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ABSTRACT

STUDY METHODS

SUMMARY
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ABBV-706 is an antibody-drug conjugate (ADC)

composed of a monoclonal antibody targeting the

seizure-related homolog 6 (SEZ6) surface protein linked

to topoisomerase 1 inhibitor payload. A Phase 1 trial is

underway to determine the safety and efficacy of ABBV-

706 in adults with SEZ6 expressing relapsed solid tumors

(NCT05599984). ABBV-706 became of interest in

childhood cancer as SEZ6 is highly expressed in many

pediatric cancers. The goal of this study was to evaluate

ABBV-706 anti-tumor activity against xenograft models of

childhood cancers with notable SEZ6 expression:

neuroblastoma (NB), medulloblastoma (MB),

retinoblastoma (RB), and alveolar rhabdomyosarcoma

(ARMS) and compare to vehicle and isotype non-target
control ADC (IC-ADC).

MORE INFORMATION

CONCLUSION

We showed high levels of anti-tumor activity for ABBV-

706 in several orthotopic and subcutaneous SEZ6 

expressing pediatric cancer models and enhanced 

efficacy versus IC-ADC. Due to high expression of SEZ6 

in multiple pediatric histologies, ABBV-706 has potential 

for clinical activity in pediatric patients with these 

cancers. 
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ABBV-706 showed efficacy in a broad range of SEZ6 

expressing non-CNS (NB, RB, ARMS) models:

Neuroblastoma (NB):

• 3 of 5 NB models treated with ABBV-706 (SEZ6 ADC) 

achieved an objective response at both DL1 and DL2. 

One model was classified as Progressive Disease 

with tumor growth delay (PD2) and one was classified 

as Progressive Disease without tumor growth delay 

(PD1) at both doses. The model with only PD1 

responses (SK-N-AS) has minimal SEZ6 gene 

expression. 

Retinoblastoma (RB):

• 2 of 2 RB models treated with ABBV-706 (SEZ6 ADC) 

achieved objective responses (MCR and PR) at DL1 

and DL2. 

Alveolar Rhabdomyosarcoma (ARMS):

• 3 of 5 ARMS models treated with ABBV-706 (SEZ6 

ADC) achieved objective responses (CR and PR) at 

DL1 and DL2. One model (SJRHB030765_X1) 

achieved an objective response PR at DL2, but not 

DL1. The model with only PD1 responses 

(SJRHB010463_X16) has minimal SEZ6 gene 

expression. 

Medulloblastoma (MB):

• 1 of 2 MB models (ICb-3130Mb) achieved statistically 

significant extension of survival at the DL1 and the 

DL2 dose of ABBV-706 (SEZ6 ADC). For this model, 

survival was nominally extended by non-target ADC, 

but significance was not achieved. 

Pediatric PDX models were screened for SEZ6 expression:
SEZ6 expression in PIVOT pediatric models

https://pedcbioportal.kidsfirstdrc.org/

ORM ORM Code Criteria
< 50% tumor regression throughout 

study

> 25% tumor growth at end of study

PD

the mouse’s time-to-event ≤ 200% 

the median time-to-event in control 

group

PD

the mouse’s time-to-event is > 200% 

the median time-to-event in control 

group

< 50% tumor regression throughout 

study

≤ 25% tumor growth at end of

study

Partial Response PR

≥ 50% tumor regression at any point 

during study but measurable tumor 

throughout study period

Complete Response CR
disappearance of measurable tumor 

mass during the study period

Maintained Complete Response MCR	

no measurable tumor mass for at 

least 3 consecutive weekly readings 

at  any time after treatment has been 

completed

Progressive Disease PD	

Progressive Disease 1 PD1

Progressive Disease 2 PD2

Stable Disease SD	
Each mouse was assigned a score from 0 to 10 

based on their ORM.  PD1 = 0, PD2 = 2, SD = 4, 

PR = 6, CR = 8, and MCR = 10.  The median for 

the group determined the overall response. 

If the median score was half-way between an 

ORM category, the objective response was 

assigned to the lower response category.

Neuroblastoma (NB) (n=5)

EFS= Event Free Survival, T=Treatment, C=Control, RTV=Relative Tumor Volume, 

ORM= Objective Response Measure classification.

Table 1. Summary of in vivo efficacy results for pediatric NB models treated with ABBV-706 

and a non-target ADC. Treatment groups: A Control; B ABBV-706: DL1; C ABBV-706: DL2; D 

Non-target ADC: DL1; E Non-target ADC DL2.

