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- Konsenzus stretnutia expertov - update managementu a
guidelines - alemtuzumab pri CLL

- Update guidelines z roku 2004 — na zaklade Sirsich
skusenosti pri lieCbe alemtuzumabom v sucasnosti



Doporucenia

1. Alemtuzumab v monoterapii — bezpecné pouzitie v 1.linii
lieCby

2. Pacienti vhodni na lieCbu alemtuzumabom — del 17p,
starSi pacienti, pacienti s refraktérnou
cytopéniou/cytopéniami autoimunneho pévodu alebo ak ide
o cytopeéniu ako désledok vyraznej infiltracie KD

3. LieCcba alemtuzumabom by mala optimalne trvat

12 tyzdnov (36 davok) s naslednym vysetreni KD za
ucelom hodnotenia lieCebnej odpovede



Doporucenia

4. PCR monitoring CMV reaktivacie - a tyzden - pocas
terapie alemtuzumabom; ak je CMV reaktivacia
symptomaticka alebo dochadza ku vzostupu kvantity
virémie, lieCba alemtuzumabom — prerusenie + nasadenie
anti-CMV terapie

5. Subkutanna aplikacia je bezpecna, management je
jednoduchy a je rovnako efektivna ako intravendzna
infuzia

6. Alemtuzumab v kombinacii a v konsolidacnej lieCbe — len
vramci kontrolovanych klinickych skusani



Doporucenia

Recommendations
Traatment duration 12 weeks
Route and dosage 5.c. 30mg tiw. after optional dose escalation

Response assessment 1. Regular dinical examination (e.g., lymphocyte count, ymph node, organomegaly, B symptoms)
2. Bone marrow biopsy at week 12
Suitable patient population 1. Elderly patients (aged =65 years)
2. Patients with 17p deletion
3. Patients with pancytopenia due to heavily infiltrated bone marrow
4, Patients with autcimmune hemolytic anemia or autoimmune thrombocytopenia

* “Prechodna ,first-dose” kozna reakcia vyskytujuca sa pri
s.c. aplikacii — prediZenie intervalu eskalacie davky na 2
tyzdne; ostatné neziaduce reakcie spojené s ,first-
dose"aplikaciou su zriedkave alebo chybaju (subfebrility)



Doporucenia

Recommendations
Traatment duration 12 weeks
Route and dosage 5.c. 30mg tiw. after optional dose escalation

Response assessment 1. Regular dinical examination (e.g., lymphocyte count, ymph node, organomegaly, B symptoms)
2. Bone marrow biopsy at week 12
Suitable patient population 1. Elderly patients (aged =65 years)
2. Patients with 17p deletion
3. Patients with pancytopenia due to heavily infiltrated bone marrow
4, Patients with autcimmune hemolytic anemia or autoimmune thrombocytopenia

*  Na zaklade tychto udajov — je doporucena — s.c. aplikacia
alemtuzumabu, ktora by mala nahradit' i.v. podanie.

- Doporuceneé davkovanie s.c. aplikacie alemtuzumabu je identické ako
prii.v. podani (30mg 3 dni v tyzdni, v celkovom pocte 36 davok v trvani
12 tyzdnov). Iny rezim davkovania sa nedoporucuije.

+ Doba do esklacie davky méze byt predlzena do 2 tyzdnov v pripade
vyskytu symptomatickej lokalnej koznej reakcie.



Doporucenia

Recommendations
Traatment duration 12 weeks
Route and dosage 5.c. 30mg tiw. after optional dose escalation

Response assessment 1. Regular dinical examination (e.g., lymphocyte count, ymph node, organomegaly, B symptoms)
2. Bone marrow biopsy at week 12
Suitable patient population 1. Elderly patients (aged =65 years)
2. Patients with 17p deletion
3. Patients with pancytopenia due to heavily infiltrated bone marrow
4, Patients with autcimmune hemolytic anemia or autoimmune thrombocytopenia

- Uroven evidencie: nerandomizované klinické skusania

*  Odkazy na literaturu:
— Hillmen P, et al. J Clin Oncol 2007; 25: 5616—-5623.
— Lundin J, et al. Blood 2002; 100: 768-773.
— Stilgenbauer S, et al. Blood 2008; 112: 127.
— Karlsson C, et al. Br 3 Haematol 2009; 144: 78-85.
— Hwang W, et al. Blood 2006; 108: 336b.
— Wierda WG, et al. Blood 2006; 108: 804a.



