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Introduction
Although massive amounts of microarray data have produced 

genome-wide analysis of differentially expressed genes in a variety of 
distinct phenotypes, the translational approaches that can characterize 
cellular and physiological functionalities of differentially expressed 
genes have been limited. The use of pathway analysis software, 
prediction and interpretation of cellular pathways can be an essential 
process in generating hypotheses and in understanding the functional 
importance of differentially expressed genes identified by global gene 
expression analysis. 

With severe drought conditions, diversion of grain to ethanol 
production, and increasing demand for grain globally, feed efficiency 
(FE, gain to feed) remains one of the most important genetic traits in 
animal agriculture. Gene expression studies in a male broiler line have 
revealed that a high FE broiler phenotype exhibited up-regulation of 
genes in breast muscle associated with signal transduction pathways, 
anabolism, energy sensing, and energy coordination activities, whereas 
a low FE broiler phenotype exhibited up-regulation of genes associated 
with cytoskeletal architecture and/or muscle development, and stress 
responsive genes including heat shock proteins and superoxide 
dismutase [1-3].

Protein accretion and degradation processes can influence 

overall energetic efficiency in an animal due to the size of the skeletal 
muscle system and expense of energy required for protein synthesis. 
As such, protein synthesis and protein degradation processes have a 
major impact on energy usage within a muscle cell. The mammalian 
target of rapamycin (mTOR) in conjunction with Akt (also known as 
protein kinase B) are required via the phosphatidyl inositol 3- kinase 
(PI3K)/Akt/mTOR pathway for skeletal muscle cell development [4-7]. 
Activation of this pathway leads to rapid phosphorylation of ribosomal 
protein s6 kinase beta (p70s6K or S6K) and eukaryotic initiation 
factors (e.g. eiF3, eiF4) that increase mRNA translation and protein 
synthesis [8,9]. Postnatal growth is associated with upregulation of the 
PI3K/Akt/mTOR signaling pathway and according to Bodine et al. “... 
The activation of the PI3K/mTOR/Akt pathway and its downstream 
targets…. is intimately involved in regulating skeletal muscle fiber 
size, and ………. can oppose muscle atrophy induced by disuse” [4]. 
Taken together, these studies indicate that the activation of the Akt/
mTOR signaling pathway is critical for regulating skeletal muscle 
development. Also, it has been reported that the mTOR pathway genes 
were upregulated in duodenum and liver in broilers with low residual 
feed intake (high feed efficiency) compared to broilers with high 
residual feed intake (low feed efficiency) [10]. 
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Abstract
The cost of feed represents as much as 70% of the total cost of raising a meat producing animal to market weight. 

Thus, feed efficiency (FE; g gain: g feed) is a very important genetic trait in animal agriculture. We have observed 
that a hallmark of low feed efficiency in a highly selected male broiler (meat chicken) line was extensive protein 
oxidation that probably resulted from increased reactive oxygen species being produced by the mitochondria. Repair 
or resynthesis of damaged proteins would therefore represent a considerable energetic drain and contribute to the 
phenotypic expression of low feed efficiency. In the present study, a software program (Ingenuity Pathway Analysis, 
IPA) facilitated the analysis and interpretation of data from a 4 x 44k chicken oligo array on breast muscle along with 
data from previous studies obtained from broilers individually phenotyped for FE. The findings support a hypothesis 
that differential expression of genes associated with the Akt/mTOR, protein ubiquitination, and proteasome pathways 
through modulation of transcription and protein turnover could play an important role in the phenotypic expression of 
feed efficiency. Confirmation of this hypothesis will require a thorough assessment of protein expression as well as 
protein and enzyme activity measurements associated with these pathways in the low and high FE broiler phenotypes.
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of 0.005%.

Global normalization by locally weighted linear regression 
(LOWESS) was applied to the background-corrected red and green 
intensities. Genes (array spots) of the 44K array with significant signal 
intensities were sorted by absolute real (foreground) fluorescent signal 
>100 and signal to noise ratio (SNR) >3, meaning that real signals of the 
samples were three times greater than background signals. Differentially 
expressed genes were identified with a moderated t-statistic and its 
corresponding p-value based on empirical Bayes methods [18]. The 
resulting p-values were adjusted for multiple testing by false discovery 
rate (FDR) [19]. All analysis techniques were implemented in R 
program (http://www.R-project.org). Genes with an adjusted p-value 
for FDR below 0.05 were considered statistically different and identified 
as differentially expressed genes. Results were deposited into the Gene 
Expression Omnibus (GEO; accession number: GSE24963; http://
www.ncbi.nlm.nih.gov/geo). Microarray gene expression was validated 
previously by comparison with values obtained by qRT-PCR for 33 
different genes [1].

Ingenuity Pathway Analysis (http://www.ingenuity.com/) (IPA) 
software was utilized in this study as a framework to place differentially 
expressed genes from the microarray dataset into canonical pathways 
to facilitate interpretation. For example, the Akt/mTOR signaling 
and ubiquitination canonical pathways along with literature citations 
provided by the IPA program were used in to identify sets of genes in 
the microarray data associated with these pathways. Fold differences in 
gene expression are listed in Tables 1 and 2, and depicted in Figure 1 
and 2, respectively. All differentially expressed genes were different (P< 
0.05) between the high and low FE broiler phenotypes. 

Results and Discussion 
The Akt/mTOR pathway 

Table 1 provides a list of genes and a brief description of their 
activities that are directly or indirectly related to the Akt/mTOR 
signaling pathway. The list in Table 1 is grouped by genes that were 
differentially expressed (P< 0.05) between high and low FE phenotypes 
at greater than 1.3 fold (i.e. expression values differed by 30% or more), 
and genes that fell between 1.1 and 1.3 fold differences (i.e. 10 to 30% 
difference in expression between phenotypes). Genes are also shown 
whose transcribed protein would be activated or deactivated by other 
genes or compounds and therefore would play an important role in 
the Akt/mTOR signaling pathway. In this discussion, it needs to be 
made clear that activation or inactivation of protein intermediates in 
the pathway is being extrapolated from mRNA expression; definitive 
confirmation of these hypothesized mechanisms will require additional 
protein expression analysis and/or measurement of protein activity. 

Figure 1, that depicts mRNA expression data in Table 1, indicates; 
a) that mTORC1 was up-regulated in the high FE broiler phenotype, 
and b) that mTORC1 would be more active due to the inhibitory 
effect of Akt of tuberous sclerosis 1 and 2, (TSC1, TSC2). The activity 
of mTORC1 would also be enhanced by phosphatidic acid (PA) and 
AMP-mediated activation of Rheb (Ras homolog enriched in brain). 
As discussed below, increased mTORC1 activity would enhance protein 
and ribosome biosynthesis as well as muscle hypertrophy through 
increased activities due to eukaryotic translation initiation complex, 
S6K, and the 40S ribosome. Precedence for involvement of the mTOR 
pathway in the phenotypic expression of high FE has been observed in 
liver and duodenal tissue in broilers divergently selected for residual 
feed intake [10].

