas develop in the skin (cutaneous melanoma). The American Joint Committee on 

Cancer (AJCC) classification is helpful in segregating risk for recurrence and survival in primary 

melanoma, especially when combined with the Breslow thickness criteria. The AJCC first published a 

staging schema in 1978 that incorporated primary tumor thickness, ulceration, level of invasion, 

regional and distant metastases subtypes and serum LDH levels that correlated with prognosis for 

relapse and survival [2]. For metastatic melanoma, however, there is no current classification scheme 

that allows to predict a response to treatment in more than 25% in a given cohort.  Melanomas from 

any anatomic site may metastasize. The overall median survival from diagnosis of stage IV melanoma 

has been estimated to be 8 months. One year survival for these patients has been reported as 

approximately 25%, with approximately 15% of patients surviving 5 years (SEER 2009). In metastatic 

melanoma, chemotherapy is used mostly with palliative intent.  At the begin of this study registered 

agents for the treatment of melanoma included the alkylating agent dacarbazine (DTIC) and high dose 

IL-2 (US only). The administration of dacarbazine (DTIC) was a standard treatment with response 

rates in the range of 5-15% and progression free survival of approximately 8 weeks [3]. Cytotoxic 

therapies have not been reported to prolong overall survival. 

This trial was designed in light of the high unmet medical need in the treatment of metastatic 

melanoma and the promising clinical results derived from trials with ipilimumab. Various phase II 

clinical studies using ipilimumab in unresectable stage III-IV have been conducted. Results of the first 

pivotal phase III study MDX010-20 were published by Hodi et al. [4]. In the second phase III trial 

CA184-024, a different dose and treatment scheme was tested in the first-line setting [5]. Results 

showed little difference between groups in quality-adjusted survival during the first year of study, but 

after 2, 3 and 4 years follow-up for patients with extended survival, the benefits of IPI+DTIC vs 

PLA+DTIC for advanced melanoma continued to accrue [5]. 

However, due to strictly defined inclusion and exclusion criteria in phase III trials, results of 

registrational trials do not answer all questions regarding safety and efficacy of ipilimumab in all 

advanced melanoma patient cohorts seen in daily routine. E.g. on one hand, in MDX010-20 trial, only 

patients positive for HLA-A2 could be enrolled (since patients were randomized in a double-blind 

fashion in a 1:3:1 ratio to receive HLA2-restricted melanoma gp 100 peptide vaccine monotherapy, 

MDX-010 in combination with melanoma gp100 peptide vaccine, or MDX-010 monotherapy.) In the 

second phase III study CA 184-024 patients were not restricted to HLAA2+ haplotype. However, a 

different patient group was enrolled (first line situation) and another dosing and treatment scheme was 

tested (combination with DTIC; ipilimumab10mg/kg and maintenance period following induction phase 

for patients who benefitted from ipilimumab). Patients with primary mucosal melanoma were excluded 
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in CA184-024 study; patients with primary ocular melanoma were excluded in both MDX010-20 as 

well as in CA184-024.  

This large clinical phase II trial was proposed to treat broad range of metastatic melanoma 

patients who have failed at least one systemic treatment regimen in advanced, non-

resectable melanoma. The study aimed at gaining more information about efficacy and 

safety of ipilimumab in a broad range of clinically relevant pretreated patient cohorts seen in 

daily routine, neither addressed in MDX-010-20 study nor in CA184-024. Enrollment was not 

restricted to any specific HLA subtype and patients with uveal or ocular melanoma as well as 

cutaneous melanoma patients with or without asymptomatic brain metastases could be 

treated with ipilimumab as well. Potential predictive markers (ALC, B-raf mutational status) 

were prospectively evaluated. Wide access to ipilimumab in skin cancer-specialized clinical 

centers was achieved in addition to a standardized evaluation of its clinical results and of the 

proposed management guidelines handling the side effects. Patients were treated according 

to the MDX010-20 protocol with ipilimumab monotherapy 3mg/kg four times during the 

induction phase only. Patients benefiting from therapy (stable disease of ≥ 3 months 

beginning at Week 12 or patients with initial partial or complete response at Week 12 

assessment) and showing no immune-related adverse events (irAE) ≥ grade 3 were eligible 

for treatment re-induction in the case of melanoma relapse. 

The DeCOG-MM-PAL11-Trial was shortly interrupted and continued for patients with ocular melanoma 

only in 2011 after sufficient numbers of cutaneous and mucosal melanoma patients had already been 

recruited. In order to allow the separate subgroup analysis as planned in the protocol for ocular 

melanoma it was mandatory to focus the recruitment to this patient population to guarantee a valid 

evaluation of all cohorts. Ocular melanoma was defined as melanomas originated from uvea, the 

choroid, the ciliary body and conjunctiva [1]. 

2. Investigational medicinal product / treatment strategy 

Trade name: Yervoy® 

Active substance: Ipilimumab 

CAS number: 477202-00-9 

Dose: 3 mg/kg 

Concentration: 200 mg 

Mode of administration: intravenous use 

Duration of treatment: 10 weeks (3-weekly administration) 

Storage: Ipilimumab must be stored at a temperature ≥ 2°C and ≤ 8°C, 
protected from light 

2.1 Comparator condition / medication 

Not applicable. 

3. Treatment / Invention 

Ipilimumab (3 mg/kg) was administered intravenously every 3 weeks over 10 weeks. Patients with 

progressive disease (PD) following stable disease (SD) or an initial partial (PR) or complete response 
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(CR) ≥ 3 months from week 12 tumor assessment on were eligible for re-induction with ipilimumab 

(again 4x 3mg/kg over 10 weeks). 

4. Total number of patients and Study Population 

A total of 171 patients with pretreated metastatic melanoma originating from skin, mucosa, ocular or 

with unknown primary tumor from 25 clinics in Germany were screened for this study. 161 patients 

were enrolled and with a total of 5 dropouts, 156 of these patients received at least one dose of 

ipilimumab and could therefore be analyzed. 

4.1 Analysis data set 

Number of patients 171 

Number of patients (ITT-Set = ITT) 156 

 

Patients with cutaneous melanoma 83 

Patients with mucosal melanoma 7 

Patients with MUP (melanoma with unknown primary) 13 

Patients with ocular melanoma 53 

Number of patients (Response-evaluable set = RES) 104 

 

Patients with cutaneous melanoma 55 

Patients with mucosal melanoma 6 

Patients with MUP 9 

Patients with ocular melanoma 34 

   

Number of patients with measurable disease at baseline determined by 
irRECIST and least one restaging (Response-evaluable set (irRECIST) ) = 
irRES) 48 

 

Patients with cutaneous melanoma 26 

Patients with mucosal melanoma 3 

Patients with MUP 6 

Patients with ocular melanoma 13 

Number of participating clinics 25 

4.2 Analysis Population 

Safety population (SP) = Intent-to-treat (ITT): All patients who were enrolled and received at least 

one dose of ipilimumab. 

Response-evaluable population:  All patients who received at least one dose of ipilimumab with i) 

measurable disease at baseline determined by irRC and RECIST; ii)  histologic diagnosis of ocular, 

cutaneous, mucosal melanoma or melanoma of unkown primary; and iii) who had one baseline 

screening and at least one tumor assessment on study. 

Protocol violations/deviations: none 

The following aspects were documented: 

• Patient characteristics (e.g., sex, age,  ECOG, pretreatment, tumor data) 

• (Serious) Adverse events  

• Immune-related adverse events 

• Survival and response (e.g., PFS (rate), OS (rate), ORR, DCR, irORR, irDCR) 

• (Re-)Induction therapy 
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• Follow-up 

• Screening and registration 

4.3 Inclusion criteria 

1. Protocol version 1.0: histologically proven cutaneous, mucosal or uveal melanoma; Protocol 

version 2.0: histologically proven ocular melanoma  

2. Measurable disease according to RECIST in unresectable stage III-IV 

3. Minimum age of 18 years 

4. Able and willing to give valid written inform consent   

5. Protocol version 1.0: Must have received at least one line of prior systemic therapy for 

advanced malignant melanoma resulting in one of the following conditions: 

a. relapsed following response of CR, PR or SD or 

b. failed to demonstrate a response of CR. PR or SD or 

c. did not tolerate such a regime due to toxicity 

 Protocol version 2.0: Patients with or without prior systemic treatment for advanced malignant 

melanoma are eligble. 

6. In case of systemic pre-treatment, an interval of at least 28 days since treatment with 

chemotherapy, biochemotherapy, surgery, radiation, or immunotherapy is mandatory as well as 

recovery from any clinically significant toxicity experienced during treatment is recommended. 

Prior treatment must be completed by the time of ipilimumab administration. Palliative radiation 

therapy outside of the brain or therapeutic radiation to the brain after the patient’s condition is 

stabilized and systemic steroids required for the management of  symptoms due to brain 

metastases is decreased to the lowest fixed dose possible and does not require the 28-day 

waiting period. Patient must have recovered from any acute toxicity associated with prior 

therapy.  

7. Expected survival of at least six months   

8. ECOG Performance Status 0, 1 or 2. 

9. Within the last 2 weeks prior to study day 1 the following laboratory parameters, which should 

be within the ranges specified: Lab Parameter Range  

White blood cells (WBC) ≥ 2500/mm3 (_ 1 2.5 x 109/L) 

Absolute neutrophil count (ANC) ≥ 1000/mm3 (_ 1.0 x 109/L)  

Platelets   ≥ 75.000/mm3 (_ 75 x 109/L) 

Hemoglobin ≥ 9 g/dL(≥ 90 g/L; may be transfused)  

Creatinine   ≤ 2.0 x ULN 

Bilirubine total ≤ 2.0 x ULN (excepted patients with Gilbert’s 
Syndrome, who must have a total bilirubin less than 
3.0 mg/dL) 

ALT, AST ≤  2.5  x  ULN  for  patients  without  liver metastases,  

 ≤ 5 x ULN for patients with liver     metastases  

10. No childbearing potential or negative pregnancy test of women of childbearing potential 

performed within 7 days prior to the start of treatment. Women of childbearing potential (WOCP) 

must be using an effective method of contraception (Pearl-Index < 1, e.g. oral contraceptives, 

other hormonal contraceptives [vaginal products, skin patches, or implanted or injectable 

products], or mechanical products such as an intrauterine device or barrier methods 

[diaphragm, spermicides]) throughout the study and for up to 26 weeks after the last dose of 
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investigational product, in such a manner that the risk of pregnancy is minimized. No men of 

fathering potential or men of fathering potential must be using an effective method of 

contraception to avoid conception throughout the study and for up to 26 weeks after the last 

dose of investigational product, in such a manner that the risk of pregnancy is minimized.  

 WOCBP include any female who has experienced menarche and who has not undergone 

successful surgical sterilization (hysterectomy, bilateral tubal ligation, or bilateral oophorectomy) 

or is not post-menopausal. Post-menopause is defined as:  

 • Amenorrhea ≥ 12 consecutive months without another cause, or  

 • For women with irregular menstrual periods and taking  hormone replacement    therapy 

(HRT), a documented serum follicle stimulating hormone (FSH) level  ≥ 35 mIU/mL.  

 Women who are using oral contraceptives, other hormonal contraceptives (vaginal products, 

skin patches, or implanted or injectable products), or mechanical products such as an 

intrauterine device or barrier methods (diaphragm, condoms, spermicides) to prevent 

pregnancy, or ar  practicing abstinence or where their partner is sterile (eg, vasectomy) should 

be considered to be of childbearing potential. WOCBP must have a negative serum or urine 

pregnancy test (minimum sensitivity 25 IU/L or equivalent units of HCG) at Baseline within 7 

days before the start of ipilimumab and at week 12. 

4.4 Exclusion criteria 

1.    The patient requires concomitant therapy with any of the following: IL-2, interferon, or other non-

study immunotherapy regimens; cytotoxic chemotherapy; immunosuppressive agents; other 

investigation therapies; any other systemic therapy for cancer including any other experimental 

treatment.  

2. The patient requires chronic use of systemic corticosteroids. Systemic steroids for management 

of symptoms due to brain mets should be avoided if possible or subject should be stable on the 

lowest clinically effective dose. Topical or inhalational steroids are permitted.   

3. Use of any investigational or non-registered product (drug or vaccine) other than the study 

treatment.  

4. Active autoimmune disease: Patients with a history of inflammatory bowel disease, including 

ulcerative colitis and Crohn’s Disease, are excluded from this study, as are patients with a history 

of symptomatic disease (e.g., rheumatoid arthritis, systemic progressive sclerosis [scleroderma], 

systemic lupus erythematosus, autoimmune vasculitis [e.g., Wegener’s Granulomatosis]); motor 

neuropathy considered of autoimmune origin (e.g., Guillain-Barre Syndrome and Myasthenia 

Gravis).  

5. Symptomatic CNS metastases (Remark: Asymptomatic stable, untreated or pretreated central 

nervous system (CNS) metastasis are allowed)  

6. Family history of congenital or hereditary immunodeficiency 

7. The patient is known to be positive for Human Immunodeficiency Virus (HIV) or other chronic 

infections (HBV, HCV) or has another confirmed or suspected immunosuppressive or 

immunodeficient condition.   

8. The patient has psychiatric or addictive disorders that may compromise his/her ability to give 

informed consent or to comply with the trial procedures.   

9. Lack of availability for clinical follow-up assessments 
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10. The patient has concurrent severe medical problems, unrelated to the malignancy, that would 

significantly limit full compliance with the study or expose the patient to unacceptable risk. 

11. Other serious illnesses, e.g., serious infections requiring antibiotics or bleeding disorders  

12. Patients with serious intercurrent illness, requiring hospitalization 

13. For female patients: the patient is pregnant or lactating. Women of childbearing potential: Refusal 

or inability to use effective means of contraception  

14. Any underlying medical or psychiatric condition, which in the opinion of the investigator will make 

the administration of ipilimumab hazardous or obscure the interpretation of AEs, such as a 

condition associated with frequent diarrhea.  

15. Subjects with melanoma who have another active, concurrent, malignant disease are not eligible 

for this trial, with the exception of adequately treated basal or squamous cell skin cancer, 

superficial bladder cancer, or carcinoma in situ of the cervix. 

16. Protocol version 2.0: Previous treatment with ipilimumab 

 

5. Results 

5.1 Presentation of demographics and baseline characteristics 

Table 3 of the Appendix shows the patient characteristics (ITT-Set). 57.1% of the 156 patients were 

male and the median age was 63 years with a range from 29 to 85 years. The predominant ECOG at 

baseline was 0 (66.0%), the M-Stadium M1c (81.4%), 21.8% had prior brain metastasis and all 

patients had the AJCC-Stadium IV. Additionally, nearly all patients had at least one prior systemic 

anticancer treatment in stage IV different from radiotherapy (94.9%) and the patients without treatment 

were solely patients with ocular melanoma. 

Table 4 gives an overview of the screening and registration. A total of 171 patients had been 

screened, with a failure or missing result for 5.8% of the patients. Therefore, 161 patients (94.2%) 

were registered, but only 156 patients (91.2%) received at least one dose of ipilimumab. 

5.2 Presentation of efficacy 

Table 5 presents the survival and response rates according to tumor and subgroups. The PFS rate at 

6 months derived by Kaplan-Meier methods was 17.3%, the OS rate at 12 months 30.4% and at 24 

months 16.1% with no significant differences between the single primary tumors. The same hold true 

for the ORR (13.5%), DCR (35.6%), the irORR (16.7%) and the irDCR (45.8%). 

Table 6 the progression-free and the overall survival. The median PFS was 2.6 months and the 

median OS 6.9 months. The patients with MUP had hereby the longest median PFS (3.2 months) and 

median OS (9.9 months), but the differences between the single primary tumors did not turn out to be 

significant. 

A multivariate analysis revealed for patients with ocular melanoma, that the only factor independently 

associated with better OS was an ALC ≥ 1000/µl before the third dose of ipilimumab (week 7), i.e. 

patients with ALC < 1000/µl were at higher risk of death than patients with an ALC ≥ 1000/µl (hazard 

ratio 3.6; 95% CI 1.4-9.4) (Table 1). 
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Table 1: Cox regression for patients with ocular melanoma (with backward selection) 

 

 
Reference 

value 
Estimate STD error p-Value Hazard ratio CI 95% 

ALC week 7  

(ALC >= 1000/µl vs. 

ALC < 1000/µl) 

ALC >= 1000/µl 1.274 0.493 0.0097 3.576 1.361-9.392

 

Step Dropped p-Value 

1 IPI 0.1911 

2 LDH 0.0797 

 

In patients with cutaneous melanoma, factors independently associated with better OS, i.e. a lower 

risk of death were the application of 4 doses Ipilimumab (hazard ratio 4.3; 95% CI 2.3-8.0), an ALC ≥ 

1000/µl before the second dose of ipilimumab (week 4) (hazard ratio 2.0; 95% CI 1.1-3.8) and the 

absence of brain filiae (hazard ratio 1.9; 95% CI 1.0-3.5) (Table 2). 

 

Table 2: Cox regression for patients with cutaneous melanoma (with backward selection)  

 
Reference 

value 
Estimate STD error p-Value Hazard ratio CI 95% 

IPI  

(4 doses vs.  

< 4 doses) 

4 doses 1.462 0.316 <.0001 4.307° 2.319-8.002

ALC week 4  

(ALC >= 1000/µl vs. 

ALC < 1000/µl) 

ALC >= 1000/µl 0.702 0.328 0.0325 2.017 1.060-3.837

Brain filiae 

(No vs. Yes) 
No 0.639 0.315 0.0428 1.895 1.021-3.516

° Reference 4 doses, e.g. patients with < 4 doses had a 4.307 times higher hazard rate than patients with 4 

doses. 

 

Step Dropped p-Value 

1 LDH 0.8153 

 

Table 7 shows the best response and the response for the restagings week 12 till week 48. First of all, 

only one patient (1.0%) of the reponse-evaluable set (RECIST) had CR as best response, 12.5% of 

the patients PR and 22.1% SD. The other 64.4% showed PD as best reponse. The share of patients 

with the best response CR from the patients of the response-evaluable set (irRECIST) was 2.1%, 

again one patient, PR 14.6%, SD 29.2% and with the best response PD 54.2%. Further details are 

presented in the table.  

To patients who have progressed following stable disease of ≥ 3 months duration starting from 

diagnosis at week 12 tumor assessment or patients who have progressed following an initial response 

(partial or complete) assessed at week 12, additional cycles of therapy with the originally assigned 

treatment regimen were offered until off-treatment criteria were met, provided they met re-treatment 

eligibility requirements. These additional cycles were named re-induction. 
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Table 8 deals with the induction and re-induction therapy. For the induction therapy, the median 

number of doses was 4 for all primary tumors except mucosal melanoma with 3. All in all 59% of the 

patients received 4 doses, followed by 17.3% with 3 and 2 doses, respectively. The patients with the 

skipped doses did not prematurely terminate the therapy, hence 60.9% had no prematurely 

termination of therapy. The main reasons for the prematurely termination of therapy were death and 

progression, each with a share of 27.9%. Further on, only 3 patients (1.9%) with cutaneous melanoma 

received a re-induction therapy. The median number of doses was 4 and ranged from 4 to 8. Further 

on, a restaging visit at week 12 was performed for 67.3% of the patients. From these patients, 81.9% 

received 4 doses, followed by 13.3% with three doses, 3.8% with two doses and 1.0% with one dose. 

Finally death was the main reason for not performed restaging visits (for 34.6% of the patients) and 

especially for not performed restagings at week 12 (for 11.5% of the patients). 

5.3 Presentation of safety 

Table 9 gives an overview of the documented adverse events in the safety population. In addition 

there occurred 7 adverse events in two patients who died due to progression before receiving the first 

therapy. Four of them were serious. At least one adverse event was documented for 95.5% of the 

patients belonging to the safety population. Furthermore, 68.0% of these patients showed at least one 

related AE, 25.0% at least one ADR grade 3/4, 53.9% at least on immune-related AE and 21.2% at 

least one immune-related AE grade 3/4 and finally 59.6% at least one serious AE. Going on, 7 

patients (4.5%) withdrew their informed consent and 122 patients (78.2%) died, 27% of them before 

week 12. The main cause of death was a progressive disease (74.4%), followed by an AE/SAE related 

death (33.3%).  

Table 10 specifies the immune-related adverse events. 36 patients (23.1%) suffered from an immune-

related dermatitis of grade 1/2, distributed among rash (7.7%), pruritus (10.3%) and other (5.1%). 

Further on, 30.8% of the patients showed immune-related gastrointestinal disorders of grade 1/2 and 

21.8% immune-related gastrointestinal disorders of grade 3/4, 3.2% had immune-related endocrine 

disorders of grade 1/2 and 0.64% immune-related endocrine disorders of grade 3/4. Finally immune-

related hepatobiliary disorders of grade 1/2 were documented for 4.5% of the patients and immune-

related hepatobiliary disorders of grade 3/4 for 5.1%. 

Table 9 provides a listing of all serious adverse events that occurred during the conduct of the study. 

6. Statistical Methods 

All parameters were evaluated in a descriptive manner. For categorical variables, summary tabulations 

of the number and percentage within each category (with a category for missing data) of the 

parameter will be presented. For comparison of these variables, Fisher’s exact test (the test is e.g. for 

categorical data that result from classifying objects in two different ways; it is used to examine the 

significance of the association (contingency) between the two kinds of classification) was used.  

For continuous variables, the mean, median, standard deviation, minimum and maximum values will 

be given and in some cases the number of missing values. For comparison of these variables, 

Wilcoxon’s test (the test is a non-parametric statistical hypothesis test used when comparing two 

independent samples according to their mean or median) was used. 

Event related data like progression free survival, time to progression, duration of response and overall 

survival was analyzed by Kaplan Meier methods and compared using the logrank test. For the median 

values of progression free survival, overall survival, survival rate at 1 and 2 year and PFS rate at 6 
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months, the 95% confidence interval was calculated. All reported p-values are two-sided and not 

corrected for multiple testing. 

In Addition, all results will be presented for the subgroups 

• Cutaneous melanoma 

• Mucosal melanoma 

• MUP 

• Ocular melanoma 

• Cutaneous melanoma + MUP 

 

Safety population (SP) = Intent-to-treat (ITT): All patients who were enrolled and received at least one 

dose of ipilimumab. 

Response-evaluable population:  All patients who received at least one dose of ipilimumab with i) 

measurable disease at baseline determined by irRC and RECIST; ii)  histologic diagnosis of ocular, 

cutaneous, mucosal melanoma or melanoma of unkown primary; and iii) who had one baseline 

screening and at least one tumor assessment on study. 

7. Discussion 

This phase II trial evaluated the efficacy and safety of ipilimumab in a cohort of patients with 

pretreated metastatic cutaneous, mucosal and unknown primary melanoma and in a large cohort of 

patients with pretreated and treatment-naïve metastatic uveal melanoma (UM) in a prospective 

fashion. Our findings show that ipilimumab is a treatment option for patients with advanced cutaneous 

melanoma seen in daily routine. Ipilimumab has limited clinical activity in patients with metastatic UM. 

Given the small number of patients with metastatic mucosal and unknown primary melanoma, it is not 

possible to determine whether ipilimumab has activity in these melanoma subgroups. The overall 

safety profile was consistent with previous clinical data [4,6]. 

There are several limitations to interpreting data from this phase II trial; 1) the single-arm, non-

randomized phase II design, however, no clear standard therapy for the rare melanoma subgroups, 

especially for metastatic UM exists, 2) the lack of central review of imaging studies, and 3) the missing 

classification of tumor assessments according to immune-related response criteria [7]. 

The 1-year, 2-year OS rate and the DCR for patients with cutaneous melanoma was in line with the 

results of the pivotal phase III trial [4]. However, the median OS of 6.8 months was lower than the 

reported median OS of 10.1 months in the phase III trial [4]. This difference in the median OS could be 

related to the different performance status of the included patient population. In our study patients with 

a performance status 0-2 were included. In contrast, only patients with a performance status ≤1 were 

included in the pivotal phase III trial [4]. The 1-year OS rate of 22% for patients with UM in our study 

was lower than the 31% calculated for 82 patients with advanced UM who received 3mg/kg ipilimumab 

in the Italian EAP [8]. In the pivotal phase III trial [4] of ipilimumab patients with UM were excluded. 

However, the 1-year OS in this phase III trial in patients with previously treated metastatic melanoma 

was almost double as high as the 1-year OS for the patients with UM in our study. This difference in 

the 1-year OS could be related to the genetically distinct tumor biology of UM with poor prognosis at 

the stage of metastatic disease [9-11]. Interestingly, a more recent retrospective study assessing the 

OS from time of metastasis in mucosal, uveal, and cutaneous melanoma reported similar survivals in 

metastatic cutaneous and uveal melanoma [12]. The median OS and the DCR for patients with UM in 

our study were similar to previous retrospective findings [8,13]. In the Italian EAP four (5%) out of 82 

patients with UM had an irPR, and additional 24 patients (29%) had irSD [8]. Recently, ipilimumab 

administered at a dose of 10 mg/kg has shown preliminary activity in treatment-naïve patients with 
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metastatic UM [14]. In this phase II trial of the Spanish Melanoma Group (GEM) the median OS, PFS 

rate at 6 months, the ORR and the DCR in 31 evaluable patients with treatment-naïve metastatic UM 

were 9.8 months, 27%, 7%, and 49%, respectively [14]. Two patients (7%) out of 31 achieved irPR 

and 13 (42%) had irSD. The 1-OS rate of 14% for seven patients with mucosal melanoma in our study 

was lower than the 35% for the 71 patients with advanced mucosal melanoma in the Italian EAP [15]. 

