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Kaplan-Meier survival estimates
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ﬂ <40 y and micrometastases NS
>40 y and micrometastases g S—

) or <40 y and macrometastases by

i >40 y and macrometastases MSKCC NS

1. 3 & 7 9 1 13 15

Years since thyroid metastasis
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Characteristic

Primary thyroid tumor

Median age at diagnosis (y)
Distant metastases

Median age at diagnosis (y)
Metastases size (%)

Macronodular lung metastases

" &

NN
o
Ro

GR (n = 231)

40 (range, 5-90)

42 (range, 6-90)

TABLE 1
Clinical Characteristics of Patient Population
MSKCC (n = 121) GR + MSKCC (n = 352) P
49 (range, 7-77) 42 (range, 5-90) 0.03
53 (range, 10-80) 46 (range, 6-90) <0.01
31 (35.6) 68 (26.3) 0.02

37 (21.5)
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Table 4 Studies showing dose-effect relationships for '*'I (Nal) therapy
against DTC

Reference No.of  Endpoint Threshold dose
patients

[13] 50 Ablation 300 Gy (remnant)

[13] 26 Response 80 Gy (metastases)

[14] 23 Ablation 49 Gy (remnant)

[15] 449 Ablation 0.35 Gy (blood)

[16] 122 Complications 2 Gy (blood)

[17] 198 Toxicity grade 3 ormore 2 Gy (blood)

[18] 17 Toxicity grade 3 ormore 1.7 Gy (blood)

1 " #$% % 2 &'.3
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pulmonary toxicities. Within 6 months of therapy,

36.5% of the patients suffered from at least one epi-

sode of liver decompensation, with no difference 9)B . #6 > *)#

among PVT versus non-PVT patients: seven out of 19 ) ’ ’

patients eventually recovered with no need of hospitali-

zation, whereas in 12 patients (27.3% of the entire se- % ++ 4 &' 5
)

ries), liver decompensation led to death.
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« Comparison of PFS wad done on Intention to treat Basis
* Many patients (~ 30%) were not submitted to the planned treatment

* No individual dosimetry was performed in both studies
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Table 1  Studies with MA A based tumor dose evaluation in HCC
Kucuk [40] Ho [33] Kao [41] Chiesa [12] Garin [27] Garin [7]

Product resin resin resin glass glass glass

Dosimetry NA*® MIRD MIRD MIRD with BEDs MIRD MIRD

Nb patients 19 71 10 52 36 71

Nb lesions NA NA NA 65 58 NA

Lesion size NA NA NA 5.6 7.1 7.1

(cm)

Prior therapy (%) NA NA Yes (50) Yes (28.9) Yes (42) Yes (51)
S (NA) S (15.5) S(13.8) S(225)
CE (NA) CE(0) CE (25) CE (18.3)
Other (NA) Other (13.4) Other (2.7) Other (32.6)
No (50) No (71.1) No (58) No (49)

Number of radioembolization (%) NA 1(77.9) 1 (100) 1 (89.6) 1(61) 1 (69)

2to5(22.1) 2(10.4) 2(39) 2 (31

Response RECISTI.1 WHO RECISTI.1 EASL EASL EASL

Evaluation

Time of evaluation 6w NA NA 3m 3m 3m

Dose/response NA YES Probablyh YES YES YES

relationship

threshold NA 225 NA 257 205 205

dose (Gy)

Impact on survival NA NA NA NA YES YES

* Only a visual evaluation of MMA was done

® All lesion with a TD>91 Gy responded but all evaluated lesions were responding

Nb = number, NA = non available, S = surgery, CE = chemoembolization, w = week, m = months
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Neuroendocrine Tumours

In the ongoing ILUMINET clinical study based on

177 u-DOTATATE, the number of cycles is tailored to the
absorbed dose to the kidneys in the individual patient
(cumulative BED to the kidneys of 27(+£2) Gy), and in
an interim analysis the number of delivered cycles was
found to vary between three and eight.

Proportion
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Fig. 2 Cumulative BED, number of treatment cycles received and BED/cycle for the patients who completed treatment after reaching the protocol-
specified BED limit (EOT )
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Table 7 Studies showing dose-effect relationships for radiopeptide therapy of NET

Reference  No. of Radionuclide = Camier Endpoint Threshold dose
patients
[31] 13 e ' DOTA-octreotide =20 % lesion shrinkage 230 Gy (tumour)
[33, 35] 18+25 My DOTA-octreotide >20 % decline per year i~ 35 Gy BED (kidneys) EDsy 44 Gy BED (kidneys)
creatinine clearance
[32] 9 oy DOTA-octreotide 50 % reduction in PLT 2 Gy (BM)
[34] 23/5 '/ T DOTA-octreotide, Creatinine toxicity more 28 Gy BED (kidney risk factors), 40 Gy

DOTA-octreotate

than grade |

BED (no kidney risk factors)
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Overall mortality

Cause-specific
mortality

Quality of Life

Indirect
surrogates
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