Oxidized proteins are targeted by the protein ubiquitination system 
to repair or degrade proteins to maintain optimal protein functionality. 
A hallmark of the low FE broiler phenotype is an extensive increase 
in protein oxidation [11]. In the protein ubiquitination pathway, an 
enzymatic cascade in the cell first attaches ubiquitin (Ub) to the damaged 
protein that is then conveyed to proteasomes where proteolysis occurs 
[12,13]. The 19S proteasome complex has been reported to enhance RNA 
polymerase II activity and play a role in regulating RNA transcription 
initiation [13-15]. Since protein synthesis, ubiquitination, and amino 
acid recycling require considerable energy expenditure, it is reasonable 
to hypothesize that protein ubiquitination and proteasome expression 
could play an important role in overall energetic efficiency. Based on 
the importance of the Akt/mTOR pathway for muscle development [4] 
and the proteasome-protein ubiquinylation system for protein repair 
mechanisms [12,13], the major goal of this study was to use pathway 
analysis to develop hypotheses pertinent to muscle development and 
protein degradation mechanisms associated with the phenotypic 
expression of high and low feed efficiency in poultry. These hypotheses 
were developed from an amalgamation of data from previous studies 
[1,2,11] in combination with data mining from microarray dataset [1] 
that has not been previously reported. 

Materials and Methods
Male broilers in this study were selected from a group of 100 that 

were tested for feed efficiency in breeder male replacement stock as 
previously described [16]. Briefly, birds (6 wk. of age) were individually 
housed in cages (51 × 51 × 61 cm) at thermoneutral temperature (25°C) 
with 15 hours of light and 9 hours of dark lighting schedule. Feed intake 
(from 6 to 7 wk.) and 6- and 7-wk BW were determined to calculate 
feed efficiency (FE; g gain/g feed intake). From this group of birds, 
16 were identified that exhibited the lowest (n = 8) or highest (n = 8) 
FE within the initial group of 100 males. The birds were color-coded, 
transported to the University of Arkansas, and housed in similar cages 
and environmental conditions. Birds were provided access to water ad 
libitum. All birds received the same corn-soybean based diet (typical 
of commercial diets in the poultry industry) ad libitum during the feed 
efficiency trial (20.5% protein, 3,280 kcal/kg). All procedures for animal 
care complied with the University of Arkansas Institutional Animal 
Care and Use Committee (IACUC Protocol #14012). Birds were killed 
by an overdose of sodium pentobarbital (i.v.) and breast muscle tissue 
obtained and flash frozen in liquid nitrogen. 

Detailed procedures for isolation of RNA, and microarray 
hybridization, data collection and analysis has been previously reported 
by Kong et al. [1]. Briefly, RNA was extracted from breast muscle 
(pectoralis superficialis) from broilers individually phenotyped for 
FE that had been flash frozen in liquid nitrogen and stored at -80°C 
previously [17]. Feed efficiency (body weight gain to feed consumed 
during the week of feed efficiency phenotyping of individual birds) 
in the low and high FE phenotypes were 0.46 ± 0.01 and 0.65 ± 0.01, 
respectively, representing an identical difference (0.19) in FE as that 
reported by Bottje et al. [16]. RNA samples from high and low FE 
phenotype tissue (n = 6 per phenotype) were pooled and fluorescently 
labeled cRNA was generated using a Two Color Microarray Quick 
Labeling kit (Agilent Technologies, Palo Alto, CA) [1]. The fluorescently 
labeled cRNA was purified (Qiagen RNeasy Mini Kit, Qiagen Inc., 
Valencia, CA) and equal amounts of Cy3 and Cy5 labeled cRNA were 
hybridized on a 4 X 44K Agilent chicken oligo microarray (array ID: 
015068) (i.e. four replicates per gene per array). The hybridized slides 
were scanned using a GenePix 4000B scanner (Molecular Devices 
Corporation, Sunnyvale, CA) with the tolerance of saturation setting 
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Bodine et al. [4] demonstrated that the Akt/mTOR pathway is 
required for muscle hypertrophy, and that genetic activation of Akt 
causes muscular hypertrophy in vivo and opposes muscle atrophy. 
Although Akt was not differentially expressed, Akt activity would 
likely be enhanced in the high FE phenotype muscle due to increased 
mRNA expression of a) PDK1, b) chemokine complex [20], c) 
1-phophatidyl¬inositol 3-kinase (PI3K) [21] and PI3K regulatory 
subunits PPIK3RI and p85 (pik3r) [22,23], and d) Rat sarcoma (Ras) 
proteins[24]. 

Akt indirectly stimulates mTORC1 activity by inhibiting TSC 
1- and TSC2-attenuation of Rheb activation of mTORC1 [25,26]. 
Downregulation of myostatin in the high FE phenotype would also 
favor muscle hypertrophy by activating Akt. Demonstration of a role 
of myostatin as a negative regulator of muscle growth was provided 
by McPherron et al. [27]. Muscle hypertrophy following myostatin 
inhibition has been demonstrated in three ways; in a knockout model 
of myostatin, with a myostatin antagonist (follistatin), and with anti-
myostatin antibodies [28,29]. The ability of myostatin to attenuate 
muscle growth is mediated by binding to the activin receptor IIB that in 
turn leads to Smad 2- and Smad3-inhibition of Akt [30,31]. 

Furthermore, Smad-mediated inhibition of Akt activity is blocked 

by mTOR/mTORC1 [30,31]. Thus, mTORC1 would be further 
stimulated by a feed forward type mechanism in which an increase in 
Akt activity would diminish the negative effects of the TSC complex on 
Rheb activity [25,26]. Akt also acts to inhibit FOXO (forkhead box O) 
that increases protein degradation mechanisms in the cell [32]. With 
regard to energetic efficiency, FOXO is also involved in degradation of 
cellular components, particularly mitochondria [13,33]. Thus, increased 
Akt activity by mechanisms outlined above could have an important 
effect in maintaining mitochondrial numbers and/or function in the 
high FE broiler phenotype. 

Several genes that were upregulated between 10 and 30% (1.1 to 1.3 
fold) in the high FE phenotype (Table 1B) could also stimulate mTORC1 
complex activity. For example, adenylic kinase (AK) converts ADP to 
AMP that in turn increases Rheb-mediated activation of mTORC1 [34]. 
By diminishing TSC complex inhibition of Rheb activity, ribosomal s6 
kinase (RSK) would also increase mTORC1 activity [35]. Phosphatidic 
acid (PA) has also been reported to increase mTORC1 activity [36]. As 
such, the combined activities of phosphatidylinositol 3-phosphatase 
(PTEN) that converts phosphoinositol 3,4,5 triphosphate (PIP3) to 
phosphoinositol 4,5 diphosphate (PIP2) [37] and phospholipase C 
(PLC) [22] would increase diacyl glycerol (DAG) as shown in Figure 

Abbreviation Gene Name (Fold Diff) Brief Description – Cellular role
A)  Genes up-regulated (P < 0.01) in the high FE phenotype (> 1.30)
AMPK* AMP-activated protein kinase (1.31) - increases phosphorylation of TSC2 [35]
Chemokine Chemokine (1.48) - a family of cytokines that activateAkt[20]
mTORC1 mammalian target of rapamycin complex 1 (1.52) - phosphorylates S6K1, promotes Akt/mTOR signaling & cell growth [52]
  - mTORC1 inhibition decreases muscle mass and metabolism [7]
PI3K * 1-phosphatidylinositol 3-kinase (1.31) - catalyzes PIP2 conversion to PIP3 with activation of Akt, [21]
PLC phospholipase C (1.60) - catalyzes conversion of PIP2 to DAG (+ IP3) [22]
pr1 (pPIK3RI)* PPI3K regulatory subunit (1.42) - activation of Akt[21]
p85 (pik3r)* PI3K p85 subunit (1.31) - increases activation of PI3K [23]

Ras* Rat sarcoma proteins (1.30)
- increases activity of S6K [53]
- phosphorylation of Akt[24]
- phosphorylation of PI3K [54]

