OUH

A MULTICENTER RETROSPECTIVE COHORT STUDY INVESTIGATING p university Hospitat | S DU -8 R
IMMUNE-RELATED THYROID TOXICITY IN ADJUVANT MELANOMA [ isans ey

Stine K. Christensen, Mette L. Winther, Ida J. Laursen, Freja S.

PAT' E NTS -I-R EATE D WlTH A P D_l ‘ N H ‘ BlTO R Madsen, Christina H. Ruhlmann, Department of Oncology,

\Odense University Hospital, University of Southern Denmark Y

| ntrOd U Ct| on ReS U |tS * IRO-3 months:2.7//1,000 pers-day . F.erknafledsex fsspcigtiggvi;cg;zg;e;tgg(y
o el . : : : . * IR 3-6 months: 0.5/1,000 pers-da risk or developing IrfAEs D2, 0
* Immune checkpointinhibitor (ICl) related thyroiditis (irTAE) * Of 554 adjuvant melanoma patients 454 passed the exclusioncriteria P Y Cl1.67-3.80; p < 0.001
lS d common adve rse reaCtlon ¢ 566% were men and 434% were women Development of transient and persistent irTAE over time Association between sex and irTAE
. . . . . 100 100
* [rTAEs are observed more frequently after PD-1 inhibitors compared  Patients with irTAE had a median age of 59.9 years (17.6-86.1) and without "
to CTLA-4 inhibitors iIrTAE 62.2 years (21.1-86.3) g 15 ]
* PD-1 inhibitors are used in the adjuvant setting after resection of * 99 developedirTAEs (21.8%), of these were 46.5% transientand 53.5% = :
melanoma persistent % 50 % " p <0.001
* IrTAE is frequentlyresulting in lifelonghormone replacement therapy * Age per 10 years increase was significantly associated with a lower risk of i 2
: . £ £ 257
* The real-world incidence, clinical timeline characteristics, and developingirTAEs (HR 0.86; 95% Cl 0.75 - 0.98; p = 0.024)
associated factors in the adjuvant settingare unexplored S o , , , 0. ~ TrSenITAEs | — PersislentiTASS o Males Females
* The table compares clinical timeline characteristics between transientand persistentirTAE R :dés ;éo 135 150 165 180 195 I ( L‘z) 5 8 2
ime (days ime (months
Numb?rtai:TI:i\?Et 46 45 31 31 17 14 11 10 5 5 4 3 1 1 Numbera:ngit 257 200 142 103 52 22 5 0
O bj e Ct i Ve S All irTAE Pe:fs?sstlent irTAEs 53 53 30 26 19 17 13 12 10 10 9 8 7 6 Females 197 135 91 65 42 15 0 0
. . . . T i irTAE Persi irTAE -val . ionifi iati i . 0 _ .
* In a national cohort of adjuvant melanoma patients treated with rans;:ﬁr erSIEe:I;glr p-value No significant association between irTAE and RFS (HR 0.86; 95% ClI 0.50 - 1.48;
C _ p=0.587),0or OS (HR 1.05;95% CI 0.52-2.12, p =0.589)
a PD-1 inhibitor, to R L
: . : Time to irT AE (days), medi IrTAE an IrTAE an
* describe the incidence of irTAEs (r;?;)o AL (days), median 55 (13-280) 44.(19-427) 0.57 100- 100- W
* describe the clinical timeline characteristics of the transient | g
_ _ Levothyroxine treatment, n (%) 0 (0%) 53 (100%) g 7 < 757
and persistentirTAEs E 3
* test if age and sex were associated with the risk of developing Time to start levothyroxine after £ s | 3 %] B
_ first abnormal T SH value (days), £ 5
IrTAE median (IQR) 57 (29-63) s 2 O s
* investigate associationsbetween irTAE with recurrence- o _ -
. . Duration of irT AE* (days), median 84 (57_140) o No irTAE IrTAE 0- No irTAE IrTAE
free survival (RFS) and overall survival (OS) (IQR) e I A T T
Time (months) Time (months)
Number at risk Number at risk
Time to hyperthyroid (days), ”°t§22§ 7 e 55 A 10 0 ”°t!£125 w7 ss s s o
I\/I et h O d S median (range) 53 (13-280) 28 (19-349) 0.16
° ' I\/1 i i D-1i ihi Time to hypothyroid (days), median I
Melanoma patientsreceiving first cycle of adjuvantP inhibitor ranee) 109 (26.336) 04 (36.447) 018 CO N C| usion