Doporucenia

Recommendations
Traatment duration 12 weeks
Route and dosage s.c. 30mg tiw. after optional dose escalation

Response assessment 1. Regular dinical examination (e.g., lymphocyte count, ymph node, organomegaly, B symptoms)
2. Bone marrow biopsy at week 12

Suitable patient population 1. Elderly patients (aged =65 years)

2. Patients with 17p deletion
3. Patients with pancytopenia due to heavily infiltrated bone marrow
4, Patients with autcimmune hemolytic anemia or autoimmune thrombocytopenia

« Toxicita je dblezity faktor, ktory determinuje terapeuticky plan pre
starSich pacientov s CLL. Fludarabin, ktory ma vysoky pocet lieCebnych
odpovedi, je vSak niekedy zo strany starSich pacientov horsie
tolerovany. Okrem toho v klinickej studii German CLLS fludarabin
versus chlorambucil v 1.linii u strasich pacientov nebol zaznamenany
benefit v celkovom prezivani v prospech fludarabinu.

* Na druhej strane alemtuzumab u starsich pacientov dosahuje vysoky
pocet lieCebnych odpovedi bez vyraznejSej neakceptovatelnej toxicity
(vhodny u starSich pacientov s cielom dosiahnutia remisie ochorenia
alebo u skupiny pacientov s agresivnym ochorenim).



Doporucenia

Recommendations
Traatment duration 12 weeks
Route and dosage s.c. 30mg tiw. after optional dose escalation

Response assessment 1. Regular dinical examination (e.g., lymphocyte count, ymph node, organomegaly, B symptoms)
2. Bone marrow biopsy at week 12

Suitable patient population 1. Elderly patients (aged =65 years)

2. Patients with 17p deletion
3. Patients with pancytopenia due to heavily infiltrated bone marrow
4, Patients with autcimmune hemolytic anemia or autoimmune thrombocytopenia

- Uroveri evidencie: nerandomizované klinické skusania

+ Odkazy na literaturu:
— Hillmen P, et al. 3 Clin Oncol 2007; 25: 5616—-5623.
— Lundin J, et al. Blood 2002; 100: 768—773.
— Eichhorst BF, et al. Blood 2007; 110: 194a.



Doporucenia

Recommendations
Traatment duration 12 weeks
Route and dosage s.c. 30mg tiw. after optional dose escalation

Response assessment 1. Regular dinical examination (e.g., lymphocyte count, ymph node, organomegaly, B symptoms)
2. Bone marrow biopsy at week 12

Suitable patient population 1. Elderly patients (aged =65 years)
2 Patients with 17p dalafion

3. Patients with C ia due to heavily infitrated bong marrow

4, Patients with autcimmune hemolytic anemia or autoimmune thrombocytopenia

* Neutropénia, trombocytopénia a zavislost na transfuziach,
ktoré vyplyvaju zo zavaznej infiltracie KD a/alebo
predchadzajucej lieCby mozu byt problemom pri naslednej
lieCbe cytotoxickou chemoterapiou.

+ Alemtuzumab dosahuje remisiu v KD bez vyraznejsej
hematologickej toxicity.



Doporucenia

Recommendations
Traatment duration 12 weeks
Route and dosage s.c. 30mg tiw. after optional dose escalation

Response assessment 1. Regular dinical examination (e.g., lymphocyte count, ymph node, organomegaly, B symptoms)
2. Bone marrow biopsy at week 12

Suitable patient population 1. Elderly patients (aged =65 years)
2 Patients with 17p dalafion

3. Patients with C ia due to heavily infitrated bong marrow

4, Patients with autcimmune hemolytic anemia or autoimmune thrombocytopenia

* Pre vybranu skupinu pacientov s pancytopeniou pritomnou
pred samotnou lieCbou, ktora je sp6sobena zavaznou
infiltraciou KD, m&ze byt pouzitie alemtuzumabu
zvazovaneé v 1.linii lieCby.

- Uroven evidencie: empiria



Doporucenia

Recommendations
Traatment duration 12 weeks
Route and dosage s.c. 30mg tiw. after optional dose escalation

Response assessment 1. Regular dinical examination (e.g., lymphocyte count, ymph node, organomegaly, B symptoms)
2. Bone marrow biopsy at week 12

Suitable patient population 1. Elderly patients (aged =65 years)
2. Patients with 17p deletion
4. Patients with panc ia due to heavily infitrated bone marrow

4, Patients with autcimmune hemolytic anemia or autoimmune thrombocytopenia

- Uginnost alemtuzumabu bola dokazana u refraktérnej AIHA
alTP — CLL.