B) Genes up-regulated (P < 0.05) in the high FE phenotype (between 1.10 to 1.29 fold)
AK adenylic kinase (1.20) - catalyzes the conversion of ADP to AMP [55]
eIF3 eukaryotic elongation initiation factor 3 (1.17) - reacts with 40S Ribosome [56]
PDK1 phosphoinositide kinase 1 (1.21) - increases phosphorylation of Akt[57]
PLD                                    phospholipase D (1.12) - increases hydrolysis of PC and catalyzes conversion of PC to PA [58]
PTEN phosphatidylinositol-3-phosphatase (1.23) - increases dephosphorylation of PIP3 [37]
RSK ribosomal s6 kinase (1.20) - increases inactivation of TSC2 protein [59]
S6K ribosomal protein S6 kinase beta (1.15) - increases activation of RPS6 protein [60]
40S ribosome 40S ribosome (1.20) - formation of complex with eIF3 [56]
C) Genes down-regulated (P < 0.05) in the high FE phenotype (> 1.30 fold)

Myostatin Myostatin (1.35)
- down regulation of Akt/mTOR signaling [61]
- increased binding of Smad 3 [62]

D) Non differentially expressed genes.

Akt also known as Protein Kinase B - phosphorylation of TSC complex; decreases TSC-mediated inhibition of mTORC1[35]

FOXO Forkhead box O3 - protein and cellular component degradation by FOXO is inhibited by Akt-mediated 
repression of FOXO  transcription factors [13,32]

mTORC2 mammalian target of rapamycin protein complex 2 - increases phosphorylation of Akt (protein kinase B) [28]
Rheb Ras homolog enriched in brain - increases activation of mTORC1 [34]

Smad 2/3 small body size gene and mothers against 
decapentaplegic - inhibition of Akt[31]

TSC1-TSC2 tuberous sclerosis complex – - inhibition of active Rheb protein; tumor suppressor proteins [25]

*Upregulation of these genes in breast muscle of the high FE phenotype was previously reported [2].

Table 1: Genes in breast muscle of the high feed efficiency (FE) broiler phenotype associated with the mTORC1 complex signaling pathway. All genes were in sections A, 
B, and C were differentially expressed (P < 0.05) at the fold differences that are presented.  Genes in section D were not differentially expressed. A graphical depiction of 
the pathway is shown in Figure 1.
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1. Finally, a transcriptional factor (TFIIICε) was also upregulated (1.3 
fold) in the high FE phenotype (not shown). TFIIICε is one component 
in the assembly of the RNA polymerase III initiation complex required 
for synthesis of 5S rRNA [38] and the binding of mTOR to TFIIICε 
that removes an inhibitory factor of the mTOR signaling pathway [39]. 

Thus, up-regulation of TFIIICε could also stimulate mTOR activity in 
the high FE phenotype. 

The RSK-mediated inhibition of TSC, however, is attenuated via 
AMP-activated protein kinase (AMPK) [35]. As indicated in Table 

Abbreviation Gene Name (Fold Diff) Brief Description – Cellular role
A)  Genes up-regulated (P < 0.01) in the high FE phenotype (> 1.30)
19S 19S proteasome (1.34) - protein ubiquitination pathway [13,43]
  - stimulation of RNA II polymerase complex [14,48]
E2A Ub1 conjugating enzyme E2A (1.40) - protein ubiquitination, conveys ubiquitinated protein to EC3 [13]
RNA Pol II γsubunit of transcription initiation factor IIA (1.30) -component of RNA polymerase II initiation complex [14]
TFIIH general transcription factor IIH (1.38) - component of RNA polymerase II initiation complex [14]
B) Genes up-regulated (P < 0.05) in the high FE phenotype (between 1.10 to 1.29 fold)
EC3 Ub protein ligase E3 component n-recognin1 (1.25) - conveys ubiquitin conjugate to 19S/26S proteasome [13]
TFIIA general transcription factor IIA (1.25) - component of RNA polymerase II initiation complex [14]
C) Genes down-regulated (P < 0.05) in the high FE phenotype (> 1.30 fold)

CRYAB crystalline, alpha B (member Hsp family) (1.34) - member of heat shock protein family; chaperone and refolds proteins 
[43,47]

E2E2 Ub conjugating enzyme E2E2 (1.37) - protein ubiquitination, conveys ubiquitinated protein to EC3 [13]

HSP90* heat shock protein 90 kDaα (1.61) - molecular chaperone, protein repair, move damaged proteins to 
proteasome [43]

USP5* Ub specific peptidase 5 (1.33) - deubiquitination of proteins and peptides [12]

1 Ubiquitin abbreviation = Ub
*Upregulation of these genes in breast muscle of the high FE phenotype was previously reported [1]. 
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Figure 1: Genes associated with the Akt/Mtor signaling pathway in breast muscle of the high and low feed efficiency broiler phenotypes.  Genes in the high FE phe-
notype are shown in a) red figures with white lettering (dark grey with white lettering) were upregulated by 1.3 fold or more (greater than 30%), b) pink figures with 
black lettering (light grey with black letters) were upregulated between 1.1 and 1.3 fold (between 10 to 30%) compared to the low FE phenotype (all were significantly 
different, P < 0.05).  Myostatin was down-regulated 1.35 fold (35%) in the high FE phenotype compared to the low FE phenotype.  Numbers in parentheses indicate 
the percentage of up- or down-regulation of each gene with respect to the low FE phenotype. Genes or compounds that are in black type in a figure with a white 
background were not differentially expressed but represent important intermediary steps in the Akt/mTOR pathway.  

Abbreviations(in alphabetical order): ADP (adenosine diphosphate), AK (5’-AMP kinase, adenylic kinase), Akt (protein kinase B), AMP (adenosine monophos-
phate), AMPK (AMP kinase), DAG (diacylglyceride), eiF3(eukaryotic translation initiation factor 3), FOXO (forkhead box O),  mTORC1 (mammalian target of rapamy-
cin [mTOR]complex 1), mTORC2 (mTOR complex 2), PA (phosphatidic acid), PC (phosphatidyl choline), PDK1 (3-phosphoinositide dependent protein kinase-1),  
PIP2 (1-phosphatidyl-D-myo-inositol 4,5-bisphosphate), PIP3 (phosphatidylinositol-3,4,5-trisphosphate), PI3K (1-phosphatidylinositol 3-kinase ), PLC (phospholi-
pase C), PLD (phospholipase D), PRAKG2 (protein kinase, AMP-activated, gamma 2 non-catalytic subunit ),PTEN(phosphatidylinositol-3-phosphatase),TSC1-TSC2 
(tuberous sclerosous 1&2), Ras (rat sarcoma), Rheb (Ras homolog enriched in brain), 40S ribosome (ribosomal 40S subunit), RSK (ribosomal s6 kinase), S6K 
(Ribosomal protein S6 kinase beta), Tpm3 (tropomyosin like 3).

Table 2: Genes in breast muscle of the high feed efficiency (FE) broiler phenotype associated with the protein ubiquitination and RNA polymerase II pathways.  All genes 
were differentially expressed (P < 0.05) at the fold differences that are presented. A graphical depiction of the pathway is shown in Figure 2.
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1, AMPK mRNA expression was elevated in the high FE broiler 
phenotype [2]. Elevated expression of AMPK would increase ATP 
levels in the cell by inhibiting synthetic pathways (e.g. gluconeogenesis, 
fatty acid and protein synthesis) and enhancing catabolic pathways 
[40]. Inhibition of protein synthesis would appear to be detrimental to 
the high FE phenotype. However, AMPK has also been associated with 
mitochondrial biogenesis, possibly through activation of PGC1-α and 
silencing of AMPK expression in endothelial cells was also associated 
with diminished antioxidant protection and with increased apoptosis 
[41]. Therefore, these beneficial components of AMPK activity must 
outweigh the possible negative effects of lowered protein synthesis in 
the high FE phenotype. 

