o \ Risk of iImmune related adverse events (IrAE) with immune checkpoint inhibitors (ICIs) in patients (pts) with family history of autoimmune disease.
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= Genetic predisposition may have a role in the development of irAEs from ICls.14 h=26,
0
= Clinical trials of ICIs excluded pts with personal history of autoimmune disease due )m m 46%
to potential increased risk of irAEs and flare of pre-existing autoimmune disease.>% w w n=16,
: : : . : : - 28% =
= Pts with family history of autoimmune disease may have a predisposition to off-target , - » ’ n=12,
i ) . i ] Consecutive Pts with family Eligible pts. Number of 21%
effects of ICIs. The impact of family history of autoimmune disease on IClI related records screened [ history of e SRR
IrAES in cancer pts is unclear. disease history of eligible pts. n=3,
autoimmune 5%
T Fi 3. Proportion of patients who developed [
Figure 2. Flowchart of patient selection and number of immune related _ 'gure . P P P
adverse events immune related adverse event (n=44). Grade 1 Grade2  Grade3  Grade 4

= Determine the incidence of family history of autoimmune diseases in cancer pts.

Incidence of irAE in pts with family history of (n=57).

Table 1. A. Baseline characteristics of patients who received anti-PD1 _ _ 7
autoimmune disease was not statistically

In pts with family history of autoimmune diseases treated with ICIs, -1 _
based therapy (n=44) and B. nature of family history of autoimmune

- . . . T . . . - - - n=11,
EStab!ISh the |nC|dgnqe, type a”_d morbidity of IFAES- | | diseases in eligible patients. higher to that reported in registration trials of 19% i i
= Examine the association of family relatedness (first, second or third degree relative) similar regimens (p=0.40).7-8 n=s, n=s, n=7, n=7,
. . . Table 1A Table 1B Y 14% 14% 12% 12%
on frequency, type and severity of IRAEs. (Figure 1). : : ° °
Variable N=44 Variable
Y Age, median (years) (IQR) 61 (46-69) Family history of autoimmune
.Grfat_grandpa:emf Male 18 (41) First degree only 27 (62) relatedness patlents IrAE Dermatological Colitis Endocrinopathies Hepatitis Arthritis
'ﬂ‘ ﬂ ﬁ Melanoma sub-type, n (%) Second degree only 8 (18)

Grandparents  Great-aunt/uncle
M 'E ’n‘ ﬁ relative
Uncle /aunt  parents Aunt
° relative

Cutaneous 35 (80) Third degree only 1(2)
Treatment setting, n (%) First + second degree 5(11)
Adjuvant 24 (595) Second + third degree 2 (5)

[ ] [ ] o o o [ ]
ﬁ 'R ’m 'ﬁ‘ 'R'H‘ IR Advanced 20 (45) First, second and third degree 1(2)

Third-degree
* * [ ]
' " 0-1 44 (100)
N=56**

_>n_>n Figure 6. Pattern of immune related adverse events
relative occurring at frequency of >10% (n=57).
degree Corticosteroid use for irAE (n=57) [

relative*

Son/daughter Nephew!/ niece LDH pre_|C|’ n (%) Type Of aUtOimmune disease, n (%) Thlrd_de ree Discontinuation of ICI due to irAE n=20 46‘3/0
o o Rheumatoid arthritis 16 (29) ¢eg (n=44)
i S —
: : Other multi system rheumatological 5(9) - o
Granc-chidren Mutation, n (%) isoriasis ° . Figure 4. Imnmune related adverse events (irAE) by degree Hospitalisation for irAE (n=44) _n11, 257
Figure 1. Family chart depicting degree of relatedness by first (orange), second Triple W"d;gge 2; 28; amatory bovel diseass — of relatedness. * Patients’ higher degree of relatedness »s s7e
. : : BRAF V 12 (27 iOriti i n= %o
(blue) or third (gold) degree relative to the patient (black). — — T was prioritised for assessment of IrAE. Response to treatment (n=44) [N
Anti-PD1 monotherapy 12 (27) Type 1 diabetes mellitus 6 (11) There was no association in development of | | _ _ |
Population of interest- pts with family history of autoimmune disease treated with anti AL ED DR ren - — ITAE between pts with family history of FI?l':rg 7aOUtC0meS Itn 4 patlentewiih SrimmUne
) ) Anti-PD1 + other ICI" 20 (46) Other 2 (4) - - - ot : related adverse events.
PD-1 based ICI. Pts with personal history of autoimmune disease were excluded. autmmmung dlseasfe In_a first degreg relative
Retrospective review of consecutive records from two Australian melanoma centers. Anti-PD-1, anti-programmed death 1; ECOG, Eastern Cooperative Oncology ahd thos.e with family hI.StOI‘y of aUtmm_mune 6 (13.6%) pts experienced IrAE similar to the
Toxicity data was obtained using Common Terminology Criteria for Adverse Events v5.0. | Group; ICl, immune checkpoint inhibitor. * other ICls included anti-LAG-3 or anti- disease in second or third degree relative family history of that autoimmune disease.
) " e . , _ e . . . . ~
Descriptive statistics and Fisher’s Exact test were used for analysis. TIGIT antibodies. ** family history of 56 autoimmune diseases in 44 patients. (p=0.17). Of these

= 4 pts had a first-degree relative with an autoimmune
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* The degree of relatedness of family history did not increase the likelihood or severity of IrAE.

= 4 pts had response to treatment.
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