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1.3 SCHEDULE OF ACTIVITIES (SOA)  
 

Evaluation 

Screening  
(up to 28 

days before 
Day 1) 

Treatment Phasea End of 
Treatment  

(EOT) Post Treatment Follow-up Phase 
Notes 

a  A cycle is 
21 days 

 Cycle 1 Cycle 2 and Beyond  Safety follow-up Period Survival 
follow-up 

 

D-
28 
to 
D-
15   

D-14 
to 
D-1 

D1 
(±1) 

D8 
(± 1) 

D15 
(±1) 

D1 (± 2) 30 (±7) days 
after last 

IMPs admin 

At 60 (±7) 
days after 
last IMPs 

admin 

At 90 (±7) 
days after 
last IMPs 

admin 

Every 90 
days  (±7)  
after last 

safety 
follow-up 

Informed consent/ 
Inclusion and exclusion 
criteria 

X      

   Informed 
Consent: 
Informed 
consent may be 
signed prior to 
D -28. 

Demography, 
Medical/Surgical and 
Disease History 

X      

    

Physical examination 

 X 
(<7days 
prior to 

first 
dose) 

 Xc Xc X X X X  

Section 8.2.1 

Height (at baseline 
only) /Weight/ ECOG 
(HCC,SCCHN,EOC) or 
Karnofsky PS (GBM) 

 
 

X 
X Xc Xc X X X X  

Section 8.2.1 

Vital Signs 
X X Xc Xc X X X X  See 

Section 8.2.2 

Resting O2 saturation 
for SCCHN 

X X Xc Xc X X    See 
Section 8.2.2 
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Evaluation 

Screening  
(up to 28 

days before 
Day 1) 

Treatment Phasea End of 
Treatment  

(EOT) Post Treatment Follow-up Phase 
Notes 

a  A cycle is 
21 days 

 Cycle 1 Cycle 2 and Beyond  Safety follow-up Period Survival 
follow-up 

 

D-
28 
to 
D-
15   

D-14 
to 
D-1 

D1 
(±1) 

D8 
(± 1) 

D15 
(±1) 

D1 (± 2) 30 (±7) days 
after last 

IMPs admin 

At 60 (±7) 
days after 
last IMPs 

admin 

At 90 (±7) 
days after 
last IMPs 

admin 

Every 90 
days  (±7)  
after last 

safety 
follow-up 

12-Lead ECG  
X    As clinically indicated    See  

Section 8.2.3 

Laboratory Assessments                                                                                                                               

Pregnancy test 
(WOCBP only)b  

 

X (within 
7 days 
prior to 

first 
dose) 

   X X X 

X (every 30±7 
days until 5 
months after 
last dose of 

study 
treatment) 

 b Women of 
child 
bearing 
potential 
must have 
a negative 
serum 
pregnancy 
test result 
within 
7 days 
prior to 
first IMP 
administra
tion. 

Blood Chemistry 
 

X X Xc Xc X X X 
 

X 
 See 

Section 10.3 
Table 12 

Hematology   X X Xc Xc X X X X  Section 10.3 

Coagulation(GBM)   X X Xc Xc X X    Section 10.3 

Coagulation (for HCC, 
SCCHN, and EOC) 

 X    As clinically indicated    Section 10.3 
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Evaluation 

Screening  
(up to 28 

days before 
Day 1) 

Treatment Phasea End of 
Treatment  

(EOT) Post Treatment Follow-up Phase 
Notes 

a  A cycle is 
21 days 

 Cycle 1 Cycle 2 and Beyond  Safety follow-up Period Survival 
follow-up 

 

D-
28 
to 
D-
15   

D-14 
to 
D-1 

D1 
(±1) 

D8 
(± 1) 

D15 
(±1) 

D1 (± 2) 30 (±7) days 
after last 

IMPs admin 

At 60 (±7) 
days after 
last IMPs 

admin 

At 90 (±7) 
days after 
last IMPs 

admin 

Every 90 
days  (±7)  
after last 

safety 
follow-up 

Blood Typing 
Interference Test  

 
X    Cycle 2 Day 1 only   

  Section 10.3 
Before each 
transfusion. 