Protein ubiquitination and RNA polymerase II activity
Table 2 lists genes associated with the protein ubiquitination 

pathway and the impact that the 19S proteasome protein complex 
has on RNA polymerase II activity. The genes in Table 2 are shown 
graphically in Figure 2. Briefly, the protein ubiquitination pathway ‘tags 
‘damaged proteins with ubiquitin (Ub) that are directed to proteasomes 
for proteolysis and recycling of amino acids for protein resynthesis 
[12,13,42,43]. In this pathway, damaged or misfolded proteins are 
conjugated with Ub, a 76 amino acid long protein, that is then conveyed 
to a 26S proteasome complex. Ub is typically found in a linear Ub 
chain or bound to specific ribosomal protein subunits rather than as 
individual Ub molecules [13]. 

Ub is added to proteins to form a protein-conjugate with 5 Ub 
molecules via an enzymatic cascade consisting of the following; a Ub 
like modifier activating enzyme (E1) requiring input of ATP, a group of 
Ub-conjugating enzymes (E2) that serve as Ub-carrier proteins, and a 
group of Ub ligating enzymes (EC3)  Figure 1 and 2 of [13]. Ub specific 
peptidase (USP5) performs a role in releasing ubiquitin from ubiquitin-
conjugated peptides following proteolysis that can then be used for 
further protein ubiquination.

There was no difference in mRNA expression of E1 but there 
was both an up-regulated E2 (E2A) and a down-regulated E2 (E2E2) 
in breast muscle of the high FE phenotype compared to the low FE 
phenotype (Table 2, Figure 2). Specificity in protein degradation 
is achieved in the second step of protein ubiquitination by the large 
number of different E2s present in the cell [13]. The significance of both 
up-regulated and down-regulated E2 enzymes in the high FE phenotype 
in this study is not apparent, but may play a role in turnover of specific 
types of damaged or misfolded proteins. In the third step of protein 
ubiquitination, the EC3 enzyme transfers Ub moieties to a lysine on the 
target protein. There are two general groups of E3 ligase enzymes that 
are either designated HECT (homologous to E6-AP carboxy-terminus) 
E3 or RING (really interesting new gene) E3 [42]. The RING proteins 
contain groups of cysteine and histidine moieties that bind zinc and 
most of the E3 enzymes fall under the category of RING E3s [42]. In 
general, E3 enzymes provide a scaffold structure to bring the protein 
and E2 enzyme close together that is a requisite for optimal ubiquitin 
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Figure 2: Genes associated with the protein ubiquitination pathway in breast muscle of the high and low feed efficiency broiler phenotypes. Genes in the high FE 
phenotype are shown with; a) solid red figures with white lettering (dark grey with white lettering) were up-regulated by 1.3 fold or more (greater than 30%), and b) 
pink figures with black lettering (light grey background with black letters) were upregulated between 1.1 and 1.3 fold (10 to 30%) (> 1.3 fold; more than 30%) or pink 
(between 1.1 and 1.3 fold, or between 10 to 30%) compared to the low FE phenotype (all were significantly different, P < 0.05).  Genes in the low FE phenotype are 
shown with a green background with black lettering (grey with black lettering) that were upregulated by 1.3 fold or more (greater than 30%) in the high FE phenotype 
compared to the low FE phenotype.  Numbers in parentheses indicate the percentage of up-or down regulation of each gene with respect to the low FE phenotype. 
Genes or compounds that are in black type with an open circle were not differentially expressed but are important intermediary steps in a given pathway.  

Abbreviations(in alphabetical order);19S (19S proteasome), 20S (20S proteasome), 26S proteasome (composed of two 19 S and 1 20S proteasome complexes), 
CRYAB (crystallin, alpha B, member of heat shock protein [Hsp] family), E1 (ubiquitin like modifier activating enzyme 1), E2A (ubiquitin-conjugating enzyme E2A), 
E2E2 (ubiquitin conjugating enzyme E2E 2), EC3 (ubiquitin protein ligase E3 component n-recognin 1), HSP90 (heat shock protein 90k Dacytosolic) class B), RNA 
Pol-II (gamma subunit of transcription initiation factor IIA), RNA polymerase II), TAF (TATA box binding protein-associated factor) , TBP (TATA box binding factor), 
TFIIA (TFIIH (general transcription factor IIH), TFIIB (general transcription factor IIB),TFIIE (RNA polymerase-II pre-initiation complex factor),TFIIF (general transcrip-
tion factor  IIF), Ub (Ubiquitin polypeptide), USP5 (ubiquitin specific peptidase 5, deubiquitinylating enzyme),
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conjugation [44,45]. The EC3 RING enzyme group was up-regulated (P 
< 0.05) by 1.25 fold in the high FE compared to the low FE phenotype 
(Table 2). 

In the next step of proteolysis, E3 ligases convey the Ub-protein 
to the 26S proteasome that contains three multi-protein complexes; 
a single 20S proteasome with 19S proteasomes on either end [43,46]. 
The 26S proteasome functions to isolate the process of proteolysis to a 
very small (nanometer size) structure within the cell thereby preventing 
indiscriminate protein degradation and insures that only certain 
proteins will be degraded [13]. For proteolysis, the ubiquitinylated 
protein is transferred to the 19S proteasome that has a ‘lid’ component 
and provides a linearized protein to the inner core of the 20S proteasome 
where proteolysis occurs with expenditure of ATP [14,43]. As indicated 
previously, Ub released from proteins or peptides following the activity 
of the Ub specific peptidase 5 (USP5) are then reused for protein 
ubiquitination. In the current study, USP5 was down-regulated in the 
high FE phenotype and therefore up-regulated in the low FE phenotype 
(Table 2). In previous studies, we reported a pervasive increase in 
protein carbonyl levels (protein oxidation) in several tissues along with 
higher levels of Ub in breast muscle obtained from the low FE phenotype 
[11]. Thus, it is not surprising that USP5 would be up-regulated in 
the low FE broiler phenotype in the present study as this could aid in 
continual repair of oxidatively damaged proteins. Since both repair and 
re-synthesis of proteins requires considerable energy expenditure, this 
mechanism could play a major role in cellular inefficiency in the low FE 
broiler phenotype.

Damaged proteins can also be conveyed directly to the 19S 
proteasome by conjugation with molecular chaperones [47] that could 
include heat shock proteins [43]. As shown in Table 2 and Figure 2, 
HSP90 as well as crystalline, alpha B (CRYAB) which is a member of 
the heat shock protein (Hsp) family, were also up-regulated in the low 
FE phenotype. As indicated previously [1], increased expression of heat 
shock proteins is further indication of increased oxidative stress in the 
low FE broiler phenotype. Repair of proteins only slightly damaged 
or misfolded, may be accomplished by interaction with heat shock 
proteins [43]. 

19S Proteosome, transcription, and RNA-polymerase II 
activity

The 19S proteasome has also been shown to exert effects on 
transcription by quickly removing activators of gene transcription 
and directly stimulating RNA polymerase II/RNA polymerase II pre-
initiation complex activity [14,15,48]. By removing activators from 
promoter regions, transcription can be enhanced, and possibly made 
more efficient. The 19S proteasome may also increase RNA polymerase 
II activation directly [14]. As shown in Table 2 and Figure 2, several 
genes in the RNA polymerase II pre-initiation complex, TFIIA, 
RNA-polymerase II, and TFIIH were all up-regulated in the high FE 
phenotype. Thus, greater transcriptional activity may be enhanced in 
the high FE phenotype. 

