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HOVONG68 CLL Protocol
Annual safety report 2008, including a summary of 2006-7
HOVON 68 had by December 31, 2008 accrued 181 of the stipulated 300 patients. Of these, 129
SAE had been reported in 73 patients. All SAE’s are listed in the enclosed xl.file HO68 SAE 2006-
2008. In the following, the SAE’s are described in tables 1-8.

Table 1: SAE’s by year, arm, grade

Year: No. SAE Arm Grade
3

Ctr.: 10 8 2
20002 22 Exp.: 13 13 0

Ctr.. 19 16 3
2007: 57 Exp.: 38 34 2

Ctr.: 17 13 4
2008: 49 Exp. 32 30 2
Total: 129 129 114 15

Table 1 lists the SAE’s by year, treatment arm and grade. The experimental arm generated 64% of
all SAE’s. The severity is well balanced between the two arms.

Table 2: SAE’s by year, arm, cycle

Year: No SAE Arm Time in cycle
Early* Late*

Ctr.: 10 8 2
2006: 23 Exp.. 13 11 2
Ctr: 19 13 6
2007: 57 Exp. 38 20 18
Ctr: 17 13 4
2008: 49 Exp.: 32 11 21
Total: 129 Total:129 76 53

*Early = cycle 1-4, Late = cycle 5-6-off

Table 2 lists SAE’s by time in treatment. There are more SAE’s late during the treatment in the
experimental arm than in the control arm (P= 0.045), more pronounced in 2007 and 2008 (figures
in red), owing to the fact that the the study had just started in 2006.
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Table 3: SAE’s by year, arm, CTC AE category and grade

Year Arm CTC AE Category Grade

2
°

w
N

Blood/Bone marrow
Ctr.: 10 Infection
Syndrome: Tumor lysis

CLL
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2006: 23 Blood/Bone marrow:
Gl/hepatobiliary
Exp.: 13 Infection:
Neurologic (cerebral emboli)
Syndrome: Flu-like
Vascular (DVT)

Allergy

Blood/Bone marrow
Ctr.: 19 CLL
Infection
Syndrome: Flu-like
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2007: 57 Gl
Infection
Exp.: 38 Neurologic
Renal/Genitourinal
Syndrome (flu-like)

Vascular

Allergy

Blood/Bone marrow
Gt 47 CLL
Dermatology
Infection
Syndrome: Flu-like

w

—
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Blood/Bone marrow
2008: 49 Cardiac
Hepatobiliary
Infection
Exp.: 32 Neurologic
Renal/genitourinary
Respiratory
Syndrome: Flu-like
Vascular

Ctr.:
EXpi:

N

Total: 129 129 129
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Table 3 lists SAE’s by year, arm, category and grade (for details, please see the enclosed
x| file). Of the SAE’s 112 (87%) were grade 3, 9 (7%) were grade 4, and 8 (6%) were
grade 5. The severe AE'’s (grade 4-5) were relatively more frequent in the control arm, but
of note, 4 of the 6 deaths reported as grade 5 SAE’s were in reality deaths from
progressive CLL. The proportion of infections was balanced overall: 68% in the control,
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58% in the experimental arm. Flu-like syndrome was significantly more frequent in the
experimental (16/18) than in the control arm 2/18) (P= 0.026).

Table 4: Infections by CTC subtype, arm

Type, No Arm
Neutropenic: 34 Ctr.. 16
Exp.: 18
NOS: 11 Ctr. 6
Exp.: 5
Abdominal 4 Ctr.. 1
Exps 3
Genitourin. 2 Ctr.. 1
Exp: 1
Oropharyng.: 2 Ctr.. 1
Exp.: 1
Respiratory: 11 Ctr. 6
Exp.: 5
Neurologic: 1 Ctr. O
Exp 1
Opportunistic:15 Ctr.. 1
Exp.: 14*
Total: 80 Ctr.: 32
Exp.: 48
*P=0.0029

