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Critically ill patients demonstrate established or impending multi-organ failure which may be due an acute condition such as sepsis or trauma, a deterioration in a chronic condition, or failure to progress during the recovery process and is often in part due to intrinsic risk factors such as age and concomitant disease processes ( Loftus and Royal College of Surgeons of England, 2010 ). Survivors of critical illnesses commonly experience persisting, and sometimes permanent, disability because of loss of muscle mass, compromised muscle function, and the subsequent loss of strength ( Iwashyna et al., 2010 ; Herridge et al., 2011 ). This process is detectable from early in the course of the illness. Human diaphragm shows decreased fiber cross-sectional area and altered gene expression with <2 days of mechanical ventilation ( Levine et al., 2008 ). Healthy volunteer studies show that within 5 days of leg immobilization there is a detectable decrease in quadriceps cross-sectional area and strength ( Dirks et al., 2014 ), muscle weakness is observed in patients suffering sepsis, acute pancreatitis ( Gordon et al., 2013 ), trauma, burns ( Cioffi, 2001 ), and the post-operative period, especially in those who have experienced complications of surgery. Weakness and loss of muscle mass significantly predict mortality in older people and patients with conditions such as chronic obstructive pulmonary disease (COPD; Marquis et al., 2002 ; Landi et al., 2005 ). A potentially lethal combination of immobilization and inflammation combine to achieve rapid and often catastrophic atrophy ( Rudrappa et al., 2016 ). Sarcopenia and cachexia of chronic illness put the older patient with significant co-morbidities at greatest risk ( Unroe et al., 2010 ). Poor mobility and weakness are established predictors of poor outcomes in critically ill patients ( Kasotakis et al., 2012 ). 
Future advances in the management of the critically ill patient demand effective therapies to minimize the decrement in skeletal muscle function. Evidence exists to support a role for early physical therapy or rehabilitation in minimizing weakness and muscle atrophy of critical illness ( Adler and Malone, 2012 ; Hashem et al., 2016 ). However, compliance with exercise programs may be reduced by common features of critical illness such as the circulatory instability associated with decreased systemic resistance and vasopressor administration or compromised gas exchange with acute respiratory distress syndrome and hospital-acquired/ventilator-associated pneumonia. Strategies to maximize compliance with, and benefit from, physical therapy in the critically ill patient should take these complicating features into account and provide maximal anabolic stimulation whilst not exceeding the compromised cardiorespiratory capacity of the patient. The authors propose that exercise paradigms that rely predominantly eccentric actions may circumvent these barriers to strength training. 
The metabolic demand of generating force during muscle lengthening, i. e., eccentric activity (ECC) is greatly reduced compared to generation of similar force during muscle shortening, i. e., concentric activity (CON; Fenn, 1924 ; Abbott et al., 1952 ; Bassett, 2002 ). ECC actions classically form part of braking or actions to lower a load with gravity, such as stair descent or downhill walking. For the same velocity of contraction (considered negative for ECC and positive for CON), muscle force generation in ECC contractions exceeds that of CON contraction: observations in healthy humans showed that ECC contractions are associated to greater forces than CON ones, as ECC resulted in vivo 1. 2–1. 4 times greater than isometric and CON peak values ( Westing et al., 1991 ; Franchi et al., 2014 ), and up to 1. 6 times greater when comparing ECC vs. CON isokinetic strength ( Hollander et al., 2007 ). 
Exercise elicits a cardiovascular response, increasing both heart rate and stroke volume, and thus cardiac output ( Dufour et al., 2004 ). Particularly for aerobic exercise, it has been shown that these cardiovascular responses are largely driven by muscle metabolic demands; specifically the increased rate of oxygen uptake (VO 2 ) that reflects the increase in oxygen utilization within the mitochondrial respiratory chain that is the eventual consequence of the activation of myosin ATPase activity of type I and type IIA muscle fibers ( Dufour et al., 2007 ). A smaller element of the cardiovascular response to muscle activity appears to be dependent directly upon the generation of muscle mechanical tension ( Kaufman and Hayes, 2002 ; Dufour et al., 2007 ). The increment in VO 2 with CON activity is four- to five-fold greater than that seen with mechanical-power matched ECC activity ( Abbott et al., 1952 ; Dufour et al., 2004 ). It is therefore possible to dissociate power/ force generation from metabolic demand (VO 2 ) and subsequent cardiovascular responses. This has previously been reviewed ( Isner-Horobeti et al., 2013 ). 
