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Full inclusion criteria

Written informed consent in accordance with federal, local, and institutional guidelines.
Age 218 years at time of provision of informed consent.

Histologically confirmed CD30+ PTCL with CD30 expression in 21% tumor cells via centrally
assessed Ber-H2 targeted immunohistochemistry. CD30-positivity was confirmed centrally
results before the first dose of study acimtamig.

The following PTCL subtypes were allowed:

9.

e Enteropathy-associated T-cell ymphoma

e Monomorphic epitheliotropic intestinal T-cell ymphoma

e Hepatosplenic T-cell ymphoma

e Subcutaneous panniculitis-like T-cell lymphoma

e Peripheral T-cell ymphoma, not otherwise specified

e Angioimmunoblastic T-cell ymphoma

e Follicular T-cell ymphoma

e Nodal peripheral T-cell ymphoma with T-follicular helper phenotype
e Anaplastic large-cell ymphoma, anaplastic lymphoma kinase (ALK)-positive
e Anaplastic large-cell ymphoma, ALK-negative

e Breast implant—associated anaplastic large-cell lymphoma

Measurable disease by the modified Lugano Classification (>1.5 cm diameter by CT, assessed
locally for eligibility)

Patients must have had R/R disease and have received 21 prior line of systemic therapy. For
patients with systemic ALCL, Patients must have failed or be intolerant to BV, with intolerance
defined as intolerance is defined as a discontinuation of a drug due to a 2Grade 2 treatment-
related adverse event that was clearly documented

Completion of treatment with any radiotherapy, chemotherapy, antibody, immunoconjugates
and/or another investigational drug >4 weeks (or 5 half-lives of the drug, whichever was shorter)
prior to first dose of study drug. Patients were permitted to be enrolled after a minimum of 2
weeks post-radiation if radiation was for palliative intent to a single cutaneous lesion or single
nodal region after discussion with the Sponsor.

Completion of an autologous hematopoietic stem cell transplantation at least 3 months prior to
first dose of study drug (if applicable).

Resolution of any clinically significant previous therapy-related toxicity to <Grade 1 or to
baseline if pre-existing condition (exception: Patients with all grade alopecia and <Grade 2
peripheral neuropathy).

Eastern Cooperative Oncology Group (ECOG) performance score of 0 or 1 (Appendix B).

10. Life expectancy 212 weeks.



11. Adequate laboratory functional values (transfusions and growth factors allowed during
Screening; however, transfusion-dependency defined as requiring blood products more than
once per week were not allowed):

a.

b.

a) Platelet count 250,000/mm?3
b) Hemoglobin =8.0 g/dL (24.96 mmol/L)
c) Absolute neutrophil count >1,000/mm3

d) Alanine transaminase/aspartate transaminase <3 x the upper limit of normal (ULN) or <5 x
for patients with documented hepatic involvement with lymphoma

e) Total bilirubin £1.5 x ULN or <3 x ULN for Patients with Gilbert’s disease or documented
hepatic involvement with lymphoma

f) Serum creatinine <1.5 mg/dL or measured or calculated (per institutional standard)
creatinine clearance =30 mL/min for patients with creatinine levels >1.5 x ULN.

12. If the patient was female and of child-bearing potential, they were required not to be pregnant
or breastfeeding and were required to have a negative urine or serum pregnancy test within 3
days prior to the first dose of study drug. Urine pregnancy tests that could not be confirmed as
negative required a confirmatory negative serum pregnancy test. In addition, females of
childbearing potential agreed to use a highly effective method of contraception for the course of
the study from 14 days prior to the first dose of study drug until 60 days after the last dose of
the study drug.

Non-childbearing potential was defined as:

Postmenopausal: defined as no menses for 12 months without an alternative medical cause.
A high follicle-stimulating hormone (FSH) level in the postmenopausal range may be used to
confirm post-menopausal state in women not using hormonal contraception or hormonal
replacement therapy. In the absence of 12 months of amenorrhea, FSH measurements
indicating post-menopausal status must be documented in subject’s medical history.

Permanently sterile: documented permanent sterilization e.g., hysterectomy, bilateral
salpingectomy and bilateral oophorectomy.

13. If the patient was male, the patient had to be surgically sterile or agree to use a highly effective
method of contraception, prior to the first dose of study drug until 60 days after the last dose of
study drug.