Table 4 lists the infectious SAE’s by subtype. All subtypes of infections except opportunistic
infections were well balanced between arms, whereas the opportunistic infections were
significantly more frequent in the experimental arm (P= 0.0029).
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Table 5: Infections by CTC subtype, arm, grade

Type, No Arm 3 4
Neutropenic: 33 Ctr.:. 15 15
Exp.. 18 17 1
NOS: 11 Ctr: 6 5 1
Exp: 5 5
Abdominal 5 Ctr.. 2 1 1
Exp.: 3 .
Genitourin. 2 Ctr.. 1 1
Exp.: 1 1
Oropharyng.: 2 Ctr.. 1 1
Exp.: 1 1
Respiratory: 11 Ctr. 6 5 1
Exp.: 5 4 1
Neurologic: 1 Ctr. 0
Exp.: 1 1
Opportunistic:15 Ctr.: 1 1
Exp.: 14 12 1 1
Total: 80 Ctr.: 32 29 1 2
Exp.: 48 43 4 1

Table 5 lists the infections by subtype, arm and grade. The infections in the two arms were well

balanced by grade.
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Table 6: Infections by subtype, arm, and time in treatment

Arm Late

Type, No Early

Neutropenic. 34 Ctr.: 15 12 3

Exp.: 18 11 T
NOS: 11 Ctr.: 6 5 1

Exp.: 5 2 3
Abdominal 5 Ctr.. 2 2

Exp.: 3 3
Genitourin. 2 Ctr.. 1 1

Exp.: 1 1
Oropharyng.: 2 Ctr.: 1 1

Exp.: 1 1
Respiratory: 11 Ctr.. 6 3 3

Exp:: S 1 4
Neurologic: 1 Ctr. 0

Exp.: 1 1
Opportunistic:15 Ctr.: 1 1

Exp.: 14 3 11*
Total: 80 Ctr.: 32 22 10

Exp.: 48 17 31

Table 6 lists the lists the infections by subtype, arm and time in treatment. The infections in the two

arms were well balanced by time in treatment, except the opportunistic, which occurred

significantly more often late in treatment (P=0.03), probably paralleling lymphopenia. In contrast,

the flu-like syndrome, as expected, occurred early in treatment: in 16 of the 18 cases following

cycle 1, in one case following cycle 2, and in one case following cycle 4 (details not shown).

Table 7. Live-threatening/fatal SAE’s

SAE

Gr.

Causality

Ctr. 3| Aplastic anemia after 2" cycle FC. 5 |Related: SUSAR
2006 40 | Death from CLL. Off study due to PD before death 5 | Unrelated
Exp. No grade 4-5 in the experimental arm 2006.
15 | Neutropenia w. sepsis, renal failure, possible aspergillus 4 | Related, not unexp.
Ctr. | 36| Off study due to PD before death 5 | Unrelated (CLL)
90 | Off study due to PD before death. Stroke following salvage Tr. 5 |Unrelated (CLL)
2007 1| Brain abscess one year after end of treatment, normal counts 4 | Unrelated, not unexp.
Exp.| 65|Pulmonary tbc. after cycle 6 5 |Related, expected
43 | HBV reactivation, live failure after cycle 6. Liver transplanted 4 | Related, expected
25 | Immune cytopenia w. pseudomonas septicaemia 1 yr after Tr. 4 | Unrelated, not unexp.
86 | Off study due to PD before death. 5 |Unrelated (CLL)
Ctr. | 143 | Thrombocytopenia 9 x 10%1 prior to cycle 4 4 | Related, not unexp.
157 | Panctytopenia with Hgb. 3.7 mmol/l prior to cycle 2 4 | Related, not unexp.
2008 143 | Death from Listeria septicemia after cycle 6 (?) 5 |Related, not unexp.
73| Fatal, intractable ITP 8 months after treatment. Bactrim? 5 | Unrelated, not unexp.
Exp.| 83|Pneumonia, ICU care, 6 months after tr. Normal blood cts. incl. 4 | Unrelated, not unexp.
CD4

Table 7 lists the life-threatening (7) and fatal (8) SAE’s, including causality assessments.