Serology HBV and 
HCV (for HCC only) X         Section 10.3 

Urinalysis (at baseline 
and if required) /urine 
dipstick 

 
X     X                                       As clinically indicated           X              X          X 

 Section 10.3 

Disease Assessment 

CT/MRI (for HCC, 
SCCHN, and EOC) X    X (Weeks 9, 18, 27, and then every 12 weeks) X (if necessary)  X (until PD is confirmed if no PD 

documented & confirmed) 
Section 8.1 

Brain MRI (for GBM 
only) 

 X (within 
14 days 
prior to 

first 
dose) 

   X (Weeks 6, 12, 18, 24, and then every 9 weeks) X (if necessary)  X (until PD is confirmed if no PD 
documented & confirmed) 

Section 8.1 

AFP (for HCC) / CA125 
(for EOC) 

  X   X (Weeks 9, 18, 27, and then every 12 weeks) X (if necessary)  X (until PD is confirmed if no PD 
documented & confirmed) 

Section 8.1 

Isatuximab 
Administration 

 

 X Xc Xc X    

 c evaluation 
not 
applicable 
for Cohort 
E 

Atezolizumab 
Administration 

  X   X      

VV-CLIN-0500709 5.0



Amended Clinical Trial Protocol 05 
ACT15377- isatuximab 

23-Nov-2020 
Version number: 1 

 

Property of the Sanofi Group - strictly confidential Page 21 

Evaluation 

Screening  
(up to 28 

days before 
Day 1) 

Treatment Phasea End of 
Treatment  

(EOT) Post Treatment Follow-up Phase 
Notes 

a  A cycle is 
21 days 

 Cycle 1 Cycle 2 and Beyond  Safety follow-up Period Survival 
follow-up 

 

D-
28 
to 
D-
15   

D-14 
to 
D-1 

D1 
(±1) 

D8 
(± 1) 

D15 
(±1) 

D1 (± 2) 30 (±7) days 
after last 

IMPs admin 

At 60 (±7) 
days after 
last IMPs 

admin 

At 90 (±7) 
days after 
last IMPs 

admin 

Every 90 
days  (±7)  
after last 

safety 
follow-up 

AE/SAE Assessment X Continuously throughout period X (ongoing related AEs, ongoing SAEs at EOT and new related 
AE/SAEs) 

 

Prior/Concomitant 
Medication 

X (within 14 days 
prior to first dose) Continuously throughout period        X (related to AE/SAEs listed above)  

PK See Pharmacokinetics and immunogenicity Flow Chart 

ADA See Pharmacokinetics and immunogenicity Flow Chart 

Tumor Biopsy, Archival 
Tumor Tissue 
Collection, Biomarker 
Blood Draw 

See Biomarker Flow Chart 

Subsequent Anticancer 
Therapy Status 

      X X X X  

Survival Status          X  
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PHARMACOKINETICS AND IMMUNOGENICITY FLOW CHART 

Study Phase Treatment Phase Post-treatment 

Cycle  Cycle 1 Cycle 2 Cycle 3 Cycle 4 Subsequent Cycles 
EOT 

FUP 
(90±7 
days)  Day within the Cycle D1  D15  D1 D1 D1 D1 

Sample RNT (h) 
Ref: SOI 
Atezolizumab 

SOI EOI 
EOI  
+30 
min

- SOI - SOI - SOI 
- 

SOI - - - 

Sample time 
window 
Atezolizumab 

[-24h, 
SOI] 

±5 
min 

±10 mi
n - [-24h, 

SOI] - [-24h, 
SOI] - [-24h, 

SOI] - [-24h, 
SOI] - - - 

Sample RNT (h) 
Ref: SOI Isatuximab 

SOI - EOI EOI +4h 72h 168h  
(SOI of Day 8) SOI EOI SOI - EOI SOI - SOI - EOI EOI +1h SOI - - - 

Sample time 
window Isatuximab - - ±10 

min ±30 min ±5 h [-24h, SOI] [-24h, 
SOI] 

±10 m
in - - ±10 min - - - - ±10 

min ±10 min - - - - 

IMP administration (IV infusion) 

Atezolizumab X------------X X X X X 

Isatuximab X--------------X X X----------------X X----------------X X X------------X X 