The difference in the 1-OS could be related to the small number of patients with mucosal melanoma in 

our study. 

Given the side effects [4,16] and treatment costs [17] of ipilimumab as well as the poor prognosis of 

advanced melanoma with rapid clinical deterioration [9,12], early biomarkers of response would be 

very helpful. In our study, four doses of ipilimumab, an absolute lymphocyte count (ALC) ≥ 1000/µl at 

week 4 and the absence of brain metastases were factors independently associated with a better OS 

for patients with cutaneous melanoma. For patients with UM, an ALC ≥ 1000/µl at week 7 was the only 

factor independently associated with a better OS. This is in line with the results of previous studies, 

which reported that the rise in ALC during ipilimumab treatment at week 4 or week 7 [6,13,18] and the 

number of ipilimumab doses appears to correlate with OS [6]. Further confirmation of predictive 

biomarkers in prospective clinical trials is required. Recently, ipilimumab has been shown to improve 

the recurrence-free survival compared with placebo in a prospective phase III trial in patients with 

complete resection of stage III cutaneous melanoma [19]. A second phase III study in the adjuvant 

setting (NCT01274338), evaluating ipilimumab at 3 or 10 mg/kg vs high-dose interferon is still 

recruiting patients. The results of a further phase III trial (NCT01515189) comparing two different 

doses of ipilimumab (3 mg/kg vs 10 kg/KG) in patients with metastatic melanoma are still outstanding 

and will not be awaited before 2015. A large prospective phase I/II trial on ipilimumab in patients with 

locally treated UM (adjuvant arm) and metastatic UM (metastatic arm) is still recruiting patients and will 

not be finished before 2017 (NCT01585194). Besides CTLA-4 blockade by ipilimumab, targeting new 

immune checkpoint inhibitory receptors and ligands such as programmed cell death 1 (PD-1) and 

programmed cell death ligand 1 (PD-L1), have evolved as further important targets in cutaneous 

melanoma [20-24]. PD-L1 expression is also found in primary and metastatic UM [25] and treatment 

strategies targeting PD-1/PD-L1 may also be of interest. 

The encouraging results obtained using CTLA-4 or PD-1 immune checkpoint blockade in advanced-

stage disease set the rationale for conducting combination treatments using the PD-1 antibody 

nivolumab and ipilimumab [26]. The results were promising, with an objective response rate of 53%, 

with a rapid tumor response and ≥ 80% reduction in tumor burden in the group treated at the 

maximum tolerable dose (nivolumab 1mg/kg and ipilimumab 3mg/kg) [26]. The results of the 

registration phase III study to compare treatment with ipilimumab versus nivolumab versus the 

combination of both drugs in patients with advanced-stage melanoma (NCT01844505) will not be 

available before 2016. Besides immunotherapy, current treatment progress in advanced melanoma 

has been focusing on relatively common BRAF V600 mutations (>50% melanomas [27]). The BRAF 

inhibitors vemurafenib and dabrafenib, the MEK inhibitor trametinib, and the combination of the MEK 

inhibitor, trametinib, and the BRAF inhibitor, dabrafenib have been approved for the treatment of 

BRAF V600-mutated metastatic melanoma based on phase II/III clinical trials [28-31]. Moreover, in 

BRAF V600-mutant melanoma, the combination of dabrafenib and trametinib is superior to single-

agent treatment [32]. The understanding of the molecular biology of UM has led to more recent phase 

I/II studies investigating different kinase inhibitors as single agent [33], in combination with 

chemotherapy [34] or in combination with a PKC inhibitor (NCT01801358). In a randomized phase II 

study comparing the MEK inhibitor selumetinib with chemotherapy (temozolamide or dacarbazine) in 

patients with metastatic UM, the median PFS was significantly improved from 7 weeks with 

chemotherapy to 15.9 weeks with selumetinib. However, there was no improvement in OS. For the 
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patients treated with selumetinib, PFS rate at 6 months and 1-year OS rate were 23% and 42%, 

respectively. Recently, the PKC inhibitor, AEB071 has shown preliminary activity in metastatic UM with 

72 out of 141 patients having PR/SD and a median PFS of 15 weeks [35]. A phase I/II study 

evaluating the combination of the MEK inhibitor MEK162 and the PKC inhibitor AEB071 in metastatic 

UM is currently recruiting patients (NCT01801358). 

Similar to previous studies of ipilimumab at a dose of 3 mg/kg [4,36] immune-related dermatological 

AEs, i.e. pruritus and rash, and immune-related gastrointestinal AEs, i.e. diarrhea and colitis were the 

most frequent treatment-related adverse events. The rate of grade 3 and 4 treatment-related AEs in 

patients with cutaneous melanoma was in line with the results of the pivotal phase III trial of 

ipilimumab [4]. However, the rate of grade 3 and 4 treatment-related AEs in patients with UM was 

higher. This difference could be related to the genetically distinct tumor biology of UM with poor 

prognosis at the stage of metastatic disease and to the exclusion of patients with UM in the pivotal 

phase III trial. Immune-related gastrointestinal and hepatic AEs were the most common grade 3 and 4 

irAEs in patients with UM. Consistent with our findings, grade 3 and 4 hepatic disorders were the most 

frequent irAEs in patients with metastatic UM treated in the Italian EAP [8]. Most of the irAEs were 

reversible when managed as per protocol-specific treatment guidelines and resolved with systemic 

glucocorticosteroid therapy. No new and unexpected safety findings were noted except the two 

following cases that were reported as serious adverse drug reaction, but that are not referenced in the 

IB of ipilimumab or SMPC of ipilimumab: there was one possible treatment-related death due to 

pancytopenia. Although attributed to ipilimumab, it is possible that the concomitant medication of the 

patient caused the pancytopenia. Additionally, one death with unknown cause was reported and the 

causal relationship to ipilimumab could not be excluded as per investigator.  

8. Conclusion 

In conclusion, ipilimumab is a treatment option for patients with advanced cutaneous melanoma seen 

in daily routine. For patients with UM, ipilimumab has limited clinical activity in patients. Given the 

small number of patients with metastatic mucosal and unknown primary melanoma, it is not possible to 

determine whether ipilimumab has activity in these melanoma subgroups. The ALC at week 4 and 7 

appears to be an early biomarker of response and need further confirmation in randomized controlled 

trials. Immune-related AEs were manageable and reversible in most of the cases. Further 

investigations of ipilimumab and novel immune checkpoint inhibitors as well as the combination of 

immune checkpoint inhibitors with emerging signal transduction inhibitors in patients with cutaneous, 

uveal, mucosal and unknown primary melanoma in the adjuvant and metastatic setting are warranted 

to determine the optimal treatment time point for achieving the best clinical response.  
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Table 3: ITT Patient characteristics  

Patient characteristics 
Cutaneous Melanoma Mucosal Melanoma MUP Ocular Melanoma Total  

N % N % N % N % N % 

Number of patients 83 7 13 53 156 

Sex  

 
Male   53 63.86 2 28.57 11 84.62 23 43.40 89 57.05 

Female  30 36.14 5 71.43 2 15.38 30 56.60 67 42.95 

Age, years  

 
Median    63 63 62 67 63 

Range  29-85 33-73 40-77 34-84 29-85 

HLA-A2  

 

Negative      2 2.41 . . . . 1 1.89 3 1.92 

Positive    2 2.41 . . . . . . 2 1.28 

Not known 79 95.18 7 100.00 13 100.00 52 98.11 151 96.79 

ECOG baseline  

 

0     51 61.45 2 28.57 12 92.31 38 71.70 103 66.03 

1   23 27.71 5 71.43 1 7.69 14 26.42 43 27.56 

2 9 10.84 . . . . 1 1.89 10 6.41 

NRas mutation  

 

Not mutated 5 6.02 . . . . 1 1.89 6 3.85 

Mutated  4 4.82 . . . . . . 4 2.56 

Not known 74 89.16 7 100.00 13 100.00 52 98.11 146 93.59 

B-raf mutation  

 

Not mutated 29 34.94 3 42.86 5 38.46 12 22.64 49 31.41 

Mutated  17 20.48 . . 6 46.15 . . 23 14.74 

Not known 37 44.58 4 57.14 2 15.38 41 77.36 84 53.85 

Histology   

 

Missing  13 15.66 . . . . . . . . 

SSM 21 25.30 . . . . . . . . 

NM 29 34.94 . . . . . . . . 

ALM 6 7.23 . . . . . . . . 

 LMM . . . . . . . . . . 

 Others  14 16.87 . . . . . . . . 

Breslow   

 
T1 (<= 1mm) 15 18.07 1 14.29 . . 1 1.89 17 10.90 

T2 (>1-2mm) 18 21.69 . . . . . . 18 11.54 
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Patient characteristics 
Cutaneous Melanoma Mucosal Melanoma MUP Ocular Melanoma Total  

N % N % N % N % N % 

T3 (>2-4mm) 19 22.89 . . . . 1 1.89 20 12.82 

 T4 (>4mm) 19 22.89 . . . . 2 3.77 21 13.46 

 Not known  12 14.46 6 85.71 13 100.00 49 92.45 80 51.28 

M-Stadium   

 

M1a 6 7.23 . . 3 23.08 . . 9 5.77 

M1b 15 18.07 2 28.57 1 7.69 2 3.77 20 12.82 

M1c 62 74.70 5 71.43 9 69.23 51 96.23 127 81.41 

AJCC  

 
St III unresectable   . . . . . . . . . . 

St IV  83 100.00 7 100.00 13 100.00 53 100.00 156 100.00 

LDH  

 
<2 ULN   67 80.72 5 71.43 11 84.62 33 62.26 116 74.36 

>= 2 ULN 16 19.28 2 28.57 2 15.38 20 37.74 40 25.64 

Previous brain metastases  

 
No   57 68.67 5 71.43 10 76.92 50 94.34 122 78.21 

Yes   26 31.33 2 28.57 3 23.08 3 5.66 34 21.79 

Prior systemic anticancer 
treatment in stage IV (except 
radiotherapy) 

 

 
No   . . . . . . 8 15.09 8 5.13 

Yes   83 100.00 7 100.00 13 100.00 45 84.91 148 94.87 

Immunotherapy    

 

No   67 80.72 7 100.00 11 84.62 53 100.00 138 88.46 

Yes   16 19.28 . . 2 15.38 . . 18 11.54 

Vaccination  5 6.02 . . . . . . 5 3.21 

Small molecules    

 

No   71 85.54 7 100.00 9 69.23 46 86.79 133 85.26 

Yes   12 14.46 . . 4 30.77 7 13.21 23 14.74 

BRAF inhibitor  7 8.43 . . 2 15.38 . . 9 5.77 

MEK inhibitor 4 4.82 . . 2 15.38 . . 6 3.85 

C-KIT inhibitor . . . . . . . . . . 

Other  1 1.20 . . . . 7 13.21 8 5.13 

Extremity perfusion  

 
No   62 74.70 6 85.71 9 69.23 37 69.81 114 73.08 

Yes   12 14.46 1 14.29 2 15.38 . . 15 9.62 
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Patient characteristics 
Cutaneous Melanoma Mucosal Melanoma MUP Ocular Melanoma Total  

N % N % N % N % N % 

Chemotherapy regimens    

 

0 9 10.84 . . 2 15.38 16 30.19 27 17.31 

1   47 56.63 6 85.71 8 61.54 25 47.17 86 55.13 

2 20 24.10 . . 2 15.38 9 16.98 31 19.87 

≥3 7 8.43 1 14.29 1 7.69 3 5.66 12 7.69 

Number of prior systemic 
anticancer therapies in stage IV 
(CT,IMT,SM without radiotherapy)  

 

 

0 . . . . . . 8 15.09 8 5.13 

1 42 50.60 6 85.71 8 61.54 28 52.83 84 53.85 

2   27 32.53 . . 3 23.08 9 16.98 39 25.00 

≥3 13 15.66 1 14.29 2 15.38 4 7.55 20 12.82 

Not determinable 1 1.20 . . . . 4 7.55 5 3.21 
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Table 4: ITT: Screening/Registration 

Screening /Registration 

 Cutaneous 

Melanoma 

Mucosal 

Melanoma 
MUP Ocular Melanoma Total  

N % N % N % N % N % N % 

Number of patients with screening 8 86 7 15 55 171 

Screening  
Failure   7 87.50 1 1.16 . . 1 6.67 . . 9 5.26 

Missing   1 12.50 . . . . . . . . 1 0.58 

Registration . . 85 98.84 7 100.00 14 93.33 55 100.00 161 94.15 

No. of registered patients with at least one 

study therapy . . 83 96.51 7 100.00 13 86.67 53 96.36 156 91.23 
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Table 5: ITT: Survival/Response 

Survival/Response N 

PFS rate at             
6 months° N 

OS rate at         
12 months° 

OS rate at           
24 months° N* 

ORR RECIST* DCR RECIST* 
N** 

ORR irRECIST** DCR irRECIST** 

N  % p N % p N % p N % p N % p N % p N  % p 

Total 156 126 17.27  155 102 30.36  118 16.05  104 11 10.58  37 35.58  48 7 14.58  22 45.83  

Cutaneous  
melanoma 

83 68 16.33 

0.68 

83 49 37.79 

0.58 

58 22.44 

0.26 

55 9 16.36 

0.04 

16 29.09 

0.24 

26 6 23.08 

0.14 

13 50.00 

0.77 

Mucosal 
melanoma 

7 6 14.29 7 6 14.29 7 0.00 6 1 16.67 3 50.00 3 1 33.33 2 66.67 

MUP 13 10 16.67 12 7 27.27 7 27.27 9 1 11.11 2 22.22 6 0 0.00 2 33.33 

Ocular  
melanoma 

53 42 19.24 53 40 22.44 46 6.65 34 0 0.00 16 47.06 13 0 0.00 5 38.46 

°Derived by Kaplan-Meier methods (N=Number of patients who died/with progression; %=OS/PFS rate), one patient with unknown date of death skipped for 
evaluation of OS 
* Response-evaluable set (104 patients) 
** Patients with measurable lesions at baseline according to irRECIST and at least one tumor assessment at study (48 patients) 
 

Survival/Response N 

PFS rate at             
6 months° N 

OS rate at         
12 months° 

OS rate at           
24 months° N* 

ORR RECIST DCR RECIST 
N** 

ORR irRECIST DCR irRECIST 

N  % p N % p N % p N % p N % p N % p N  % p 

Total 156 126 17.27  155 102 30.36  118 16.05  104 11 10.58  37 35.58  48 7 14.58  22 45.83  

Cutaneous  melanoma  

B-raf  
Not mutated 29 20 30.09 

0.12 

29 14 50.69 

0.42 

18 31.11 

0.46 

17 7 41.18 

0.005 

10 58.82 

0.003 

6 3 50.00 

0.03 

5 83.33 

0.27 Mutated  17 14 15.69 17 11 30.80 12 20.53 12 1 8.33 3 25.00 9 3 33.33 4 44.44 

Not known 37 34 5.62 37 24 30.56 28 16.98 26 1 3.85 3 11.54 11 0 0.00 4 36.36 

Brain 
No metastases 57 44 20.54 

0.02 
57 26 50.98 < 

.0001 

33 32.47 < 
.0001 

42 8 19.05 
0.67 

13 30.95 
0.73 

23 6 26.09 
1.0 

12 52.17 
1.0 

metastases 26 24 7.69 26 23 11.54 25 3.85 13 1 7.69 3 23.08 3 0 0.00 1 33.33 

LDH 
< 2 ULN 67 53 18.80 

0.009 
67 36 42.34 

.0007 
45 24.31 

0.002 
50 8 16.00 

1.0 
15 30.00 

1.0 
23 6 26.09 

1.0 
12 52.17 

1.0 
>= 2 ULN 16 15 6.25 16 13 18.75 13 18.75 5 1 20.00 1 20.00 3 0 0.00 1 33.33 

IPI 
< 4 doses 

 

32 27 13.46 < 
.0001 

28 8.97 < 
.0001 

 

4 doses 51 22 53.13 30 30.95 

ALC-
Week 1 

< 1000/µl 38 24 35.37 
0.21 

29 16.98 
0.14 

>= 1000/µl 41 22 42.14 26 28.46 

ALC- 
Week 4 

< 1000/µl 18 14 22.22 
0.002 

15 11.11 
0.005 

>= 1000/µl 50 24 46.51 31 27.56 

ALC- 
Week 7 

< 1000/µl 14 8 42.86 

0.44 

11 10.71 

0.16 >= 1000/µl 
 

39 19 46.63 23 32.64 
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Survival/Response N 

PFS rate at             
6 months° N 

OS rate at         
12 months° 

OS rate at           
24 months° N* 

ORR RECIST DCR RECIST 
N** 

ORR irRECIST DCR irRECIST 

N  % p N % p N % p N % p N % p N % p N  % p 

Mucosal  melanoma  

B-raf  

Not mutated 3 3 0.00 

0.05 

3 3 0.00 

0.01 

3 0.00 

0.01 

2 0 0.00 

. 

0 0.00 

. 

1 0 0.00 

. 

0 0.00 

. Mutated  0 0 . 0 0 . 0 . 0 0 . 0 . 0 0 . 0 . 

Not known 4 3 25.00 4 3 25.00 4 0.00 4 1 25.00 3 75.00 2 1 50.00 2 100.0 

Brain 
No metastases 5 5 0.00 

0.42 
5 5 0.00 

0.50 
5 0.00 

0.50 
5 0 0.00 

0.17 
2 40.00 

1.0 
2 0 0.00 

0.33 
1 50.00 

1.0 
metastases 2 1 50.00 2 1 50.00 2 0.00 1 1 100.0 1 100.0 1 1 100.0 1 100.0 

LDH 
< 2 ULN 5 5 0.00 

0.29 
5 5 0.00 

0.50 
5 0.00 

0.50 
5 0 0.00 

0.17 
2 40.00 

1.0 
2 0 0.00 

0.33 
1 50.00 

1.0 
>= 2 ULN 2 1 50.00 2 1 50.00 2 0.00 1 1 100.0 1 100.0 1 1 100.0 1 100.0 

IPI 
< 4 doses 

 

4 3 25.00 
0.71 

4 0.00 
0.71 

 

4 doses 3 3 0.00 3 0.00 

ALC-
Week 1 

< 1000/µl 3 2 33.33 
0.99 

3 0.00 
0.99 

>= 1000/µl 3 3 0.00 3 0.00 

ALC- 
Week 4 

< 1000/µl 2 2 0.00 
0.008 

2 0.00 
0.008 

>= 1000/µl 5 4 20.00 5 0.00 

ALC- 
Week 7 

< 1000/µl 1 1 0.00 
0.08 

1 0.00 
0.08 

>= 1000/µl 3 3 0.00 3 0.00 

MUP  

B-raf  
Not mutated 5 5 0.00 

0.003 

4 3 25.00 

0.42 

3 25.00 

0.44 

4 0 0.00 

1.0 

0 0.00 

0.56 

3 0 0.00 

. 

0 0.00 

0.20 Mutated  6 4 33.33 6 4 22.22 4 22.22 4 1 25.00 2 50.00 2 0 0.00 1 50.00 

Not known 2 1 0.00 2 0 100.0 0 100.0 1 0 0.00 0 0.00 1 0 0.00 1 100.0 

Brain 
No metastases 10 8 11.11 

0.96 
9 4 38.10 

0.05 
4 38.10 

0.05 
8 1 12.50 

1.0 
1 12.50 

0.22 
6 0 0.00 

. 
2 33.33 

. 
metastases 3 2 33.33 3 3 0.00 3 0.00 1 0 0.00 1 100.0 0 0 . 0 . 

LDH 
< 2 ULN 11 9 18.18 

0.12 
10 6 30.00 

0.03 
6 30.00 

0.03 
9 1 11.11 

. 
2 22.22 

. 
6 0 0.00 

. 
2 33.33 

. 
>= 2 ULN 2 1 0.00 2 1 0.00 1 0.00 0 0 . 0 . 0 0 . 0 . 

IPI 
< 4 doses 

 

5 3 25.00 
0.29 

3 25.00 
0.29 

 

4 doses 7 4 25.00 4 25.00 

ALC-
Week 1 

< 1000/µl 5 4 20.00 
0.13 

4 20.00 
0.13 

>= 1000/µl 6 2 37.50 2 37.50 

ALC- 
Week 4 

< 1000/µl 4 4 0.00 
0.04 

4 0.00 
0.04 

>= 1000/µl 7 3 45.71 3 45.71 

ALC- 
Week 7 

< 1000/µl 1 1 0.00 
0.008 

1 0.00 
0.008 

>= 1000/µl 8 4 38.10 4 38.10 

Ocular  melanoma  

B-raf  

Not mutated 12 8 33.33 

0.35 

12 9 25.00 

0.82 

10 12.50 

0.74 

7 0 0.00 

. 

3 42.86 

. 

3 0 0.00 

. 

1 33.33 

. Mutated  0 0 . 0 0 . 0 . 0 0 . 0 . 0 0 . 0 . 

Not known 41 34 15.00 41 31 22.00 36 4.71 27 0 0.00 13 48.15 10 0 0.00 4 40.00 
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Survival/Response N 

PFS rate at             
6 months° N 

OS rate at         
12 months° 

OS rate at           
24 months° N* 

ORR RECIST DCR RECIST 
N** 

ORR irRECIST DCR irRECIST 

N  % p N % p N % p N % p N % p N % p N  % p 

Brain 
No metastases 50 40 18.38 

0.98 
50 38 21.72 

0.96 
44 4.07 

0.54 
32 0 0.00 

. 
15 46.88 

1.0 
12 0 0.00 

. 
4 33.33 

0.38 
metastases 3 2 33.33 3 2 33.33 2 33.33 2 0 0.00 1 50.00 1 0 0.00 1 100.0 

LDH 
< 2 ULN 33 24 25.00 

0.02 
33 21 33.24 <   

.0001 

27 9.85 < 
.0001 

26 0 0.00 
. 

12 46.15 
1.0 

11 0 0.00 
. 

5 45.45 
0.49 

>= 2 ULN 20 18 10.00 20 19 5.00 19 5.00 8 0 0.00 4 50.00 2 0 0.00 0 0.00 

IPI 
< 4 doses 

 

23 21 4.55 < 
.0001 

22 0.00 < 
.0001 

 

4 doses 30 19 35.45 24 11.82 

ALC-
Week 1 

< 1000/µl 17 14 15.69 
0.09 

15 7.84 
0.11 

>= 1000/µl 30 20 30.65 25 8.76 

ALC- 
Week 4 

< 1000/µl 9 8 11.11 
0.08 

8 11.11 
0.08 

>= 1000/µl 30 23 22.50 28 0.00 

ALC- 
Week 7 

< 1000/µl 6 6 0.00 
0.006 

6 0.00 
0.006 

>= 1000/µl 25 16 35.00 21 5.83 

°Derived by Kaplan-Meier methods (N=Number of patients who died/with progression; %=OS/PFS rate), one patient with unknown date of death skipped for 
evaluation of OS 
* Response-evaluable set (104 patients) 
** Patients with measurable lesions at baseline according to irRECIST and at least one tumor assessment at study (48 patients) 
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Table 6: ITT: PFS/OS 

PFS/OS 

PFS (months) OS (months) 

N 
Death/ 

Progress 
Censored Mean Median 

CI 95% for 
Median 

p N Death Censored Mean Median  
CI 95% for 

Median 
p 

Total  156 142 14 4.37 2.60 2.53-2.73  155* 121 34 10.03 6.91 5.66-8.62  
Cutaneous Melanoma 83 74 9 4.45 2.57 2.53-2.66 

0.95 

83 60 23 11.12 6.78 5.30-9.87 

0.24 
Mucosal Melanoma 7 7 0 3.56 2.76 1.51-5.72 7 7 0 8.71 9.57 1.55-11.05 

MUP 13 11 2 3.19 2.53 2.27-4.05 12* 7 5 7.82 9.90 2.27-. 

Ocular Melanoma 53 50 3 4.25 2.83 2.53-2.89 53 47 6 8.27 6.78 3.65-8.06 

*One MUP patient died, but the date of death was unknown, hence this patient cannot be investigated here. 
 
 

OS 

OS (months) 

N Death Censored Mean Median  
CI 95% for 

Median 
p 

Total  155* 121 34 10.03 6.91 5.66-8.62  

Cutaneous Melanoma  

LDH 
< 2 ULN 67 47 20 12.29 7.93 5.66-15.07 

0.005 
>= 2 ULN 16 13 3 3.25 2.11 0.63-5.03 

IPI 
< 4 doses 32 28 4 4.42 2.07 1.55-4.05 <  

.0001 4 doses 51 32 19 14.86 13.45 7.93-20.43 

ALC- Week 4 
< 1000/µl 18 16 2 7.85 3.59 1.78-5.63 

0.003 
>= 1000/µl 50 32 18 13.11 9.87 6.12-18.45 

ALC- Week 7 
< 1000/µl 14 12 2 10.76 6.33 3.62-15.07 

0.11 
>= 1000/µ 39 24 15 14.07 9.87 6.12-20.43 

Mucosal Melanoma  

LDH 
< 2 ULN 5 5 0 9.09 9.57 6.81-11.05 

0.50 
>= 2 ULN 2 2 0 7.78 7.78 1.55-14.01 

IPI 
< 4 doses 4 4 0 7.37 6.96 1.55-14.01 

0.71 
4 doses 3 3 0 10.50 10.89 9.57-11.05 

ALC- Week 4 
< 1000/µl 2 2 0 4.18 4.18 1.55-6.81 

0.008 
>= 1000/µl 5 5 0 10.53 10.89 7.11-14.01 

ALC- Week 7 
< 1000/µl 1 1 0 6.81 6.81 . 