- Uroven evidencie: kazuistiky, mensie skupiny pacientov



Doporucenia

Recommendations
Treatment duration 12 weeks
Route and dosage s.c. 30mg tiw. after optional dose escalation
Response assessment 1. Regular dinical examination (e.g., lymphocyte count, ymph node, organomegaly, B symptoms)

2. Bone marrow biopsy at week 12
Suitable patient population 1. Elderly patients (aged =65 years)
2. Patients with 17p deletion
4. Patients with panc ia due to heavily infitrated bone marrow

4, Patients with autcimmune hemolytic anemia or autoimmune thrombocytopenia

* Napriek tomu, ze samotny alemtuzumab mdbze spbsobit
AlIHA (podla produktovych udajov), doporucuje sa jeho
pouzitie u pacientov s AIHA a ITP, ktori neodpovedaju na
konvencnu lieCbu.

- Alemtuzumab je liekom volby pre pacientov s aktivhou
autoimunitou, ktori maju progredujucu CLL indikovanu na
lieCbu.



Doporucenia

Recommendations
Traatment duration 12 weeks
Route and dosage s.c. 30mg tiw. after optional dose escalation

Response assessment 1. Regular dinical examination (e.g., lymphocyte count, ymph node, organomegaly, B symptoms)
2. Bone marrow biopsy at week 12

Suitable patient population 1. Elderly patients (aged =65 years)
2. Patients with 17p deletion
4. Patients with panc ia due to heavily infitrated bone marrow

4, Patients with autcimmune hemolytic anemia or autoimmune thrombocytopenia

- Uroveri evidencie: nerandomizované klinické skusania

+ Odkazy na literaturu:
— Barcellini W, et al. Haematologica 2006; 91: 1689-1692.
— Karlsson C. Leukemia 2007; 21: 511-514.
— Laurenti L, et al. Leukemia 2007; 21: 1819-1821.



Management pacientov - doporucenia

Recommendations

Patient managament
Hematologic events Refer to demtuzumab prescribing information for treatment interruption and dose modification.©” Use supportive

therapy (G-CSF or iradiated blood product) when indicated
Infections Cotrimoxazole prophylaxis for P firovect pneumonia and aciclovir prophylaxis for herpes virus
CMV reactivation Clinical watch and weekly CMV test

Refar to O'Brien et &l.2® for treatment of CMV reactivation
Infusion-related avents Antinistamine and acetaminophen pramedication

Corticosteroid prophyaxis is recommended, but at week 1 only
Injection-site skin Antihistamine and acetaminophen premedication
raactions Corticosteroid prophyaxis is recommended, but at week 1 only

+ Granulocyte colony-stimulating factor (G-CSF) — podporna
lieCba sa doporucuje ANC < 0,5.10/9/1.

+ Qziarene krvné pripravky (potencialna s transfuziou
spojena graft-vs-host disease) — u pacientov so zavaznou
lymfopéniou.



Management pacientov - doporucenia

Recommendations

Fatient management
Hematologic events Refer to alemtuzumab prescribing information for treatment interuption and dose modification.®” Use supportive
therapy (G-CSF or iradiated blood product) when indicated
Infections Cotrimoxazole prophylaxis for P firovect pneumonia and aciclovir prophylaxis for herpes virus
reaciivation Clinical walch and weekly CMV Test
Refar to O'Brien et &l.2® for treatment of CMV reactivation
Infusion-related avents Antinistamine and acetaminophen pramedication
Corticosteroid prophyaxis is recommended, but at week 1 only
Injection-site skin Antihistamine and acetaminophen premedication
raactions Corticosteroid prophyaxis is recommended, but at week 1 only

+ Profylaxia cotrimoxazolom (alebo inhalaCnym pentamidinom u
pacientov, ktori su alergicki na cotrimoxazol) sa doporucuje v trvani 6
mesiacov od ukoncCenia lieCby alemtuzumabom (minimalizacia rizika
pneumocystovej pneumonie — P.jirovecii)

* Profylaxia acyclovirom sa doporucuje v trvani 6 mesiacov od ukoncenia
lieCby alemtuzumabom (minimalizacia rizika reaktivacie zavaznej
herpetickej infekcie)

- Uroven evidencie: empiricka



Management pacientov - doporucenia

Recommendations

Fatient management
Hematologic events Refer to alemtuzumab prescribing information for treatment interuption and dose modification.®” Use supportive

therapy {G DE.F or imadiated I::Im:l n’q}dmt} when nq:icata:l

_Infectinne . s e
CMV reactivation Clirical watch and weeld}r GMV teat

Refar to O'Brien et &l.2® for treatment of CMV reactivation
Infusion-related avents Antinistamine and acetaminophen premedication

Corticosteroid prophyaxis is recommended, but at week 1 only
Injection-site skin Antihistamine and acetaminophen premedication
raactions Corticosteroid prophyaxis is recommended, but at week 1 only

* Monitorig CMV reaktivacie g-PCR a tyzden — pocas lieCby
alemtuzumabom.