Intriguingly, the reduced metabolic impact of ECC compared to CON is not matched by a reduced tendency to achieve structural or functional muscle adaptation to training. Mechanical loading of contracting muscle stimulates maintenance, or even gain, of muscle mass via signaling pathways including the mammalian target of rapamycin complex 1 (mTORC1); these in turn promote muscle protein synthesis ( Hornberger and Chien, 2006 ). ECC training achieves greater acute activation of mitogen-activated protein kinase (MAPK) pathways (both stress-activated protein kinase, p38, extracellular signal-regulated kinase 1 and 2, ERK1/2 and p90RSK) than does CON, in animals ( Wretman et al., 2001 ) and humans ( Franchi et al., 2014 ). Because ECC exercise may achieve generation of greater tension forces within muscle ( Narici et al., 1989 ; LaStayo et al., 2003 ), and because MAPKs and mechanosensitive protein focal adhesion kinase (FAK) activation has been found to be quantitatively related to tension ( Martineau and Gardiner, 2002 ; Li et al., 2013 ), this specific loading typology could potentially result in greater efficiency in maintaining muscle mass, at much lower exercise metabolic cost. 
Training with ECC contractions, when performed at high intensities, is commonly associated with greater increases in total and eccentric strength compared to CON resistance training ( Roig et al., 2009 ; Isner-Horobeti et al., 2013 ). The mechanisms regulating changes in muscle size in response to ECC vs. CON resistance exercise have not yet been fully elucidated, especially in humans. There is still some debate regarding the singular contribution of both contraction types to muscular hypertrophy ( Douglas et al., 2016 ). As lengthening contractions have the possibility to generate greater muscle force than isometric and shortening ones ( Westing et al., 1991 ), the common belief is that eccentric exercise may promote larger increases in muscle size compared to concentric and isometric training ( Roig et al., 2009 ). However, other authors ( Wernbom et al., 2007 ; Hyldahl and Hubal, 2014 ) have suggested that if the two types of loading are performed at same intensity and/or work volume, then it is difficult to establish which is the best training mode, as significant hypertrophy is reached in either case. Indeed, similar increases in muscle mass have been previously reported between ECC and CON resistance training ( Franchi et al., 2014 , 2015 ; Hyldahl and Hubal, 2014 ). 
Nonetheless, in spite of the similar hypertrophy, the pattern of muscle growth with ECC loading has been shown to be substantially different from that of CON loading ( Franchi et al., 2014 ; Narici et al., 2016 ). Investigations into the architectural adaptations of human skeletal muscle to ECC and CON training have shown that ECC loading promotes muscle growth through addition of sarcomeres in series, while CON training seems to mainly promote addition of sarcomeres in parallel ( Reeves et al., 2009 ; Franchi et al., 2014 , 2015 ). Differential muscle growth in response to CON and ECC loading reflects differential activation of molecular signaling pathways regulating muscle growth (as explained above). Moreover, the differential pattern of growth may have a functional correlate, as a longer fascicle length (and thus more sarcomeres placed in-series) is correlated to greater muscle contraction velocities, whereas more sarcomeres placed in-parallel (likely resulting in larger physiological cross-sectional area), will be proportional to greater muscle force ( Lieber and Fridén, 2001 ). 
Unaccustomed, high intensity ECC exercise can cause myofibrillar damage, local, and systemic inflammatory responses, delayed onset muscle soreness, initial loss of strength ( Fridén et al., 1983 ) and even insulin resistance ( Kirwan et al., 1992 ). This has perhaps discouraged consideration of the potential benefit of ECC exercise in populations considered to be at high risk such as the frail, elderly, and medically co-morbid. However, it should be stressed that detectable muscle damage and inflammation are neither inevitable nor prerequisites for the beneficial structural and functional changes seen with ECC training. Adaptation can be achieved without apparent damage or inflammation ( Flann et al., 2011 ). Gradually progressive training intensity can avoid muscle damage and associated soreness in healthy and disease populations ( LaStayo et al., 2003 , 2014 ; Rocha Vieira et al., 2011 ). 