Figure 1 (A-E). Kaplan-Meier survival plots and relative tumor volumes for patient-derived and 

cell line-derived subcutaneous NB models in mouse flank. Treatment groups: A Control; B 

ABBV-706: DL1; C ABBV-706: DL2; D Non-target ADC: DL1; E Non-target ADC DL2.

Medulloblastoma (MB) (n=2)

EFS= Event Free Survival, T=Treatment, C=Control

Table 2. Summary of in vivo efficacy results pediatric MB models treated with ABBV-706 and 

a non-target ADC. Treatment groups: A Control; B ABBV-706: DL1; C ABBV-706: DL2; D 

Non-target ADC: DL1; E Non-target ADC DL2.

BA

Figure 2 (A,B). Kaplan-Meier survival plots for patient-derived orthotopic MB models in mouse 

cerebellum (ICb). Treatment groups: A Control; B ABBV-706: DL1; C ABBV-706: DL2; D Non-

target ADC: DL1; E Non-target ADC DL2. 

ICb-2164MB ICb-3130MB

Retinoblastoma (RB) (n=2)

EFS= Event Free Survival, T=Treatment, C=Control, minSIG=relative minimum 

bioluminescence signal

A

Table 3. Summary of in vivo efficacy results for pediatric RB models treated with ABBV-706 and 

a non-target ADC. Treatment groups: A Control; B ABBV-706: DL1; C ABBV-706: DL2; D Non-

target ADC: DL1; E Non-target ADC DL2; F carboplatin + topotecan (SOC). 

B

Figure 3 (A,B). Kaplan-Meier survival plots and relative tumor volume for patient-derived 

subcutaneous RB models in mouse flank. Treatment groups: A Control; B ABBV-706: DL1; C 

ABBV-706: DL2; D Non-target ADC: DL1; E Non-target ADC DL2; F carboplatin + topotecan (SOC).

SJRB012408_X2

SJRB063836_X1

Abbreviations:

KM med = Median days survival

MCR=Maintained Complete Response

CR=Complete Response  

PR=Partial Response 

SD=Stable Disease 

PD=Progressive Disease

PD1=Progressive Disease w/o tumor growth delay

PD2= Progressive Disease w/tumor growth delay

Alveolar Rhabdomyosarcoma (ARMS) (n=5)

EFS= Event Free Survival, T=Treatment, C=Control, minSIG=relative minimum 

bioluminescence signal

C

D

E

A

Table 4. Summary of in vivo efficacy results for pediatric ARMS models treated with ABBV-706 and 

a non-target ADC. Treatment groups: A Control; B ABBV-706: DL1; C ABBV-706: DL2; D Non-target 

ADC: DL1; E Non-target ADC: DL2; G vincristine + irinotecan (SOC). 

Figure 4 (A-E). Kaplan-Meier survival plots and relative tumor volume for patient-derived orthotopic 

ARMS models in mouse right biceps femoris muscle. Treatment groups: A Control; B ABBV-706: DL1; 

C ABBV-706: DL2; D Non-target ADC: DL1; E Non-target ADC DL2; G vincristine + irinotecan (SOC)

SJRHB030765_X1

SJRHB030787_X1

SJRHB031320_X1

SJRHB046156_X1

B

A: Control; B: ABBV-706 DL1; C: ABBV-706 DL2; D: IC-ADC DL1; E: IC-ADC DL2 A: Control; B: ABBV-706 DL1; C: ABBV-706 DL2; D: IC-ADC DL1; E: IC-ADC DL2

A: Control; B: ABBV-706 DL1; C: ABBV-706 DL2; 

D: IC-ADC DL1; E: IC-ADC DL2; F: CARBO + TOPO (SOC)

SJRHB010463_X16

A: Control; B: ABBV-706 DL1; C: ABBV-706 DL2; 

D: IC-ADC DL1; E: IC-ADC DL2; G: VCR + IRN (SOC)

Single agent in vivo efficacy studies were completed in NB, 

MB, RB, and ARMS models with varying SEZ6 expression. 

MB and ARMS models were implanted orthotopically; NB 

and RB models were implanted subcutaneously. After 

engraftment, 2 total doses of ABBV-706 or IC-ADC were 

given by IP injection 3 weeks apart at 2 dose levels (DL1, 

DL2). Efficacy was assessed by median event free survival 

(KM med) and objective response measure (ORM, Ped 

Blood Cancer 2007;49:928-940). ORM defines an 

objective response as partial, complete, or maintained 

complete response (PR, CR, and MCR) compared to                

                   stable disease (SD) or     

                   progressive disease, with or 

                   without growth delay (PD2 

                   and PD1, respectively). 
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