Full exclusion criteria

1. Subjects with the following subtypes of lymphoma

T-cell prolymphocytic leukemia

T-cell large granular lymphocytic leukemia

Chronic lymphoproliferative disorder of NK cells

Aggressive NK-cell leukemia

Extranodal NK-/T-cell lymphoma

Indolent T-cell lymphoproliferative disorder of the gastrointestinal tract

Adult T-cell leukemia/lymphoma

2. Evidence of central nervous system involvement.



10.
11.

12.

13.

Had an allogenic tissue hematopoietic cell/solid organ transplant within the last 3 years. Subjects
who had a transplant >3 years ago were eligible as long as there are no signs/symptoms of graft
versus host disease (GvHD).

Had a requirement for chronic systemic immunosuppressive therapy <12 weeks prior to the first
dose of study drug for prophylaxis or management of conditions such as GvHD (e.g.,
mycophenolate, methotrexate, calcineurin inhibitor-based therapy, steroid doses that would
require prolonged tapering for discontinuation).

Major surgery <4 weeks prior to first dose of study drug.

Any active, concurrent, significant illness or disease (other than T-cell lymphoma) or clinically
significant findings including psychiatric and behavioral problems, medical history and/or
physical examination findings that would preclude the subject from participation in the study
such as:

a) Active infection requiring systemic therapy <10 days before the first dose of study drug

b) Unstable angina pectoris, symptomatic congestive heart failure (New York Heart Association
[NYHA] 11, 11, IV; Appendix C), myocardial infarction <6 months prior to first study drug,
uncontrolled cardiac arrhythmia e.g., atrial fibrillation/flutter, cerebrovascular accidents <6
months before first dose of study drug

c) Any severe or uncontrolled other disease or condition which might increase the risk
associated with study participation

d) Active Hepatitis B or Hepatitis C. Antiviral prophylaxis for chronic Hepatitis B virus infection
may be used at the discretion of the Investigator

Diagnosis of Human Immunodeficiency Virus (HIV) i.e., presence of HIV 1/2 antibodies.

Diagnosis of immunodeficiency or requirement for systemic steroid therapy or any other form of
immunosuppressive therapy (outside of examples already mentioned in Exclusion Criterion
Number 4) <7 days prior to the first dose study drug. Topical steroid creams for symptomatic
relief for subjects in Cohort C (TMF) are exceptions to this rule. Also, the use of physiologic doses
of corticosteroids may be approved after consultation with the Sponsor/Medical Monitor.

Any other malignancy known to be active, with the exception of treated cervical intra-epithelial
neoplasia and non-melanoma skin cancer.

General intolerance of any protocol medication or its excipients.

Patient’s inability to appreciate the nature, meaning and consequences of the trial and to
formulate his/her own wishes correspondingly.

Patient was unwilling to comply with the protocol; including the required biopsies and PK
sampling.

Prior treatment with acimtamig.



Supplementary Table 1. Summary statistics of acimtamig PK parameters — Group 1 patients.

Cmax

(ng/mL)

tmax

(h)

AUCo-168h
(ng.h/mL)

18

tiast

(h)

AUCIast

(ng.h/mL)

20

AUCins

(ng.h/mL)

18

AUCpep

)

Rzadj

ti/2

CL

Vx

VSS

36815 12.5 689119 164 676784 694496 0.53 0.96 21.8 0.34 10 NC
SD 15201 35.9 309072 36.4 345884 312671 0.4 0.03 6.63 0.19 4.73 NC
cv 41.3 287 44.9 22.2 51.1 45 75.4 3.09 30.4 54.4 47.3 NC
Median 40627 4.19 713513 166 714903 717375 0.35 0.97 20.8 0.28 8.68 NC
Min 75.5 1 184960 48.4 6226 186940 0.13 0.9 7.05 0.18 4.57 NC
Max 58264 165 1081700 256 1085640 1087550 1.34 1 37 0.84 20.2 NC
LCI95 29701 -4.3 544468 147 514906 548161 0.34 0.94 18.7 0.25 7.8 NC
UCI95 43929 29.3 833769 181 838663 840830 0.71 0.97 24.9 0.43 12.2 NC
GeoMean 26232 5.09 608104 158 498580 612361 0.4 0.96 20.7 0.3 9.07 NC

cv
GeoMean

C1D8

N

60.1

18

170

18

60.3

18

40593 5.11 760472 141 746765 759787 1.46 0.96 20 0.29 7.85 6.49
18069 4.73 278819 56.7 270135 280509 3.05 0.037 5.62 0.13 2.65 2.64
44.5 92.5 36.7 40.2 36.2 36.9 209 3.8 28 45.1 33.7 40.6
44916 4.19 797277 166 795746 802296 0.45 0.98 20.4 0.25 6.87 5.51
75.5 -5.6* 330298 -5.6* 301340 306064 0.11 0.88 7.6 0.16 4.42 1.65
81781 22.2 1277020 215 1276530 1282730 133 1 313 0.61 13.6 12.2