There has been some recognition that exercise modalities that make use of an ECC component may have benefit in clinical populations. A wide range of techniques and equipment such as upper and lower limb ergometers exist to facilitate exercise that achieves predominantly ECC contractions ( Isner-Horobeti et al., 2013 ; Hoppeler, 2016 ). Their application to date has focused on rehabilitation of specific musculoskeletal conditions and, to a lesser extent, on some chronic conditions. These include COPD, heart failure (HF), coronary artery disease, type 2 diabetes, survivors of breast, prostate and colon cancer, and neurological conditions including Parkinson's disease, multiple sclerosis and stroke ( LaStayo et al., 2014 ). Patients with severe COPD have been shown to tolerate progressively increasing intensity ECC cycling with excellent compliance and no side effects ( Rocha Vieira et al., 2011 ). In HF, ECC training at low rates of perceived exertion is well-tolerated and in a prospective randomized control trial, a 30 min ECC bout 3 times per week for 7 weeks can achieve an increase in muscle strength, not seen in controls undertaking perceived-intensity matched CON training ( Casillas et al., 2016 ). 
However, the authors are unable to find any reports employing ECC exercise training in patients with acute systemic illnesses, or critical care needs, despite the well-established, disappointing long-term outcomes associated with muscle weakness in these patients. Numerous factors may contribute to the lack to studies into ECC exercise training in critically ill patients. The assumption that bedrest is a key element in the recovery period has only been effectively challenged within the last few decades, with the demonstration of the effectiveness of aggressive rehabilitation and early ambulation as components of “ enhanced recovery” approach to major surgery ( Varadhan et al., 2010 ). Although examples exist of equipment that facilitates ECC training ( Isner-Horobeti et al., 2013 ), these are often bespoke and financial constraints may limit the feasibility of providing these facilities to clinic populations. Increasing rigor in clinical governance and research ethics approval pathways and risk aversion within health care institutions may also impede efforts to undertake novel exercise regimens in patients. Finally, the authors perceive a low awareness amongst clinicians of the potential for ECC training to circumvent barriers to strength training in the critically ill patient. Skepticism or ignorance about a novel physical therapy on the part of a responsible clinician may hamper efforts to recruit for such studies. 
Training paradigms that minimize cardiovascular and respiratory demands whilst promoting maintenance, or decelerating the expected rapid loss, of muscle mass and strength are ideally suited for use by the critically ill patient, and for introduction at the earliest stages of rehabilitation. Whilst ECC exercise has been explored in the treatment of several specific injuries and chronic conditions, the potential for systemic benefit to the critically ill patient has been overlooked. Specific questions that remain unanswered include the extent to which the benefits of ECC exercise can be reproduced in the presence of the vigorous systemic inflammatory response that usually accompanies critical illness and which is known to compromise the responsiveness of patients to existing exercise therapies ( Walsh et al., 2015 ; Griffith et al., 2016 ; Norheim et al., 2017 ). 
The theoretical benefits of exercise regimens designed around eccentric contractions to the critically ill patient demand that this be considered in future studies of physical therapy and rehabilitation. 
[bookmark: h2]Author Contributions 
Conception of the manuscript: WM, MF, MN. All the authors equally contributed to the writing process of the present manuscript. 
[bookmark: h3]Conflict of Interest Statement 
The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest. 
[bookmark: h4]Acknowledgments 
This work was supported by the Biotechnology and Biological Science Research Council (BBSRC) U. K. funded project [code: BB/K019104/1]. 
[bookmark: h5]References 
[bookmark: B1]Abbott, B. C., Bigland, B., and Ritchie, J. M. (1952). The physiological cost of negative work. J. Physiol. 117, 380–390. doi: 10. 1113/jphysiol. 1952. sp004755 
[bookmark: B2]Adler, J., and Malone, D. (2012). Early mobilization in the intensive care unit: a systematic review. Cardiopulm. Phys. Ther. J. 23, 5–13. 
[bookmark: B3]Bassett, D. R. Jr. (2002). Scientific contributions of A. V. Hill: exercise physiology pioneer. J. Appl. Physiol. 93, 1567–1582. doi: 10. 1152/japplphysiol. 01246. 2001 
[bookmark: B4]Casillas, J. M., Besson, D., Hannequin, A., Gremeaux, V., Morisset, C., Tordi, N., et al. (2016). Effects of an eccentric training personalized by a low rate of perceived exertion on the maximal capacities in chronic heart failure: a randomized controlled trial. Eur. J. Phys. Rehabil. Med. 52, 159–168. 