Pharmacokinetics a,i

Atezolizumabj 
Sample ID 

S00 - S01 - S00c
- S00c  - 

S00c - S00 c,j - SF00 - 

Isatuximabi

Sample ID 
P00b - - P01f P02 P03 P04d,g P05g P06f P00b, g - P01f P00b, g - P00b, 

g 
- P01f P02 P00b, g - - - 

Immunogenicity (ADA) a, e ,i

Atezolizumab  c, j AS00  - AS00 - AS00 
- 

AS00 - AS00 j - ASF00 - 

Isatuximabg,h i 
AP00

b - 
AP00

b 
- AP00b - AP00b - AP00b - APF00h

a Refer to the laboratory manual for sample collection, processing and shipping.  
b Isatuximab PK or ADA predose samples should be collected before isatuximab administration and at the same time as atezolizumab predose samples when applicable. 
c Atezolizumab sample collected strictly before the start of atezolizumab infusion (during treatment phase). 
d P04 sample must be collected even if the participant withdraws the study without receiving the second administration of isatuximab. 
e After start of study treatment, if 1 drug is prematurely discontinued, ADA samples for this drug will be collected and tested on Day 1 of the 2 next cycles. The ADA sample collection for other drug should be done 

as planned. 
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f Sample collected just before actual end of infusion of isatuximab. 
g Isatuximab sample collected strictly before the start of isatuximab infusion (during treatment phase). 
h After FUP 90(±7) days after last isatuximab administration no further ADA will be sampled even if the status is positive or inconclusive. 
i Isatuximab PK and ADA samples to be collected each cycle until the last study treatment for PK and until FUP 90(±7) days after last IMP administration for ADA or at the cut-off date, whichever comes first. 

However, collection can be reduced or stopped earlier upon notification from the Sponsor based on the updated knowledge of isatuximab on PK/ADA. 
j For subsequent cycles, atezolizumab PK and ADA samples (pre-dose) are to be collected at Cycle 8 Day 1 and Cycle 16 Day 1 only. 

Abbreviations: SOI: Start of infusion, EOI: End of infusion, P= Plasma, S= Serum, AP= Antibody-Plasma, AS= Antibody-Serum, IMP= Investigational medicine product, D= Day, EOT= End of treatment, FUP= follow-
up period, RNT= relative nominal time, IV= Intravenous, ID= Identification,  ADA= Anti-drug antibody 
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EXPLORATORY BIOMARKER FLOW CHART 

Sample Collection Biomarker Analysis 

Screening Treatment Phase  Post-Treatment Phase Notes 

  Cycle 1 Cycle 2 Cycle 3 Cycle 5 and Beyond EOT Follow-up  

D-28 to D-1 D1 (-1 
day) a D1 D1 D1 

30 (±7) days 
after last IMP 

admin 

60 (±7) days 
after last IMP 

admin 

a. Biomarker blood draw may be performed within 
1 working day prior to IMP administration. 

Peripheral Blood 
 
 

 
Immune genetic markers 

 X      
 

Tumor mutational profile 
(plasma cell free DNA)  X X X  X   

Immunophenotyping  X X X X (odd cycles only)  X X Only for Phase 2 Stage 2 participants 

Plasma or serum cytokines X X X X X (odd cycles only)  X X Only for Phase 2 Stage 2 participants 

Adaptive immunity  X X (only 1 on-treatment sample, see Study 
Reference Manual for details)   

Only Phase 2 Stage 2 participants, if sufficient clinical 
response is observable in Phase 1 and Phase 2 Stage 1 

participants 

Plasma or serum Metabolites  X X X X (odd cycles only) X  
Only Phase 2 Stage 2 participants, if sufficient clinical 

response is observable in Phase 1 and Phase 2 Stage 1 
participants 

Archival Pre-Treatment Tumor 
Tissue Collection (for HCC, 
SCCHN, EOC and GBM) 

If feasible, biomarker 
analyses listed below for 
“Baseline or on treatment 
tumor biopsy core” 

X       
Mandatory for all GBM participants.  For HCC, SCCHN, 

and EOC participants, provision of adequate archival 
tumor tissue is allowed to replace mandatory baseline 

biopsy 

Baseline or on 
treatment tumor 

biopsy core in order of 
priority (Biopsy to be 
performed for HCC, 
SCCHN, and EOC if 

adequate archival 
tissue is not available) 

Core 1 
CD38 and PD-L1 expression, 
immune contexture (IHC 
analyses)  

X  
X (if 

clinically 
feasible) 

    
 

Refer to I 02 for details. 
 

At least 1 tumor core is required, but 3 cores are 
optimal.  Refer to Laboratory Manual for details. Core 2 

CD38 and PD-L1 expression, 
immune contexture (IHC 
analyses)  

X  
X (if 

clinically 
feasible) 

    

Core 3 Transcriptomic analysis  X  
X (if 

clinically 
feasible) 
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