LCI95

UCI95

GeoMean

cv
GeoMean

Ci1D29

32137 2.9 629981 115 620338 628504 0.032 0.95 17.4 0.23 6.61 5.26
49050 7.33 890964 168 873192 891069 2.89 0.98 22.7 0.36 9.09 7.73
29014 5.07 708765 138 695075 705726 0.57 0.96 19.1 0.27 7.47 5.94

272 42.4 41.6 48.9 42.6 43.1 199 3.88 36.5 41.5 32.7 48.7

N

Mean

SD

cv

Median

Min

Max

LCI95

UCI95

GeoMean

cv
GeoMean

16 16 13 16 14 13 13 13 13 13 13 13
36701 15.8 798892 148 720058 788472 1.62 0.95 21.2 0.26 7.69 5.78
16125 40.7 257289 49.5 307159 247508 2.53 0.042 7.52 0.096 3.18 2.96
43.9 258 32.2 335 42.7 31.4 156 4.44 35.4 36.4 41.3 51.2
42286 4.52 722153 166 711248 727663 0.79 0.96 21.7 0.26 8.06 5.8
68 1.4 404657 48 11388 406444 0.25 0.86 7.32 0.16 2.98 1.84
54510 167 1241310 192 1109560 1119030 9.32 1 333 0.49 15.5 13.3
28108 -5.9 661792 122 556384 656585 0.27 0.93 17.2 0.21 6 4.2
45293 37.5 935991 174 883731 920360 2.97 0.98 25.3 0.31 9.38 7.36
24435 5.95 759038 136 547388 749717 0.8 0.95 19.6 0.25 7.08 5.1
364 140 35 52.1 169 35 159 4.56 47.4 33.7 46 58.4

*One patient had only one time point sampled in Cycle 1 (i.e., the predose sample of Cycle 1/Day 8), therefore, tmax Was less than 0.
AUCo-168n, area under the concentration versus time curve from 0-168 hours post-dosing; AUCins, area under the concentration versus time curve from O—infinite time; AUC,s, area
under the concentration versus time curve from O—tj.st; AUC,ep, proportion of the extrapolated area under the concentration curve versus time curve expressed as a percentage;

C1D1, cycle 1 day 1; C1D8, cycle 1 day 8; C1D29, cycle 1 day 29; CL, clearance; Cmax, maximum concentration; CV, coefficient of variation; GeoMean, geometric mean; h, hour; LCI95,

lower limit of 95% confidence interval; Min, minimum; Max, maximum; N, number of values used to calculate the summary statistics; NC, not calculated; R2,q;, resulting adjusted R-
square in lambda calculation; SD, standard deviation; ti/,, half-life ; tiast, time of last concentration; tmax, time of maximum concentration; UCI95, upper limit of 95% confidence
interval; Vs, volume of distribution at steady state; Vy, volume of distribution.




Supplementary Table 2. Antibodies used in the flow cytometry panels.

Antibody

Vendor

Product number

CD45RA ALB11 Beckman Coulter IM1834U
CcD45 J.33 Beckman Coulter A96416
cD3 UCHT1 Beckman Coulter IM2705U
CD7 CD7-6B7 Thermo Fisher MHCDO0705
CcD20 BOE9 Beckman Coulter IM3629U
CcD4 13B8.2 Beckman Coulter B10824
cDS8 B9.11 Beckman Coulter A94686
CcD16 3G8 Beckman Coulter 6604894
CD69 TP1.55.3 Beckman Coulter IM1943U
CcD56 N901 (NKH-1) Beckman Coulter IM2654U
HLA-DR L243 Becton Dickinson 335813
cD14 RM052 Beckman Coulter IM2580U
cD127 R34.34 Beckman Coulter B25366
CcD25 B1.49.9 Beckman Coulter IM2646U

Supplementary Table 3. Post-hoc subgroup analyses showing variables influencing ORR (based on
logistical regression analyses).

