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SUPPLEMENTARY MATERIALS

Supplementary Table 1. Data on clinical trials on Akt inhibitor MK-2206 for various cancers collected from www.

clinicaltrials.gov

Clinical trial ID Cancer type Size Treatment groups Results Compared to First
line /Standard
therapy

NCTO01283035 Recurrent and 5 Single group; MK- | Not available

platinum-resistant 2206 monotherapy
ovarian, fallopian PO QW for 4
tube, or primary weeks (one cycle);
peritoneal cancer repeat if patient is
benefiting
NCT01283035 Recurrent and 5 Single group; MK- | Not available
platinum-resistant 2206 monotherapy
ovarian, fallopian PO QW for 4
tube, or primary weeks (one cycle);
peritoneal cancer repeat if patient is
benefiting
NCT01349933 Recurrent or 21 Single group; MK- | OS:10 months Cisplatin +
metastatic head and 2206 monotherapy [ (95% CI; 5.9 - 20); | Gemcitabine; OS:
neck cancer 200 mg PO QW PFS: 3.5 months 29.1 months; PFS:
for 4 weeks (one (95% CI; 0.9 - 7.3) | 7.0 months [1]
cycle); repeat if
patient is benefiting
NCT01253447 Relapsed or 19 Single group; MK- | Study was
refractory acute 2206 monotherapy | terminated due to
myeloid leukemia 200 mg PO QW insufficient drug
(AML) for 4 weeks (one efficacy
cycle); repeat if
patient is benefiting
NCT01802320 Previously treated, |18 Single group; MK- | Not available
metastatic or locally 2206 monotherapy
advanced colon or PO QW for 4
rectal cancer weeks (one cycle);
repeat if patient is
benefiting
NCTO01186705 Metastatic KRAS- |1 Single group; MK- | Not available
Wild-Type, 2206 monotherapy
PIK3CA-Mutated, 200 mg PO QW
Colorectal Cancer for 4 weeks (one
cycle); repeat if
patient is benefiting
NCTO01277757 Advanced breast 28 Single group; MK- | Not available
cancer with a 2206 monotherapy
PIK3CA mutation, 200 mg PO QW
or an AKT mutation for 4 weeks (one
and/or PTEN loss/ cycle); repeat if
PTEN mutation patient is benefiting
NCT01260701 Advanced Gastric/ |70 Single group; MK- | OS: 5.1 months Cisplatin + 5-FU;

Gastro-esophageal
Junction Cancer

2206 monotherapy
60 mg PO QOD

on days 1-28 (one
cycle); repeat if
patient is benefiting

(95% CI; 3.7 - 9.4);
PFS: 1.8 months
(95% CI; 1.7 - 1.8)

OS: 33 weeks; PFS:
27 week [2]
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Clinical trial ID Cancer type Size Treatment groups Results Compared to First
line /Standard
therapy

NCTO01169649 Metastatic 8 Single group; MK- | Not available
Neuroendocrine 2206 monotherapy
Tumors (NET) 200 mg PO QW

for 4 weeks (one
cycle); repeat if
patient is benefiting

NCT01294306 Advanced 80 Single group; MK- | OS: EGFR- Cisplatin +
non-small cell (45 EGFR-Mutation | 2206 monotherapy | Mutated: 10.6 Gemcitabine
lung cancer and 34 EGFR-WT) | PO QOD on days months (95% CI; or Cisplatin +
progressed after 1-28; repeat if 8.6 -23.2); EGFR | Docetaxel; OS:
previous response patient is benefiting [ WT: 11.1 months 19-5 months; PFS:
to Erlotinib (95%CI; 7.3 - 5.2 months [3]
Hydrochloride 22.1);
therapy PFS: EGFR-

Mutated: 4.4
months (95% CI;
2.7-6.6); EGFR
WT: 4.6 months
(95% CI; 2.9 - 8.5)

NCT01519427 Stage III/IV 2 Single group; MK- | OS: 153 days, range | Vemurafenib
melanoma that 2206 monotherapy | (117 to 189); compared to
failed prior therapy PO QW for 4 weeks | PFS: 105 days, Decarbazine; OS:
with Vemurafenib + selumetinib range (42 to 168) 13-6 months; PFS:
or Dabrafenib PO BID on days 69 months [4];