[bookmark: B5]Cioffi, W. G. (2001). What's new in burns and metabolism. J. Am. Coll. Surg. 192, 241–254. doi: 10. 1016/S1072-7515(00)00795-X 
[bookmark: B6]Dirks, M. L., Wall, B. T., Nilwik, R., Weerts, D. H., Verdijk, L. B., and van Loon, L. J. (2014). Skeletal muscle disuse atrophy is not attenuated by dietary protein supplementation in healthy older men. J. Nutr. 144, 1196–1203. doi: 10. 3945/jn. 114. 194217 
[bookmark: B7]Douglas, J., Pearson, S., Ross, A., and McGuigan, M. (2016). Chronic adaptations to eccentric training: a systematic review. Sport. Med. 1–25. doi: 10. 1007/s40279-016-0628-4. [Epub ahead of print]. 
[bookmark: B8]Dufour, S. P., Doutreleau, S., Lonsdorfer-Wolf, E., Lampert, E., Hirth, C., Piquard, F., et al. (2007). Deciphering the metabolic and mechanical contributions to the exercise-induced circulatory response: insights from eccentric cycling. Am. J. Physiol. Regul. Integr. Comp. Physiol. 292, R1641–R1648. doi: 10. 1152/ajpregu. 00567. 2006 
[bookmark: B9]Dufour, S. P., Lampert, E., Doutreleau, S., Lonsdorfer-Wolf, E., Billat, V. L., Piquard, F., et al. (2004). Eccentric cycle exercise: training application of specific circulatory adjustments. Med. Sci. Sports Exerc. 36, 1900–1906. doi: 10. 1249/01. MSS. 0000145441. 80209. 66 
[bookmark: B10]Fenn, W. O. (1924). The relation between the work performed and the energy liberated in muscular contraction. J. Physiol. 58, 373–395. doi: 10. 1113/jphysiol. 1924. sp002141 
[bookmark: B11]Flann, K. L., LaStayo, P. C., McClain, D. A., Hazel, M., and Lindstedt, S. L. (2011). Muscle damage and muscle remodeling: no pain, no gain? J. Exp. Biol. 214(Pt 4), 674–679. doi: 10. 1242/jeb. 050112 
[bookmark: B12]Franchi, M. V., Atherton, P. J., Reeves, N. D., Flück, M., Williams, J., Mitchell, W. K., et al. (2014). Architectural, functional and molecular responses to concentric and eccentric loading in human skeletal muscle. Acta Physiol. 210, 642–654. doi: 10. 1111/apha. 12225 
[bookmark: B13]Franchi, M. V., Wilkinson, D. J., Quinlan, J. I., Mitchell, W. K., Lund, J. N., Williams, J. P., et al. (2015). Early structural remodeling and deuterium oxide-derived protein metabolic responses to eccentric and concentric loading in human skeletal muscle. Physiol. Rep. 3: e12593. doi: 10. 14814/phy2. 12593 
[bookmark: B14]Fridén, J., Sjoström, M., and Ekblom, B. (1983). Myofibrillar damage following intense eccentric exercise in man. Int. J. Sports Med. 4, 170–176. doi: 10. 1055/s-2008-1026030 
[bookmark: B15]Gordon, B. S., Kelleher, A. R., and Kimball, S. R. (2013). Regulation of muscle protein synthesis and the effects of catabolic states. Int. J. Biochem. Cell Biol. 45, 2147–2157. doi: 10. 1016/j. biocel. 2013. 05. 039 
[bookmark: B16]Griffith, D. M., Lewis, S., Rossi, A. G., Rennie, J., Salisbury, L., Merriweather, J. L., et al. (2016). Systemic inflammation after critical illness: relationship with physical recovery and exploration of potential mechanisms. Thorax 71, 820–829. doi: 10. 1136/thoraxjnl-2015-208114 
[bookmark: B17]Hashem, M. D., Parker, A. M., and Needham, D. M. (2016). Early Mobilization and rehabilitation of patients who are critically Ill. Chest 150, 722–731. doi: 10. 1016/j. chest. 2016. 03. 003 
[bookmark: B18]Herridge, M. S., Tansey, C. M., Matté, A., Tomlinson, G., Diaz-Granados, N., Cooper, A., et al. (2011). Functional disability 5 years after acute respiratory distress syndrome. N. Engl. J. Med. 364, 1293–1304. doi: 10. 1056/NEJMoa1011802 
