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ABSTRACT

Background: L—asparaginase (L—ASP) is a critical agent for the treatment of acute lymphoblastic leukemia and lymphoma,
which is associated with serious toxicities including hypersensitivity, pancreatitis and thrombosis, Methods: To evaluate the
toxicity of L—ASP in real clinical settings, we included the patients with L—ASP adverse drug reactions (ADRs) reported in
a regional pharmacovigilance center of Seoul St, Mary’s hospital from January 2014 to December 2015, Results: A total of
83 cases of L—ASP related ADRs were reported in 54 patients, Of these 83 cases, 65 cases (78.3%, 65/83) were
spontaneously reported and 18 cases (21.7%, 18/83) were detected by further medical records review. Of the patients with
ADRs, pediatric patients accounted for 83.3% of the cases (45/54) and median age was 9 years, The most common clinical
manifestations of ADRs were hematology manifestations (31.3%, 26/83), followed by hepatobiliary manifestations (18,1%, 15/
83). Thirty—four serious ADRs were reported in 19 patients, The sserious ADR group showed significantly longer
hospitalization and higher rate of discontinuation of L—ASP than the non—serious ADR group (p = 0.005, 0.03). The most
common clinical manifestations of serious ADRs were hepatobiliary manifestations (41.2%, 14/34). In total, 8 cases (9.6%, 8/
83) of unlabeled ADRs were identified, They were serious ADRs, Conclusion: We identified unlabeled serious ADRs of L—ASP, Also,
correlations were observed between serious ADRs and length of hospitalization, discontinuation rate respectively, Further
investigations and developed spontaneous ADR reporting systems are needed to evaluate these correlations,
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Table 1. Patients characteristric according to occurance of the
adverse reaction.

Patients with Patients without

Characteristic ADRs ADRs
Number of patients (%) 54 (16.0) 283 (84.0)
Gender
Male 35 190
Female 19 93
Median age (years) 9 15
Range 0.7~63.6 0.3~77.2

Zre] A%, T E 715 A8k, 7IeF st o ® Fa %kt
2lolu} Common Terminology Criteria for Adverse Events
(CTCAE) version 4.0 grade 30]/30l] a5 2 79 Fth3k oFE
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Table 2. Demographic data of patients with ADRs (n=54).

Characteristics
Number of patients Pediatric Hematology 45
Adult Hematology 9
Age (years) Median 9
Range 0.7-63.6
Mean 14.4£15.3
Gender(n) Male 35
Female 19
BSA(M?) 1.140.4
lk_mirs]gitrgslizc(;fﬁon (days) 2242139
Diagnosis (%) ALL 72.2
AML 1.9
Lymphoma 25.9
Anfi-cancer regimen (%) Induction remission for ALL 50.0
Consolidation for ALL 1.9
Intensification for ALL 18.5
Ofthers 29.6

*AML: Acute Myeloblastic Leukemia

F0 FRSAA} o7 Bug 1579 AlE A2ela
Aol 23 f3NkeS F 8370t 17 A 3
7t A 74 Sr(unlikely)’, < 7} Z&H(conditional)’, 3
7} E7Hunassessible)’ T2 Qtol A|9] & 742 gITh

L-ASP fr3llskg-0] 271 AYgh 2= 139 (24.1%), 371 &
A3 FAR= 578(9.3%), 471 o) A FAk= 478(7.4%)°]
Aot B4 EAo) T3HE E 5479 A 3} F o) HoH
o A= 459(83.3%), A2 N FF A= 9%(16.7%)
o]t} frallukg B A= ALL ek 3 8] £ 5 Qo
2 L-ASPE Fof w2 3kxol| 4] 714 B dTH Table 2).

orEE0iol QaHUIS olmtE Bt

L-ASP sfjihg- 837 thsje] of=Fofol fafrks- <zt
TAIE WHO-UMC causality categoryell 2]3l 230l 2
BF7Fek U828 the- 2tk Bl 3 (certain)’ 421(4.8%), 7+
A} E=-S(probable)’ 2471(28.9%), 7154 A-S(possible)’ 5571
(66.3%)°1Att. AAAA E-d3H(certain) ©F EFE 471¢]
ok Fafuke 8-S W2 (drug rash) 27, FAF H9 B
(injection site swelling) 171, §43 A& (acute hypotension) 1
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Table 3. Adverse reaction of L-ASP (cases = 83).