1-21 (one cycle); Dabrafenib

repeat if patient is compared to

benefiting Decarbazine:
OS: favoring
Dabrafenib; PFS:
5.1 months [5]

NCT01658943 Previously 121 (62 mFOLFOX | Two groups: Ist group: OS: 6.7
treated metastatic and 58 MK + 1st group: months (95% CI;
pancreatic cancer Selumetinib) mFOLFOX 6-8.3);

regimen FBS: 2 months

PO QD on days (95% CI; 1.8 - 2.9);
1-28; 2nd group: OS: 3.9
2nd group: months (95% CI;
MK2206 + 3.5-4.6);
selumetinib, FBS: 1.9 months
MK?2206 (135 (95% CI; 1.8 - 2.1)
mg) PO QW and

selumetinib PO QD

on days 1-28

NCT01239355 Previously treated | 15 Single group; MK- [ OS: 6.1 months Sorafenib; OS: 10.7
advanced liver 2206 monotherapy | (95% CI; 3.0 - 8.4); | months; PFS: 4.1
cancer 200 mg PO QW PFS: 1.7 months months [6]

for 4 weeks (one
cycle); repeat if
patient is benefiting

(95% CI; 1.6 - 3.0)
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Clinical trial ID Cancer type Size Treatment groups Results Compared to First
line /Standard
therapy

NCTO01466868 Relapsed or 22 Single group; MK- | Not available

refractory diffuse 2206 monotherapy
large B Cell 200 mg PO QW
Lymphoma for 4 weeks (one
(AKTIL) cycle); repeat if
patient is benefiting
NCTO01481129 Relapsed or 22 Single group; MK- | OS: 9.6 months Gemcitabine +
refractory diffuse 2206 monotherapy | (95% CI; 2.8 to Dexamethasone +
large B Cell PO QW for 4 18.8); Cisplatin; OS: 8.9
Lymphoma weeks (one cycle); | PFS: 1.71 months | months; FBS: 3.1
(AKTIL) repeat if patientis | (95% CI; 0.8 to 1.8) [ months [7]
benefiting
NCT01307631 Recurrent 37 (9 PIK3CA Two groups; All OS: 8 months; Carboplatin +
or advanced Mutant and 28 with MK-2206 range (0-12 Paclitaxel; OS: 37
endometrial cancer | PIK3CA WT) monotherapy PO months) months; PFS: 13
QW for 4 weeks PFS: PIK3CA months (Miller
(one cycle); Mutant: 1.6 months | DS, Filiaci G,
repeat if patientis | (90% CI; 0 - 1.6); | Mannel R, et al.
benefiting PIK3CA WT: 1.8 Randomized Phase
months (90%ClI; I Noninferiority
0-1.8) Trial of First Line
Chemotherapy
for Metastatic
or Recurrent
Endometrial
Carcinoma: A
Gynecologic
Oncology Group
Study. LBA2.
Presented at the
2012 Society
of Gynecologic
Oncology Annual
Meeting, Austin,
TX.)
NCT01481129 Relapsed or 22 Single group; MK- [ OS: 9.6 months Gemcitabine +
refractory diffuse 2206 monotherapy | (95% CI; 2.8 to Dexamethasone +
large B Cell PO QW for 4 18.8); Cisplatin; OS: 8.9
Lymphoma weeks (one cycle); | PFS: 1.71 months | months; FBS: 3.1
(AKTIL) repeat if patientis | (95% CI; 0.8 to 1.8) | months [7]
benefiting
NCT01258998 Relapsed or 59 Single group; MK- [ OS: Not available | Gemcitabine +
refractory 2206 monotherapy | PFS: 2.8 months Dexamethasone
lymphoma 200 mg PO QW + Cisplatin; OS:

for 4 weeks (one
cycle); repeat if
patient is benefiting

8.9 months; FBS:
3.1 months [7].
(Cancer. 2004 Oct
15;101(8):1835-42)
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Clinical trial ID Cancer type Size Treatment groups Results Compared to First
line /Standard
therapy