[bookmark: B19]Hollander, D. B., Kraemer, R. R., Kilpatrick, M. W., Ramadan, Z. G., Reeves, G. V., Francois, M., et al. (2007). Maximal eccentric and concentric strength discrepancies between young men and women for dynamic resistance exercise. J. Strength Cond. Res. 21, 34–40. doi: 10. 1519/00124278-200702000-00007 
[bookmark: B20]Hoppeler, H. (2016). Moderate load eccentric exercise; a distinct novel training modality. Front. Physiol. 7: 483. doi: 10. 3389/fphys. 2016. 00483 
[bookmark: B21]Hornberger, T. A., and Chien, S. (2006). Mechanical stimuli and nutrients regulate rapamycin-sensitive signaling through distinct mechanisms in skeletal muscle. J. Cell. Biochem. 97, 1207–1216. doi: 10. 1002/jcb. 20671 
[bookmark: B22]Hyldahl, R. D., and Hubal, M. J. (2014). Lengthening our perspective: morphological, cellular, and molecular responses to eccentric exercise. Muscle Nerve 49, 155–170. doi: 10. 1002/mus. 24077 
[bookmark: B23]Isner-Horobeti, M.-E., Dufour, S. P., Vautravers, P., Geny, B., Coudeyre, E., and Richard, R. (2013). Eccentric exercise training: modalities, applications and perspectives. Sports Med. 43, 483–512. doi: 10. 1007/s40279-013-0052-y 
[bookmark: B24]Iwashyna, T. J., Ely, E. W., Smith, D. M., and Langa, K. M. (2010). Long-term cognitive impairment and functional disability among survivors of severe sepsis. JAMA 304, 1787–1794. doi: 10. 1001/jama. 2010. 1553 
[bookmark: B25]Kasotakis, G., Schmidt, U., Perry, D., Grosse-Sundrup, M., Benjamin, J., Ryan, C., et al. (2012). The surgical intensive care unit optimal mobility score predicts mortality and length of stay. Crit. Care Med. 40, 1122–1128. doi: 10. 1097/CCM. 0b013e3182376e6d 
[bookmark: B26]Kaufman, M. P., and Hayes, S. G. (2002). The exercise pressor reflex. Clin. Auton. Res. 12, 429–439. doi: 10. 1007/s10286-002-0059-1 
[bookmark: B27]Kirwan, J. P., Hickner, R. C., Yarasheski, K. E., Kohrt, W. M., Wiethop, B. V., and Holloszy, J. O. (1992). Eccentric exercise induces transient insulin resistance in healthy individuals. J. Appl. Physiol. 72, 2197–2202. 
[bookmark: B28]Landi, F., Russo, A., Liperoti, R., Pahor, M., Tosato, M., Capoluongo, E., et al. (2005). Midarm muscle circumference, physical performance and mortality: results from the aging and longevity study in the Sirente geographic area (ilSIRENTE study). Clin. Nutr. 29, 441–447. doi: 10. 1016/j. clnu. 2009. 12. 006 
[bookmark: B29]LaStayo, P. C., Ewy, G. A., Pierotti, D. D., Johns, R. K., and Lindstedt, S. (2003). The positive effects of negative work: increased muscle strength and decreased fall risk in a frail elderly population. J. Gerontol. A Biol. Sci. Med. Sci. 58, M419–M424. doi: 10. 1093/gerona/58. 5. M419 
[bookmark: B30]LaStayo, P., Marcus, R., Dibble, L., Frajacomo, F., and Lindstedt, S. (2014). Eccentric exercise in rehabilitation: safety, feasibility, and application. J. Appl. Physiol. 116, 1426–1434. doi: 10. 1152/japplphysiol. 00008. 2013 
[bookmark: B31]Levine, S., Nguyen, T., Taylor, N., Friscia, M. E., Budak, M. T., Rothenberg, P., et al. (2008). Rapid disuse atrophy of diaphragm fibers in mechanically ventilated humans. N. Engl. J. Med. 358, 1327–1335. doi: 10. 1056/NEJMoa070447 
[bookmark: B32]Li, R., Narici, M. V., Erskine, R. M., Seynnes, O. R., Rittweger, J., Pisot, R., et al. (2013). Costamere remodeling with muscle loading and unloading in healthy young men. J. Anat. 223, 525–536. doi: 10. 1111/joa. 12101 
[bookmark: B33]Lieber, R. L., and Fridén, J. (2001). Clinical significance of skeletal muscle architecture. Clin. Orthop. Relat. Res. 383, 140–151. doi: 10. 1097/00003086-200102000-00016 
[bookmark: B34]Loftus, I., and Royal College of Surgeons of England (2010). Care of the Critically Ill Surgical Patient . London: Hodder Arnold. 
