
Total dose of MK-2206 N (%) Reason of dose interruption or dose reduction
2400 mg 8 (57.1%) Full dose of MK-2206
2250 mg 2 (14.3%) Omitted one daily dose due to grade 3 rash
2000 mg 1 (7.1%) Omitted 1 daily dose for 2 consecutive cycles due to grade 1 diarrhea
1700 mg 1 (7.1%) Omitted 4 daily doses over 3 consecutive cycles due to grade 3 rash

1650 mg 1 (7.1%)
Omitted doses on cycle 1 due to patient misunderstanding administration schedule 

and then omitted 1 daily dose for 2 consecutive cycles due to grade 3 rash

950 mg 1 (7.1%)
Omitted doses on cycle 1 due to patient misunderstanding administration schedule 

and then discontinued treatment after cycle 2 due to grade 4 ALT and AST.

Supplementary Table S1  Dose administered among the 14 patients with cycle 1 day 17 Ki67 ≤ 10%



Supplementary Table S2. Surgical Procedures and Pathological Findings (n=13)
Extent of Surgery

Partial mastectomy + SLN biopsy
Partial mastectomy + ALND
Partial mastectomy + SLN + ALND
Mastectomy + SLN biopsy
Mastectomy + ALND
Mastectomy + SLN + ALND

4 (30.8%)
2 (15.4%)
2 (15.4%)
1 (7.7%)

2 (15.4%)
2 (15.4%)

Amount of  residual tumor in the breast
0.1-2.0 cm
> 2.0 cm

5 (38.5%)
8 (61.5%)

Number of positive lymph nodes
0
1-3
4-9
10+

6 (45.2%)
6 (45.2%)

0
1 (7.7%)

SLN, Sentinel lymph node biopsy;  ALND, Axillary lymph node dissection



Ineligible (n=1) 

Registration (n=16)

Completed treatment and surgery (n=13)

Discontinued study treatment due to:
• C1D17 Ki67 >10% (n=2)
• Grade 4 ALT in C2 (n=1)

Study Flow Chart

Not eligible for registration due to 
• Negative for PIK3CA mutation (n=22)
• Insufficient tissue for sequencing (n=6)

Did not register to study due to
• Physician/patient decision (n=5)
• Not specified (n=1)

Pre-registration (n=51)

PIK3CA Sequencing (n=50)

Positive for PIK3CA Mutation (n=22)

Supplementary Fig. S1
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PI3K_p85B PI3-kinase family, p85-binding domain; cl02483

PI3K_rbd PI3-kinase family, ras-binding domain; cl02484

C2_PI3K_class_I_alpha C2 domain present in class I alpha phosphatidylinositol 3-kinases (PI3 ...

other p110alpha-p85alpha complex

PI3Ka_I Phosphoinositide 3-kinase (PI3K) class I, accessory domain ; PIK domai ...

PI3Kc_IA_alpha Phosphoinositide 3-kinase (PI3K), class IA, alpha isoform, catalytic d ...

other ATP binding site [chemical binding]

PI3Kc Phosphoinositide 3-kinase, catalytic domain; smart00146

other Ras binding site [polypeptide binding]

active catalytic loop [active]

other activation loop (A-loop)

PROTEINDEL
MISSENSE
SILENT
NONSENSE
SPLICE
FRAMESHIFT
INTRON
PROTEININS
SPLICE_REGION
Somatic

I102_V
105del

E103_P104del
E103_G106>D
E103G

9 P104L
3 P104R
2 P104_G106>R

P104T

15
27 K111E

12 K111N
3 K111_I112>N
2 K111R
2 K111del

K111_I112del
K111_L113>N
K111_I112>I

D
186N

12 E418K
intron

78 C420R
C420_P421del
C420_L422>*

953 E542K
15 E542V

13 E542Q
9 E542G
4 E542A

E542R

1512 E545K
185 E545A
106 E545G
43 E545Q

30 E545D

35 E726K
2 E726A

24 N1044K
3 N1044S
3 N1044Y
3 N1044D

2069 H1047R
302 H1047L
75 H1047Y

11 H1047Q
H1047N

Supplementary Fig S2
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Supplementary Fig. S3
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Supplementary Fig. S4



Supplementary Fig. S5
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