between Nov 2018 and Dec 2020

| * IrTAE is a common side-effect to adjuvant PD-1 inhibitors primarily
* Demographics, treatment characteristics, laboratory findingsand FDG-  Tpmeeso/ el 20n 5(13) 39(73.6) 0001 occurring within the first three months, with different degrees of severity

PET/CT scan results were extracted from the Danish Metastatic Hypothyroid+ hyperthyroid 0(0) 1(1.9) * Female sex and younger age are predictors for developingirTAEs
Melanoma Database isomedhype“hyr‘?ld 29(63) 2(3.8) <0.001 * IrTAE was not associated with better clinical outcome measurements
solated hypothyroid 11(24) 11(20.7) 0.81 _ . o )
* Data cut off March 2022 _ e Future prospective studies are needed to understand additional predictors
* Key exclusion criteria: known thyroid illness, ir-hypophysitis, fewer Definitions of irTAE and competingrisk factors in the adjuvant setting of melanoma patients

than two reported TSH values, no baseline TSH value - Transient: > two consecutive abnormal TSH values not requiring hormone replacement

- Persistent: > two consecutive abnormal TSH values requiring hormone replacement >4 christina.ruhlmann@rsyd.dk 8] @RuhimannC  jn Christina Ruhimann




		

		
All irTAE


		



		

		Transient irTAE

N=46

		Persistent irTAE

N=53

		p-value



		Time to irTAE (days), median (range)

		

55 (13-280)

		44 (19-427)

		0.57



		Levothyroxine treatment, n (%)

		0 (0%)

		53 (100%)

		



		Time to start levothyroxine after first abnormal TSH value (days), median (IQR)

		

		57 (29-63)

		



		Duration of irTAE* (days), median (IQR)

		84 (57-140)

		

		



		Time to hyperthyroid (days), median (range)

		

53 (13-280)

		28 (19-349)

		0.16



		Time to hypothyroid (days), median (range)

		109 (26-336)

		84 (36-447)

		0.48



		The phases of the irTAE n (%)

		

		

		



		   Hyperthyroid + hypothyroid

		6 (13)

		39 (73.6)

		<0.001



		   Hypothyroid + hyperthyroid

		0 (0)

		1 (1.9)

		



		   Isolated hyperthyroid

		29 (63)

		2 (3.8)

		<0.001



		   Isolated hypothyroid


		11 (24)

		11 (20.7)

		0.81
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   All irTAE     


 Transient irTAE   N=46  Persistent irTAE   N=53  p - value  


Time to irTAE (days), median  (range)    55 (13 - 280)  44 (19 - 427)  0.57  


Levothyroxine treatment, n (%)  0 (0%)  53 (100%)   


Time to start levothyroxine after  first abnormal TSH value (days),  median (IQR)   57 (29 - 63)   


Duration of irTAE* (days), median  (IQR)  84 (57 - 140)    


Time to hyperthyroid (days),  median (range)    53 (13 - 280)  28 (19 - 349)  0.16  


Time to hypothyroid (days), median  (range)  109 (26 - 336)  84 (36 - 447)  0.4 8  


The phases of the irTAE n   (%)     


    Hyperthyroid + hypothyroid  6 (13)  39 (73. 6 )  <0.001  


    Hypothyroid + hyperthyroid  0 (0)  1 (1.9)   


    Isolated hyperthyroid  29 (63)  2 (3.8)  <0.001  


    Isolated hypothyroid    11 (24)  11 (20. 7 )  0. 81  
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