Summary
In this study, we have used pathway analysis to develop hypotheses 

regarding muscle development and protein degradation mechanisms 
in the phenotypic expression of feed efficiency in poultry. With 
increased global demand for high quality animal protein, it is important 
to make efficient uses of resources including the use of grains in 
animal production. We recognize that the expression of several 
genes described in this study could be dismissed by many readers as 

exhibiting a marginal differential expression between the low and high 
FE phenotypes; especially for those genes that were only 10 to 30% 
different between groups. However, the goal of this paper is meant 
to present a hypothesis and is not meant to be a definitive answer 
and hope that this might be a utilized by other researchers as well. It 
should be recognized that the feed efficiency model utilized here and in 
previous studies [1,2,16,17] investigated healthy animals from the same 
genetic line and maintained in an ideal environment; i.e. the animals 
were not challenged by disease or from different genetic lines where 
large differences in gene expression are expected. Therefore, it is not 
surprising that subtle differences in gene expression may very well have 
a major impact in producing the high and low FE broiler phenotypes. 
For this reason, it may be necessary to use even more sophisticated 
methods of investigating these phenotypes such as the differential 
wiring analysis and identification of regulatory and phenotypic impact 
factors described by Hudson and co-workers [49-51]. In this analytical 
approach, the connectivity of genes are determined that identifies 
those genes that may have large contributions in the design of a given 
animal phenotype even though the gene may not be considered or 
‘seen’ by researchers as being important for a phenotype due to a lack of 
significance in magnitude of differential expression.

Confirmation of increased activity of the Akt/mTOR pathway and 
the role of the protein ubiquitination pathway in the high FE phenotype 
will require additional investigation; e.g. protein expression and protein 
activity measurements. Mechanistic studies could also be accomplished 
with gene knockdown models, but these are currently not available 
in poultry. Nonetheless, this study does provide a strong basis for 
hypothesizing that Akt/mTOR signaling and protein ubiquitination 
pathways could play important roles in the phenotypic expression 
of feed efficiency. The fact that similar results for genes of the mTOR 
pathway have been observed in a different feed efficiency broiler model 
(i.e. broilers divergently selected for RFI) and in different tissues (liver 
and duodenum) [10], strengthens our hypothesis that the Akt/mTOR 
pathway is important in the phenotypic expression of feed efficiency 
in broilers. Increased mTORC1 activity may also enhance muscle 
hypertrophy and compensate for decreased expression of a large 
number of muscle fiber/cytoskeletal architecture genes that have been 
previously reported in the high FE phenotype [1,2]. 

Acknowledgement

The authors want to acknowledge that M. Iqbal conducted the western analysis 
of ubiquitin expression in breast muscle referenced in Bottje and Carstens (2009). 
The research would not be possible without cooperation with Cobb-Vantress, Inc. 
(Siloam Springs, AR) who carried out feed efficiency phenotyping and provided 
the birds used in this study. We also thank Dr. Nick Hudson (CSIRO, St. Lucia, 
Australia) for critical review of the manuscript. This research would not have been 
possible without funding from the Arkansas Biosciences Institute (Little Rock, AR), 
USDA-NIFA (grant number 2013-01953) and from the Director of the Agriculture 
Research Experiment Station, University of Arkansas (Fayetteville, AR).

References

1. Kong B, Song J, Lee JY, Hargis BM, Wing T, et al. (2011) Gene expression 
in breast muscle associated feed efficiency in a single male broiler line using 
a chicken 44k microarray. I. Top differentially expressed genes. Poult Sci 90: 
2535-2547.

2. Bottje WG, Kong BW, Song JJ, Lee JY, Hargis BM, et al. (2012) Gene 
expression in breast muscle associated feed efficiency in a single male broiler 
line using a chicken 44k microarray II. Differentially expressed focus genes.
Poult Sci 91: 2576-2587.

3. Bottje W, Kong BW (2013) Cell Biology Symposium: feed efficiency: 
mitochondrial function to global gene expression. J Anim Sci 91: 1582-1593.

4. Bodine SC, Stitt TN, Gonzalez M, Kline WO, Stover GL, et al. (2001) Akt/mTOR 

http://www.ncbi.nlm.nih.gov/pubmed/22010239
http://www.ncbi.nlm.nih.gov/pubmed/22010239
http://www.ncbi.nlm.nih.gov/pubmed/22010239
http://www.ncbi.nlm.nih.gov/pubmed/22010239
http://www.ncbi.nlm.nih.gov/pubmed/22991544
http://www.ncbi.nlm.nih.gov/pubmed/22991544
http://www.ncbi.nlm.nih.gov/pubmed/22991544
http://www.ncbi.nlm.nih.gov/pubmed/22991544
http://www.ncbi.nlm.nih.gov/pubmed/23148240
http://www.ncbi.nlm.nih.gov/pubmed/23148240
http://www.ncbi.nlm.nih.gov/pubmed/11715023


Citation: Bottje WG, Kong BW, Lee JY, Washington T, Baum J, et al. (2014) Potential Roles of mTOR and Protein Degradation Pathways in the 
Phenotypic Expression of Feed Efficiency in Broilers. Biochem Physiol 3: 125. doi: 10.4172/2168-9652.1000125

Page 7 of 8

Volume 3 • Issue 1 • 1000125
Biochem Physiol 
ISSN: 2168-9652 BCP, an open access journal 

pathway is a crucial regulator of skeletal muscle hypertrophy and can prevent 
muscle atrophy in vivo. Nat Cell Biol 3: 1014-1019.

5. Aoki MS, Miyabara EH, Soares AG, Saito ET, Moriscot AS (2006) mTOR 
pathway inhibition attenuates skeletal muscle growth induced by stretching. 
Cell Tissue Res 324: 149-156.

6. Schiaffino S, Mammucari C (2011) Regulation of skeletal muscle growth by 
the IGF1-Akt/PKB pathway: insights from genetic models. Skelet Muscle 1: 4.

7. Adegoke OA, Abdullahi A, Tavajohi-Fini P (2012) mTORC1 and the regulation 
of skeletal muscle anabolism and mass. Appl Physiol Nutr Metab 37: 395-406.

8. Terada N, Patel HR, Takase K, Kohno K, Nairn AC, et al. (1994) Rapamycin 
selectively inhibits translation of mRNAs encoding elongation factors and 
ribosomal proteins. Proc Natl Acad Sci U S A 91: 11477-11481.

9. Brunn GJ, Hudson CC, Sekuli A, Williams JM, Hosoi H, et al. (1997) 
Phosphorylation of the translational repressor PHAS-I by the mammalian target 
of rapamycin. Science 277: 99-101.

10. Lee J (2012) Transcriptomic analysis to eluciate the molecular basis of feed 
efficiency in meat-type chickens. PhD Dissertation, University of Georgia, 
Athens.

11. Bottje WG, Carstens GE (2009) Association of mitochondrial function and feed 
efficiency in poultry and livestock species. J Anim Sci 87: E48-63.

12. Ciechanover A (1998) The ubiquitin-proteasome pathway: on protein death and 
cell life. EMBO J 17: 7151-7160.

13. Lecker SH, Goldberg AL, Mitch WE (2006) Protein degradation by the ubiquitin-
proteasome pathway in normal and disease states. J Am Soc Nephrol 17: 
1807-1819.