0.08 >= 1000/µ 
 

3 3 0 9.68 10.89 7.11-11.05 
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OS 

OS (months) 

N Death Censored Mean Median  
CI 95% for 

Median 
p 

MUP*  

LDH 
< 2 ULN 10 6 4 8.38 9.90 2.27-. 

0.03 
>= 2 ULN 2 1 1 2.27 2.27 . 

IPI 
< 4 doses 5 3 2 3.16 3.16 2.27-. 

0.29 
4 doses 7 4 3 9.52 10.59 4.31-. 

ALC- Week 4 
< 1000/µl 4 4 0 5.13 4.18 2.27-9.90 

0.04 
>= 1000/µl 7 3 4 9.62 11.28 2.27-. 

ALC- Week 7 
< 1000/µl 1 1 0 4.05 4.05 . 

0.008 
>= 1000/µ 8 4 4 9.77 11.28 4.31-. 

Ocular Melanoma  

LDH 
< 2 ULN 33 28 5 10.90 9.29 7.01-11.58 < 

.0001 >= 2 ULN 20 19 1 3.41 2.52 1.45-5.69 

IPI 
< 4 doses 23 22 1 4.16 2.80 1.45-6.32 <  

.0001 4 doses 30 25 5 11.32 9.13 6.74-13.85 

ALC- Week 4 
< 1000/µl 9 8 1 4.60 3.32 1.41-8.62 

0.08 
>= 1000/µl 30 28 2 8.63 7.70 5.00-10.39 

ALC- Week 7 
< 1000/µl 6 6 0 4.92 3.11 2.20-11.45 

0.006 
>= 1000/µ 25 22 3 10.91 8.62 7.01-14.47 

*One MUP patient died, but the date of death was unknown, hence this patient cannot be investigated here. 
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Table 7: ITT: ORR/DCR 

ORR/DCR 
Cutaneous 
Melanoma 

Mucosal 
Melanoma 

MUP Ocular Melanoma Total  

N % N % N % N % N % 

Number of patients 83 7 13 53 156 

Response-evaluable set (RECIST) 55 6 9 34 104 

Number of patients week 24 (RECIST) 15 2 2 12 31 

Disease control rate (DCR) (CR or PR or SD) 
(RECIST; %) 16 29.09 3 50.00 2 22.22 16 47.06 37 35.58 

 
Week 12 15 27.27 3 50.00 2 22.22 16 47.06 36 34.62 

Week 24 10 66.67 1 50.00 1 50.00 7 58.33 19 61.29 

Overall response rate (PR+CR) (RECIST; %) 9 16.36 1 16.67 1 11.11 0 0.00 11 10.58 

 
Week 12 7 12.73 1 16.67 0 0.00 0 0.00 8 7.69 

Week 24 6 40.00 1 50.00 0 0.00 0 0.00 7 22.58 

Best response (RECIST)  

 

Complete response (CR) . . . . . . . . . . 

Partial response (PR) 9 16.36 1 16.67 1 11.11 . . 11 10.58 

Stable disease (SD) 7 12.73 2 33.33 1 11.11 16 47.06 26 25.00 

Progressive disease (PD) 39 70.91 3 50.00 7 77.78 18 52.94 67 64.42 

Response-evaluable set (irRECIST) 26 3 6 13 48 

Disease control rate (irRECIST; %) 13 50.00 2 66.67 2 33.33 5 38.46 22 45.83 

Overall response rate (irRECIST; %) 6 23.08 1 33.33 0 0.00 0 0.00 7 14.58 

Best response (irRECIST)  

 Complete response (irCR) 1 3.85 . . . . . . 1 2.08 

 Partial response (irPR) 5 19.23 1 33.33 . . . . 6 12.50 

 Stable disease (irSD) 7 26.92 1 33.33 2 33.33 5 38.45 15 31.25 

 Progressive disease (irPD) 13 50.00 1 33.33 4 66.67 8 61.54 26 54.17 

Restaging visit 1 at week 12 (RECIST) 55 6 9 34 104 

RECIST 

CR . . . . . . . . . . 

PR 7 12.73 1 16.67 . . . . 8 7.69 

SD 8 14.55 2 33.33 2 22.22 16 47.06 28 26.92 

PD 40 72.73 3 50.00 7 77.78 18 52.94 68 65.38 

Restaging visit 1 at week 12 (irRECIST) 26 3 6 13 48 

irRECIST 

irCR 1 3.85 . . . . . . 1 2.08 

irPR 4 15.38 1 33.33 . . . . 5 10.42 

irSD 8 30.77 1 33.33 2 33.33 5 38.46 16 33.33 

irPD 13 50.00 1 33.33 4 66.67 8 61.54 26 54.17 
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ORR/DCR 
Cutaneous 
Melanoma 

Mucosal 
Melanoma 

MUP Ocular Melanoma Total  

N % N % N % N % N % 

Restaging visit 2 at week 24 (RECIST) 15 2 2 12 31 

RECIST 

CR . . . . . . . . . . 

PR 6 40.00 1 50.00 . . . . 7 22.58 

SD 4 26.67 . . 1 50.00 7 58.33 12 38.71 

PD 5 33.33 1 50.00 1 50.00 5 41.67 12 38.71 

Restaging visit 2 at week 24 (irRECIST) 6 1 1 5 13 

irRECIST 

Missing   1 16.67 . . . . . . 1 7.69 

Not calculable  . . . . . . 1 20.00 1 7.69 

irCR . . . . . . . . . . 

irPR 4 66.67 1 100.00 . . . . 5 38.46 

irSD 1 16.67 . . 1 100.00 2 40.00 4 30.77 

irPD . . . . . . 2 40.00 2 15.38 

Restaging visit 3 at week 36 (RECIST) 10 1 1 4 16 

RECIST 

CR . . . . . . . . . . 

PR 6 60.00 . . . . . . 6 37.50 

SD 2 20.00 . . 1 100.00 2 50.00 5 31.25 

PD 2 20.00 1 100.00 . . 2 50.00 5 31.25 

Restaging visit 3 at week 36 (irRECIST) 4 1 1 0 6 

irRECIST 

Not calculable  . . 1 100.00 . . . . 1 16.67 

irCR . . . . . . . . . . 

irPR 1 25.00 . . . . . . 1 16.67 

irSD 3 75.00 . . 1 100.00 . . 4 66.67 

irPD . . . . . . . . . . 

Restaging visit 4 at week 48 (RECIST) 6 0 1 1 8 

RECIST 

CR . . . . . . . . . . 

PR 4 66.67 . . 1 100.00 . . 5 62.50 

SD . . . . . . 1 100.00 1 12.50 

PD 2 33.33 . . . . . . 2 25.00 

Restaging visit 4 at week 48 (irRECIST) 3 0 1 0 4 

irRECIST 

Not calculable  1 33.33 . . 1 100.00 . . 2 50.00 

irCR . . . . . . . . . . 

irPR 1 33.33 . . . . . . 1 25.00 

irSD 1 33.33 . . . . . . 1 25.00 

irPD . . . . . . . . . . 
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Table 8: ITT: Induction/Re-Induction 

Induction/Re-Induction 

Cutaneous 
Melanoma 

Mucosal Melanoma MUP Ocular Melanoma Total  

N % N % N % N % N % 

Number of patients 83 7 13 53 156 

Induction   

 

Median number of doses 4 3 4 4 4 

Range  1-4 2-4 1-4 1-4 1-4 

4 doses 51 61.45 3 42.86 8 61.54 30 56.60 92 58.97 

3 doses 13 15.66 3 42.86 3 23.08 8 15.09 27 17.31 

2 doses 14 16.87 1 14.29 2 15.38 10 18.87 27 17.31 

1 dose 5 6.02 . . . . 5 9.43 10 6.41 

Skipped one dose 1 1.20 1 14.29 . . 1 1.89 3 1.92 

Prematurely termination  

 

No  52 62.65 4 57.14 8 61.54 31 58.49 95 60.90 

Yes  31 37.35 3 42.86 5 38.46 22 41.51 61 39.10 

After 3 treatments 12 14.46 2 28.57 3 23.08 7 13.21 24 15.38 

After 2 treatments 14 16.87 1 14.29 2 15.38 10 18.87 27 17.31 

After 1 treatment 5 6.02 . . . . 5 9.43 10 6.41 

Cause for study discontinuation/prematurely 
termination 

 

 

Death  9 10.84 1 14.29 1 7.69 6 11.32 17 10.90 

Severe hematological AE . . . . . . 1 1.89 1 0.64 

Non-severe hematological AE 2 2.41 . . . . 5 9.43 7 4.49 

Progression  10 12.05 2 28.57 1 7.69 4 7.55 17 10.90 

Other  8 9.64 . . 1 7.69 4 7.55 13 8.33 

Patients wish  2 2.41 . . 1 7.69 1 1.89 4 2.56 

Withdrawal of informed consent . . . . 1 7.69 1 1.89 2 1.28 

Re-Induction  

 

No  80 96.39 7 100.00 13 100.00 53 100.00 153 98.08 

Yes  3 3.61 . . . . . . 3 1.92 

Number of patients with one re-
induction therapy 2 2.41       2 1.28 

Number of patients with two re-
induction therapies 1 1.20       1 0.64 

Median number of doses 4 . . . 4 

Range  4-8    4-8 
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Induction/Re-Induction 

Cutaneous 
Melanoma 

Mucosal Melanoma MUP Ocular Melanoma Total  

N % N % N % N % N % 

1 dose . . . . . . . . . . 

>= 2 doses 3 3.61 . . . . . . 3 1.92 

Restaging visit at week 12 and administration 
of study medication 

 

 

Patient received 4 doses and had 
restaging at week 12 48 57.83 3 42.86 8 61.54 27 50.94 86 55.13 

Patient received 3 doses and had 
restaging at week 12 7 8.43 3 42.86 1 7.69 3 5.66 14 8.97 

Patient received 2 doses and had 
restaging at week 12 1 1.20 . . . . 3 5.66 4 2.56 

Patient received 1 dose and had 
restaging at week 12 . . . . . . 1 1.89 1 0.64 

Restaging visit at week 12 56 67.47 6 85.71 9 69.23 34 64.15 105 67.31 

Restaging visit at week 24 15 18.07 2 28.57 2 15.38 12 22.64 31 19.87 

Restaging visit at week 36 10 12.05 1 14.29 1 7.69 4 7.55 16 10.26 

Restaging visit at week 48 6 7.23 . . 1 7.69 1 1.89 8 5.13 

Cause for not performed restaging visits  

 

Death before staging 26 31.33 3 42.86 4 30.77 21 39.62 54 34.62 

Lost to Follow-up and death before 
staging 5 6.02 . . . . 3 5.66 8 5.13 

Lost to Follow-up before staging 2 2.41 . . 1 7.69 . . 3 1.92 

Non-severe hematological adverse 
reaction and death before stagi 1 1.20 . . . . 4 7.55 5 3.21 

Non-severe hematological adverse 
reaction before staging 1 1.20 . . . . 1 1.89 2 1.28 

Other reason and death before staging 6 7.23 . . 1 7.69 4 7.55 11 7.05 

Other reasons 1 1.20 . . . . . . 1 0.64 

Patients wish and death before staging 2 2.41 . . 1 7.69 1 1.89 4 2.56 

Progression and death before staging 9 10.84 2 28.57 . . 4 7.55 15 9.62 

Progression before staging 1 1.20 . . 1 7.69 . . 2 1.28 

Severe hematological adverse reaction 
and death before staging . . . . . . 1 1.89 1 0.64 

Unknown 19 22.89 2 28.57 3 23.08 12 22.64 36 23.08 
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Induction/Re-Induction 

Cutaneous 
Melanoma 

Mucosal Melanoma MUP Ocular Melanoma Total  

N % N % N % N % N % 

Withdrawal of informed consent 4 4.82 . . 1 7.69 1 1.89 6 3.85 

Cause for not performed restaging visit 1  

 

Death before week 12 10 12.05 1 14.29 1 7.69 6 11.32 18 11.54 

Non-severe hematological adverse 
reaction before week 12 . . . . . . 2 3.77 2 1.28 

Other reason and death before week 12 2 2.41 . . 1 7.69 2 3.77 5 3.21 

Other reasons 4 4.82 . . . . 1 1.89 5 3.21 

Patients wish and death before week 12 2 2.41 . . . . . . 2 1.28 

Patients wish before week 12 . . . . 1 7.69 1 1.89 2 1.28 

Progression and death before week 12 5 6.02 . . . . 3 5.66 8 5.13 

Progression before week 12 2 2.41 . . . . . . 2 1.28 

Unknown 1 1.20 . . . . 3 5.66 4 2.56 

Withdrawal of informed consent 1 1.20 . . 1 7.69 1 1.89 3 1.92 
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Table 9: SP: Adverse events  

Adverse events 
Cutaneous Melanoma Mucosal Melanoma MUP Ocular Melanoma Total  

N % N % N % N % N % 

Number of patients 83 7 13 53 156 

Any AE (total) 79 95.18 6 85.71 13 100.00 51 96.23 149 95.51 

Related AE (total) 57 68.67 3 42.86 11 84.62 35 66.04 106 67.95 

 Grade 3/4 14 16.87 2 28.57 4 30.77 19 35.85 39 25.00 

irAE (total) 40 48.19 2 28.57 10 76.92 32 60.38 84 53.85 

 Grade 3/4   12 14.46 1 14.29 4 30.77 16 30.19 33 21.15 

SAE (total) 48 57.83 4 57.14 7 53.85 34 64.15 93 59.62 

Withdrawals of informed consent 
form (ICF) (total) 5 6.02 . . 1 7.69 1 1.89 7 4.49 

Death  

 

Unknown   2 2.41 . . 1 7.69 1 1.89 4 2.56 

No  21 25.30 . . 4 30.77 5 9.43 30 19.23 

Yes  60 72.29 7 100.00 8 61.54 47 88.68 122 78.21 

Before restaging visit 
at week 12 19 22.89 1 14.29 2 15.38 11 20.75 33 21.15 

Cause of death (multiple answers 
possible) 

 

 

Therapy  related . . . . . . 1 1.89 1 0.64 

Not therapy related 1 1.20 . . . . . . 1 0.64 

Progressive disease 59 71.08 7 100.00 7 53.85 43 81.13 116 74.36 

AE/SAE related 27 32.53 1 14.29 4 30.77 20 37.74 52 33.33 

Not known . . . . 1 7.69 3 5.66 4 2.56 
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Table 10: SP: Immune-related adverse events (based on patients) 

irAE 

Tumor  Cutaneous melanoma Mucosal melanoma MUP 

Grade 1/2 3/4  1/2 3/4  1/2 3/4  

 N % N % N % N % N % N % 

Number of patients 83 7 13 

irDermatitis* 21 25.30 . . 1 14.29 . . 3 23.08 . . 

 

Pruritus  8 9.64 . . 1 14.29 . . 2 15.38 . . 

Rash 8 9.64 . . . . . . 1 7.69 . . 

Other  5 6.02 . . . . . . . . . . 

Immune-related gastrointestinal disorders 24 28.92 15 18.07 1 14.29 1 14.29 4 30.77 4 30.77 

 

Colitis  2 2.41 4 4.82 . . . . . . 1 7.69 

Diarrhea  17 20.48 8 9.64 . . 1 14.29 3 23.08 1 7.69 

GI perforation . . 1 1.20 . . . . . . . . 

Other  5 6.02 2 2.41 1 14.29 . . 1 7.69 2 15.38 

Immune-related endocrine disorders 4 4.82 1 1.20 . . . . . . . . 

 

Hypophysitis    3 3.61 1 1.20 . . . . . . . . 

Thyreoiditis  . . . . . . . . . . . . 

Hypothyroidism  1 1.20 . . . . . . . . . . 

Hyperthyroidism  . . . . . . . . . . . . 

M.Addisson . . . . . . . . . . . . 

Immune-related hepatobiliary disorders 3 3.61 1 1.20 . . . . . . . . 

 

Increased  S-GPT 1 1.20 . . . . . . . . . . 

Increased  S-GOT 1 1.20 . . . . . . . . . . 

Increased  S-GPT and S-GOT 1 1.20 . . . . . . . . . . 

Other  . . 1 1.20 . . . . . . . . 

Other irAE 3 3.61 . . . . . . 1 7.69 . . 
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irAE 

Tumor  Ocular melanoma Total  

Grade 1/2 3/4  1/2 3/4  

 N % N % N % N % 

Number of patients 53 156 

irDermatitis* 11 20.75 . . 36 23.08 . . 

 

Pruritus  5 9.43 . . 16 10.26 . . 

Rash  3 5.66 . . 12 7.69 . . 

Other   3 5.66 . . 8 5.13 . . 

Immune-related gastrointestinal disorders 19 35.85 14 26.42 48 30.77 34 21.79 

 

Colitis   3 5.66 6 11.32 5 3.21 11 7.05 

Diarrhea  9 16.98 7 13.21 29 18.59 17 10.90 

GI perforation . . . . . . 1 0.64 

Other  7 13.21 1 1.89 14 8.97 5 3.21 

Immune-related endocrine disorders 1 1.89 . . 5 3.21 1 0.64 

 

Hypophysitis    . . . . 3 1.92 1 0.64 

Thyreoiditis  . . . . . . . . 

Hypothyroidism  . . . . 1 0.64 . . 

Hyperthyroidism  1 1.89 . . 1 0.64 . . 

M.Addisson . . . . . . . . 

Immune-related hepatobiliary disorders 4 7.55 7 13.21 7 4.49 8 5.13 

 

Increased  S-GPT 2 3.77 2 3.77 3 1.92 2 1.28 

Increased  S-GOT 1 1.89 2 3.77 2 1.28 2 1.28 

Increased  S-GPT and S-GOT . . . . 1 0.64 . . 

Other  1 1.89 3 5.66 1 0.64 4 2.56 

Other irAE 3 5.66 1 1.89 7 4.49 1 0.64 

* irDermatitis=Number of patients with irPruritus+ Number of patients with irRash + Number of patients with other irDermatitis, e.g. one patient could be counted 
up to three times in this category. Ditto for ir gastrointestinal disorders, ir endocrine disorders, ir hepatobiliary disorders and other irAE. 
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Table 11: SAE-Listing 

Case-
ID/SAE-

ID 
Site 

Random-
No. 

Year of 
birth 

Age 
on 

SAE 
Gender 

System 
Organ 
Class 
(Code) 

System Organ Class 
(Term) 

System Event 
PT Code 

System Event PT 
Term 

Event 

1 Universitätshautklinik 
Tübingen , Tübingen 

6 1932 79 Male 10027433 Metabolism and nutrition 
disorders 

10020942 Hypoalbuminaemia Hypoalbuminemia 

2 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

5 1939 72 Male 10029205 Nervous system 
disorders 

10003591 Ataxia Ataxia 

3 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

16 1950 61 Female 10021881 Infections and 
infestations 

10035664 Pneumonia Pneumonia 

4 Universitätsklinikum 
Schleswig-Holstein, 
Campus Lübeck, 
Dermatologie , Lübeck 

17 1948 63 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

Progress 

5 Universitätshautklinik 
Tübingen , Tübingen 

10 1933 78 Male 10018065 General disorders and 
administration site 
conditions 

10016256 Fatigue Fatigue 

7 Universitätshautklinik 
Tübingen , Tübingen 

2 1934 77 Male 10017947 Gastrointestinal 
disorders 

10003445 Ascites Ascites 

8 Universitätsklinikum 
des Saarlandes, 
Homburg , 
Homburg/Saar 

20 1950 61 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

tumor progression 

9 Universitätsklinik Köln, 
Klinik und poliklinik für 
Dermatologie , Köln 

43 1942 69 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10062196 Metastases to 
gastrointestinal 
tract 

Gastrointestinal metastases 

10 Universitätshautklinik 
Tübingen , Tübingen 

58 1947 64 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression 

11 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 

5 1939 72 Male 10017947 Gastrointestinal 
disorders 

10000081 Abdominal pain abdominal pain and gastric 
ulcer 
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Case-
ID/SAE-

ID 
Site 

Random-
No. 

Year of 
birth 

Age 
on 

SAE 
Gender 

System 
Organ 
Class 
(Code) 

System Organ Class 
(Term) 

System Event 
PT Code 

System Event PT 
Term 

Event 

Ludwigshafen 

11 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

5 1939 72 Male 10017947 Gastrointestinal 
disorders 

10017822 Gastric ulcer abdominal pain and gastric 
ulcer 

12 Universitätsklinikum 
Münster Klinik 
u.Poliklinik 
f.Hautkrankheiten , 
Münster 

60 1944 67 Male 10017947 Gastrointestinal 
disorders 

10003445 Ascites hospitalisation due to ascites 

14 Universitätsklinikum 
Essen , Essen 

37 1966 45 Male 10022891 Investigations 10024574 Lipase increased lipase increased 

15 Universitätsklinikum 
Essen , Essen 

67 1965 46 Male 10018065 General disorders and 
administration site 
conditions 

10049438 General physical 
health deterioration 

Deterioration of General 
Condition 

16 Universitätsklinikum 
Essen , Essen 

18 1941 70 Male 10017947 Gastrointestinal 
disorders 

10000081 Abdominal pain abdominal pain 

17 Universitätsklinikum 
Essen , Essen 

68 1964 47 Female 10017947 Gastrointestinal 
disorders 

10021328 Ileus ileus 

18 Universitätsmedizin 
der Johannes 
Gutenberg-Universität 
Mainz, Hautklinik , 
Mainz 

51 1948 63 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

Tumor progression 

19 Johannes Wesling 
Klinikum Minden , 
Minden 

26 1940 71 Male 10017947 Gastrointestinal 
disorders 

10028813 Nausea dizziness, faintness, nausea 

19 Johannes Wesling 
Klinikum Minden , 
Minden 

26 1940 71 Male 10029205 Nervous system 
disorders 

10013573 Dizziness dizziness, faintness, nausea 
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Case-
ID/SAE-

ID 
Site 

Random-
No. 

Year of 
birth 

Age 
on 

SAE 
Gender 

System 
Organ 
Class 
(Code) 

System Organ Class 
(Term) 

System Event 
PT Code 

System Event PT 
Term 

Event 

19 Johannes Wesling 
Klinikum Minden , 
Minden 

26 1940 71 Male 10029205 Nervous system 
disorders 

10042772 Syncope dizziness, faintness, nausea 

20 Ludwig-Maximilians-
Universität München, 
Klinik und Poliklinik für 
Dermatologie & 
Allergologie , München 

102 1942 69 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10026673 Malignant pleural 
effusion 

Malignant Pleural effusion 

21 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

1 1959 52 Female 10028395 Musculoskeletal and 
connective tissue 
disorders 

10033425 Pain in extremity Pain in extremity 

22 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

103 1961 50 Female 10017947 Gastrointestinal 
disorders 

10000081 Abdominal pain Abdominal pain 

23 Elbeklinikum 
Buxtehude , 
Buxtehude 

27 1964 47 Female 10018065 General disorders and 
administration site 
conditions 

10049438 General physical 
health deterioration 

worsening general health 
condition 

24 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

13 1964 47 Male 10029205 Nervous system 
disorders 

10012373 Depressed level of 
consciousness 

Depressed level of 
consciousness 

25 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

112 1932 79 Male 10017947 Gastrointestinal 
disorders 

10047700 Vomiting Vomiting 

26 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

4 1945 66 Female 10017947 Gastrointestinal 
disorders 

10009887 Colitis Colitis 

27 Univ.-Klinikum 
Regensburg , 
Regensburg 

14 1948 63 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea diarrhea 
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Case-
ID/SAE-

ID 
Site 

Random-
No. 

Year of 
birth 

Age 
on 

SAE 
Gender 

System 
Organ 
Class 
(Code) 

System Organ Class 
(Term) 

System Event 
PT Code 

System Event PT 
Term 

Event 

28 Ludwig-Maximilians-
Universität München, 
Klinik und Poliklinik für 
Dermatologie & 
Allergologie , München 

71 1980 31 Male 10029205 Nervous system 
disorders 

10051290 Central nervous 
system lesion 

New brain lesion 

29 Universitätshautklinik 
Tübingen , Tübingen 

113 1964 47 Male 10028395 Musculoskeletal and 
connective tissue 
disorders 

10028372 Muscular weakness Muscle weakness left-sides 

31 Johannes Wesling 
Klinikum Minden , 
Minden 

85 1935 76 Female 10028395 Musculoskeletal and 
connective tissue 
disorders 

10033425 Pain in extremity Pain right leg 

32 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

112 1932 79 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

progression of melanoma 
disease 

33 Universitätsklinikum 
Essen , Essen 

67 1965 46 Male 10005329 Blood and lymphatic 
system disorders 

10002034 Anaemia Anemia 

34 Universitätsmedizin 
der Johannes 
Gutenberg-Universität 
Mainz, Hautklinik , 
Mainz 

127 1949 62 Male 10017947 Gastrointestinal 
disorders 

10009887 Colitis colitis 

35 Universitätsklinik Köln, 
Klinik und poliklinik für 
Dermatologie , Köln 

43 1942 69 Male 10017947 Gastrointestinal 
disorders 

10013946 Dyspepsia Dyspepsia 

36 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

81 1955 56 Female 10040785 Skin and subcutaneous 
tissue disorders 

10037868 Rash maculo-
papular 

Rash maculo-papular 

37 Universitätsklinikum 
Essen , Essen 

18 1941 70 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of diseaseAf 
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Case-
ID/SAE-

ID 
Site 

Random-
No. 