NCT01604772 Progressive, 14 Single group; MK- | OS: Not available; | No optimal

recurrent, or 2206 monotherapy | PFS: 9.2 months treatment due to
metastatic adenoid 150 mg PO QW (95% CI; 3.8-11) inadequate clinical
cyst carcinoma for 4 weeks (one trials. (Uptodate.
cycle); repeat if com; Malignant
patient is benefiting salivary gland
tumors: Treatment
of recurrent and
metastatic disease)
NCTO01333475 Advanced 21 (12 in the Ist Two groups: This biomarker-
colorectal group (TAC1) and | 1st group (TACI) driven phase
carcinoma 9 in the 2nd group | : MK-2206 + 2 study was
(TACI1A)) AZD6244, MK- conducted to
2206 90 mg PO determine the
QW and AZD6244 | antitumor activity
Hydrogen sulfate of dual therapy. OS
75 mg PO QD (one | and PFS are not
cycle); repeat if available
patient is benefiting
2nd group
(TAC1A): MK-
2206 + AZD6244,
MK-2206 135
mg PO QW
and AZD6244
Hydrogen sulfate
100 mg PO QD
(one cycle);
repeat if patient is
benefiting
NCTO01425879 Advanced 8 Single group; MK- [ OS: 3.5 months Cisplatin +
refractory biliary 2206 monotherapy | (95% CI; 2.2 - 6.7); | Gemcitabine; OS:
cancer that cannot 200 mg PO QW PFS: 1.7 months 11.7 months; PFS:
be removed by for 4 weeks (one (95% CI; 0.5 - 5.6) | 8 months [8]
surgery cycle); repeat if
patient is benefiting
NCT01239342 Refractory kidney | 43 (29 in the MK Two groups: MK-2206 group:
cancer group and 14 in the | 1st group: MK- OS:
Everolimus group) | 2206 200 mg PO 23.5 months (95%
For PFS analysis, QW for 4 weeks; CI; 10.7 - 37.4)
1 patient was repeat if patient is | PFS: 3.68 months
excluded from each | benefiting (95% CI; 1.77 -
group 2nd group: 5.75)
Everolimus 10 Everolimus group:
mg PO QD for 4 OS: 15.7 months

weeks; repeat if
patient is benefiting

(95% CI; 6.5 - not
estimable)

PFS: 5.98 months
(95% CI; 5.08 to
not estimable)
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Clinical trial ID Cancer type Size Treatment groups Results Compared to First
line /Standard
therapy

NCT01251861 Patients with 104 Two groups: Not available

previously treated Ist group:

prostate cancer Observation on
weeks 1-12, then
bicalutamide PO

QD on weeks 13-
44. Patients with a
PSA decline of >=
50% may continue
on bicalutamide
until week 72 in
the absence of
disease progression
or unacceptable
toxicity.

2nd group:
MK2206 PO QW
on weeks 1-44

and bicalutamide
PO QD on weeks
13-44. Patients
with a PSA decline
of >= 50% may
continue on Akt
inhibitor MK2206
and bicalutamide
until week 72 in
the absence of
disease progression

or unacceptable
toxicity
NCTO01370070 Recurrent and 21 Single group; MK- [ OS: 10 months Gemcitabine +
metastatic 2206 monotherapy | (95% CI; 5.9 to Cisplatin; OS: 29.1
nasopharyngeal 200 mg PO QW 20.0) months; PFS: 7
carcinoma for 4 weeks (one PFS: 3.5 months months [9]

cycle); repeat if (95% CI; 0.9 to 7.3)
patient is benefiting

Abbreviations: OS (median), overall survival; PFS (median), progression-free survival; PO, by mouth; QW, every week;
QOD, every other day; QD, every day; WT, wild-type
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Supplemental Figure 1: Mutation in the Akt isoforms based on the data collected from the cBioportal database. This
Figure shows the mutations detected in the Aktl, Akt2 and Akt3 isoforms in PCa patient samples based on the 6 genomic analysis studies
available in the cBioportal database.
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Supplemental Figure 2: Original Western blot images
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Supplemental Figure 3: Original Western blot images
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Supplemental Figure 4: Original Western blot images