14. Muratani M, Tansey WP (2003) How the ubiquitin-proteasome system controls 
transcription. Nat Rev Mol Cell Biol 4: 192-201.

15. Lipford JR, Smith GT, Chi Y, Deshaies RJ (2005) A putative stimulatory role for 
activator turnover in gene expression. Nature 438: 113-116.

16. Bottje W, Iqbal M, Tang ZX, Cawthon D, Okimoto R, et al. (2002) Association of 
mitochondrial function with feed efficiency within a single genetic line of male 
broilers. Poult Sci 81: 546-555.

17. Bottje W, Brand MD, Ojano-Dirain C, Lassiter K, Toyomizu M, et al. (2009) 
Mitochondrial proton leak kinetics and relationship with feed efficiency within a 
single genetic line of male broilers. Poult Sci 88: 1683-1693.

18. Smyth GK (2004) Linear models and empirical bayes methods for assessing 
differential expression in microarray experiments. Stat Appl Genet Mol Biol 3: 
Article3.

19. Benjamini Y, Hochberg Y (1995) Controlling the false discovery rate: a practical 
and powerful approach to multiple testing. J Roy Statist Soc (Ser B) 57: 289-
300.

20. Buchner M, Baer C, Prinz G, Dierks C, Burger M, et al. (2010) Spleen tyrosine 
kinase inhibition prevents chemokine- and integrin-mediated stromal protective 
effects in chronic lymphocytic leukemia. Blood 115: 4497-4506.

21. Datta K, Bellacosa A, Chan TO, Tsichlis PN (1996) Akt is a direct target of the 
phosphatidylinositol 3-kinase. Activation by growth factors, v-src and v-Ha-ras, 
in Sf9 and mammalian cells. J BiolChem 271: 30835-30839.

22. Rhoads RE (1999) Signal transduction pathways that regulate eukaryotic 
protein synthesis. J BiolChem 274: 30337-30340.

23. Ehrhardt C, Ludwig S (2009) A new player in a deadly game: influenza viruses 
and the PI3K/Akt signalling pathway. Cell Microbiol 11: 863-871.

24. Wick MJ, Dong LQ, Hu D, Langlais P, Liu F (2001) Insulin receptor-mediated 
p62dok tyrosine phosphorylation at residues 362 and 398 plays distinct roles 
for binding GTPase-activating protein and Nck and is essential for inhibiting 
insulin-stimulated activation of Ras and Akt. J BiolChem 276: 42843-42850.

25. Li Y, Corradetti MN, Inoki K, Guan KL (2004) TSC2: filling the GAP in the mTOR 
signaling pathway. Trends Biochem Sci 29: 32-38.

26. Huang J, Manning BD (2008) The TSC1-TSC2 complex: a molecular 
switchboard controlling cell growth. Biochem J 412: 179-190.

27. Mc Pherron AC, Lawler AM, Lee SJ (1997) Regulation of skeletal muscle mass 
in mice by a new TGF-beta superfamily member. Nature 387: 83-90.

28. Lee SJ, Lee YS, Zimmers TA, Soleimani A, Matzuk MM, et al. (2010) Regulation 
of muscle mass by follistatin and activins. Mol Endocrinol 24: 1998-2008.

29. Zhou X, Wang JL, Lu J, Song Y, Kwak KS, et al. (2010) Reversal of cancer 
cachexia and muscle wasting by ActRIIB antagonism leads to prolonged 
survival. Cell 142: 531-543.

30. Sartori R, Milan G, Patron M, Mammucari C, Blaauw B, et al. (2009) Smad2 
and 3 transcription factors control muscle mass in adulthood. Am J Physiol Cell 
Physiol 296: C1248-1257.

31. Trendelenburg AU, Meyer A, Rohner D, Boyle J, Hatakeyama S, et al. 
(2009) Myostatin reduces Akt/TORC1/p70S6K signaling, inhibiting myoblast 
differentiation and myotube size. Am J Physiol Cell Physiol 296: C1258-1270.

32. Manning BD, Cantley LC (2007) AKT/PKB signaling: navigating downstream. 
Cell 129: 1261-1274.

33. Stitt TN, Drujan D, Clarke BA, Panaro F, Timofeyva Y, et al. (2004) The IGF-
1/PI3K/Akt pathway prevents expression of muscle atrophy-induced ubiquitin 
ligases by inhibiting FOXO transcription factors. Mol Cell 14: 395-403.

34. Sato T, Nakashima A, Guo L, Tamanoi F (2009) Specific activation of mTORC1 
by Rheb G-protein in vitro involves enhanced recruitment of its substrate 
protein. J BiolChem 284: 12783-12791.

35. Inoki K, Zhu T, Guan KL (2003) TSC2 mediates cellular energy response to 
control cell growth and survival. Cell 115: 577-590.

36. Avila-Flores A, Santos T, Rincón E, Mérida I (2005) Modulation of the 
mammalian target of rapamycin pathway by diacylglycerol kinase-produced 
phosphatidic acid. J Biol Chem 280: 10091-10099.

37. Hynes NE, Lane HA (2005) ERBB receptors and cancer: the complexity of 
targeted inhibitors. Nat Rev Cancer 5: 341-354.

38. Mayer C, Grummt I (2006) Ribosome biogenesis and cell growth: mTOR 
coordinates transcription by all three classes of nuclear RNA polymerases. 
Oncogene 25: 6384-6391.

39. Kantidakis T, Ramsbottom BA, Birch JL, Dowding SN, White RJ (2010) mTOR 
associates with TFIIIC, is found at tRNA and 5S rRNA genes, and targets their 
repressor Maf1. Proc Natl Acad Sci U S A 107: 11823-11828.

40. Hardie DG, Hawley SA, Scott JW (2006) AMP-activated protein kinase--
development of the energy sensor concept. J Physiol 574: 7-15.

41. Colombo SL, Moncada S (2009) AMPKalpha1 regulates the antioxidant status 
of vascular endothelial cells. Biochem J 421: 163-169.

42. Jackson PK, Eldridge AG, Freed E, Furstenthal L, Hsu JY, et al. (2000) The lore 
of the RINGs: substrate recognition and catalysis by ubiquitin ligases. Trends 
Cell Biol 10: 429-439.

43. Glickman MH, Ciechanover A (2002) The ubiquitin-proteasome proteolytic 
pathway: destruction for the sake of construction. Physiol Rev 82: 373-428.

44. Lorick KL, Jensen JP, Fang S, Ong AM, Hatakeyama S, et al. (1999) RING 
fingers mediate ubiquitin-conjugating enzyme (E2)-dependent ubiquitination. 
Proc Natl Acad Sci U S A 96: 11364-11369.

45. Petroski MD, Deshaies RJ (2005) Function and regulation of cullin-RING 
ubiquitin ligases. Nat Rev Mol Cell Biol 6: 9-20.

46. Voges D, Zwickl P, Baumeister W (1999) The 26S proteasome: a molecular 
machine designed for controlled proteolysis. Annu Rev Biochem 68: 1015-
1068.

47. Lee DH, Sherman MY, Goldberg AL (1996) Involvement of the molecular 
chaperone Ydj1 in the ubiquitin-dependent degradation of short-lived and 
abnormal proteins in Saccharomyces cerevisiae. Mol Cell Biol 16: 4773-4781.

48. Gonzalez F, Delahodde A, Kodadek T, Johnston SA (2002) Recruitment of a 
19S proteasome subcomplex to an activated promoter. Science 296: 548-550.