Year of 
birth 

Age 
on 

SAE 
Gender 

System 
Organ 
Class 
(Code) 

System Organ Class 
(Term) 

System Event 
PT Code 

System Event PT 
Term 

Event 

38 Universitätsklinikum 
Essen , Essen 

28 1938 73 Female 10021881 Infections and 
infestations 

10011781 Cystitis cystitis 

39 Universitätshautklinik 
Tübingen , Tübingen 

113 1964 47 Male 10029205 Nervous system 
disorders 

10015037 Epilepsy epilepsy due to brain 
metastases 

40 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

65 1952 59 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea worsening of diahrrea 

41 Johannes Wesling 
Klinikum Minden , 
Minden 

85 1935 76 Female 10021881 Infections and 
infestations 

10040047 Sepsis Sepsis 

42 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

4 1945 66 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Fatigue and Diarrhoe 

42 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

4 1945 66 Female 10018065 General disorders and 
administration site 
conditions 

10016256 Fatigue Fatigue and Diarrhoe 

43 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

82 1959 52 Male 10029205 Nervous system 
disorders 

10013573 Dizziness dizziness 

44 Elbeklinikum 
Buxtehude , 
Buxtehude 

70 1940 71 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea severe diarrhea 

45 Ludwig-Maximilians-
Universität München, 
Klinik und Poliklinik für 
Dermatologie & 
Allergologie , München 

102 1942 69 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10027480 Metastatic 
malignant 
melanoma 

Metastatic Malignant 
melanoma 
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46 Klinikum Kassel 
GmbH , Kassel 

56 1963 48 Female 10017947 Gastrointestinal 
disorders 

10009887 Colitis colitis 

47 Klinikum Nürnberg 
Nord, Hautklinik , 
Nürnberg 

9 1958 53 Male 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Diarrhea 

48 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

65 1952 59 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea worsening of diarrhea with 
watery stools 

49 Helios Klinikum Erfurt , 
Erfurt 

54 1942 69 Male 10017947 Gastrointestinal 
disorders 

10009887 Colitis Diarrhea / Colitis 

49 Helios Klinikum Erfurt , 
Erfurt 

54 1942 69 Male 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Diarrhea / Colitis 

50 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

13 1964 47 Male 10029205 Nervous system 
disorders 

10012373 Depressed level of 
consciousness 

Depressed level of 
consciousness 

51 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

81 1955 56 Female 10014698 Endocrine disorders 10021114 Hypothyroidism Hypothyreodism 

52 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

82 1959 52 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

Progress 

53 Helios Klinikum Erfurt , 
Erfurt 

54 1942 69 Male 10017947 Gastrointestinal 
disorders 

10009887 Colitis colitis with diarrhoa 

53 Helios Klinikum Erfurt , 
Erfurt 

54 1942 69 Male 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea colitis with diarrhoa 

54 Universitätsklinikum 
Essen , Essen 

83 1952 59 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

55 Universitätsklinikum 
Essen , Essen 

39 1938 73 Male 10027433 Metabolism and nutrition 
disorders 

10012601 Diabetes mellitus Diabetes mellitus 
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56 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

46 1955 56 Male 10029205 Nervous system 
disorders 

10015037 Epilepsy epileptic seizure 

57 Klinikum Nürnberg 
Nord, Hautklinik , 
Nürnberg 

9 1958 53 Male 10017947 Gastrointestinal 
disorders 

10009887 Colitis colitis 

58 Klinikum Nürnberg 
Nord, Hautklinik , 
Nürnberg 

9 1958 53 Male 10017947 Gastrointestinal 
disorders 

10023804 Large intestine 
perforation 

perforation- colon 

59 Elbeklinikum 
Buxtehude , 
Buxtehude 

78 1943 68 Male 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea diarrhea 

60 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

81 1955 56 Female 10018065 General disorders and 
administration site 
conditions 

10037660 Pyrexia Fever 

61 Universitätshautklinik 
Tübingen , Tübingen 

38 1934 77 Male 10028395 Musculoskeletal and 
connective tissue 
disorders 

10033425 Pain in extremity pain left arm 

62 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

65 1952 59 Female 10047065 Vascular disorders 10058990 Venous occlusion acute occlusion of vein in left 
leg 

63 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

65 1952 59 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea diarrhea, colitis with bleeding 

63 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

65 1952 59 Female 10017947 Gastrointestinal 
disorders 

10014896 Enterocolitis 
haemorrhagic 

diarrhea, colitis with bleeding 

64 Universitätsklinikum 
Essen , Essen 

68 1964 47 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 
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65 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

1 1959 52 Female 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

Tumorprogress 

66 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

44 1932 79 Female 10038738 Respiratory, thoracic 
and mediastinal 
disorders 

10013968 Dyspnoea dyspnea 

67 Universitätsklinikum 
Schleswig-Holstein, 
Campus Kiel , Kiel 

35 1941 70 Female 10022891 Investigations 10054889 Transaminases 
increased 

Transaminase increased 

68 Universitätsklinikum 
Erlangen Hautklinik , 
Erlangen 

121 1961 50 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

Progression 

69 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

59 1928 83 Male 10027433 Metabolism and nutrition 
disorders 

10020993 Hypoglycaemia Hypoglycemia 

70 Klinikum Dorothea 
Christiane Erxleben 
Quedlinburg , 
Quedlinburg 

76 1939 72 Female 10007541 Cardiac disorders 10003668 Atrial tachycardia Paroxysmal atrial tachycardia 

71 Universitätshautklinik 
Tübingen , Tübingen 

89 1958 53 Male 10028395 Musculoskeletal and 
connective tissue 
disorders 

10006811 Bursitis bursitis left arm 

72 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

115 1978 33 Female 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10025650 Malignant 
melanoma 

disseminated metastatic 
melanom disease 

73 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

103 1961 50 Female 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

tumor progresssion 



Clinical Study Report (Synopsis)  EudraCT-Nr. 2010-021946-22 

 

 - 50 of 99 - 15.12.2014 

Case-
ID/SAE-

ID 
Site 

Random-
No. 

Year of 
birth 

Age 
on 

SAE 
Gender 

System 
Organ 
Class 
(Code) 

System Organ Class 
(Term) 

System Event 
PT Code 

System Event PT 
Term 

Event 

74 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

109 1956 55 Male 10018065 General disorders and 
administration site 
conditions 

10049438 General physical 
health deterioration 

progress of tumour disease , 
decline of general condítion 

74 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

109 1956 55 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

progress of tumour disease , 
decline of general condítion 

75 Universitätsklinikum 
Erlangen Hautklinik , 
Erlangen 

108 1937 74 Male 10014698 Endocrine disorders 10062767 Hypophysitis Hypophysitis 

76 Elbeklinikum 
Buxtehude , 
Buxtehude 

78 1943 68 Male 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea diarrhea 

77 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

4 1945 66 Female 10017947 Gastrointestinal 
disorders 

10009887 Colitis Colitis 

78 Universitätsklinikum 
Essen , Essen 

67 1965 46 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

79 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

117 1935 76 Female 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

Tumor progression 

82 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

41 1960 51 Male 10022891 Investigations 10004891 Biopsy tongue biopsie and reduction of 
tumor burden at root of 
tongue 

83 Universitätsklinikum 
Erlangen Hautklinik , 
Erlangen 

108 1937 74 Male 10037175 Psychiatric disorders 10061284 Mental disorder Cortisonpsychoism 
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84 Fachklinik Hornheide , 
Münster 

97 1956 55 Female 10017947 Gastrointestinal 
disorders 

10000081 Abdominal pain abdominal pain, fever, 
enterocolitis 

84 Fachklinik Hornheide , 
Münster 

97 1956 55 Female 10017947 Gastrointestinal 
disorders 

10014893 Enterocolitis abdominal pain, fever, 
enterocolitis 

84 Fachklinik Hornheide , 
Münster 

97 1956 55 Female 10018065 General disorders and 
administration site 
conditions 

10037660 Pyrexia abdominal pain, fever, 
enterocolitis 

85 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

8 1948 63 Male 10017947 Gastrointestinal 
disorders 

10000081 Abdominal pain Abdominal pain 

86 Universitätsklinikum 
Essen , Essen 

122 1943 68 Female 10017947 Gastrointestinal 
disorders 

10013832 Duodenal 
perforation 

duodenal perforation 

87 Universitätsklinikum 
Essen , Essen 

125 1982 29 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

88 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

46 1955 56 Male 10029205 Nervous system 
disorders 

10015037 Epilepsy epileptic seizure 

89 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

4 1945 66 Female 10017947 Gastrointestinal 
disorders 

10009887 Colitis colitis 

92 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

49 1958 53 Female 10017947 Gastrointestinal 
disorders 

10009887 Colitis Coltis 

93 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

81 1955 56 Female 10018065 General disorders and 
administration site 
conditions 

10049438 General physical 
health deterioration 

General disorder, pulmonary 
embolism, renal failure 
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93 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

81 1955 56 Female 10038359 Renal and urinary 
disorders 

10038435 Renal failure General disorder, pulmonary 
embolism, renal failure 

93 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

81 1955 56 Female 10038738 Respiratory, thoracic 
and mediastinal 
disorders 

10037377 Pulmonary 
embolism 

General disorder, pulmonary 
embolism, renal failure 

94 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

59 1928 83 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10028980 Neoplasm Neoplasms benign, malignant 
and unspecified (incl cysts 
and 

95 Klinikum Kassel 
GmbH , Kassel 

56 1963 48 Female 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10051696 Metastases to 
meninges 

Meningeal metastases of 
malignant melanoma 

96 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

41 1960 51 Male 10042613 Surgical and medical 
procedures 

10061392 Tumour excision Reduction of tumor burden at 
root of tongue 

99 Universitätsklinikum 
Essen , Essen 

133 1945 66 Female 10005329 Blood and lymphatic 
system disorders 

10002034 Anaemia anemia 

100 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

112 1932 79 Male 10017947 Gastrointestinal 
disorders 

10028813 Nausea hospitalization due to nausea 

101 Universitätshautklinik 
Tübingen , Tübingen 

2 1934 77 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

disease progression 

103 Universitätshautklinik 
Tübingen , Tübingen 

6 1932 79 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

disease progression 

104 Universitätshautklinik 
Tübingen , Tübingen 

52 1973 38 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

disease progression 
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107 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

13 1964 47 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

Progress 

108 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

16 1950 61 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progressed of desease 

109 Universitätsklinikum 
Schleswig-Holstein, 
Campus Kiel , Kiel 

35 1941 70 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression 

110 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

65 1952 59 Female 10007541 Cardiac disorders 10051093 Cardiopulmonary 
failure 

pulmonary insufficiency due 
to suspected cerebral 
hemorrhage 

111 Universitätsklinikum 
Münster Klinik 
u.Poliklinik 
f.Hautkrankheiten , 
Münster 

60 1944 67 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

Progress 

112 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

5 1939 72 Male 10018065 General disorders and 
administration site 
conditions 

10011906 Death Death due to progression 

113 Universitätsklinikum 
Schleswig-Holstein, 
Campus Kiel , Kiel 

130 1937 74 Female 10007541 Cardiac disorders 10061589 Aortic valve 
disease 

aortic valve disease/stenose 

113 Universitätsklinikum 
Schleswig-Holstein, 
Campus Kiel , Kiel 

130 1937 74 Female 10047065 Vascular disorders 10060965 Arterial stenosis aortic valve disease/stenose 

115 Universitätsklinik Köln, 
Klinik und poliklinik für 
Dermatologie , Köln 

43 1942 69 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

Progressive disease 

116 Universitätsklinikum 
Schleswig-Holstein, 
Campus Kiel , Kiel 

130 1937 74 Female 10047065 Vascular disorders 10020772 Hypertension Hypertension 

118 Universitätsklinikum 
Essen , Essen 

141 1949 63 Female 10019805 Hepatobiliary disorders 10019705 Hepatic pain Pain (liver capsule) 
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119 Charité 
Universitätsmedizin 
Berlin, Campus Mitte , 
Berlin 

46 1955 56 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of melanoma 
disease 

120 Klinikum der Stadt 
Ludwigshafen am 
Rhein gGmbH , 
Ludwigshafen 

48 1928 84 Male 10017947 Gastrointestinal 
disorders 

10000081 Abdominal pain Abdominal Pain 

126 Universitätsklinikum 
Essen , Essen 

135 1949 63 Male 10022891 Investigations 10005364 Blood bilirubin 
increased 

Increased Billirubin 

128 Elbeklinikum 
Buxtehude , 
Buxtehude 

136 1966 46 Male 10038738 Respiratory, thoracic 
and mediastinal 
disorders 

10015090 Epistaxis Nose Bleeding 

129 Universitätsklinikum 
Essen , Essen 

141 1949 63 Female 10017947 Gastrointestinal 
disorders 

10028813 Nausea Pain (liver capsule) and 
nausea 

129 Universitätsklinikum 
Essen , Essen 

141 1949 63 Female 10019805 Hepatobiliary disorders 10019705 Hepatic pain Pain (liver capsule) and 
nausea 

131 Universitätsklinikum 
Erlangen Hautklinik , 
Erlangen 

124 1950 61 Male 10017947 Gastrointestinal 
disorders 

10009887 Colitis Colitis 

132 Universitätsklinikum 
Essen , Essen 

135 1949 63 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

133 Universitätsklinikum 
Essen , Essen 

141 1949 63 Female 10017947 Gastrointestinal 
disorders 

10028813 Nausea nausea with vomiting 

133 Universitätsklinikum 
Essen , Essen 

141 1949 63 Female 10017947 Gastrointestinal 
disorders 

10047700 Vomiting nausea with vomiting 
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135 Universitätsklinikum 
Essen , Essen 

141 1949 63 Female 10017947 Gastrointestinal 
disorders 

10028813 Nausea pain (liver capsule) and 
nausea with vomiting 

135 Universitätsklinikum 
Essen , Essen 

141 1949 63 Female 10017947 Gastrointestinal 
disorders 

10047700 Vomiting pain (liver capsule) and 
nausea with vomiting 

135 Universitätsklinikum 
Essen , Essen 

141 1949 63 Female 10019805 Hepatobiliary disorders 10019705 Hepatic pain pain (liver capsule) and 
nausea with vomiting 

136 Helios Klinikum Erfurt , 
Erfurt 

140 1936 76 Male 10037175 Psychiatric disorders 10061285 Mental disorder due 
to a general 
medical condition 

Organic brain syndrome 

137 Universitätsklinikum 
Heidelberg Hautklinik , 
Heidelberg 

131 1968 44 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Diarrhea and collitis 

138 Klinikum der Johann 
Wolfgang Goethe 
Universität , 
Frankfurt/Main 

74 1981 30 Female 10019805 Hepatobiliary disorders 10062000 Hepatobiliary 
disease 

continous worsening of 
hepatobiliary disorders 

141 Klinikum der Johann 
Wolfgang Goethe 
Universität , 
Frankfurt/Main 

74 1981 30 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

142 Universitätsklinikum 
Essen , Essen 

141 1949 63 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

143 Universitätsmedizin 
der Johannes 
Gutenberg-Universität 
Mainz, Hautklinik , 
Mainz 

69 1956 55 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10051398 Malignant 
neoplasm 
progression 

progression of the malignant 
melanoma 

144 Helios Klinikum Erfurt , 
Erfurt 

145 1932 80 Female 10017947 Gastrointestinal 
disorders 

10028813 Nausea nausea 
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145 Helios Klinikum Erfurt , 
Erfurt 

145 1932 80 Female 10018065 General disorders and 
administration site 
conditions 

10028154 Multi-organ failure multi organ failure by 
progress 

146 Elbeklinikum 
Buxtehude , 
Buxtehude 

136 1966 46 Male 10018065 General disorders and 
administration site 
conditions 

10049438 General physical 
health deterioration 

worsening general health 
condition 

147 Elbeklinikum 
Buxtehude , 
Buxtehude 

136 1966 46 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

tumour progression 

148 Fachklinik Hornheide , 
Münster 

143 1937 75 Female 10017947 Gastrointestinal 
disorders 

10014893 Enterocolitis Autoimmun-Enterocolitis 

150 Universitätsklinikum 
Schleswig-Holstein, 
Campus Lübeck, 
Dermatologie , Lübeck 

17 1948 63 Female 10018065 General disorders and 
administration site 
conditions 

10003549 Asthenia weakness 

151 Helios Klinikum Erfurt , 
Erfurt 

140 1936 76 Male 10018065 General disorders and 
administration site 
conditions 

10011906 Death death 

152 Universitätsklinikum 
Schleswig-Holstein, 
Campus Lübeck, 
Dermatologie , Lübeck 

55 1945 66 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Diarrhea 

153 Universitätsklinikum 
Schleswig-Holstein, 
Campus Lübeck, 
Dermatologie , Lübeck 

55 1945 66 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Diarrhea 

154 Fachklinik Hornheide , 
Münster 

138 1941 71 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

progress 
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156 Fachklinik Hornheide , 
Münster 

138 1941 71 Male 10019805 Hepatobiliary disorders 10019663 Hepatic failure death due to hepatic failure 
and progress 

158 Fachklinik Hornheide , 
Münster 

50 1960 51 Male 10021881 Infections and 
infestations 

10040047 Sepsis sepsis after inflammation of 
the left leg 

159 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

148 1938 74 Female 10019805 Hepatobiliary disorders 10019705 Hepatic pain Hepatic pain 

160 Universitätsklinikum 
Erlangen Hautklinik , 
Erlangen 

104 1962 49 Male 10018065 General disorders and 
administration site 
conditions 

10011906 Death death due to 
tumorprogression 

161 Universitätsklinikum 
Essen , Essen 

146 1934 78 Male 10019805 Hepatobiliary disorders 10036206 Portal vein 
thrombosis 

Thrombosis portal vein right 

162 Elbeklinikum 
Buxtehude , 
Buxtehude 

151 1936 76 Male 10021881 Infections and 
infestations 

10035664 Pneumonia pneumonia 

163 Elbeklinikum 
Buxtehude , 
Buxtehude 

151 1936 76 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression with kidney 
failure 

163 Elbeklinikum 
Buxtehude , 
Buxtehude 

151 1936 76 Male 10038359 Renal and urinary 
disorders 

10038435 Renal failure progression with kidney 
failure 

164 Universitätsklinikum 
Essen , Essen 

152 1956 56 Female 10017947 Gastrointestinal 
disorders 

10000081 Abdominal pain abdominal pain with vomiting, 
nausea and epigastralgia 

164 Universitätsklinikum 
Essen , Essen 

152 1956 56 Female 10017947 Gastrointestinal 
disorders 

10000087 Abdominal pain 
upper 

abdominal pain with vomiting, 
nausea and epigastralgia 

164 Universitätsklinikum 
Essen , Essen 

152 1956 56 Female 10017947 Gastrointestinal 
disorders 

10028813 Nausea abdominal pain with vomiting, 
nausea and epigastralgia 

164 Universitätsklinikum 
Essen , Essen 

152 1956 56 Female 10017947 Gastrointestinal 
disorders 

10047700 Vomiting abdominal pain with vomiting, 
nausea and epigastralgia 
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(Term) 

System Event 
PT Code 

System Event PT 
Term 

Event 

166 Universitätsklinikum 
Essen , Essen 

158 1978 34 Male 10019805 Hepatobiliary disorders 10019663 Hepatic failure hepatic failure 

167 Universitätshautklinik 
Tübingen , Tübingen 

154 1948 64 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

Dyspnea due to disease 
progression 

167 Universitätshautklinik 
Tübingen , Tübingen 

154 1948 64 Female 10038738 Respiratory, thoracic 
and mediastinal 
disorders 

10013968 Dyspnoea Dyspnea due to disease 
progression 

168 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

157 1928 84 Male 10018065 General disorders and 
administration site 
conditions 

10003549 Asthenia weakeness, liver enzyme 
increase 

168 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

157 1928 84 Male 10022891 Investigations 10060795 Hepatic enzyme 
increased 

weakeness, liver enzyme 
increase 

169 Universitätshautklinik 
Tübingen , Tübingen 

154 1948 64 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

disease progression 

170 Universitätsklinikum 
Essen , Essen 

158 1978 34 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

171 Universitätsklinikum 
Essen , Essen 

155 1939 73 Male 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Diarrhea 

172 Universitätsklinikum 
Heidelberg Hautklinik , 
Heidelberg 

168 1969 43 Female 10022117 Injury, poisoning and 
procedural 
complications 

10027091 Medication error medication error 

173 Universitätsklinikum 
Heidelberg Hautklinik , 
Heidelberg 

168 1969 43 Female 10019805 Hepatobiliary disorders 10019663 Hepatic failure liver failure 

175 Universitätsklinikum 
Heidelberg Hautklinik , 
Heidelberg 

168 1969 43 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression 
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176 Universitätsklinikum 
Essen , Essen 

159 1951 61 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

177 Elbeklinikum 
Buxtehude , 
Buxtehude 

161 1939 73 Female 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

Tumorprogression 

178 Johannes Wesling 
Klinikum Minden , 
Minden 

19 1937 75 Female 10017947 Gastrointestinal 
disorders 

10010774 Constipation Constipation 

179 Elbeklinikum 
Buxtehude , 
Buxtehude 

165 1936 76 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea severe diarrhea 

180 Universitätsklinikum 
Essen , Essen 

146 1934 78 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

182 Universitätsklinikum 
Essen , Essen 

156 1956 56 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

183 Johannes Wesling 
Klinikum Minden , 
Minden 

19 1937 75 Female 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10045171 Tumour pain Tumor pain 

184 Universitätshautklinik 
Tübingen , Tübingen 

166 1938 74 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Diarrhea 

186 Johannes Wesling 
Klinikum Minden , 
Minden 

26 1940 71 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

Tumor progression 

187 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

150 1936 76 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease, 
Sepsis 
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187 Universitätsklinikum 
Mannheim gGmbH , 
Mannheim 

150 1936 76 Male 10021881 Infections and 
infestations 

10040047 Sepsis progression of disease, 
Sepsis 

188 Helios Klinikum Erfurt , 
Erfurt 

162 1941 71 Male 10017947 Gastrointestinal 
disorders 

10009887 Colitis colitis 

189 Universitätsklinikum 
Heidelberg Hautklinik , 
Heidelberg 

128 1975 36 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Diarrhea 

190 Universitätsklinikum 
Heidelberg Hautklinik , 
Heidelberg 

128 1975 36 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Diarrhea 

191 Universitätsklinikum 
Heidelberg Hautklinik , 
Heidelberg 

128 1975 36 Female 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea Diarrhea 

192 Universitätshautklinik 
Tübingen , Tübingen 

10 1933 79 Male 10028395 Musculoskeletal and 
connective tissue 
disorders 

10028372 Muscular weakness motoric weackness one sided 

193 Helios Klinikum Erfurt , 
Erfurt 

162 1941 72 Male 10017947 Gastrointestinal 
disorders 

10012735 Diarrhoea diarrhea 

194 Universitätsklinikum 
Essen , Essen 

155 1939 73 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression of disease 

195 Universitätshautklinik 
Tübingen , Tübingen 

113 1964 47 Male 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

Neoplasms other - tumor 
progression 

196 Elbeklinikum 
Buxtehude , 
Buxtehude 

98 1943 68 Male 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression 

197 Elbeklinikum 
Buxtehude , 
Buxtehude 

139 1937 75 Female 10018065 General disorders and 
administration site 
conditions 

10061818 Disease 
progression 

progression disease 
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198 Universitätsklinikum 
Essen , Essen 

133 1945 66 Female 10017947 Gastrointestinal 
disorders 

10009887 Colitis colitis 

199 Universitätsklinikum 
Essen , Essen 

133 1945 66 Female 10017947 Gastrointestinal 
disorders 

10009887 Colitis Colitis 

200 Universitätsklinikum 
Essen , Essen 

133 1945 67 Female 10005329 Blood and lymphatic 
system disorders 

10002034 Anaemia Anemia 

201 Universitätsklinikum 
Essen , Essen 

133 1945 67 Female 10005329 Blood and lymphatic 
system disorders 

10002034 Anaemia Anemia 

202 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

148 1938 74 Female 10029104 Neoplasms benign, 
malignant and 
unspecified (incl cysts 
and polyps) 

10061309 Neoplasm 
progression 

Tumorprogression 

203 Klinikum Nürnberg 
Nord, Hautklinik , 
Nürnberg 

9 1958 53 Male 10017947 Gastrointestinal 
disorders 

10019023 Haemorrhoids 
thrombosed 

anal vein thrombosis 

204 Universitätsklinikum 
Leipzig Dermatologie , 
Leipzig 

65 1952 59 Female 10005329 Blood and lymphatic 
system disorders 

10033661 Pancytopenia Pancytopenia 

 

Case-
ID/SAE-

ID 
Start Date Outcome Reason for SAE 

Ipilimumab- 
Causality 

Ipilimumab- 
Dosis [mg] 

Ipilimumab
- Start date 

Ipilimumab- 
Stop date 

Therapy and course of SAE 

1 2011-06-08 Recovered 
with 
sequelae 

Hospitalization Not probable 210 2011-05-31 2011-05-31 Patient developed peripheral edema and was transfered to local 
hospital for further diagnostic procedures. Reason for limb edema 
wa Hypoalbuminemia 

2 2011-06-27 Recovered Hospitalization No 250 2011-05-26 2011-06-16 Hospitalization (27.06.2011) due to reduced general state of 
health, ataxia of gait and falling risk. Symptoms occured shortly 
after radiation therapy of brain metastases (01.06.11-24.06.11). 
Diagnostics: MRI of the brain (persistent brain metasteses, no 
entrapment, no encephalitis).  Therapy: Physiotherapy. Steroid 
dose increased. Discharge (07.07.2011) to nursing-home. 
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- Start date 

Ipilimumab- 
Stop date 

Therapy and course of SAE 

3 2011-07-03 Unknown Hospitalization Not probable 195 2011-06-23 2011-06-23 Patient was sent to hopsital due to dyspnea and coughing at 3 JUL 
2011. Pneumonia was diagnosed and therypy with Piperacillin 4g + 
Tazobactam 0,5g (i. e. Tazobac 4,5g) 3 times daily. Further 
therapy including intubatiuon has been denied from patient and 
patient´s family because of underlying malignancy. Palliative 
therapy with pain mediction (morphin perfusor with 50mg/ml at 
infusion rate with 2ml/h) and electrolyte fluids and treatment at 
palliative ward have folloed. The received only one cycle of 
studymedication. The patient died at 6 JUL 2011 due to 
progression desease. 