* Prisne klinické sledovanie event. prvych priznakov CMV
reaktivacie (subfebrility, slabost, 1 CRP)



Management pacientov - doporucenia

Recommendations

Fatient management
Hematologic events Refer to alemtuzumab prescribing information for treatment interuption and dose modification.®” Use supportive

therapy {G DE.F or imadiated I::Im:l n’q}dmt} when nq:icata:l

_Infectinne . s e
CMV reactivation Clirical watch and weeld}r GMV teat

Refar to O'Brien et &l.2® for treatment of CMV reactivation
Infusion-related avents Antinistamine and acetaminophen premedication

Corticosteroid prophyaxis is recommended, but at week 1 only
Injection-site skin Antihistamine and acetaminophen premedication
raactions Corticosteroid prophyaxis is recommended, but at week 1 only

+ Pacienti s febrilitami a negativnou CMV PCR analyzou —
vysetrenia zamerané na iné patogeny; vratane CT pluc,
bronchoskopia+BAL (Pneumocyst., adenovirusy, EBV a
iné).

- Uroven evidencie: empiricka



Management pacientov - doporucenia

Recommendations

Fatient management
Hematologic events Refer to alemtuzumab prescribing information for treatment interuption and dose modification.®” Use supportive

therapy {G DE.F or II’I‘BIEIEIEd I::Im:l n’q}dmt} when nq:icata:l
_Infectinng ot

CMV reactivation Clirical watch and weeld}r GMV teat
Refer to O'Brien et a.%® for treatment of CMV reactivation

Infusion-related avents Antinistamine and acetaminophen premedication

Corticosteroid prophyaxis is recommended, but at week 1 only
Injection-site skin Antihistamine and acetaminophen premedication
raactions Corticosteroid prophyaxis is recommended, but at week 1 only

+ Profylaxia valgancyclovirom - na zaklade rozhodnutia
lekara u pacientov so zvySenym rizikom CMV reaktivacie

* Pravidelné sledovanie pacientov — riziko myelosupresie



Management pacientov - doporucenia

Recommendations

Fatient management

Hematologic events Refer to alemtuzumab prescribing information for treatment interuption and dose modification.®” Use supportive
therapy (G-CSF or iradiated blood product) when indicated

Infections Cotrimoxazole prophylaxis for P firovect pneumonia and aciclovir prophylaxis for herpes virus

CMV reactivation Clinical watch and weekly CMV test
Refar to O'Brien et &l.2® for treatment of CMV reactivation

Infusion-related avents Antinistamine and acetaminophen premedication
Corticosteroid prophyaxis is recommended, but at week 1 only

Infeclion-sis skin Antihistamine and acefaminophen premedicalion

raactions Corticosteroid prophyaxis is recommended, but at week 1 only

+ p.o. premedikacia antihistaminikom a acetaminophenom — pred infuziou
+ Kkortikosteroidy (p.o. alebo i.v.) — tyzden 1.-2.

 triaSke — preruSenie infuzie a i.v. podanie pethidinu

- antiemetika — nauzea pri pethidine

* rash — pridanie p.o. antihistaminika a 4 hod. a p.o. kortikoidov

* U pacientov so zavaznou infusion-related toxicitou — premedikacia i.v.
HDC

+ Kkortikosteroidy by mali byt taperované ¢im skér (1-2 t)



Management pacientov - doporucenia

Recommendations

Fatient management

Hematologic events Refer to alemtuzumab prescribing information for treatment interuption and dose modification.®” Use supportive
therapy (G-CSF or iradiated blood product) when indicated

Infections Cotrimoxazole prophylaxis for P firovect pneumonia and aciclovir prophylaxis for herpes virus

CMV reactivation Clinical watch and weekly CMV test
Refar to O'Brien et &l.2® for treatment of CMV reactivation

Infusion-related avents Antinistamine and acetaminophen pramedication
Corticosteroid prophyaxis is recommended, but at week 1 only

Infeclion-sis skin Antihistamine and acefaminophen premedicalion

raactions Corticosteroid prophyaxis is recommended, but at week 1 only

* s.c. podanie alemtuzumabu — lokalna kozna reakcia (erytém a edém)

- profylaxia - identicka ako pri i.v. aplikacii



Alemtuzumab v monoterapii — bezpecné pouzitie

Alemtuzumab v kombinacii a v konsolidacnej lieCbe — len v
ramci kontrolovanych klinickych skusani

Bezpecnostny profil bol stanoveny a referovany na zaklade
mnohych klinickych skusani (o0.i. GOELAMS)



—

Dakujem za pozornost’