49. Hudson NJ, Reverter A, Wang Y, Greenwood PL, Dalrymple BP (2009) Inferring 
the transcriptional landscape of bovine skeletal muscle by integrating co-
expression networks. PLoS One 4: e7249.

50. Hudson NJ, Reverter A, Dalrymple BP (2009) A differential wiring analysis of 
expression data correctly identifies the gene containing the causal mutation. 
PLoS Comput Biol 5: e1000382.

51. Hudson NJ, Dalrymple BP, Reverter A (2012) Beyond differential expression: 
the quest for causal mutations and effector molecules. BMC Genomics 13: 356.

52. Acosta-Jaquez HA, Keller JA, Foster KG, Ekim B, Soliman GA, et al. (2009) 
Site-specific mTOR phosphorylation promotes mTORC1-mediated signaling 
and cell growth. Mol Cell Biol 29: 4308-4324.

http://www.ncbi.nlm.nih.gov/pubmed/11715023
http://www.ncbi.nlm.nih.gov/pubmed/11715023
http://www.ncbi.nlm.nih.gov/pubmed/16408196
http://www.ncbi.nlm.nih.gov/pubmed/16408196
http://www.ncbi.nlm.nih.gov/pubmed/16408196
http://www.ncbi.nlm.nih.gov/pubmed/21798082
http://www.ncbi.nlm.nih.gov/pubmed/21798082
http://www.ncbi.nlm.nih.gov/pubmed/22509811
http://www.ncbi.nlm.nih.gov/pubmed/22509811
http://www.ncbi.nlm.nih.gov/pubmed/7972087
http://www.ncbi.nlm.nih.gov/pubmed/7972087
http://www.ncbi.nlm.nih.gov/pubmed/7972087
http://www.ncbi.nlm.nih.gov/pubmed/9204908
http://www.ncbi.nlm.nih.gov/pubmed/9204908
http://www.ncbi.nlm.nih.gov/pubmed/9204908
http://www.ncbi.nlm.nih.gov/pubmed/19028862
http://www.ncbi.nlm.nih.gov/pubmed/19028862
http://www.ncbi.nlm.nih.gov/pubmed/9857172
http://www.ncbi.nlm.nih.gov/pubmed/9857172
http://www.ncbi.nlm.nih.gov/pubmed/16738015
http://www.ncbi.nlm.nih.gov/pubmed/16738015
http://www.ncbi.nlm.nih.gov/pubmed/16738015
http://www.ncbi.nlm.nih.gov/pubmed/12612638
http://www.ncbi.nlm.nih.gov/pubmed/12612638
http://www.ncbi.nlm.nih.gov/pubmed/16267558
http://www.ncbi.nlm.nih.gov/pubmed/16267558
http://www.ncbi.nlm.nih.gov/pubmed/11989755
http://www.ncbi.nlm.nih.gov/pubmed/11989755
http://www.ncbi.nlm.nih.gov/pubmed/11989755
http://www.ncbi.nlm.nih.gov/pubmed/19590084
http://www.ncbi.nlm.nih.gov/pubmed/19590084
http://www.ncbi.nlm.nih.gov/pubmed/19590084
http://www.ncbi.nlm.nih.gov/pubmed/16646809
http://www.ncbi.nlm.nih.gov/pubmed/16646809
http://www.ncbi.nlm.nih.gov/pubmed/16646809
http://www.jstor.org/discover/10.2307/2346101?uid=3737496&uid=2&uid=4&sid=21103377792767
http://www.jstor.org/discover/10.2307/2346101?uid=3737496&uid=2&uid=4&sid=21103377792767
http://www.jstor.org/discover/10.2307/2346101?uid=3737496&uid=2&uid=4&sid=21103377792767
http://www.ncbi.nlm.nih.gov/pubmed/20335218
http://www.ncbi.nlm.nih.gov/pubmed/20335218
http://www.ncbi.nlm.nih.gov/pubmed/20335218
http://www.ncbi.nlm.nih.gov/pubmed/8940066
http://www.ncbi.nlm.nih.gov/pubmed/8940066
http://www.ncbi.nlm.nih.gov/pubmed/8940066
http://www.ncbi.nlm.nih.gov/pubmed/10521405
http://www.ncbi.nlm.nih.gov/pubmed/10521405
http://www.ncbi.nlm.nih.gov/pubmed/19290913
http://www.ncbi.nlm.nih.gov/pubmed/19290913
http://www.ncbi.nlm.nih.gov/pubmed/11551902
http://www.ncbi.nlm.nih.gov/pubmed/11551902
http://www.ncbi.nlm.nih.gov/pubmed/11551902
http://www.ncbi.nlm.nih.gov/pubmed/11551902
http://www.ncbi.nlm.nih.gov/pubmed/14729330
http://www.ncbi.nlm.nih.gov/pubmed/14729330
http://www.ncbi.nlm.nih.gov/pubmed/18466115
http://www.ncbi.nlm.nih.gov/pubmed/18466115
http://www.ncbi.nlm.nih.gov/pubmed/9139826
http://www.ncbi.nlm.nih.gov/pubmed/9139826
http://www.ncbi.nlm.nih.gov/pubmed/20810712
http://www.ncbi.nlm.nih.gov/pubmed/20810712
http://www.ncbi.nlm.nih.gov/pubmed/20723755
http://www.ncbi.nlm.nih.gov/pubmed/20723755
http://www.ncbi.nlm.nih.gov/pubmed/20723755
http://www.ncbi.nlm.nih.gov/pubmed/19357234
http://www.ncbi.nlm.nih.gov/pubmed/19357234
http://www.ncbi.nlm.nih.gov/pubmed/19357234
http://www.ncbi.nlm.nih.gov/pubmed/19357233
http://www.ncbi.nlm.nih.gov/pubmed/19357233
http://www.ncbi.nlm.nih.gov/pubmed/19357233
http://www.ncbi.nlm.nih.gov/pubmed/17604717
http://www.ncbi.nlm.nih.gov/pubmed/17604717
http://www.ncbi.nlm.nih.gov/pubmed/15125842
http://www.ncbi.nlm.nih.gov/pubmed/15125842
http://www.ncbi.nlm.nih.gov/pubmed/15125842
http://www.ncbi.nlm.nih.gov/pubmed/19299511
http://www.ncbi.nlm.nih.gov/pubmed/19299511
http://www.ncbi.nlm.nih.gov/pubmed/19299511
http://www.ncbi.nlm.nih.gov/pubmed/14651849
http://www.ncbi.nlm.nih.gov/pubmed/14651849
http://www.ncbi.nlm.nih.gov/pubmed/15632115
http://www.ncbi.nlm.nih.gov/pubmed/15632115
http://www.ncbi.nlm.nih.gov/pubmed/15632115
http://www.ncbi.nlm.nih.gov/pubmed/15864276
http://www.ncbi.nlm.nih.gov/pubmed/15864276
http://www.ncbi.nlm.nih.gov/pubmed/17041624
http://www.ncbi.nlm.nih.gov/pubmed/17041624
http://www.ncbi.nlm.nih.gov/pubmed/17041624
http://www.ncbi.nlm.nih.gov/pubmed/20543138
http://www.ncbi.nlm.nih.gov/pubmed/20543138
http://www.ncbi.nlm.nih.gov/pubmed/20543138
http://www.ncbi.nlm.nih.gov/pubmed/16644800
http://www.ncbi.nlm.nih.gov/pubmed/16644800
http://www.ncbi.nlm.nih.gov/pubmed/19442239
http://www.ncbi.nlm.nih.gov/pubmed/19442239
http://www.ncbi.nlm.nih.gov/pubmed/10998601
http://www.ncbi.nlm.nih.gov/pubmed/10998601
http://www.ncbi.nlm.nih.gov/pubmed/10998601
http://www.ncbi.nlm.nih.gov/pubmed/11917093
http://www.ncbi.nlm.nih.gov/pubmed/11917093
http://www.ncbi.nlm.nih.gov/pubmed/10500182
http://www.ncbi.nlm.nih.gov/pubmed/10500182
http://www.ncbi.nlm.nih.gov/pubmed/10500182
http://www.ncbi.nlm.nih.gov/pubmed/15688063
http://www.ncbi.nlm.nih.gov/pubmed/15688063
http://www.ncbi.nlm.nih.gov/pubmed/10872471
http://www.ncbi.nlm.nih.gov/pubmed/10872471
http://www.ncbi.nlm.nih.gov/pubmed/10872471
http://www.ncbi.nlm.nih.gov/pubmed/8756635
http://www.ncbi.nlm.nih.gov/pubmed/8756635
http://www.ncbi.nlm.nih.gov/pubmed/8756635
http://www.ncbi.nlm.nih.gov/pubmed/11964484
http://www.ncbi.nlm.nih.gov/pubmed/11964484
http://www.ncbi.nlm.nih.gov/pubmed/19794913
http://www.ncbi.nlm.nih.gov/pubmed/19794913
http://www.ncbi.nlm.nih.gov/pubmed/19794913
http://www.ncbi.nlm.nih.gov/pubmed/19412532
http://www.ncbi.nlm.nih.gov/pubmed/19412532
http://www.ncbi.nlm.nih.gov/pubmed/19412532
http://www.ncbi.nlm.nih.gov/pubmed/22849396
http://www.ncbi.nlm.nih.gov/pubmed/22849396
http://www.ncbi.nlm.nih.gov/pubmed/19487463
http://www.ncbi.nlm.nih.gov/pubmed/19487463
http://www.ncbi.nlm.nih.gov/pubmed/19487463