4 2011-07-09 Exitus Death Not probable 136,5 2011-05-23 2011-06-14 Patient died in consequence of the melanoma. Patient was weak 
over a few weeks. 

5 2011-06-24 Recovered Hospitalization Possible 207 2011-06-03 2011-06-28 Patient was hospitalized due to fatigue the day cycle 2 was initially 
planned.  Patient also reported about diarrhea but cannot be 
confirmed in any way.Start and stop date concomitant medication 
unknown We decided to postpone the 2nd Ipilimumab infusion to 
28-JUN-2011. At this timepoint the 2nd Cycle was given afterwards 
therapy was stopped. 2nd Cycle has been a protocol deviation due 
to fatigue Grade III 

7 2011-07-08 Unknown Hospitalization Not probable 201 2011-05-27 2011-06-17 Patient was planned to get the 3. cycle of Ipilimumab but presented 
with ascites. He was therefore hospitalized for further diagnostics 
revealing new metastases of the abdomen and brain. Patient was 
transferred to the department of neurosurgery for surgery. Patient 
died on 20thJuly 2011 

8 2011-07-06 Exitus Death No 279 2011-06-08 2011-06-29 According to the daughter (who called me on 13JUL2011) patient 
died on 06JUL2011 at home. No autopsy has been performed.The 
exact cause of death is not known, but disease progression seems 
probable as patient had already ECOG 3 at last contact and clinical 
examination on 29jun2011. Ipilimumab has been administered on 
08jun2011 and 29jun2011 in a dosage of 279mg (3mg/kg). The last 
administration of ipilimumab on 29jun2011 could be performed 
despite the fact of an ECOG 3. 
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Ipilimumab- 
Stop date 

Therapy and course of SAE 

9 2011-07-15 Unknown Hospitalization No 294 2011-07-14 2011-07-14 Patient suffered from slight nausea before treatment start of 
ipilimumab. After gastroscopic procedure after start of ipilimumab 
gastrointestinal metastases were detected. Patient is hospitalized 
at Marien-Krankenhaus in Bergisch Gladbach, please refer to PD 
Dr. J. v. Schönfeld for further information, the final course of this 
SAE is not known up today. Phone: 02202-9382410. On the 27th 
of july patient had received one course of ipilimumab i.v. 

10 2011-07-16 Exitus Death   . . . Patient died due to tumor progression without receiving Ipilimumab 

11 2011-07-20 Unknown Hospitalization No 250 2011-05-26 2011-06-16 Hospitalization due to abdominal pain (20.07.2011).  Gastroscopy: 
gastric ulcer (possible gastric metastases). No further diagnostic 
due to worsening of general state of health. Transferred to 
palliative care ward on 26/07/2011. Pain therapy(morhpine). Death 
on 27.Jul.2011. 

12 2011-07-15 Unknown Hospitalization No 231 2011-07-08 2011-07-08 hospitalisation due to ascites, multiple punctures of ascites 
performed, discharge from hospital July 26th, 2011; patient died on 
July 27th from metastatic melanoma (information received from 
wife); therefore, patient received only 1 cycle ipilimumab; no further 
information about death available 

14 2011-07-25 Recovered Hospitalization , 
Important medical 
event 

Possible 255 2011-06-22 2011-07-14 Increased lipase was diagnozed on 25 07 2011 and patient was 
hospitalized from 10.08.-12.08.2011 for clarification. An 
autoimmune pankreatists was not confermed. Patient did not get 
his infusion due to elevated lipase grade IV. Investigator decision 
to discontinue the patient from study due to AE grade IV.  A CT 
abdomen was performed an no signs of immune pancreatitis was 
diagnosed. No steroids were taken for elevated lipase. Budenosid 
9 mg was administered and lipase was decreased. 

15 2011-07-27 Recovered Hospitalization No 287,4 2011-07-07 2011-08-02 Patient was hospitalized due to deterioration of general condition. 
Patient voiced pain and a therapy with Oxycodon 20 mg was 
introduced. 

16 2011-07-11 Recovered Hospitalization Possible 225 2011-05-31 2011-07-20 Patient was hospitalized in an external hospital due to abdominal 
pain with anorexia and nausea on 11.07.2011. Anorexia and 
nausea are non-serious. On 20.07.2011 patient received his third 
study medication in our center. No diarrhea !!!  On 22.07.2011 
patient moved to palliative clinic. Patient received his third infusion 
after discussion with the investigator, because patient had NO 
diarrhea. Abdominal pain was reduced. Steroidtherapy Fortecortin 
4mg was given for brain metastasis but NOT for SAEevent. 
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Therapy and course of SAE 

17 2011-07-18 Recovered Hospitalization No 201 2011-07-12 2011-08-05 Patient was hospitalized due to an ileus on 18.07.2011 after her 
first infusion. Ileus was surgical resected.Ileus was not autoimmune 
related, but ileus was due to bulk of metastases from malignant 
melanoma. The Patient received 2 Ipilimumab therapies. 

18 2011-07-27 Exitus Death No 294 2011-06-28 2011-07-26 No therapy needed. The death was not related to study medication  
This was the 2nd cycle of study medication, dose 249mg. 
Laboratory parameters were in the correct range, the patient 
reported no signs of worsening, so we infused the study medication 
on the 26th of July. On the next day, the patient reported no 
adverse events. After lunch, he was suddenly found unconscius 
with cardiovascular arrest, so we started a reanimation with no 
success. Since the patient had known brain metastases, we have 
the suspicion that a cerebral bleeding could have happend. An 
autopsy was refused by patient's relatives. 

19 2011-08-01 Recovered 
with 
sequelae 

Hospitalization Not probable 240 2011-06-20 2011-07-29 Because of the dizziness we have done a CT of brain: lots of 
metastasis in the brain with oedema.Therefore the patiuent gets a 
new medication with Fortecortin 8mg twice a day and decortin 
60mg daily dose. Radiatio of the brain with a dose of 3Gy for 
10days.Patient got only three cycles of Ipilimumab.One day after 
the last cycle he came as an medical emergency in our clinic with 
neurolic syntoms as hemiplegia on the left side.Therefore he got an 
CT-Brain we seen a progress of the brain metastasis.Because of 
the Aggrevation of the general condition we stopped the therapy. 
The patient was palliative. 

20 2011-07-26 Unknown Important medical 
event 

No 222 2011-07-21 2011-08-18 Treatment of pain and dyspnea. Thoracentesis and pleurodesis 

21 2011-08-04 Unknown Hospitalization Not probable 315 2011-05-24 2011-07-05 Hospitalization (04.Aug.2011) due to aggravation of pain of 
extremitiy (progression of tumor disease) and anemia. Due to 
hospitilisation fever was developed that caused antiobiose to be 
given. Also anemia showed up in laboratory so that erythrocite-
concentrates had to be given. Massive diarrhea on 16.Aug.2011 
developed, suspision of autoimmuncollitis due to ipilimumab 
therapie (steroidtherapie with Decortin 150mg) 18.Aug.2011 
150mg 20.Aug.2011 80mg 21.Aug.2011 60mg 22.Aug.2011 40mg 
->end.The patient died on 11.Sep2011 
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22 2011-08-05 Recovered Hospitalization Possible 201 2011-08-02 2011-10-05 Hospitalisation on 08.08.2011 (before that hospitalisation there 
were given 1 Infusion day 1 of the first cycle of study medication), 
under medication with single dose prednisolone 70 mg und 
buscopan 10 mg (ongoing) complete remission, after that AE there 
were given the next study medication for day 22, day 43 and day 
64 of the first cycle of the study medication in the correct way. 
There was no action regarding the study drug and the treatment 
was continued a the patient completely recovered and the SAE 
was not diagnosed a being a symptom of colitis. 

23 2011-08-05 Recovered Hospitalization No 249 2011-06-09 2011-08-09 Therapy was:Infusion 500ml Ringer,+1Amp. 
Cernevit,+1Amp.Granisetron,not further therapy was necessary,X-
Ray chest and Ultrsound was done,no abnormality,Patient had 
recieved all planned Cycles Ipilimumab (4), 

24 2011-08-09 Recovered Life-threatening , 
Hospitalization 

Not probable 338 2011-06-08 2011-07-20 Reductions of vigilance, after CTimage 2 surgeries (excision of two 
metastases temporal and parietal right) on 10.08.2011 and 
17.08.2011 Patient was treated with stereotactic radiotherapy from 
08 - 11.March 2011 and 15-16.March 2011 before inclusion in the 
study. Patient was treated with 3 cycles  IPI , after the 3rd 
cycle(20.Jul2011)  the patient got bleeding brain metastases on 
09.Aug2011 Quick value 10.Aug2011 96%, 11.Aug2011 53%, 
12.Aug2011 72%, 15.Aug2011 116%, 17.Aug2011 106% and 
18.Aug2011 115%; ASAT 32 U/l (normel range 0-50 U/l), ALAT 78 
U/l (n.r. 0-50 U/l)and Thrombocytes 222 10E9/l (n.r. 145 - 348 
10E9/l) End of hospitalization 26 Aug 2011 with good general 
condition Due to this event the 4th cycle of ipilimumab was not 
administered 

25 2011-08-10 Unknown Hospitalization Possible 225 2011-08-08 2011-08-08 Patient hospitalized, course not known beside death 19.08.2011, 
detailed report not yet arrived and actually not available 

26 2011-08-11 Recovered Hospitalization Most likely 225 2011-05-26 2011-07-28 Last Ipilimumab treatment 28.07.2011. Hospitalization on 
11.08.2011 due to diarrhea (Patient did not inform us about 
diarrhoe until 11.08.11). Diagnostics: Coloscopy. V.a. Colitis 
induced by ipilimumab. Therapy:steroids (solu-decortin 150mg/die). 
Discharge: 18.08.2011 (recovered). Patient get Torem 10 mg-1 per 
day ,and Decortin H 80 mg per day . this get the patient at 
discharge 
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27 2011-08-03 Recovered Hospitalization Most likely 245,7 2011-05-31 2011-08-02 Patient had diarrhea grade III, Therapy: hospitalization and 
prednisolon 160mg i.v., Patient recovered rapidly, we reduced 
prednisolon to actually 100mg iv, from tomorrow on it is planned to 
give 80 mg prednisolon oral and to reduce prednisolon further. 
Actually the patient has no diarrhea, but she is still in our hospital. 
UpDate: Patient was dismissed 28.08.2011, patient had no 
diarrhea any more. Oral prednisolon was reduced ambulant and 
stopped 04.09.2011. Patient received 4 cycles ipilimumab. 
Hospitalization was from 16.08.-28.08.2011, patient told us on 
16.08.11 first time, that she has diarrhea, already in mild form since 
03.08. At the visit before, on 02.08.11, she told us that she`s fine 
and that she hasn`t any diarrhea. Start date diarrhea is 03.08.11, 
start date SAE is 16.08.11. 

28 2011-08-17 Recovered Hospitalization No 303 2011-08-03 2011-08-03 MRT showed a new lesion in the brain, unclear if metastasis or 
other. So the patient has to get a biopsy of the lesion, therefore 
hospitalization. A new MR on 17th August showed no lesion 
suspect for metastassis. So no biopsy was performed. Until 
hospitalization patient got only first cycle of Ipilimumab. 

29 2011-08-14 Recovered Hospitalization Not probable 312 2011-07-26 2011-07-26 Start treatment with 9-Fluor-16&#945;-methylprednisolon 4mg 1-0-
1 (Fortecortin) and radiation of the brain due to brain metastases.  
The second course of Ipilimumab was given on 24 August 2011 

31 2011-08-19 Unknown Hospitalization Not probable 165 2011-07-14 2011-08-04 Sudden swelling and pain right leg because of rapid grwoth of 
tumor masses right groin with limitation of blood flow into leg. 
Palliativ best supportive care.On 26.08.2012 development of 
sepsis, therapie:Therapie: Piperacillin/Tazobactam 1-0-1, 60 mg 
Morphium Perfusor, 1 l Ringer-Lösung, 500 ml Glucose 5 %; Death 
because of sepsis on 26.08.2012. 

32 2011-08-19 Exitus Death No 225 2011-08-08 2011-08-08 course regarding vomiting and medication before death not known, 
detailed report not available 

33 2011-08-19 Recovered Hospitalization No 286 2011-07-07 2011-08-02 Patient was hospitalized due to anemia grade 3. Patient was given 
4 erythrocytes concentrates on 20AUG2011. Patient was 
discharged on 22AUG2011 with anemia grade 2. 
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Therapy and course of SAE 

34 2011-08-18 Recovered Hospitalization Most likely 246 2011-07-07 2011-07-28 Satus 18.08.2011: Patient was hospitalised due to colitis, 
endoscopic evaluation on the 18th of August. Immediate therapy 
with solu-decortin H intravenous and parenteral nutrition. Patient is 
at present recovering. Status 29.08.2011: patient has blood in 
stool, re-endoscopy results: still severe colitis. After reduction of 
cortisone according to the guideline, we had to re-increase the 
dosis. Patient is feeling weak but well, he is still on parenteral 
nutrition. Status 15.09.2011: meanwhile, the patient is further 
treated as outpatient. A re-coloscopy showed still an inflammation, 
but slightly less inflammative, so we tried to let him eat again first 
fluid then solid food. On the 10th of September, he no longer 
wanted to stay in hospital and we saw no reason to keep him any 
longer. He is still on oral cortisone therapy 350mg a day so there's 
an increased risk of infection. Our plan is to slightly reduce the 
daily dose to a minimum at the 05th of October, then in 4 weeks 
another coloscopy to evaluate the outcome. 28.09.2011: Patient 
does no longer need cortisone treatment, no diarrhea is reported 
anymore. This prolonged course of disease (colitis) is unusual and 
cannot be explained by us. 

35 2011-08-08 Unknown Hospitalization No 270 2011-07-14 2011-09-13 Patient was hospitalized again because of dyspepsia, although 
dyspepsia was CTC grade II. Hospitalization was due to private 
reasons of the patient. Ingestion was only partial possible. 
continous parenteral alimentation was started. Patient was treated 
with 4 cycles of ipilimumab until 13.09.2011. Patient was dismissed 
from hospital meanwhile for outpatient treatment with Ipilimumab. 
Outcome is unknown, patient is deceased meanwhile on 22nd of 
November. Ipilimumab treatment was continued because 
dyspepsia was not associated to Ipilimumab treatment. 

36 2011-08-24 Recovered Prolongation of 
hospitalization 

Possible 310 2011-07-13 2011-08-23 Patient was hospitalized due to 3rd cycle Ipilimumab. The 
hospitalization was prolonged due to the AE Rash maculo-papular. 
The patient was treated with cefuroxim and telfast. The patient is 
on the road to recovery End of hospitalization 26 AUG 2011 
Treatment telfast and Optiderm Creme ongoing 

37 2011-08-08 Exitus Death No 225 2011-05-31 2011-07-20 After patient was discharged on 22.07.2011 patient was moved to 
palliative care. Patient died there on 08.08.2011 due to progressive 
disease. No autopsy was done. 
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- Start date 

Ipilimumab- 
Stop date 

Therapy and course of SAE 

38 2011-08-24 Recovered Hospitalization No 216 2011-06-30 2011-08-11 Patient was hospitalized due fever. A cystitis was diagnosed, but 
patient opposed all concommitend medication. Also she had 
exsiccosis. No antibiosis was given. Patient discharged on 
26.08.2011. 

39 2011-08-27 Recovered Hospitalization No 297 2011-07-26 2011-08-24 Start treatment with valproinacid 600mg 1-0-1 a day and increased 
treamtment with 9-Fluor-16&#945;-methylprednisolon to 4mg 1-1-1 
a day 

40 2011-08-30 Recovered Hospitalization No 171 2011-07-19 2011-08-10 the patient has the studymedication 2x received the last taken was 
on 10Aug 2011 Charge 0C62104. the patient was hospitalized 
today because worsening of diarrhea, due to this diseases 
received the patient infusiontherapy (Saline) 500 ml, The SAE is 
recovered on 01.09.2011. the patient feels fine. Infusion of glucose 
500 ml. Furthermore the patient presented a Hypocalcemia and 
Hypokaliemia .  Electrolytemedication were given. Please see 
Concomitand medications page. Blood samples were performed of 
the 30.08.2011- 01.09.2011. Bowel movement tests were sent in in 
the microbiology and virology and are without pathological result. 
We confirm the intensity grade II and the outcome as recovered on 
01.09.2011 for this SAE. 

41 2011-08-26 Exitus Death Not probable 165 2011-07-14 2011-08-04 Therapie: Piperacillin/Tazobactam 1-0-1, 60 mg Morphium 
Perfusor, 1 l Ringer-Lösung, 500 ml Glucose 5 %; Death because 
of sepsis on 26.08.2012. 

42 2011-08-30 Recovered Hospitalization Possible 225 2011-05-26 2011-07-28 hospitalization because of diarrhoe and fatigue ongoing 

43 2011-08-31 Unknown Hospitalization Most likely 283,5 2011-07-12 2011-08-02 Dexamethason 24 mg i.v., Ement 125 mg, 1000 ml Iono Steril i.v., 
Haldol 10 gtt.(to treat panic, anxiety), CT scan from 5.9.2011 and 
MRT from 9.9.20122 showed clear progress of melanoma disease 
with new cerebral, pulmonal, renal and hepatic filiae. No further 
chemotherapy or radiation was done. 

44 2011-09-05 Recovered Hospitalization Most likely 177 2011-07-18 2011-09-26 Solu Decortin i.v.was given on 05 SEP 2011,patient was rcovered 
on 10SEP2011,patient recieved 3 Treatment,( oneTreatment has 
been skipped ,week 7)high coloscopy was done on 
7SEP2011,macrosopic result was normal,patient recoverd on 
10SEP2011,the treatment was confirmed per protocol 
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45 2011-08-25 Exitus Death No 222 2011-07-21 2011-08-18 Hospitalization of patient on August, 25th 2011 because his 
general condition got worse. He suffered from increasing edema, 
pain and dyspnea. They started to optimize pain therapy. On 
August 26th 2011 the patient was found dead. The death was due 
to the advanced tumor disease. Patient received two cycles of 
Ipilimumab.Last cycle before death was on August, 18th 2011. 

46 2011-08-31 Recovered Hospitalization Most likely 182,5 2011-06-27 2011-08-11 Tavor 0,5 mg 0-0-1 since 01.09.2011, Perfalgan 1-0-1 04.09.2011, 
Amphomoronal 1-1-1 since 07.09.2011, Ideos 1-0-1 since 
09.09.2011; clinical diagnostics: colonoscopy (08.09.2011):multpile 
ulcera; defecation frequency: 3/day 01.09.2011, 1/day 27.09.2011; 
character of the feces: softly; actuallity the application of 
ipilimumab is discontinued. 

47 2011-09-07 Unknown Hospitalization Likely 250 2011-05-20 2011-07-22 coloscopy with biopsy (histology outstanding). medication with 
prednisolone 100mg/ d. operative therapy of anal vein 
thrombosis.After splitting of the anal vein thrombosis,decrease of 
the anal pain. Further was a colitis been diagnosed.Discharge from 
hospital at 09.09.2011. The fourth and final task of ipilimumab was 
on 22.07.2011. Wound had not healed completely. Patient died of 
meningiosis melanomatosa on 04.11.2011. 
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48 2011-09-05 Recovered 
with 
sequelae 

Hospitalization Likely 162 2011-07-19 2011-09-02 Patient was sent to hospital due to worsening of diarrhea on 
06.09.2011. Gastroscopy on 7 Sep 2011 revealed extremely 
inflammated gastral mucosa and suspected thrush esophagitis, 
too. Frequence of diarrhea changed during hospitalisation but 
improved finally, so the patient has be discharged an 13 Sep 2011. 
Discharge from ward an 13 SEP 2011 with improvement, but still 
ongoing mild diarrhea. Weight loss till 49,1 kg at 13.09.2011 due to 
bad appetite.  Pantoprazol short infusion 2 times daily at 40 mg 
each from 07.09.2011 until 10.09.2011, from 11.09.2011 
pantoprazol 40mg p.o. 2 times daily until30.09.2011; ASS 100mg 
continued until ukn/10/2011, arixtra decreased due to 
recommendation from BMS via Mail on 12 SEP 2011; Zopiclon 
7,5mg p. o. has been stopped 05.09.2011.Sterofundin 100ml + 40 
mlval KCL+ 20 mmol Ca-Glukonat +MCP 2 Amp. from 05.09.2011- 
06.09.2011.We confirm the intensity grade III and the outcome as 
recovered with sequelae on 13.09.2011 for thi SAE. Previous Anti-
Cancer Therapy: January 2010 choroid melanoma orbital right was 
diagnosed. Proton radiation of the eye followed in February 2010. 
At 11/2010 Metastases retrobulär occured: Surgery orbita on 
04JAN2011, Start Polychemotherapy with Gemcitabin and 
Treosulfan at 02/2011 and Enucleation Eye bulbus right due to 
Metastasis orbita 09MAY2011. After third cycle 
Gemcitabin/Treosulfan 12MAY2011 progress occured and 
inclusion in DECOG-Study 05JUL2011 

49 2011-09-08 Recovered Hospitalization Most likely 315 2011-06-29 2011-08-31 residential admission into hospital due to existent diarrhoea and 
intermittent moderate abdominal pain. Patient recieve four 
administrations of Ipilimumab, the last on 31. Aug. 2011 

50 2011-09-07 Unknown Hospitalization Not probable 338 2011-06-08 2011-07-20 palliative care from 7-Sep until 11-Sep 2011; medication with 
morphine. Date of death 11 Sep 2011; rapid progression, 
hemiparesis left by bleeding brain metastases, worse general 
condition; Patient was treated with 3 cycles Ipilimumab. patients 
death was due to progression of disease, not due to SAE 

51 2011-09-12 Recovered Prolongation of 
hospitalization 

Likely 316 2011-07-13 2011-08-23 Pat. has no symptoms. Further investigation (MRI hypophyse) is 
planed. MRI was done on 14Sep2011 no indication of hypohysis, 
patient has no symptoms. 

52 2011-09-13 Exitus Death No 283,5 2011-07-12 2011-08-02 The patient get 2 infusion of the studymedication (12JUL2011 and 
02AUG2011) before progression of melanoma disease 
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53 2011-09-14 Recovered Hospitalization Likely 315 2011-06-29 2011-08-31 residential admission into Klinikum Meiningen due to massive 
diarrhoea  (10/d) and diffuse abdominal pressure pain, bloating and 
tightly abdomen. Sigmoidoskopie 14.Sep.2011, Prednisolon 
Patient recieve four administrations of Ipilimumab, the last on 31. 
Aug. 2011. diarhoea started four  weeks ago but was not told by 
the patient. 

53 2011-09-14 Recovered Hospitalization Likely 315 2011-06-29 2011-08-31 residential admission into Klinikum Meiningen due to massive 
diarrhoea  (10/d) and diffuse abdominal pressure pain, bloating and 
tightly abdomen. Sigmoidoskopie 14.Sep.2011, Prednisolon 
Patient recieve four administrations of Ipilimumab, the last on 31. 
Aug. 2011. diarhoea started four  weeks ago but was not told by 
the patient. 

