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• The reporting rate was estimated using:

– Incidence of 28 patients with post-marketing reports of IRRs presenting as pain events*

– Post-marketing patient exposure of 1673 patient-years 

• Interval for post-marketing patient exposure estimation was November 2019 to May 2021

• Post-marketing exposure was estimated based on knowledge of the volume of crizanlizumab sales 

in this time interval, and the crizanlizumab treatment regimen

• The calculation to report the incidence per 100 patient-years is: (28/1673) x 100 = 1.67

• This provides the reporting rate stated in the main poster of 1.67 cases per 

100 patient-years (95% confidence interval 1.11‒2.42)

*All of these case reports were initially reported to Novartis between November 2019 and May 2021
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*Includes splenic infarction, splenectomy, splenic sequestration and splenomegaly

ACS, acute chest syndrome; AVN, avascular necrosis

Table S1. Baseline SCD complications/comorbidities of patients treated with 

crizanlizumab who experienced an IRR presenting as a pain event

Data category Patients (N=28)

Baseline SCD complications/comorbidities, n (%)

Chronic pain

ACS

Bone infarction/AVN

Splenic dysfunction*

Retinopathy

Transient ischemic attack

Pulmonary hypertension

Cholelithiasis

Priapism

13 (46)

11 (39)

7 (25)

5 (18)

3 (11)

1 (4)

1 (4)

1 (4)

1 (4)
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*Some patients received >1 treatment

IV, intravenous

Table S2. Treatments received by patients who experienced an IRR presenting as a pain event 

Data category Patients (N=28)*

Treatment received, n (%)

Normal saline/IV fluids

Opioid analgesia

Antihistamines

Steroids

Non-opioid analgesia

Acetaminophen/paracetamol  

24 (86)

22 (79)

12 (43)

12 (43)

11 (39)

4 (14)
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*Death was due to progression of underlying SCD and refusal to receive blood transfusion for personal reasons; †This patient recovered as of 19 October 2021, with sequelae of dysarthria (slurred speech, 

possibly due to prolonged intubation)

mins, minutes; MOF, multi-organ failure; TIA, transient ischemic attack; VOC, vaso-occlusive crisis

Table S3. Details of the nine patients who developed secondary SCD-related complications after an IRR presenting as a pain event

Patient History of SCD complications SCD 

genotype

Premedication 

prior to infusion

Treatment 

with steroids 

after the IRR

Infusion number and 

time to onset of IRR 

from start of infusion

SCD-related complication(s) 

developed after IRR

Recovery 

status/time

Re-dosed with 

crizanlizumab 

after IRR

ACS (5‒6 years previously) HbSC

Diphenhydramine, 

methyl prednisone 

10 mg, paracetamol

Recovered:

12 days

Chronic back pain, daily chronic pain, 

recurrent VOC, AVN of shoulder and hip, 

bone infarction, splenic infarction 

HbSβ0 Pneumonia

Recovered 

(time 

unknown)

ACS every other year, AVN HbSS ACS

Recovered:

9 days

Retinopathy, splenic sequestration. 

Patient also reported severe (7‒8) pain in 

arm on day of infusion, prior to infusion

HbSC ACS Died*

ACS, splenectomy HbSS Acetaminophen ACS Recovered:

7 days

Bone and hemolytic crisis, ACS, AVN, 

splenectomy, ~9 VOCs per 12 months

HbSβ0 Hemolytic crisis Recovered: 

4 days

ACS previously HbSC Hydration prior to 

infusion

ACS Recovered: 

21 days

ACS, TIA, AVN HbSβ+ ACS Recovered:

16 days

Chronic pain, VOC (leg pain, headaches) 

once per month with hospitalization 

ranging from 10 to 14 days

HbSC Diphenhydramine 

50 mg oral

Recovered†: 

33 days

1

2

3

4

5

6

7

8

9

1st 
10 mins 

after start

1st 
10 mins 

after start

1st 25 mins 

after start

1st 
During 

infusion

1st 
10 mins 

after start

2nd  
5 mins 

after start

2nd  
10 mins 

after start 

4th 
18 mins 

after start 

9th 20–25 mins 

after start 

Fat embolism MOFACS

Hemolytic 

crisis

Fat 

embolism

Fat embolism MOFACS
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IRRs that presented as pain events in crizanlizumab clinical trials*

• A 21-year-old female patient enrolled in the ongoing Phase III, randomized, double-blind, placebo-controlled STAND study 

(NCT03814746) developed back pain and pain in extremity within 14 minutes of starting the first infusion

– The infusion was stopped and the pain events resolved upon treatment with analgesics

– The patient was pre-medicated prior to the second infusion, and the rate of infusion was slowed compared with the first infusion

– 8 minutes after starting the second infusion, the patient developed chest pain associated with dyspnea, chest tightness and 

prickles in both arms

– The infusion was stopped and the events resolved upon treatment with analgesics. The patient continued on study medication 

• A 10-year-old female patient enrolled in the ongoing Phase II, open-label SOLACE-Kids study (NCT03474965) had developed 

non-serious IRRs reported as pruritus and back pain during previous crizanlizumab infusions. The patient developed back pain on 

day 2 of receiving the 13th crizanlizumab infusion

– The pain was treated with analgesics and resolved

– The patient had recurrent pain on day 3, was admitted to hospital and treated with analgesics; the pain resolved

– The patient’s parents/guardians decided to discontinue the patient from the study

*Data cut-off: June 2021

https://clinicaltrials.gov/ct2/show/NCT03814746?term=%22crizanlizumab%22+AND+%222301%22&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03474965?term=%22crizanlizumab%22+AND+%222201%22&draw=2&rank=1