Citation: Bottje WG, Kong BW, Lee JY, Washington T, Baum J, et al. (2014) Potential Roles of mTOR and Protein Degradation Pathways in the 
Phenotypic Expression of Feed Efficiency in Broilers. Biochem Physiol 3: 125. doi: 10.4172/2168-9652.1000125

Page 8 of 8

Volume 3 • Issue 1 • 1000125
Biochem Physiol 
ISSN: 2168-9652 BCP, an open access journal 

53. Freilinger A, Rosner M, Hanneder M, Hengstschläger M (2008) Ras mediates
cell survival by regulating tuberin. Oncogene 27: 2072-2083.

54. Wabnitz GH, Nebl G, Klemke M, Schröder AJ, Samstag Y (2006)
Phosphatidy¬linositol 3-kinase functions as a ras effector in the signaling
cascade that regulates dephosphorylation of the actin-remodeling protein
cofilin after costimulation of untransformed human T lymphocytes. J Immunol 
176: 1668-1674

55. Winder WW (2001) Energy-sensing and signaling by AMP-activated protein
kinase in skeletal muscle. J Appl Physiol (1985) 91: 1017-1028.

56. Asano K, Clayton J, Shalev A, Hinnebusch AG (2000) A multifactor complex of
eukaryotic initiation factors, eIF1, eIF2, eIF3, eIF5, and initiator tRNA(Met) is an 
important translation initiation intermediate in vivo. Genes Dev 14: 2534-2546.

57. Williams MR, Arthur JS, Balendran A, van der Kaay J, Poli V, et al. (2000)
The role of 3-phosphoinositide-dependent protein kinase 1 in activating AGC
kinases defined in embryonic stem cells. Curr Biol 10: 439-448.

58. Fernando KC, Gargett CE, Wiley JS (1999) Activation of the P2Z/P2X7 receptor 
in human lymphocytes produces a delayed permeability lesion: involvement of
phospholipase D. Arch Biochem Biophys 362: 197-202.

59. Roux PP, Ballif BA, Anjum R, Gygi SP, Blenis J (2004) Tumor-promoting phorbol 
esters and activated Ras inactivate the tuberous sclerosis tumor suppressor
complex via p90 ribosomal S6 kinase. Proc Natl Acad Sci U S A 101: 13489-
13494.

60. Karlsson HK, Nilsson PA, Nilsson J, Chibalin AV, Zierath JR, et al. (2004)
Branched-chain amino acids increase p70S6k phosphorylation in human
skeletal muscle after resistance exercise. Am J Physiol Endocrinol Metab 287:
E1-7.

61. Glass DJ (2010) PI3 kinase regulation of skeletal muscle hypertrophy and
atrophy. Curr Top Microbiol Immunol 346: 267-278.

62. Langley B, Thomas M, Bishop A, Sharma M, Gilmour S, et al. (2002) Myostatin 
inhibits myoblast differentiation by down-regulating MyoD expression. J Biol
Chem 277: 49831-49840.

http://www.ncbi.nlm.nih.gov/pubmed/17922028
http://www.ncbi.nlm.nih.gov/pubmed/17922028
http://www.ncbi.nlm.nih.gov/pubmed/16424196
http://www.ncbi.nlm.nih.gov/pubmed/16424196
http://www.ncbi.nlm.nih.gov/pubmed/16424196
http://www.ncbi.nlm.nih.gov/pubmed/16424196
http://www.ncbi.nlm.nih.gov/pubmed/16424196
http://www.ncbi.nlm.nih.gov/pubmed/11509493
http://www.ncbi.nlm.nih.gov/pubmed/11509493
http://www.ncbi.nlm.nih.gov/pubmed/11018020
http://www.ncbi.nlm.nih.gov/pubmed/11018020
http://www.ncbi.nlm.nih.gov/pubmed/11018020
http://www.ncbi.nlm.nih.gov/pubmed/10801415
http://www.ncbi.nlm.nih.gov/pubmed/10801415
http://www.ncbi.nlm.nih.gov/pubmed/10801415
http://www.ncbi.nlm.nih.gov/pubmed/9989927
http://www.ncbi.nlm.nih.gov/pubmed/9989927
http://www.ncbi.nlm.nih.gov/pubmed/9989927
http://www.ncbi.nlm.nih.gov/pubmed/15342917
http://www.ncbi.nlm.nih.gov/pubmed/15342917
http://www.ncbi.nlm.nih.gov/pubmed/15342917
http://www.ncbi.nlm.nih.gov/pubmed/15342917
http://www.ncbi.nlm.nih.gov/pubmed/14998784
http://www.ncbi.nlm.nih.gov/pubmed/14998784
http://www.ncbi.nlm.nih.gov/pubmed/14998784
http://www.ncbi.nlm.nih.gov/pubmed/14998784
http://www.ncbi.nlm.nih.gov/pubmed/20593312
http://www.ncbi.nlm.nih.gov/pubmed/20593312
http://www.ncbi.nlm.nih.gov/pubmed/12244043
http://www.ncbi.nlm.nih.gov/pubmed/12244043
http://www.ncbi.nlm.nih.gov/pubmed/12244043

	Title
	Corresponding author
	Abstract
	Keywords
	Abbreviations
	Introduction
	Materials and Methods 
	Results and Discussion  
	The Akt/mTOR pathway  
	Protein ubiquitination and RNA polymerase II activity 
	19S Proteosome, transcription, and RNA-polymerase II activity

	Summary
	Acknowledgement 
	Table 1
	Table 2
	Figure 1
	Figure 2
	References