54 2011-09-14 Exitus Death No 234 2011-07-13 2011-08-24 progression of disease 

55 2011-09-15 Recovered Hospitalization No 201 2011-06-24 2011-08-25 fasting value of glucose: 493mg/dl, value of glucose about 2 hours 
was not performed, value of HbA 1c: 12.4 %, Patient was 
presented the endogrinologist and a Dexamethason induced 
Diabetes mellitus was diagnosed. Patient has no pancreas 
metastases. The patient received 4 cycles of ipilimumab as 
reported in the eCRF (first dose 24.06.2011 - 25.08.2011). Due to 
high blood glucose the patient was referred to the inkruisic ward, 
where a treatment with an insulinperfusor was start. Insulinperfusor 
50 IE Normalinsulin/50 ml 0,9%NaCl PRN. After the patient was 
back in normal ranges of blood glucose the treatment with the 
perfusor was stopped and the treatment was switched to 
Actraphane 30/70 subcutaneously once daily until (today) ongoing. 

56 2011-09-17 Recovered Hospitalization No 321 2011-08-30 2011-08-30 Epileptic seizure on 17.09.2011, emergency treatment with 2 mg 
Tavor. Till that time only one infusion of study medication was 
given. Hosopitalisation, CT- Imaging: intracerebral bleeding right 
frontal in the area of the former resection of the brain metastase, 
recidiv of the brain metastase not excludable. Continuation of the 
keppra medication. New medication with pantozol and valproat. 
During the stay in the hospital the patient fully recovered an as 
agreed with the neurologists the treatment with ipilimumab was 
continued on 21.09.2011. The treatment was continued as the 
seizure was caused most likely by the excision scar of the brain 
metastase and not by the ipilimumab study medication. Epileptic 
seizures were also described one time before starting the study 
medication. 
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57 2011-09-14 Unknown Hospitalization Most likely 250 2011-05-20 2011-07-22 Hospitalization for intravenous treatment of colitis. 
Methylprednisolon 2 mg/kg i.v.BID, Metronidazol 400 mg/d i.v.´for 
prophylaxis. On 16SEP2011 it comes to perforation in the colon. 
The fourth and last treatment of Ipilimumab was on 22.07.2011. 
Concomitant medikation: Urbason 96 mg i.v. von 20.09. - 
22.09.2011; Urbason 80 mg i.v. 23.09.-25.09.2011;  Urbason 64 
mg i.v. 26.09.2011- 30.09.2011; Urbason 32 mg per os 
01.10.2011- ongoing; Ranitic 300 0-0-1 von 12.08.-13.09.2011 per 
os; Clont 400 1-0-0 von 14.09 - ongoing; Salofalk 500 1-1-1 von 
14.09.2011 - ongoing; Pantozol 1x40 mg i.v. 16.09.2011; Pantozol 
2x40mg i.v. von 17.09.2011 - ongoing; Zinacef 1,5g 3x/d von 
16.09.2011 - ongoing; Fluconazol 1x800mg i.v. 16.09 - 17.09.2011; 
Fluconazol 1x400mg i.v von 17.09.2011- ongoing; Paracetamol 
500 mg 3x1g von 16.09 - ongoing ;   Sigmoidoscopy at 
30SEP2011= diagnosis improvment, steroids were reduced to 32 
mg. Since 23.10.11 hospitalized because of headache. Urbason 32 
mg was implemented to Fortecortin 24 mg per os. A control 
sigmoidoscopy on 28.10.11 shows a recovery of the ulceration. 
Colitis not healed, patient died of meningiosis melanomatosa on 
04.11.2011. 

58 2011-09-16 Unknown Prolongation of 
hospitalization 

Likely 250 2011-05-20 2011-07-22 Perforation in the colon is related to the colitis and the colonscopy. 
Operative intervention indicated.Surgery on 16SEP2011 with a 
disposition of artifical anus (anus praeter). Medical treatment with 
128mg Urbason i.v. and antibiotics i.v. Zinacef, Clont and 
Fluconazol. Gradual return to solid food. The fourth and last 
treatment with Ipilimumab was on 22JUL2011.  Concomitant 
medication: Urbason 96mg i.v. 20.09 -22.09.2011; Urbason 80mg 
i.v. 23.09 - 25.09.2011; Urbason 64mg i.v. 26.092011 -30.09.2011; 
Urbason 32 mg per os 01.10.2011 - ongoing; Paracetamol 500mg 
per os 4x2/d; Pantozol 40 mg 1x/d 14.09.2011- ongoing; Salofalk 
clyster 1x/d  14.09.2011 - ongoing;    Sigmoidoskopy at 
30SEP2011, diagnosis improvement, steroids were reduced (to 32 
mg).  Since 23.10.11 hospitalized because of headache. Urbason 
32 mg was implemented to fortecortin 24 mg per os. A control 
sigmoidiscopy on 28.10.11 shows a recovery of the ulceration. 
Artificial anus ist still exist, colitis not healed.Patient died of 
meningiosis melanomatosa on 04.11.2011. 
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59 2011-09-19 Recovered Hospitalization Most likely 267 2011-08-01 2011-09-12 grade 1 diarhia with 2-3 stooles. Colonoscopie schowed no 
involvementan no inflammation.  Diarrhea was completely gone 
under steroides on the 22. Sept.Patient had recieved all planned 4 
cycles 

60 2011-09-19 Recovered Hospitalization Possible 316 2011-07-13 2011-09-15 Patient has flu-like symptoms with fever 39,7°C Antibioc therapy 
with Avalox 400 mg, Tazobac 4,5 g (Infusion) and Novalgin 20 
Drops.  On 14-Sep2011 we arranged a MRI head to check the 
hypophysis. By the radiologist in our tumorboard a hypophysitis 
was negotiated. The patient was fine again. So the 4th cycle of 
ipilimumab was given on 15-Sept.4 days later when the patients 
showed again symptoms (fever) a reevalutation of the brain MRI 
revealed a hypophysitis. Also lab test showed hormonal changes. 
Treatment for hypophysitis was conducted 

61 2011-09-17 Unknown Hospitalization No 318 2011-06-24 2011-08-26 therapy of pain and radiation. Further details are not available at 
the moment 09-NOV-2011: Patient still hospitalized under radiation 
treatment until end of November. More informatin not available. 
13DEC2011 pat alive pain ongoing medication ongoing 
13DEC2011:Patient received all 4 Cycles of Ipi and tolerated them 
good. Outcome of SAE is unknown at the moment. stop date and 
outcome of SAE still unknown. Patient past away on 02.04.2012 

62 2011-09-16 Recovered 
with 
sequelae 

Hospitalization Not probable 162 2011-07-19 2011-09-02 The patient had loss of sensation in left leg, was sent to hospital. 
An acute ischemia due to occlusion in the left branch of the 
aortobifermoral bypass was diagnosed and thrombectomy and 
closure with Dacron patch have been performed on 16 sep 2011. 
Afterwards heparin-therapy (PTT-controlled with Heapine in 
perfusor) has been administered from 16. to 20.09.2011. From 16. 
to 19.9.2011 Prostavasin has been administered i. v. two daimes 
daily, too. Heparinization has been reduced to Aritrxa 
(Fondaparinux) 2,5 mg s.c. 1 daily since 22.09.2011 till 26 oct 2011 
due to worsend diarrhea. For details about diarrhea see other SAE. 
Pantozol has been continued with 2x 40mg daily since 24.9.2011-
30.09.2011, Lopedium has been given intermittent if necessary 
since 22.09.2011 till 26 oct 2011. On 16.09.2011 two erythrocyte 
concentrates have been infused. 
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63 2011-09-20 Unknown Prolongation of 
hospitalization 

Most likely 162 2011-07-19 2011-09-02 Patient was in hospital because of acute occlusion of left branch of 
the aortobifemoral bypass on 16.09.2011 (see other SAE). Most 
likely due to increased heparinisation, diarrhea worsened and 
bloody stools turned up. Dosage of heparin was reduced to Arixtra 
2,5 mg s.c. daily combined with 100mg ASS daily. An emergency 
colonoscopy has been performed on 20 SEP 2011 revealing 
inflammation of colon with bleeding. Stenosis at 75cm ab ano and 
generalized massive inflammation with multiple ulcerations did not 
allow deeper examination. Stenosating colitis ulcerosa not further 
to classify with macroscopic signs of intensive inflammation has 
been diagnosed. Gastroscopy has been performed, too, showing 
thrush esophagitis mit many patches and diffuse lesions in the 
whole esophageal mucosa, several frehsly epitheliased and flat 
erosions up to 3mm scattered in the whole stomach, no signs of 
bleeding, erosions with decreased activity according to previous 
examination at the beginning of SEP 2011. 1 fibrinated erosion in 
proximal bulb and to the anterior wall up to 5mm easily vulnerable. 
Thrush esophagitis and erosive gastritis and bulbitis have been 
diagnosed without signs of bleeding.  The patient was still on 
Prednisolon 150 mg daily. Therapy was extended with Mesalazin, 
Lactobacillus, lopedium; Pantozol 2x 40mg daily was continued, 
metamizol 4x30gtt was added as pain relief medication. On 16.09. 
and 24.09.2011 two erythrocyte concentraes and on 16.09.2011 
one, respectively, have been administered. Peranal blood 
decreased with this medication, diarrhea continued. Transfusion of 
blood was perfomed at not known date at the moment of this 
report. Due to severe side effects of Ipilimumab, the patient has 
been transferred to university hospital on 26 SEP 2011. Here, 
sigmiodoscopy has been performed on 28.09.2011 with edematous 
sweling of the whole mucosa, on and between the pleats small 2-
4mm round ulcerations. Looked macroscopically like Crohn´s 
disease or colitis due to CMV.  Biopsies have been sent to 
pathology showing moderate chronic and active erosive 
inflammation with only little destructed architecture of crypta, 
moderate regeneratory epithel´s hyperplasia, 
immunohistochemically no signs of CMV; althogether signs of 
chronic-inflammatory bowel disease.  Prednisolon was continued 
with 150mg initially, but decreased to 60 mg orally at 27 SEP 2011. 
The ward has been informed many times via telephoe and fax 
about the algorithm and how to treat this AE caused by ipilimumab 
and have been advised to give prednisolon i.v. instead of orally and 



Clinical Study Report (Synopsis)  EudraCT-Nr. 2010-021946-22 

 

 - 75 of 99 - 15.12.2014 

Case-
ID/SAE-

ID 
Start Date Outcome Reason for SAE 

Ipilimumab- 
Causality 

Ipilimumab- 
Dosis [mg] 

Ipilimumab
- Start date 

Ipilimumab- 
Stop date 

Therapy and course of SAE 

to add infliximab. For details about the given medication please see 
end of this passage and section with concomitant medication. 
Transfer to our ward has been disliked from colleagues of internal 
ward.  On 29 SEP 2011 ultrasound revealed masssive enlarged 
loops of the small bowel, gall bladder with sludge, inhomogeneous 
liver, echogeneous right kidney and congestion of urine II°.  
Diarrhea improved slowly, especially frequency of stools 
decreased, but started to indcrease again from 7 OCT 2011 
ongoing. As far as to find out from the doctors at the responsible 
internal ward, general condition was good on 30 SEPT 2011 
except of weakness. Due to ongoing diarrrhea infliximab was 
administered at 7 OCT 2011. As we were informed from the 
responsible internal ward, the the patient developped paresis of the 
legs in the following days. A 7 OCT 2011 a bone marrow biopsy 
has been performed confirming pancytopenia (for details see 
section with lab results). Due to pancytopenia on 11 OCT 2011 
Neupogen (Filgrastim) 48 IE have ben administered and the patient 
has received concentrates of platetes (2 packets on 12 OCT 2011) 
and erythrocytes (2 packets on 8 OCT 2011 and 1 on 12 OCT 
2011 respectively). In the morning of 12 OCT 2011 the patient 
vomited and was not responsive for a short moment with 
worsening of conscoiusness. After a short interval of improved 
condition the patient was no more responsive and died around 9 
am at 12 OCT 2011. The cause of death is suspected to be 
respiratory insufficiency due to cerebral hemorrhage due to 
pancytopenia. As no sectio has been performed, no more 
information abaout the actual cause of death can be given. 
Ipilimumab was last administered on 2 SEP 2011 with 162 mg and 
is most likely the causative drug for diarrhea and colitis.  
Medication: Prednisolon 150 mg per os 14.9.-27.9.2011, 
Prednisolon 60 mg per os 27-.29.9.2011, Prednisolon 150 mg i. v. 
30.9.2011.-11-10.2011. Mesalazin 3x500mg daily p. o. 20.9.2011-
11.10.2011, Mesalazin Klysma 1g 3x tgl. 20.9.-26.09.2011. 
Pantoprazol 40 mg 2x daily p.o. 11.9. -30.9.2011, Pantoprazol 40 
mg p.o. 30.9.2011 and 40 mg i.v. 6-11 OCT 2011. From 30.9. till 4 
OCT 2011 Metronidazol (Clont) 500 mg 2x daily per os and 
Ciprofloxacin once daily 500 mg per os, 6-11 OCT 2011 
Ciprofloxacin 400 mg i.v. QD and Fluconazol 200 mg i.v. QD. 
Clindamycin 300 mg 3 times daily from 4 OCT-5 OCT 2011. 
Metoclopramid 30ggt 3xtgl. before meals 28.9.2011-5 OCT 2011, 
electolyte fluid 500ml 3x daily i.v. 28.9.2011-5 OCT 2011 and 2 
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times daily from 7 to 10 OCT 2011., 1 Ampulle Metoclopramid 
(MCP) and 1 Ampulle Konakion i.v. at 27.9.2011, 1 Ampulle MCP 2 
to 3 times a day 28.9.-4.10.2011. 40 mval potassium in 500ml 
electolyte fluid at 29.9.2011 and  7OCT 2011 and 10 OCT 2011 i.v. 
and 80 mval potassium in 1000ml electolyte fluid as perfusor on 6 
OCT and 10 OCT 2011, 1g Novalgin (Novaminsulfon) i.v. at 
30.9.2011. Fraxiparin 0,3 ml 26.-28.9.2011, 29.9.2011 - 4.10.2011 
2x daily Fraxiparin 0,6 ml and on 5.10.2011 the planned Arixtra 2,5 
mg s.c. was not given due to low platelets. Floxal eye drops 
(Ofloxacin) 28.9.2011-11.10.2011. Novalgin 30 gtt. 4x daily 
26.9.2011-4.10.2011, ASS 100 mg 1.7.1996-ukn 10/2011. 
Lopedium 22.09.2011-26.09.2011 when needed up to 5 tbl. per 
day. Infliximab 5 mg/kg KG (i. e. 250 mg in total) i. v. at 07 OCT 
2011. On the very ealry morning of 12 OCT 2011 500ml HAES 
(plasma expander), 500ml electrolyte fluid and 1 Ampulle 
MCP.Neupogen (Filgrastim) and several concentrates of 
thrombocytes. Piritramid i.v. as needed from 29.9.2011 ongoing in 
dosage of 7,5 mg.  C-reactive proteine was elevated up to 203 mg/l 
(normal <5.0), cholinesterase was decreased and bilirubin was 
elevated, livere enzymes were within normal rage on arrival in 
university hospital at 26 SEP 2011. Quick test as parameter of 
clotting was decreased to 33% (70-130%) at 29 SEP 2011, varied 
up to 77% to 44% at 10.10.2011. Low platets (23x10E9/l at 
11.10.2011, 135 X10E9/l initially at 26 SEP 2011 and minimum of 7 
x10E9/l at 10.10.2011). Hemoglobin 7,7  mmol/l (normal range 7,3-
9,3) at  26.09.2011, minimum 5,0 at 7.10.2011 and 5,1 at 
11.10.2011. Leucocytes 3,5x10E9/l (4,0-9,0) at 26 SEP 2011 
decreasing to minimum of 0,5 x10E9/l at 11.10.2011. C-reactive 
proteine 203 mg/l (<5) at 26 SEP 2011, minimum of 117  at 
6.10.2011, increasing to 187 at 10.10.2011. Urea 6,9 mmol/l (2,2-
7,0) at 26 SEP 2011, maximum 10,9 at 29.09.2011, minimum 1,3 
at 9.10.2011, 2,1 at 10.10.2011. Total protein 50,6 g/l (66,0-87,0) 
and albumine 20,8 g/l (32-52) at 26.09.2011 and protein 28 and 
albumine 11,9 at 6.10.2011, repectively. ASAT 0,62 and ALAT 0,64 
µkat/l (each 0,17-0,60) and yGT 1,01 µkat/l (<0,65) at 26.09.2011, 
AP within normal range. For lab parameters see also fax to Alcedis 
from 06 OCT 2011  Blood culture 2.10.2011: Staphylococcus 
hominis and Staphylococcus saprophyticus. Microbiologic findings 
of stoool 29.09.2011 revealed no toxine, antigene or growing of 
Clostridium difficile. bone marrow biopsy 07 OCT 2011: 
Panzytopenia with normoplastic bone marrow, disturbed 
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maturation of hematopoesis, slight increase of blasts, noteable 
increase of blasts, notable macrophages´ activity and toxic change. 
A myelodysplastic syndrom cannot be excluded cytologically for 
sure. Levels of vitamine  B12 or follic acid? 

64 2011-09-01 Exitus Death No 201 2011-07-12 2011-08-05 progression of disease 

65 2011-09-11 Exitus Death No 315 2011-05-24 2011-07-05 Patient was from 04.08.2011 to 02.09.2011 hospitalisation   (after 3 
cycles Ipillimumab at 24.05.2011/  14.06.2011 / and. 05.07.2011) 
after that she was released. Patient died on 11.Sept.2011 at home. 
In last staging progress was seen. Medication at release: Clexane 
0,8, Lasixi as needed, Jurnista 16mg 1-0-0, Fortecortin 4mg 1-0-0, 
Cipramil20 1-0-0, Tavor 1mg 0-0-0-1, Kalinor ret. 1-0-0, Pantozol40 
1-0-0, Lyrica 25mg 2-0-2, L-Tyroxin 75 mg 1-0-0, Capros 10 mg as 
needed , Adumbran 0-0-0-1, Movicol as needed, Dilcolax as 
needed, Nutriflex 500ml, Cernevit1 Amp.(every 2nd day 
)Clinolic(every 2nd day) 

66 2011-09-23 Unknown Hospitalization Not probable 180 2011-07-15 2011-08-26 Patient was hospitalized at 23 SEP 2011 due to progredient 
dyspnea at external hospital. Due to suspected pneumonia 
Clindamycin 300mg 3 times daily i.v. and NaCl fluid have been 
administered from 23 SEP 2011 on. Patient has been discharged 
after several days as dyspnea decreased. On 26 SEP 2011 
excision of 6 cutaneous metastases has been performed. The 
patient has withdraw consent on 29.Sep 2011. No futher 
information are available 

67 2011-09-21 Unknown Hospitalization Likely 225 2011-06-28 2011-08-31 The patient has received 4 cycles Impilimumab. Last dose on 
08/31/2011. Hospitalization from 21.09.2011 to 24.09.2011. Pat 
died on 24/09/2011 due at the clinic (internal medicine) are likely 
tumor progression. There was no autopsy performed. Treatment of 
transaminases with cortisone 120 mg iv There are no other 
laboratory findings. Other diagnoses: ascites, dyspnea. Patient 
died in clinic. 

68 2011-09-28 Exitus Death , 
Hospitalization 

No 258 2011-07-25 2011-10-07 Patient hospitalization because of toracal pain. EKG: no 
pathological findings, ultrasound abdomen: V.a. Spleenfiliae, 
Staging CT, MRT 20.10.2011, Progession of disease, 
Interkostalneuralgie, Ipilimumab start date 25.07.2011 stop date 
07.10.2011 ( 4 Ipilimumab Infusion) 



Clinical Study Report (Synopsis)  EudraCT-Nr. 2010-021946-22 

 

 - 78 of 99 - 15.12.2014 

Case-
ID/SAE-

ID 
Start Date Outcome Reason for SAE 

Ipilimumab- 
Causality 

Ipilimumab- 
Dosis [mg] 

Ipilimumab
- Start date 

Ipilimumab- 
Stop date 

Therapy and course of SAE 

69 2011-09-26 Recovered Hospitalization No 211 2011-07-06 2011-09-06 all 4 cycles with ipilimumab has been administered. patient is 
actually hospitalized at internistic ward. further information will be 
added as soon as available. Due to blood glucose level 45mg/dl 
patient was hospitalized. During hospitalisation patients blood 
glucose values were fine-tuned. Medication for diabetes: 
Protaphane Insulin IC s.c. 8 ; blood values from 17.Oct 2011 Na 
140 mmol/l (135-145 mmol/l); K 4,0 mmol/l (3,6 - 4,8 mmol/l); Ca 
2,15 mmol/l (2,20 - 2,58 mmol/l); Urea 114,7 mg/dl (18 - 55 mg/dl) 
Crea 2,13 mg/dl (0,81 - 1,44 mg/dl). End of hospitalization 20. Oct 
2011  weight 70.0 kg from 20Sep2011, no weight later 

70 2011-09-14 Recovered Hospitalization No 357 2011-07-12 2011-09-15 Hospitalisation was for exclusion of pulmonary embolism by 
persisting dyspnoea and tachycardia (electrocardiography) over 2-
3 weeks. After transthoracic echocardiography, laboratory test of 
heart enzymes and CT-thorax there were no hints for pulmonary 
embolism except tumor fatigue syndrom. Study drug was given one 
day later (15.09.2011) without complications.Therefore induction 
phase was completed, patient received all 4 applications. 

71 2011-09-17 Recovered Hospitalization No 252 2011-07-14 2011-09-15 exclusion of thrombosis arm left due to ultrasound. Medication see 
above -Clindamycin, Torem, Clexane 

72 2011-09-30 Unknown Hospitalization No 198 2011-08-15 2011-09-26 Before tumour progression with disseminated metastatic formation 
in cervical and thoracic spine with fracture of corresponding 
vertebral bodies due to tumour progression the patient get 3 dosis 
of the first cycle of study medication. No further information 
available as patient was transfered to a hospital in Libanon (home 
country). 

73 2011-10-20 Exitus Death , 
Hospitalization 

No 195 2011-08-02 2011-10-05 CT am 20.10.2011 shows tumorprogression, patient dies on 
4.5.2012 due to tumor progresssion 

74 2011-10-07 Exitus Death , 
Hospitalization 

No 171 2011-08-31 2011-09-21 Hospitalisation on 07.10.2011, decision to interrupt ipilimumab 
treatment as the general condition of the patient rapidly declined. 
Treatment: best supportiv palliativ care. Nutriflex 80 ml/h, 
Clindamycin 3x 600 mg, Pantozol 1x 40 mg, Dexamethason 3x 
4mg, Diflucan 100 mg 1x 100 mg, Fragmin (all meds per day) After 
2 dosis of the stduy medication day 1 and day 22 of the first cycle 
the study medication was discontinued. 
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75 2011-10-10 Recovered 
with 
sequelae 

Hospitalization Most likely 267 2011-08-11 2011-09-08 Hypophysitis was documented on 13-Sep-2011 as AE, condition of 
patient declined, therefore hospitalization. Cortison therapy 
intravenous, procedure one MRT - pathology  finding: 
Hypophysitis;Diagnosis:Hypophysitis with siADH syndrome 
resulting in hypotone hyperhidration with problems in walking and 
speaking;  Concomitant diseases: hypercholesteraemia, z,n, 
anterior myocardial infarction , Psoriasis vulgaris; Changes of lab 
parameters: TSH basal: 0,04 uU/ml; FT3 2,67 pmol/l; Cortisol: 3,34 
ug/dl, Erys: 4,04 ; Hb 12,6 g/dl; Hämatokrit: 35,3%; , MCHC 
35,7g/dl, Leukos, Thrombos, MCV, MCH, Lymphozyten normal; 
CRT 148,3 mg/l, Na 125 mmol/l; Harnstoff 55 mg/dl, Krea 1,23 
mg/dl; Bili gesamt 1,1 mg/dl, Gesamt- Eiweiß 54,4; Albumin 32,1 
g/l; LDH 278 U/l; Ca, harnsäure, Creatin-Kinase, GOT, Gamma-Gt, 
Lipase ; INR; Glucose; Thrombinzeit normwertig; Ipilimumab start 
date 11.08.2011 stop date 08.09.2011 ( 2 Ipilimumab Infusion)  
Pat. recovered from mentioned symptoms, remaining lowness of 
movements, change in cognitivity, anterior pituitary insufficiency; 
Outcome on 27 August 2012: recovered- lab parameters in normal 
range; current mediacation: Hydrocortison 10-10-5mg, L-Tyroxin 
25 1-0-0; Pantozol 20mg 1-0-0;ASS 100 0-1-0; Procoralan 5 mg 1-
0-1; Tamsulosin 0,4mg 1-0-0; Ramipril 5mg 1-0-1; Testogel 
irregular 

76 2011-10-06 Recovered Hospitalization Most likely 246 2011-08-01 2011-10-05 diarrhea recoverd grade III,6-10 stools per day,Prednisolon 2mg/kg 
i.v.,11.10.11 Steroides has no effect on diarrhea,TNF Blocker 
(Remicade) planed for 11.10.10,Patient had recieved all 4 planned 
Infusion/ cycles 

77 2011-10-08 Recovered Hospitalization Likely 225 2011-05-26 2011-07-28 Last Ipilimumab treatment 28.07.2011 hospitalisation on  
08.10.2011 due to diarrhoe, hyperemesis and fever´ Bisoprolol 
2,5mg 1/2-0-1/2, Levothyroxin 100µg 1-0-0, Escitalopram 10 0-0-1, 
Prednison 30mg 1-0-0, Pantoprazol 40mg 0-0-1 

78 2011-09-29 Exitus Death No 286,5 2011-07-07 2011-08-02 Patient received his first study therapy on 07/Jul/2011 and his 
second cycle on 02/AUG/2011.Patient did not get his third cycle 
due to SAE with grade 3. After that patient discontinued from study. 
On 29/SEP/2011 patient visited another clinic due to deterioration 
of general condition. A laboratory assessment was performed. A 
renal and liver failure was diagnosed due to progressive disease. 
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79 2011-10-07 Unknown Hospitalization No 198 2011-08-09 2011-09-20 hospitalisation on 07.10.11, pain medication with Novalgin 4 x 40 
gtt., Voltaren resinat 2 x daily until 18.10.11, antiemetic treatment 
with Dexamethason 2 mg daily, Metoclopramid 3 x 30 gtt., 
Buscopan pills 2 x 2, Zofran 8 mg 2 x daily sublingual. CT can on 
10.10.11 showed progressive disease with new metastases in 
lung, liver and hilary and mediastinal lymphnodes, altered, swollen 
hypophysis as well. Based on these findings treatment with 
ipilimumab was decided to be discontinued after 3 cycles (start 
date: 09.08.11, last treatment: 20.09.11) . Further treatment with 
dacarbazine planned. 