Clinical Manifestation ADR cases, n (%)

Hematology investigations

PT increased 22(26.5)
Decreased plasma fibrinogen 3 (3.4)
Platelets decreased 1(1.2)
Hepato biliary investigations
Alanine aminotransferase increased 9(10.8)
i/r\]scri:ggz aminotransferase 5(6.0)
Bilirubin increased 1(1.2)
Skin and subcutaneous tissue disorders
Rash 11(13.3)
Pruritus 4(4.8)
General disorders and administration site conditions
Injection site swelling 4(4.8)
Drug fever 2(2.4)
Vascular disorders
Acute hypotension 4(4.8)
Lipid metabolism disorders
Hypertriglycemia 3(3.6)
Hypercholesterolemia 1(1.2)
Metabolism and nutrition disorders
Drug induced hyperglycemia 3(3.4)
Hyperlipasemia 1(1.2)
Gastrointestinal disorders( or investigations)
Acute pancreatitis 1(1.2)
Amylase increased 2(2.4)
Respiratory, thoracic and mediastinal disorders
Dyspnea 2(2.4)
Immune system disorders
Hypersensitivity 1(1.2)
Angioedema of larynx 1(1.2)
Blood and lymphatic system disorders
Dissemingfed infravascular 101.2)
coagulation(DIC)
Nervous system disorders
Tonic convulsion 1(1.2)
slod BR73E A7, 5 22719 J‘_S:L Qom 12719
MedRA System-Organ Class(SOC)Z & Aot gl A
fralukeo] WA Falkee] 31.3%2 7}# e HEs 217
gom, 1 F PT Ao] AA Falluks 837 5 2271(26.5%)

©.2 7} WTHTable 3).

Table 4. INR elevation group VS Non-elevation group of total
patients with ADRs (n=54).

INR .
. Non-elevation p-value
elevation
Number of patients 38 16
Mean age (years) 13.4+14.9 16.9+16.6 0.44
Median 8 9
Range 0.7-63.6 1.8-47.6
Length of 263t126  132t125  <0.001
Hospitalization(days)
BSA(M?) 1.11£0.44 1.15£0.43 0.80
Actual body weight (kg) 34.70x18.51 36.47£19.56 0.75

L-ASP dose/m?(IU)
Base Prothrombin

5762.7£625.6 5491.8+912.3 0.21

fime(seconds| 12.43+0.91 11.57+1.09 0.004
Table 5. Serious Adverse reaction of L-ASP (cases = 34).
Clinical manifestation Serious ADR
Cases (n)
Hepato biliary investigations
Alanine aminotransferase increased
Aspartate aminotransferase increased
Hematology investigations
PT increased 5
Decreased plasma fibrinogen 1
Lipid metabolism disorders
Hypertriglycemia 3
Hypercholesterolemia 1
Vascular disorders
Acute hypotension 4

Gastrointestinal disorders( or investigations)

Acute pancreatitis 1

Amylase increased 1
Metabolism and nutrition disorders

Drug induced hyperglycemia 1
Blood and lymphatic system disorders

Disseminated intravascular coagulation(DIC) 1
Respiratory, thoracic and mediastinal disorders

Dyspnea 1
Nervous system disorders

Tonic convulsion 1

7}& INR X & Z/\}ﬁ}oﬂ INR A& 23Sl 8o} 18 %]
S22 v F2351tHTable 4). 7F4 =& INR $=X]7}
2 A5 INR ST, 1.2 03] A9-5 s
*vﬁ'r?]'oq H|w3lATh 579 baseline PT7} ¢ 71
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Table é. Serious adverse reaction group VS Non-serious group of
total patients with ADRs (n=54).

Serious Non-serious  p-value

Number of patients 18 36
Mean age (years) 19.8+20.9 11.8+11.1 0.14

Median 9 9

Range 0.7-63.6 1.5-47.6
Gender(female) 5 14 0.42
ﬂﬁmj Iizgﬁon( days) 206+132  188£129 0005
BSA(M?) 1.140.4 1.1#0.5 0.87
Actual body weight (kg)  35.3+17.0 35.2£19.7 0.98

L-ASP dose/m?(IU)
Number of injection with

5506.3+837.9 5770.5+655.0 0.21

. 3.5£2.9 2.1+1.2 0.07
adverse reaction
Number of discontinuation 8 6 0.03
Number of recovery from 13 3 012

adverse reaction

(p<0.001). INR ‘g5 32} & @A & & fafukso=z
Aal 25 AEH, A, 54 A A (eryoprecipitate) 5
T8 jo}l X 535t 2= F 9 oAtk INR g2
3871 T 16710] ApdA K av} opd %715 HE F 571

=M=
T

S
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o] & FA]
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