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Introduction
•	Ponatinib is the only approved pan-BCR::ABL1 inhibitor and the only third-generation TKI designed to potently inhibit 

BCR::ABL1 with or without any single resistance mutation, including T315I1,2

•	Patients with resistant and intolerant CP-CML with substantial prior treatment demonstrated deep, lasting responses  
to ponatinib 45 mg once daily in the pivotal phase 2 PACE trial2,3

•	The phase 2 OPTIC trial prospectively evaluated a response-based dose-reduction strategy to optimize the benefit: 
risk of ponatinib in patients with CP-CML resistant or intolerant to at least 2 prior second-generation BCR::ABL1 TKI 
therapies or with a T315I mutation4

	– �All 3 dosing regimens showed benefit (≤1% BCR::ABL1IS) in these largely resistant patients; however, the  
45-mg → 15-mg cohort had the optimal benefit:risk

Results
Patient Demographics and Baseline Disease Characteristics 
•	At baseline, 80.9% of patients had a high (>10% BCR::ABL1IS) disease burden; 23.8% had T315I mutation; 17.0% had 

a mutation other than T315I; and 57.8% had no mutation (Table 1) 

Table 1. Patient Demographics and Baseline Disease Characteristics

Characteristic
45 mg → 15 mg

(N=94)
30 mg → 15 mg

(N=94)
15 mg
(N=94)

Median (range) age, y 46 (19–81) 51 (21–77) 49 (18–81)

Gender, male, n (%) 50 (53) 38 (40) 53 (56)

ECOG PS score 0 or 1, n (%) 93 (99) 93 (99) 94 (100)

Median (range) time since diagnosis, y 5.5 (1–21) 5.1 (1–29) 5.7 (1–22)

Patients with at least 1 CV risk factora, n (%) 32 (34) 30 (32) 32 (34)

Stopped prior TKI for resistance, n (%) 92 (98) 94 (100) 94 (100)

Best response to last prior TKI, n (%)

     CHR or worse 61 (65) 55 (59) 57 (61)

BCR::ABL1IS at baselineb, n (%)

     ≤1% BCR::ABL1IS 3 (3) 1 (1) 4 (4)

     1–10% BCR::ABL1IS 16 (17) 11 (12) 15 (16)

     >10% BCR::ABL1IS 74 (79) 81 (86) 73 (78)

BCR::ABL1 mutation, n (%)c,d

     No mutation 51 (54) 58 (62) 54 (57)

     Any mutation 41 (44) 35 (37) 39 (42)

          T315I 25 (27) 21 (22) 21 (22)

          �Mutations other than T315Ie 16 (17) 14 (15) 18 (19)

               G250E 7 (7) 2 (2) 4 (4)

               F317L 2 (2) 4 (4) 2 (2)

               F359V 1 (1) 1 (1) 5 (5)

               E255K 1 (1) 2 (2) 3 (3)

               V299L 3 (3) 1 (1) 2 (2)

               M244V 1 (1) 2 (2) 2 (2)

     ≥2 mutations detected 10 (11) 6 (6) 5 (5)

          �≥2 mutations with T315I mutation and another  
mutation(s)

3 (3) 2 (2) 3 (3)

a CV risk factors included hypertension, diabetes, and hypercholesterolemia. b One patient in the 45-mg cohort, 1 in the 30-mg cohort, and 2 in the 15-mg cohort were missing 
BCR::ABLIS evaluation at baseline. c Sanger sequencing was used for mutation testing. d Four patients did not have a mutation test result at baseline. e Mutations identified in at least  
5 patients (combined for the 3 cohorts) are being presented here.

Figure 6. Sustained Overall Survival Regardless of Mutation Status (45-mg Cohort) 
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Safety
•	The overall incidence of TEAEs was similar across dosing cohorts (Table 2)

Table 2. Safety Profile Across All Dosing Cohorts

TEAE/TE-AOE, n (%)
45 mg → 15 mg

(N=94)
30 mg → 15 mg

(N=94)
15 mg
(N=94)

Any TEAE 94 (100) 88 (94) 89 (95)
    Grade ≥3 TEAE 64 (68) 58 (62) 60 (64)
    Serious TEAE 32 (34) 24 (26) 31 (33)
    Grade 5 TEAE 2 (2) 0 2 (2)
Dose modificationsa for TEAE 69 (73) 61 (65) 57 (61)
    Discontinuation for TEAE 18 (19) 15 (16) 13 (14)
Any TE-AOE 9 (10) 5 (5) 3 (3)
    Serious TE-AOE 4 (4) 4 (4) 3 (3)
    Grade ≥3 TE-AOE 5 (5) 5 (5) 3 (3)
Dose modificationsa for TE-AOE 5 (5) 5 (5) 2 (2)
    Discontinuation for TE-AOE 4 (4) 3 (3) 1 (1)

 a Includes discontinuation, dose reduction, or dose interruption

Conclusions
•	The OPTIC post hoc analysis showed clinical benefit across all 3 dosing regimens in these largely resistant patients

	– �The 45-mg → 15-mg cohort showed the highest response rates regardless of baseline disease burden and showed 
the optimal benefit:risk

•	Regardless of baseline BCR::ABL1IS levels, most patients achieved response (≤1% BCR::ABL1IS) by 3 years and the 
45-mg → 15-mg cohort had the highest response rate

•	Regardless of mutation status, patients treated with ponatinib demonstrated robust survival outcomes
	– �For patients with T315I mutations, PFS was greater with 45-mg → 15-mg dosing compared with the other arms
	– �Patients with mutations other than T315I also achieved long-term PFS and OS

•	The data presented further support the benefit of using ponatinib post–second-generation TKI for patients with resistant 
disease regardless of baseline disease burden or T315I mutation status
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Regardless of baseline disease burden and mutation status, patients achieved clinically meaningful response rates with the most success demonstrated in the 45-mg → 15-mg cohort

Here, we present an in-depth analysis of patient responses from the OPTIC trial (primary analysis data cut-off May 31, 2020) based on baseline BCR::ABL1 level and mutation statusObjective

Key Takeaways

•	OPTIC (Optimizing Ponatinib Treatment In CP-CML) is an ongoing, multicenter, randomized phase 2 trial
•	Median (range) duration of follow-up: 32 months (1–57)

Methods

Figure 1. OPTIC Trial Design
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•	Patients with higher baseline BCR::ABL1 levels achieved the highest response rates with 45-mg → 15-mg dosing
•	mDoR were all N/R except in T315I mut in the 45-mg cohort (26.9 months; n=15) and in T315I mut in the 30-mg cohort 

(12.0 months; n=5)

Results

Figure 2. ≤1% BCR::ABL1IS Response 
Rate by Baseline BCR::ABL1 Level

Figure 3. ≤1% BCR::ABL1IS Response 
Rate by Mutation Statusa 
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a There is 1 patient from 15-mg cohort without a baseline % BCR::ABL1IS value; 
patient is not included in the graph shown here 

a Based on ITT population. b Does not include patients with unknown baseline 
mutation status. c One patient with ≤1% BCR::ABL1 by 3 years in 15-mg cohort was 
excluded from this analysis due to missing BCR::ABL1 value at baseline 

•	Survival outcomes were similar regardless of ponatinib starting dose (Figure 4)

Figure 4. Sustained PFS and OS Across All Dosing Cohorts4
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•	Regardless of mutation status, patients treated with ponatinib 45-mg starting dose demonstrated robust survival 
outcomes (Figure 5 and Figure 6) 

Figure 5. PFS for Patients With No Mutations, T315I Mutation, and Mutation Other 
Than T315I by Dose Cohort 
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