82 2011-10-05 Recovered 
with 
sequelae 

Hospitalization Not probable 228 2011-07-04 2011-09-05 Patient was sent to extern hospital to perform biopsy and reduction 
of tumor mass at ross of tongue, i. e. at site of relapse of malignant 
melanoma. Report of operation procedure described reduction of 
tumor mass at anterior part up to musculus pectoralis, deep 
ulceration in previous region of tongue. Plastic reconstruction with 
pectoralis flap has not been possible, as this region is infiltrated, 
too. Pathologic findings revealed infiltration of malignant 
melanoma. Protocol of anaesthesia received today. Doctors letter 
outstanding. Patient has reveived 4 Cycles.Patient was included 
after consultation of study management. 

83 2011-10-26 Recovered 
with 
sequelae 

Hospitalization Not probable 264 2011-08-11 2011-09-08 Steroid induced psychosis, steroid medication due to ipilimumab 
induced hypophysitis, study medication terminated,treatment: 
patient was hospitalized for sedation and control of steroid 
medication. condition did resolve on day 2, TSH basal, FT3, FT4 
no pathology findings, Cortisol 1,18, internistisch and neurological 
examination no pathology findings, MRT Hypophyse: currently 
recurrent Hypophysitis, Leukos: 11,0, Ery: 3,98, Hb 12,3; 
Hämatokrit: 36,3%, Lymphocyten: 19,1%; Neutrophile: 70,7%: 
Thrombos+Mono+Eo, Baso normal; Harnstoff: 49mg/dl; GFR, Ka; 
Na, Chlorid; Ca; Krea; Mg; Gamma-GT normal, start date 
Ipilimumab 11.8.2011 stop date 08.09.2011 ( 2 Ipilimumab 
Infusion)Pat. recovered from mentioned symptoms, remaining 
lowness of movements, change in cognitivityanterior pituitary 
insufficiency Outcome on 27 August 2012: recovered- lab 
parameters in normal range; current mediacation: Hydrocortison 
10-10-5mg, L-Tyroxin 25 1-0-0; Pantozol 20mg 1-0-0;ASS 100 0-1-
0; Procoralan 5 mg 1-0-1; Tamsulosin 0,4mg 1-0-0; Ramipril 5mg 
1-0-1; Testogel irregular 
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84 2011-10-30 Recovered Hospitalization Most likely 199,8 2011-07-14 2011-09-15 Therapy:  125 mg/ day i.v., Ciprofloxacin 2 x 200 mg/day i.v.  
Course of the event: fever disapeared on monday, 31.10. but the 
patient developed peritoneal symptoms in the lower abdominal 
parts with signs of ileus radiographically. C-reactive protein 
worsened to 174,77 mg/dl. The patient therefore was sent to a 
cooperating  unit for visceral surgery in Münster ( Raphaels-Clinic 
).This event appeard after the 4. application of Ipilimumap. 
Pantozol 40 mg p.o. /day, 90 mg Prednisolon p.o./day. Reduction 
of the prednisolon-dosis in steps  of 10 mg all five days. 

85 2011-11-03 Unknown Hospitalization Possible 255 2011-05-25 2011-07-27 Hospitalization in department for surgery because of severe 
abdominal pain Patient hospitalized from 03.11.2011 to 
12.11.2011. (He got 4 cycles of Ipilimumab in time during 
25.05.2011-27.07.2011.), Patient hab abdominal pain since 
01.11.2011. The therapie course were konservative therapie with 
fasting, Infusionstherapie,and Analgesia therapie.Changes of lab 
parameters in connection with the serious adverse event:creatinin : 
2,97 mg/dl(2,1-2.6mg/dl); GFR kalkuliert: 23ml/min(80-
149ml/min),bun:140 mg/dl(0-50 mg/dl),LDH:745U/l (0-248 U/l), 
CRP 33,9 mg/dl (0-0,5 mg/dl),leucocyten 45,3 /nl (4,5-11 
/nl),erytrocyten 3,5 /pl (4,5-5,9 /pl),haemoglobin 9,6g/dl (14-18 
g/dl),haematocrit 29.9 % (40-54 %),MCH 27.4 pg (28-33 
pg)Concomitant diseases?:Vitiligo since2005, Hypertension since 
2003, Muscel filiae  left  lower leg,Hernia since 2005. Patient died 
on 12.11.2011 

86 2011-11-04 Unknown Hospitalization No 252 2011-08-12 2011-09-29 CT Scan was performed on 04.11.2011, week 12 and a duodenal 
perforation was diagnosed due to progress of duodenal 
metastases. Patient was hospitalized in another hospital near 
home. Last does of ipilimumab was on 29.09.2011. Fourth infusion 
of ipilimumab was not given due to elevated blood values 

87 2011-09-11 Exitus Death No 174 2011-07-21 2011-08-11   
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88 2011-11-07 Recovered Hospitalization No 315 2011-08-30 2011-11-02 Epileptic seizure on 7.11.2011, emergency treatment with 7,5 mg 
Diazepam and 12 mg Tavor. Hosopitalisation. CT- Imaging: signs 
of fresh intracranial bleeding or fresh cranial infarction. Recidiv of 
the brain metastase not excludable. This SAE was not associated 
with the study medication. After review all facts we decided that the 
fresh intracranial bleeding is not a side affect of the study 
medication. So there was no action with the study medication. 

89 2011-11-11 Recovered Hospitalization Likely 225 2011-05-26 2011-07-28 Hospitalization on 11. Nov 2011, continious diarrhoe, but now more 
frequentlythe Patient got 4 treatments with ipilimumab- first was on 
26.05.2011-- last was 28.07.2011 Lab Ranges: Natrium 139 mmol/l 
(130-145 mmol/l), Kalium 4,6 mmol/l (3,5-5,0), Creatinin 0,84 md/dl 
(0,3-1,3), BUN 46 mg (0-50), uric acid 4,6 mg/dl (0-6,0), Fe 19 
µg/dl (70-130) GGT 28 U/l (0-38), GPT 22 U/l (0-34), GOT 18 U/l 
(0-31), LDH 288 U/l (0-248), CRP 0,9 mg/dl (0-0,5), TSH 0,24 mU/l 
(0,27-4,20), S100 0,76 µg/l (0-0,2) Leucocytes 22,0 /nl (4,5-11), 
Ery 4,18 /pl (4,1-5,1), Hb 11,9 g/dl (12,0-16,0), Hkt 36,3% (37-47), 
Platlets 335 /nl (150-400), Lymphocytes 2,5% (25-40), Neutro 
94,7% (42-71) Novalgin 3x30°, Concor 5mg 1/4-0-1/4, L-Thyroxin 
50mg 2-0-0, Cipralex 10mg 0-0-0-1, Pantozol 40mg 0-0-0, Decortin 
H 40mg 1-0-0, Mono Embolex 3000 iE once a day, Vomex 
12.11.11 and 15.11.11 iV, Ringer Fluid 500ml 11.11.11-16.11.11 
Treatments: Coloscopy, no inflamations. CT thorax, CT abdomen 
and CT head; progressive desease 

92 2011-11-09 Recovered Hospitalization , 
Important medical 
event 

Likely 236 2011-07-07 2011-08-24 Patient was hospitalized from 11 NOV2011 to 13 NOV 2011 due to 
colitis, patient was treated with fortecortin (stoss therapy 100 mg 
Fortecortin intravenoesly from 10 Nov to 12 Nov 2011). On 13 Nov 
2011 patient was discharged from the hospital widely free of 
complaints. 

93 2011-11-11 Recovered Hospitalization Not probable 316 2011-07-13 2011-09-15 patient was hospitalized due to general disorder CT Thorax was 
performed, the clinical finding was pulmonary embolism. Cause 
TVT left lower leg. Patient was treated with Heparin further a renal 
failure was diagnosed cause unknown, pain in lower abdomen, an 
ultrasound was performed result: Kidney stones; creatinine value 
3.57 mg/dl (normal 0.66 - 1.09) on 28 NOV 2011; on 06 DEC 2011 
creatinine value was 1.60 mg/dl. Patient was treated with Lasix i.V. 
and a DJ urinary catheter was implantated. 
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94 2011-11-07 Exitus Death No 211 2011-07-06 2011-09-09 Patients relatives informed us about patients death weight 70.0 kg 
from 20Sep2011; later no weight 

95 2011-11-24 Unknown Hospitalization Not probable 182,5 2011-06-27 2011-08-11 Patient received 3 doses of Ipilimumab from 6/2011 to 8/2011.The 
following examinations were conducted between 24.11. 2011 and 
02.12.2011: CT BWS/ LWS/ cranium; MRI LWS/ cranium; 
cerebrospinal puncture. The findings of the investigations are no 
evidence of osteoplastic, osteolytic bone lesions. Disc prolaps in 
segment L4/5 and L5/S1. (CT BWS/ LWS). No evidence of a 
intracerebral mass (CT cranium). Chondrose LWK 4/5 and LWK 
5/S1.  Restriction of the L5-radix both recessal (MRI LWS). Liquor 
cytology: Evidence of malignat cells, explicit positivity for S100. 
Treatment of polyneuropathia: 64 mg Urbason o.a.d.; reduction 
took place in dependence of lab parameters. Initially the patient 
was on the road to recovery. But then the general state worsened, 
the pain of the patient were mitigated with opiate. Finally the 
patient died on 16-Dec-2011 on 10:05 a.m. 

96 2011-11-24 Recovered Hospitalization Not probable 228 2011-07-04 2011-09-05 Caused to further tumor progression surgical reduction of tumor 
mass was necessary. Pat. was hospitalized for 4 days. Doctor´s 
letter is outstanding. Report of operation procedure described 
reduction of tumor mass. Plastic reconstruction with pectoralis flap 
was done. Histological report outstanding. Further concomittant 
medication with novalgin 1000mg i.v. on the 25.11.2011 for pain 
prophylaxis. Causality not probable. E 156 500ml i.v. on the 
25.11.2011 for volumne substitution. Causality not probable. 
Premedication with Dormicum 7,5mg on the 24.11.11. On the 
25.11.11 Dormicum 7,5mg i.m. and Atropin 0,75mg i.m. as 
premedication.Patient has reseived 4 Cycles Ipilimumab. 
24.11.2011 Antibiosetherapy Cefuroxim 2x750 mg per day 
intravenous and Clont 2x500 mg per day until 28.11.2011. 
Furthermore received the patient Clexane 40 1x per dailyas 
Antiththrombosisprophylaxis subcutan from 24.11.2011 until 
28.11.2011. 

99 2011-12-01 Recovered Hospitalization No 192 2011-11-29 2011-11-29 Anaemia of unknown origin. Due to anaemia was coloscopy 
performed. Diagnose: colitis She became 11 erythrocytes-
concentrates. On 21.12.2011 the patient was released hospital 
completely recovered. Dosage of concomitant medication 
unknown. 
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100 2011-08-04 Recovered Hospitalization No 225 2011-08-08 2011-08-08 before the patient get the first dose day 1 of the first cycle study 
medication the patient was hospitalized due to nausea ctc grade III. 
After application of concomitant medication with metoclopramid the 
nausea get better so the patient get the first and the last dose of 
the study medication of the first cycle on 08th august 2011. Last 
known weight data from 14.7.2011. 

101 2011-07-20 Exitus Death No 201 2011-05-27 2011-06-17 No information availble 

103 2011-06-30 Exitus Death No 210 2011-05-31 2011-05-31 Patient get one Cycle IPI.  About conditions no further information 
available. Death date we get due to telefon call with family doctor 

104 2011-11-07 Exitus Death No 288 2011-07-07 2011-09-23 patient died at home about further conditions we get no 
informations. Phone call with Patients wife. Patient received 3 
Cycles IPI 

107 2011-09-11 Exitus Death No 338 2011-06-08 2011-07-22 Patient was treated with 3 cycles Ipilimumab. Patient died of cause 
his tumor disease. The weight 112.0 kg is from 09Aug2011, there 
is no weight later 

108 2011-07-06 Exitus Death No 195 2011-06-23 2011-06-23   

109 2011-09-24 Exitus Death No 225 2011-06-28 2011-08-31 Patient died in clinic due to progress. Other information are 
reported at SAE transaminase increased. No more information 
available 

110 2011-10-07 Exitus Death No 162 2011-07-19 2011-09-02 Patient was in hospital because of acute occlusion of left branch of 
the aortobifemoral bypass on 16.09.2011 (see other SAE). Most 
likely due to increased heparinisation, diarrhea worsened and 
bloody stools turned up. Dosage of heparin was reduced to Arixtra 
2,5 mg s.c. daily combined with 100mg ASS daily. An emergency 
colonoscopy has been performed on 20 SEP 2011 revealing 
inflammation of colon with bleeding. Stenosis at 75cm ab ano and 
generalized massive inflammation with multiple ulcerations did not 
allow deeper examination. Stenosating colitis ulcerosa not further 
to classify with macroscopic signs of intensive inflammation has 
been diagnosed. Gastroscopy has been performed, too, showing 
thrush esophagitis mit many patches and diffuse lesions in the 
whole esophageal mucosa, several frehsly epitheliased and flat 
erosions up to 3mm scattered in the whole stomach, no signs of 
bleeding, erosions with decreased activity according to previous 
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examination at the beginning of SEP 2011. 1 fibrinated erosion in 
proximal bulb and to the anterior wall up to 5mm easily vulnerable. 
Thrush esophagitis and erosive gastritis and bulbitis have been 
diagnosed without signs of bleeding.  The patient was still on 
Prednisolon 150 mg daily. Therapy was extended with Mesalazin, 
Lactobacillus, lopedium; Pantozol 2x 40mg daily was continued, 
metamizol 4x30gtt was added as pain relief medication. On 16.09. 
and 24.09.2011 two erythrocyte concentraes and on 16.09.2011 
one, respectively, have been administered. Peranal blood 
decreased with this medication, diarrhea continued. Transfusion of 
blood was perfomed at not known date at the moment of this 
report. Due to severe side effects of Ipilimumab, the patient has 
been transferred to university hospital on 26 SEP 2011. Here, 
sigmiodoscopy has been performed on 28.09.2011 with edematous 
sweling of the whole mucosa, on and between the pleats small 2-
4mm round ulcerations. Looked macroscopically like Crohn´s 
disease or colitis due to CMV.  Biopsies have been sent to 
pathology showing moderate chronic and active erosive 
inflammation with only little destructed architecture of crypta, 
moderate regeneratory epithel´s hyperplasia, 
immunohistochemically no signs of CMV; althogether signs of 
chronic-inflammatory bowel disease.  Prednisolon was continued 
with 150mg initially, but decreased to 60 mg orally at 27 SEP 2011. 
The ward has been informed many times via telephoe and fax 
about the algorithm and how to treat this AE caused by ipilimumab 
and have been advised to give prednisolon i.v. instead of orally and 
to add infliximab. For details about the given medication please see 
end of this passage and section with concomitant medication. 
Transfer to our ward has been disliked from colleagues of internal 
ward.  On 29 SEP 2011 ultrasound revealed masssive enlarged 
loops of the small bowel, gall bladder with sludge, inhomogeneous 
liver, echogeneous right kidney and congestion of urine II°.  
Diarrhea improved slowly, especially frequency of stools 
decreased, but started to indcrease again from 7 OCT 2011 
ongoing. As far as to find out from the doctors at the responsible 
internal ward, general condition was good on 30 SEPT 2011 
except of weakness. Due to ongoing diarrrhea infliximab was 
administered at 7 OCT 2011. As we were informed from the 
responsible internal ward, the the patient developped paresis of the 
legs in the following days. A 7 OCT 2011 a bone marrow biopsy 
has been performed confirming pancytopenia (for details see 
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section with lab results). Due to pancytopenia on 11 OCT 2011 
Neupogen (Filgrastim) 48 IE have ben administered and the patient 
has received concentrates of platetes (2 packets on 12 OCT 2011) 
and erythrocytes (2 packets on 8 OCT 2011 and 1 on 12 OCT 
2011 respectively). In the morning of 12 OCT 2011 the patient 
vomited and was not responsive for a short moment with 
worsening of conscoiusness. After a short interval of improved 
condition the patient was no more responsive and died around 9 
am at 12 OCT 2011. The cause of death is suspected to be 
respiratory insufficiency due to cerebral hemorrhage due to 
pancytopenia. As no sectio has been performed, no more 
information abaout the actual cause of death can be given. 
Ipilimumab was last administered on 2 SEP 2011 with 162 mg and 
is most likely the causative drug for diarrhea and colitis.  
Medication: Prednisolon 150 mg per os 14.9.-27.9.2011, 
Prednisolon 60 mg per os 27-.29.9.2011, Prednisolon 150 mg i. v. 
30.9.2011.-11-10.2011. Mesalazin 3x500mg daily p. o. 20.9.2011-
11.10.2011, Mesalazin Klysma 1g 3x tgl. 20.9.-26.09.2011. 
Pantoprazol 40 mg 2x daily p.o. 11.9. -30.9.2011, Pantoprazol 40 
mg p.o. 30.9.2011 and 40 mg i.v. 6-11 OCT 2011. From 30.9. till 4 
OCT 2011 Metronidazol (Clont) 500 mg 2x daily per os and 
Ciprofloxacin once daily 500 mg per os, 6-11 OCT 2011 
Ciprofloxacin 400 mg i.v. QD and Fluconazol 200 mg i.v. QD. 
Clindamycin 300 mg 3 times daily from 4 OCT-5 OCT 2011. 
Metoclopramid 30ggt 3xtgl. before meals 28.9.2011-5 OCT 2011, 
electolyte fluid 500ml 3x daily i.v. 28.9.2011-5 OCT 2011 and 2 
times daily from 7 to 10 OCT 2011., 1 Ampulle Metoclopramid 
(MCP) and 1 Ampulle Konakion i.v. at 27.9.2011, 1 Ampulle MCP 2 
to 3 times a day 28.9.-4.10.2011. 40 mval potassium in 500ml 
electolyte fluid at 29.9.2011 and  7OCT 2011 and 10 OCT 2011 i.v. 
and 80 mval potassium in 1000ml electolyte fluid as perfusor on 6 
OCT and 10 OCT 2011, 1g Novalgin (Novaminsulfon) i.v. at 
30.9.2011. Fraxiparin 0,3 ml 26.-28.9.2011, 29.9.2011 - 4.10.2011 
2x daily Fraxiparin 0,6 ml and on 5.10.2011 the planned Arixtra 2,5 
mg s.c. was not given due to low platelets. Floxal eye drops 
(Ofloxacin) 28.9.2011-11.10.2011. Novalgin 30 gtt. 4x daily 
26.9.2011-4.10.2011, ASS 100 mg 1.7.1996-ukn 10/2011. 
Lopedium 22.09.2011-26.09.2011 when needed up to 5 tbl. per 
day. Infliximab 5 mg/kg KG (i. e. 250 mg in total) i. v. at 07 OCT 
2011. On the very ealry morning of 12 OCT 2011 500ml HAES 
(plasma expander), 500ml electrolyte fluid and 1 Ampulle 
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MCP.Neupogen (Filgrastim) and several concentrates of 
thrombocytes. Piritramid i.v. as needed from 29.9.2011 ongoing in 
dosage of 7,5 mg.  C-reactive proteine was elevated up to 203 mg/l 
(normal <5.0), cholinesterase was decreased and bilirubin was 
elevated, livere enzymes were within normal rage on arrival in 
university hospital at 26 SEP 2011. Quick test as parameter of 
clotting was decreased to 33% (70-130%) at 29 SEP 2011, varied 
up to 77% to 44% at 10.10.2011. Low platets (23x10E9/l at 
11.10.2011, 135 X10E9/l initially at 26 SEP 2011 and minimum of 7 
x10E9/l at 10.10.2011). Hemoglobin 7,7  mmol/l (normal range 7,3-
9,3) at  26.09.2011, minimum 5,0 at 7.10.2011 and 5,1 at 
11.10.2011. Leucocytes 3,5x10E9/l (4,0-9,0) at 26 SEP 2011 
decreasing to minimum of 0,5 x10E9/l at 11.10.2011. C-reactive 
proteine 203 mg/l (<5) at 26 SEP 2011, minimum of 117  at 
6.10.2011, increasing to 187 at 10.10.2011. Urea 6,9 mmol/l (2,2-
7,0) at 26 SEP 2011, maximum 10,9 at 29.09.2011, minimum 1,3 
at 9.10.2011, 2,1 at 10.10.2011. Total protein 50,6 g/l (66,0-87,0) 
and albumine 20,8 g/l (32-52) at 26.09.2011 and protein 28 and 
albumine 11,9 at 6.10.2011, repectively. ASAT 0,62 and ALAT 0,64 
µkat/l (each 0,17-0,60) and yGT 1,01 µkat/l (<0,65) at 26.09.2011, 
AP within normal range. For lab parameters see also fax to Alcedis 
from 06 OCT 2011  Blood culture 2.10.2011: Staphylococcus 
hominis and Staphylococcus saprophyticus. Microbiologic findings 
of stoool 29.09.2011 revealed no toxine, antigene or growing of 
Clostridium difficile. bone marrow biopsy 07 OCT 2011: 
Panzytopenia with normoplastic bone marrow, disturbed 
maturation of hematopoesis, slight increase of blasts, noteable 
increase of blasts, notable macrophages´ activity and toxic change. 
A myelodysplastic syndrom cannot be excluded cytologically for 
sure. Levels of vitamine  B12 or follic acid? 

111 2011-07-27 Exitus Death No 231 2011-07-08 2011-07-08 hospitalisation due to ascites, multiple punctures of ascites 
performed, discharge from hospital July 26th, 2011; patient died on 
July 27th from metastatic melanoma (information received from 
wife); therefore, patient received only 1 cycle ipilimumab; no further 
information about death available 

112 2011-07-27 Exitus Death No 250 2011-05-26 2011-06-16 pain therapie morphin, death due to progression 27.07.2011 



Clinical Study Report (Synopsis)  EudraCT-Nr. 2010-021946-22 

 

 - 88 of 99 - 15.12.2014 

Case-
ID/SAE-

ID 
Start Date Outcome Reason for SAE 

Ipilimumab- 
Causality 

Ipilimumab- 
Dosis [mg] 

Ipilimumab
- Start date 

Ipilimumab- 
Stop date 

Therapy and course of SAE 

113 2011-11-22 Recovered Hospitalization   . . .   

113 2011-11-22 Recovered Hospitalization   . . .   

115 2011-11-22 Exitus Death No 271 2011-07-14 2011-09-13 patient received 4 cycles of ipilimumab with no signs of 
immunerelated adverse events, overall dosage 1130mg. Patient 
died on 22.11.2011, we received information via newspaper, 
further informations of course are missing. 

116 2011-12-30 Recovered 
with 
sequelae 

Hospitalization Not probable 222 2011-12-16 2011-12-16 Hypertension. Therapy with Urapidil Infusion intravenous until time 
of hospitalization. New oral Medication with Doxazosin 4 mg. 

118 2012-01-08 Recovered Hospitalization No 200 2012-01-12 2012-02-09 Patient was hospitalized on 08.01.2012 due to pain of liver capsule 
in an external hospital. Planned first Ipilimumab dose for today was 
canceled. Patient was discharged on 10.01.2012 after pain was 
treated with new analgetica. First dose of ipilimumab was 
administered on 12.01.2012. 

