
B:ickground 

P1446A-05 is a potent. selective CDK4.6 1nh Mor 
'"'U! act11111y 1n mull!~ SRAF mutant and w ild type 
cell lines 

The BRAF •nh1b1tors have been transl01TT1a1tve 1n the 
therapy of BRAF V600 mut<>nl melanoma 
Resistance to BRAF nh b tors does develop 
frequently, often 1n a few months 
Increased cycl1n 01 '"htd't «tom11la: "> CDK416 
mediates BRAF 1nh1bl1ors res•stance n BRAF V600 
mutant melanoma 
Tile add1t10n of a CDK 4.6 1nh1bttor ru>1"yi:>d tile onset 
of BRAF 1nh1b<lor res1Stance m precfinoeal study 
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Methods 

- A prospect•~e multicenter Phase I 1nal was 
conducted to determme the safety maximum 
tolerated dose (MTDJ and dose ' '"'~ng toxic.1y of 
P1446A·05 on combtnalJOn w11h Vemuraren1b 

The Phase t dose escalation pan of lhe tnal •s 
reported here 

- A total of 4 cohOrts were planned tn lhe Vernurafef' b

arm or this phase tn the tnal 

Vemuraferuo was escalated slarting ''"th a dose of 
720 mg PO BID and P1446A·05 was planned to 
e~lale 5tanorig with 150mgup10 350 mg PO OD 

In each conon 3 10 6 patients v. ere planned to be 
enrolled 

Extensive PK analysis ,.,as conducted 

El>gibte pat.en1s could be BRAF1-na1ve or resistanl 
ECOG PS 0-1 and OTc < 480 at baset ne 
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Table 7. Summary or chn1c.al ""90f'lllM 

.. 
All(l'ld) 3 33" 

Summary 

l (11 ~ 2 (1ll!il 

I (lNl ~ 2 (6611) 

• A total 9 paLents have bet!<> accl\led Among lllern 3 pai.ents -.. 
BRAF lllhot><or na .ve and 6 """e BRAF Mb•tor refrkt<l<y 

• The ue.·ment was ... ~tOfetate<I " :hoot s.g~ 'cal'! dtug-d~ 
rnteractJOn 

· Most cammon adv~ events a<e fa".igue (41 c:ons~pabo" ;3 
d arrhea 31 artl\ralg1a (3J and headad'8 <31 

• t OLT t>as IJeeO Obst!f1led rg<OOe 3 fa~> 

• Response$ v.ere 01>se<ved •n a•1 3 8AAF nav1e pa~ 11 CR ana 
2PR) 

Conclusions 

• T~ como.na"°" or Pt"SA.-05 ano v~·en b •• "Ae to1era1e<1 

• Tne MTO was not reacl>ed n U>e too' 

• No drug.drug .ntemct•ons "e<e obsenoed a<1d the PK ~e1'1S ror 
f~('!C)m~'IN'\V.#lt/P~ 

• Preld"lw1.ary eYldenc:@ 01 ~·~ 1n me treatment·na1 .. e patit:nts \\<H 
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