N ORR, %

LDH at BL (Median: 264.58 1U/L)

Lower/equal median 54 37.0

Above median 54 27.8
Albumin at BL (Median: 38.5 g/L)

Lower/equal median 54 25.9

Above median 54 38.9
Lymphocytes at BL (Median: 0.9 x10°L)

Lower/equal median 60 23.3

Above median 48 43.8
CRP at BL (Median: 179.81 nmol/L)

Lower/equal median 56 411

Above median 52 23.1
Weight at BL (Median: 70.4 kg)

Lower/equal median 54 40.7

Above median 54 24.1
Sex

Female 42 42.9

Male 66 25.8

BL, baseline; LDH, lactate dehydrogenase; CRP, C-reactive protein; ORR, overall response rate.



Supplementary Table 4. Post-hoc subgroup analyses showing variables with no meaningful
difference in ORR.

N ORR, %

Prior systemic therapy lines
1 23 34.8
2 35 28.6
3 25 24.0
>3 25 44.0
Age groups (Median: 63 years)
Lower/Equal Median 57 31.6
Above Median 63 333
Race
Asian 15 26.7
Black or African 5 0.0
White 75 33.3
Not reported/Missing 13 46.2
Best response to last therapy line
CR 22 40.9
PR 20 25.0
SD 14 28.6
PD 41 39.0
Unknown 11 9.1

CR, complete response; ORR, overall response rate; PR, partial response; SD, stable disease; PD, progressive disease.



Supplementary Table 5.

Representativeness of Study Participants.

Cancer type(s)/

subtype(s)/
stage(s)/condition

Angioimmunoblastic T-cell ymphoma (AITL)

Anaplastic large cell ymphoma
(ALCL)

PTCL-not otherwise specified
(PTCL-NOS)

Considerations related to:

adults, with a median age at diagnosis of ~65
years

e ALK+ ALCL mostly affects pre-teens,
adolescents, and adults in their 20s to
30s

e  ALK- ALCL affects people over 60

Sex AITL is a unique subtype of PTCL accounting ALCL can affect people of all backgrounds and | PTCL-NOS is the most common subtype with a
for ~2% of all non-Hodgkin lymphomas and is thought to be more likely to occur in: 2:1 male to female dominance
~15% to 20% of PTCLs with no predilection on e ALK+ ALCL predominantly affects males
gender e  ALK- ALCL is slightly more common
in men
Age Generally, AITL is considered to affect older ALCL can affect people of all ages; however: PTCL-NOS predominantly affects middle-aged

adults ~60 years, and is rarely seen in children

Race/ethnicity

AITL does not appear to be influenced by
ethnicity, but studies suggest a slight
predominance in Caucasian males

ALCL does not appear to be influenced by
ethnicity but generally the incidence and
mortality is high in Asia

PTCL-NOS does not appear to be influenced
by ethnicity

Geography

AITL presents an inverse geographical tropism
to other subtypes of T-cell ymphomas, being
more common in Europe, particularly in the
British Islands and Nordic countries,
comprising 28.7% and less prevalent in Asia
and North America, where it accounts for
17.9% and 16.0% of T-cell lymphomas,
respectively

ALCL is common in North America, Australia
and Europe

Common in North America and Europe,
accounting for ~30% of all PTCLs, and is twice
as common as AITL and ALCL

Overall
representativeness of
this study

Due to the low prevalence and significant heterogeneous population, studies in PTCL are predominantly multicenter and only represented a small
percentage of the local population. This study faced the same challenges but was able to recruit 108 participants, with a mean age of 61.1 years.
There was a relatively equal split of males to females (61.1% vs 38.9%, respectively), given that the disease tends to affect more males.

In addition, the study was predominantly of Caucasian heritage (69.4%) in alignment with the literature, with 13.9% of participants being Asian.
We believe the study was representative of the general population affected by PTCL; however, the main study categorised patients by their CD30
expression levels rather than PTCL subtype. The distribution of PTCL subtypes is outlined in Table 1 and formed part of sub-analyses but due to
the small sample size it is difficult to draw meaningful conclusions in each subtype.
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Supplementary Figure 1.

Top: Percentage of mature lymphocytes, in responders and non-responders to acimtamig. Bottom: Percentage of viable
CD4*/CD25*/CD127-/CD45RA* T regulatory cells in responders and non-responders to acimtamig. Data from 22/108 patient
samples were viable and included in the analysis shown.
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