119 2011-12-31 Exitus Death No 315 2011-08-30 2011-11-02 progression of melanoma disease 

120 2012-01-10 Unknown Hospitalization No 232,5 2011-07-05 2011-09-07 Because we first thought of liver capsul pain we gave our patient 
Fortecortin 16 mg one time on 13.01.2012, to see wether the pain 
gets better. We can´t tell about the outcome yet. To be sure its no 
gastritis or colitis he got a gastroscopy and a coloscopy and an 
ultrasoud of the abdomen. There was nothing found cousing the 
pain and no immunrelated event. Patient was hospitalized becaus 
he didn´t get an apointment for the gastroscopy, coloscopy and 
ultrasound in an outpatient doctor´s office soon. Intensity is no 
more than grade II. 
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126 2012-01-25 Unknown Hospitalization Most likely 247 2011-12-13 2012-01-05 Yesterday patient informed as per phone about diarrhea, grade 2. 
We planned a coloscopy for tomorrow. By the routine lab test for 
coloscopy, today elevated blood values were assessed. Total 
Billirubin 5.6mg/dl with grade 4, LDH 24440 U/l, GPT 200U/l, AP 
469 U/l and GOT 378 U/l. Patient was hospitalized due to suspicion 
of liver toxicities. Today we start  with a therapy of Corticosteroids 
i.v. 2mg/kg. A colitis was diagnosed and based on the liver blodd 
values a autoimmune hepatitis was not excluded. On 03.02.2012 a 
CT thorax/abdomen was performed and a rapid progression of 
disease was diagnosed and the CT scan showed a compression of 
vena cava inferior and a hepatomegaly. No confirmation of 
autoimmunhepatitis. Colitis was not serious. 

128 2012-01-24 Recovered Hospitalization Not probable 267 2011-12-28 2012-01-18 Therapy for SAE was an bipolar Electrocoagulation and Rapid 
Rhino tamponade. The Bleeding was stopped on 25.01.12.Patient 
has received 2 application of ipilimumab ( week1 and 4) Than was 
therapy stopped due to worsening of general Health condition (on 
2FEB 2012,decision of PI) 

129 2012-01-25 Recovered Hospitalization No 200 2012-01-12 2012-02-09 Patient was hospitalized on 26.01.2012 due to pain of liver capsule 
and nausea in an external hospital. A symotmatical therapy with 
parenteral antiemetic medikation was given and the nausea was 
getting better. For liver capsule the analgesic therapy was changed 
with Hydromorphon. 

131 2011-12-22 Recovered Hospitalization Possible 198 2011-08-16 2011-10-28 Patient was hospitalization in Rumania and treated with steroiden. 
We haven't more information at time. Patient received 4 
Ipilimumab. 17.11.11 Weight: 66 kg- Weight during this event 
unknown. 

132 2012-02-06 Exitus Death No 247 2011-12-13 2012-01-05 On 06.02.2012 patient died. Cause of death is progression of 
disease 

133 2012-02-06 Recovered Hospitalization No 200 2012-01-12 2012-02-09 Patient was hospitalized on 06.02.2012 due to nausea with 
vomiting. A symptomatical amtiemetic therapy was given and the 
nausea was getting better. 
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135 2012-02-10 Unknown Hospitalization No 192 2012-01-12 2012-02-09 Patient was hospitalized on 10.02.2012 due to pain with liver 
capsule and nausea with vomiting in an external hospital. Pain of 
liver capsule was a symptom of progression of disease. A CT was 
performed in the external hospital and a rapid progression was 
diagnosed. Patient was moved in the palliative care in the external 
hospital and no further therapy was performed. No AEs were 
observed related to study drug Ipilimumab. Patient died on 
05/03/2012 due to progression of disease. 

136 2012-02-16 Recovered 
with 
sequelae 

Hospitalization Possible 219 2011-12-21 2012-02-02 Admission of the Patient in hospital because of reduced general 
condition- Organic brain syndrome , Infection ( not serious),   
Patient had 3 Cycles Ipilimumab, last dose was administered on 
02.02.2012. Patient was treated in another hospital, therefore we 
have no further information at this timepoint. 

137 2012-01-04 Recovered Hospitalization Most likely 270 2011-11-14 2011-12-15 hospitalization due to recurrent diarrhea on 04 Jan 2012. Patient 
had 2 cycles of Ipilimumab, the last one on 05Dec2011. On bad 
days diarrhea 10 times per day. Coloscopy was done and a 
pancolitits with mutliple erosions was found. Infection prophylaxis 
with cefuroxim was started for two weeks. Therapy with Urbason 
was started. Quickly fecal frequence reduced to 3 to 5 times per 
day. On 30Jan2012 frequency was between 2 and 4 defactions per 
day. 

138 2011-09-22 Unknown Hospitalization No 186,6 2011-07-13 2011-09-14 hospitalization from 22.9.2011-27.09.2011 Patient was discharged 
on 27.09.2011 and died at home on the same day 27.09.2011 
Patient had many livermetastasis and due to this a big liver 

141 2011-09-27 Exitus Death No 186,6 2011-07-13 2011-09-14 patient was discharged on 27.Sep 2011 and died on the same day 
at home. 

142 2012-02-20 Exitus Death , 
Prolongation of 
hospitalization 

No 192 2012-01-12 2012-02-09 A CT was performed in the external hospital and a rapid 
progression was diagnosed. Patient was moved in the palliative 
care in the external hospital and no further therapy was performed. 
No AEs were observed related to study drug Ipilimumab. Patient 
died on 05/03/2012 due to progression of disease. 
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143 2011-08-08 Exitus Death , 
Hospitalization 

  . . . On 08AUG2011, the patient was hospitalized due to acute 
worsening of his general state. This included a bronchopulmonary 
infection, fever, dehydratation, tumor related anemia and pleural 
effusion caused by pulmonary metastases. Symptomatic therapy 
with two red blood cell concentrates, electrolyte and volume 
substitution did not improve his situation (exact information about 
the given medication is not available, nor any laboratory values). 
After some days of worsening state of health, the patient died on 
12AUG2011 of the effects of the progression of the malignant 
melanoma 

144 2012-03-23 Unknown Hospitalization Possible 210 2012-02-09 2012-03-01 Patient was admitted for the third cycles of Ipilimumab. Ad 
admission pat. was in reduced status and complaint since eight 
days fatigue , loss of appetite and ( intermittend) vomiting. 
Diarrhoea and hematemesis was not reported.Therapy based on 
nausea displaced / discontinued. prolonged hospitalization. Pat. 
received supportive therapy with antiemetics (Vomex®) and fluids 
intravenous. 

145 2012-03-24 Exitus Death Not probable 210 2012-02-09 2012-03-01 The patient was scheduled as inpatient on the 21/Mar/12 for a 
further Ipilimumab –infusion. Because of nausea and vomiting the 
infusion was displaced. A colitis was ruled out by sonography. 
During the inpatient course the patient deteriorated, suffered from 
an seizure attack ( first time)and lost conciseness in the night to the 
24.Mar 2012. The patient died on the 24/ Mar/ 12. A causality to 
the study medication is possible and not to exclude. The seizure 
was not serious. 

146 2012-02-02 Unknown Hospitalization No 267 2011-12-28 2012-01-18 State of health was so bad,no therapy was given 

147 2012-02-19 Exitus Death No 267 2011-12-28 2012-01-18 Patient has got received only 2 events of ipilimumab, week 1 and 
4.The General Health conition was worsening in short time.Patient 
died on tumour progression at home on 19.02.2012 
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148 2012-03-26 Recovered Hospitalization Most likely 210 2012-02-09 2012-03-22 4 days after the 3. application of ipilimumab onset of diarrhoe and 
abdominal cramps. Persistence of diarrhoe 5-7 times / day despite 
75 mg prednisolon / day p.o.Pat. has been hospitalised since 
05.04.2012, received 140 mg Prednisolut i.v. ongoing. Since 
10.04.2012 also received Ciprofloxacin 200 mg i.v. ongoing. 
Examinations: Sonography, stool pathogenic germs ( no diagnostic 
finding), when indicated endoscopy. 05.04.2012 CRP ( norm. <5) 
30,62 mg/l; 10.04.2012: 58,87 mg/l. At 12.04.2012 the pat. was 
transferred to the Gastro-Enterology Department for further 
diagnostic. CRP at the 11.04.2012: 90,26 mg/l (<5 mg/L). 
27.04.2012 demission from thr clinic. CRP (25.04.): 4,79 mg/dl. 
The dosage on discharge from hospital on 27.04.12 was 75 mg 
Prednisolon p.o. Gradual dosis reduction, the last dosis being on 
22.06.12 reduced to 15 mg Prednisolon p.o. Further dosis 
reductions are intended. 

150 2011-06-21 Unknown Hospitalization Likely 136,5 2011-05-23 2011-06-14 Patient is very weak, during the hospitalisation she was just getting 
some fluids, no erythrocytes were given. Patient recieved two 
ipilimumab infusions(23May2011 and14Jun)2011. Pateint died on 
09Jul2011 

151 2012-03-16 Exitus Death Possible 219 2011-12-21 2012-02-02 Patient received three doses of ipilimumab. The last administration 
was on 02.Feb.2012.  The patient was from 16/ Feb/ 2012 – 05/ 
mar/ 2012 in a external hospital. He was diagnosed with a 
medication induced psychosyndrom due to Ipilimumab. A 
hypophysitis and colitis was ruled out, furthermore pleural infusion 
and diffuse metastasis of the liver were diagnosed (by sonography 
only, therefore a comparison with the last staging CT in our 
institution was not possible). In the absence of cerebral metastasis, 
the psychosyndrom is most likely due to the medication. 

152 2011-08-28 Recovered Important medical 
event 

Most likely 255 2011-07-12 2011-08-26 Patient had diarrhea since 28Aug11: 3-4 times per night;2-3 times 
per day. Immodium acut intake since 29Aug11: 2 Tabletts three 
times per day; since 01Sep11 after each diarrhea. Increase of 
diarrhea up to 10 times per day till 05Sep11 despite of loperamid 
intake. Prednisolon 50 mg intake since 05Sep11; notably 
improvement of diarrhea within three days, from 12Sep11 normal 
stool. Therefore at 14Sep11 patient got Ipilimumab therapy again. 



Clinical Study Report (Synopsis)  EudraCT-Nr. 2010-021946-22 

 

 - 93 of 99 - 15.12.2014 

Case-
ID/SAE-

ID 
Start Date Outcome Reason for SAE 

Ipilimumab- 
Causality 

Ipilimumab- 
Dosis [mg] 

Ipilimumab
- Start date 

Ipilimumab- 
Stop date 

Therapy and course of SAE 

153 2011-09-15 Recovered Important medical 
event 

Most likely 255 2011-07-12 2011-09-14 Due to recovering from diarrhea patient was treated again on 
14.09.2011 (4th treatment). Patient developed diarrhea again, 3-10 
times a day, start date 15.09.12.  Treatment with Prednisolon 50 
mg/d and Loperamid  2 tablets 3 times a day was given. 
microbiological examination of the stool was normal. Coloscopy 
from 29.09.11 was normal, but histological biopsies showed mild to 
moderate chronic and mild floride ileitis and colitis 
immunhistochemical analyses showed a collagen colitis 
(autoimmun colitis). Treatment with prednisolon was started with 
50 mg /day and stepwise reduced to 1 mg, last intake 30.10.2011 

154 2012-01-09 Unknown Hospitalization No 270 2011-12-16 2011-12-16 Pat. got only one dose of Ipilimumab 

156 2012-01-28 Exitus Death No 270 2011-12-16 2011-12-16 The course of Ipilimumab was stopped after one dose because of 
progression in the liver, saved by imaging. This ceasing of 
treatment was followed by another trial of chemotherapy in hospital 
without success. 

158 2011-11-09 Exitus Death No 297 2011-07-04 2011-09-06 death due to sepsis after inflammation of the left leg.Pat. received 
4 infusion ipilimumap. 
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159 2012-05-29 Recovered Hospitalization Possible 174 2012-04-04 2012-05-16 Pat. was hospitalized due to hepatic pain. Suspicion of aszites. Will 
we examined with abdominal sonography. Date of sonography at 
the moment unknown. Abdominal sonography 30/5/12 revealed 
ascites and liver augmentation due to metastasis. Ascites 
punctation was clear and with no detection of malignant cells. 
Albumin was disubstituted 50ml i.v.postpunctation, Fresurbin 
substitution was then started oraly (4.6.12 200ml (1-0-1))Due to 
pain the patient receaved Durogesic pad since 31/5/12 12µg/h and 
Lyrica once 25mg on the 31/5/12. Durogesic pad was stopped on 
3/6/12.Espumisan Kapsules were started oraly on the evening of 
the 31/5/12 (2-2-2) due to meteorismus.Laboratory results showed 
Bilirubin 99.3µmol/l (>5ULN).Intravenous corticosteroid therapy 
was started with 2mg kg/KG. Liver enzymes and bilirubin were 
monitored daily and showed stable results. The patient developed 
a maculopapulous rash on the upper arms and gluteal on the 
7.6.12 which showed improvment under therapy with local 
corticosteroids (Advantan milk twice daily) and one Fenistil Drg. 
when needed (was applied once on the 11/6) Zopiclon 7,5mg (1/2-
0-0) was started on the 3/6/12 due to anxiety disorder. A control 
abdominal sonography was performed on 08.06.2012 showing a 
nearly identical result like on the 30/5/12. The patient was 
dismissed due to stable desease and her desire after informed 
consent. Liver parameters are closely monitored. A Staging via CT 
scan is planned for the 21/6/12. 

160 2011-08-06 Exitus Death No 360 2011-07-22 2011-07-22 Patient had multiple metastases (cerebral, peritoneal, stomach, 
pancreas, liver, small intestine and peritoneal). The disease 
worsen after first dose ipilimumab and the patient got palliativ care. 

161 2012-05-30 Recovered Hospitalization No 177 2012-03-01 2012-05-03 On 30/MAY/2012 a CT scan was performed at week 12 as per 
protocol after patient received all 4 infusions of Ipilimumab On the 
CT scan a thrombosis of portal vein was diagnosed.Patient was 
hospitalized due to thrombosis portal vein right.Anticoagulation with 
Clexane was assessed on 30/MAY/2012. Patient released on 
06.06.2012 completely recovered. 

162 2012-06-04 Recovered 
with 
sequelae 

Hospitalization No 219 2012-05-07 2012-05-30 Patient was hospitalisated due to pneumonia from 06.06.-
12.06.12,received Cefuroxim 500mg b.i.d intravenous. 
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163 2012-06-20 Exitus Death No 231 2012-05-07 2012-05-30 Progress with symptoms of dyspnea,kidney failure and increase 
CRP.Suspicion of sepsis was not confirmed,due to autopsy is the 
diagnosis progression (metastasis in liver lobe),  no sign of 
cardiovasculear event,no sign of Immunhepatitis 

163 2012-06-20 Exitus Death No 231 2012-05-07 2012-05-30 Progress with symptoms of dyspnea,kidney failure and increase 
CRP.Suspicion of sepsis was not confirmed,due to autopsy is the 
diagnosis progression (metastasis in liver lobe),  no sign of 
cardiovasculear event,no sign of Immunhepatitis 

164 2012-07-10 Recovered Hospitalization No 192 2012-05-15 2012-07-24 Patient was hospitalized with abdominal pain on 10.07.2012. CT-
Abdomen was performed. Signs of slow progression in liver and 
pankreas. Third infusions were given of Ipilimumab. After 
discussions with investigator fourth infusion was given on 24.Juli 
2012. 

166 2012-07-16 Unknown Hospitalization No 255 2012-06-28 2012-06-28 On 28.06.2012 the therapy with thte CTLA-4 antibody (Ipilimumab) 
within the study protocol DeCOG-MM-PAL11 was initiated.On 
16.07.2012 the patient was hospitalized in an external hospital in 
Trier due to deterioration of general condition as well as right and 
adominal pain. Clinically an icterus was diagnosed, serologically 
the liver function readings were elevated which seems to be a 
progress of the liver metastases. The patient died on 22.07.2012 
due to hepatic failure in the palliative care unit. No steroids were 
given, No Autoimmunehepatitis. Liver failure was based on liver 
metastases.No treatment was given for liver failure. Only palliative 
care by progression of disease. 

167 2012-07-17 Unknown Hospitalization No 225 2012-05-15 2012-06-27 at the moment only diagnostic procedures. Pat passed away on 
22Jul2012 due to massive disease progression 
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168 2012-07-18 Recovered Hospitalization Likely 237 2012-06-08 2012-06-28 Patient had 2 dosis of ipilimumab, 3rd dosis was not given on 19th 
July due to weakeness and increased liver enzymes (GGT  620 
U/L; ASAT 490 U/L; ALAT 516 U/L; AP 285 U/L on 18thJuly2012). 
Hepatotoxicity therapeutic intervention  following clinical protocol 
ongoing. Due to the liver enzyme increase ipilimumab was not 
given. Diagnosis of autoimmune hepatitis was initiated, as well as 
the clarification of the raised TSH values&#8203;&#8203;. No 
evidence of endocrine by ipilimumab. Thyroxine increased to 
100&#956;g Oral therapy with methylprednisolone: 160 mg: 18 July 
to 25 July, 130 mg: 26 July to 28 July, 100 mg: 29 July to 31 July 
and from 1 August 80 mg Check of liver enzymes tests weekly, 
depending on the findings, further reduction of methylprednisolone 
The patient is discharged from hospital 

169 2012-07-22 Exitus Death No 225 2012-05-16 2012-06-27 death due to massive disease progression 

170 2012-07-22 Exitus Death No 255 2012-06-28 2012-06-28 Patient died on 22.Juli 2012 because of progression of disease. 
Today we have no more information. 

171 2012-08-09 Unknown Hospitalization Likely 279 2012-05-31 2012-08-02 Patient was hospitalized due to Diarrhea grade II.Prednisolon 2 
mg/kg was given. At 16.08.2012 Diarrhoe are increased, so it was 
grade III from 16.08.-21.08.2012. At 24.08.2012 patient had 
Diarrhoe grade I-II, so Prednisolon was slowly reduced from 
31.08.2012. After reduction of Prednisolon of 30 mg/day diarrhoe 
recurrent. On 06.10.2012 patient died. 

172 2012-08-23 Unknown Important medical 
event 

No 175 2012-08-23 2012-08-23 due to drop of temperature administered medication was not 
correct stored. Drop of temperature minus 1.4 C for 2:50 hours. 
application of Ipi was dated 23/AUG/2012 

173 2012-08-29 Unknown Hospitalization Possible 175 2012-08-23 2012-08-23 Pat. hospitalised since 29AUG2012, immediate therapie: Urbason 
2mg/kg i.v. (hospital Darmstadt); on 02SEP2012 pat. has been 
mislaid respiratory an cardial unstable to hospital Heidelberg. 
Acute care with intubation and ventilation and placement of 
katheter and arterial needle. By liver failure lab ranges acute 
increased. 02.09.2012: AST 4392 U/l (normal - 35 U/l); ALT 1614 
U/l (normal - 35 U/l); GGT 250 U/l (normal - 40 U/l); LDH 7537 U/l 
(normal -248 U/l) 

175 2012-09-02 Exitus Death No 175 2012-08-23 2012-08-23 multiorgane disorder due to progress 

176 2012-09-08 Exitus Death No 186 2012-07-27 2012-08-21 Patient died on 08.09.2012 because of progression of disease. 
Today we have no more information. 
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177 2012-09-10 Exitus Death , 
Hospitalization 

No 135 2012-07-30 2012-08-17 Patient was hospitalizated due to Disease progression.Patient had 
also dyspnea.Dyspnea was not serious. 

178 2012-08-27 Recovered Hospitalization Not probable 231 2012-08-20 2012-08-20 Because of constipation, nausea and vomiting the patient was in 
hospital.We`ve done a CT scan of the abdomen and an ultrasonics 
of ethe abdomen. We`ve seen no ileus but constipation. Therefore 
the patient got Laxoberal, Vomex and Metoclopramid 
drops.Inductionstherapy 03.06.2011-05.08.2011/ 1.Re-
Inductionstherapy 18.11.2011-19.01.2012/ 2.Re-Inductionstherapy 
20.08.2012(first dose) 

179 2012-09-16 Recovered Hospitalization Most likely 213 2012-08-22 2012-09-12 current treatment is 2mg Prednisolon/kg intravenous,1000ml NaCL 
0,9%,Loperamid 4mg was given after each diarrhea,2mg 
prednisolone i.v.was given for 5 days daily.There was no infectious 
etiology. Stool examination was done.The results will be provided 
later.Patient had no ahistory of GI disorder,no GI metastasis(out of 
liver metastasis),and no GI surgery ,but a Lactose 
intolerance,diarrhea stopped on 09.11.2011 

180 2012-06-20 Exitus Death No 174 2012-03-01 2012-05-03 Patient died on 20.06.2012 because of progression of disease. 

182 2012-09-23 Exitus Death No 207 2012-06-26 2012-08-30 Patient died on 23.09.2012 because of progression of disease. 

183 2012-09-21 Recovered Hospitalization Not probable 228 2012-09-10 2012-09-10 Hospitalization on 21.09.2012 because of tumor pain. In a CT-scan 
we`ve seen a fracture of a clavicula right side. Therefore the 
patient got  bandage and a new medication against tumor pain: 
Novalgin 40 drops 4 times a day, Targin 20/10 mg 3 times a da 
(since 21.09.2012). Moreover she got obstinol once a day against 
the obstipation.Inductiontherapy:03.06.2011-05.08.2011; 1.Re-
Inductionstherapy: 18.11.2011-19.01.2011; 2. Re-
Inductionstherapy: 20.08.2012-22.10.2012 

184 2012-10-10 Unknown Hospitalization Likely 207 2012-08-17 2012-09-27 corticoides, more information not available at the moment Pastient 
died 06.05.2013. Stop date unknown 

186 2011-08-07 Exitus Death No 240 2011-07-29 2011-07-29 Patient died at home. 
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187 2012-07-20 Exitus Death No 340,05 2012-04-18 2012-06-20 further information following worsening of general condition with 
increased CRP 77mg/dl and Quick 12% blood values; new 
bronchial metastases. Despite several and combined antibiotic 
Therapies (Tacobac, Sobelin and Unacid) CRP value still 
increased which results in an acute sepsis and renal failure. Weight 
is from 30JUN2012 

188 2012-10-15 Recovered Hospitalization Likely 216 2012-07-20 2012-09-21 admission of the patient in reduced status with diarrhea. Coloscopy 
was performed and the colitis treated with prednisolon. Start with 
60 mg. 

189 2011-11-06 Recovered Important medical 
event 

Most likely 185 2011-10-14 2011-11-03 Patient had 2 cycles of Ipilimumab, the last one on 03NOV2011. 
On bad days diarrhea 10 times per day. Due to good response on 
Imodium no steroids given (Diaerrhea grade 3 due to multiplicity of 
stools, stool without blood, non-aqueous) 

190 2011-12-16 Recovered Important medical 
event 

Most likely 207 2011-10-14 2011-12-15 Patient had 4 cycles of Ipilimumab, the last one on 15Dec2011. 
Diarrhea 10 times per day.Due to good response on Imodium no 
steroids given (Diaerrhea grade 3 due to multiplicity of stools, stool 
without blood, non-aqueous) 

191 2011-11-24 Recovered Important medical 
event 

Most likely 216 2011-11-24 2011-11-24 Patient had 3 cycles of Ipilimumab, the last one on 24NOV2011. 
On bad days diarrhea 8 times per day.Due to good response on 
Imodium no steroids given (Diaerrhea grade 3 due to multiplicity of 
stools, stool without blood, non-aqueous) 

192 2012-07-11 Unknown Hospitalization , 
Important medical 
event 

Not probable 207 2012-06-03 2012-06-28 motoric weaknessx one sided since 06.07.2011 interfering with 
ability to walk. Hospitalisation on 11.07.2011for new staging 

193 2013-01-10 Recovered Hospitalization Most likely 216 2012-07-20 2012-09-21 admission of patient in Helios Kliniken Erfurt because of ongoing 
diarhea since 7 days, to ten times per night.Coloskopie of 14. 
Jan.2013: moderately severe erosive colitis soonest , 
medicamentous,  immunological provided colitis. No proof of 
malignancy. 
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194 2012-10-06 Exitus Death No 279 2012-05-31 2012-08-02 Patient died on 06.10.2012 because of progression of disease. 

195 2011-10-03 Exitus Death No 297 2011-07-26 2011-08-24 no therapy, no autopsy 

196 2011-09-24 Exitus Death , 
Hospitalization , 
Cancer 

No 198 2011-08-08 2011-09-21 patient has got last study medication on 21thSEP2011, died on 
24.09.2011 in Hospital 

197 2012-03-12 Exitus Death , Cancer No 164,4 2011-12-16 2012-02-16 not applicable 

198 2011-12-15 Recovered Hospitalization Possible 192 2011-11-29 2011-11-29 coloscopy-report from 15.12.2011: colitis was diagnosed. 

199 2011-12-25 Recovered Hospitalization Possible 192 2011-11-29 2011-11-29   

200 2012-01-31 Recovered Hospitalization No 192 2011-11-29 2011-11-29 On 31.01.2012 patient was hospitalized with anemia, no diarrhoen. 

201 2012-01-20 Recovered Hospitalization No 192 2011-11-29 2011-11-29   

202 2012-07-14 Exitus Death No 174 2012-04-04 2012-05-16   

203 2011-09-07 Unknown Hospitalization No 250 2011-05-20 2011-07-22   

204 2011-10-07 Unknown Life-threatening , 
Hospitalization 

Possible 162 2011-07-19 2011-09-02   

 