[bookmark: B35]Marquis, K., Debigare, R., Lacasse, Y., LeBlanc, P., Jobin, J., Carrier, G., et al. (2002). Midthigh muscle cross-sectional area is a better predictor of mortality than body mass index in patients with chronic obstructive pulmonary disease. Am. J. Respir. Crit. Care Med. 166, 809–813. doi: 10. 1164/rccm. 2107031 
[bookmark: B36]Martineau, L. C., and Gardiner, P. F. (2002). Skeletal muscle is sensitive to the tension-time integral but not to the rate of change of tension, as assessed by mechanically induced signaling. J. Biomech. 35, 657–663. doi: 10. 1016/S0021-9290(01)00249-4 
[bookmark: B37]Narici, M. V., Roi, G. S., Landoni, L., Minetti, A. E., and Cerretelli, P. (1989). Changes in force, cross-sectional area and neural activation during strength training and detraining of the human quadriceps. Eur. J. Appl. Physiol. Occup. Physiol. 59, 310–319. doi: 10. 1007/BF02388334 
[bookmark: B38]Narici, M., Franchi, M., and Maganaris, C. (2016). Muscle structural assembly and functional consequences. J. Exp. Biol. 219, 276–284. doi: 10. 1242/jeb. 128017 
[bookmark: B39]Norheim, K. L., Cullum, C. K., Andersen, J. L., Kjaer, M., and Karlsen, A. (2017). Inflammation relates to resistance training-induced hypertrophy in elderly patients. Med. Sci. Sports Exerc. doi: 10. 1249/MSS. 0000000000001221. [Epub ahead of print]. 
[bookmark: B40]Reeves, N. D., Maganaris, C. N., Longo, S., and Narici, M. V (2009). Differential adaptations to eccentric versus conventional resistance training in older humans. Exp. Physiol. 94, 825–833. doi: 10. 1113/expphysiol. 2009. 046599 
[bookmark: B41]Rocha Vieira, D. S., Baril, J., Richard, R., Perrault, H., Bourbeau, J., and Taivassalo, T. (2011). Eccentric cycle exercise in severe COPD: feasibility of application. COPD 8, 270–274. doi: 10. 3109/15412555. 2011. 579926 
[bookmark: B42]Roig, M., O'Brien, K., Kirk, G., Murray, R., McKinnon, P., Shadgan, B., et al. (2009). The effects of eccentric versus concentric resistance training on muscle strength and mass in healthy adults: a systematic review with meta-analysis. Br. J. Sports Med. 43, 556–568. doi: 10. 1136/bjsm. 2008. 051417 
[bookmark: B43]Rudrappa, S. S., Wilkinson, D. J., Greenhaff, P. L., Smith, K., Idris, I., and Atherton, P. J. (2016). Human skeletal muscle disuse atrophy: effects on muscle protein synthesis, breakdown, and insulin resistance-a qualitative review. Front. Physiol. 7: 361. doi: 10. 3389/fphys. 2016. 00361 
[bookmark: B44]Unroe, M., Kahn, J. M., Carson, S. S., Govert, J. A., Martinu, T., Sathy, S. J., et al. (2010). One-year trajectories of care and resource utilization for recipients of prolonged mechanical ventilation: a cohort study. Ann. Intern. Med. 153, 167–175. doi: 10. 7326/0003-4819-153-3-201008030-00007 
[bookmark: B45]Varadhan, K. K., Neal, K. R., Dejong, C. H., Fearon, K. C., Ljungqvist, O., and Lobo, D. N. (2010). The enhanced recovery after surgery (ERAS) pathway for patients undergoing major elective open colorectal surgery: a meta-analysis of randomized controlled trials. Clin. Nutr. 29, 434–440. doi: 10. 1016/j. clnu. 2010. 01. 004 
[bookmark: B46]Walsh, T. S., Salisbury, L. G., Merriweather, J. L., Boyd, J. A., Griffith, D. M., Huby, G., et al. (2015). Increased hospital-based physical rehabilitation and information provision after intensive care unit discharge: the RECOVER randomized clinical trial. JAMA Intern. Med. 175, 901–910. doi: 10. 1001/jamainternmed. 2015. 0822 
[bookmark: B47]Wernbom, M., Augustsson, J., and Thomeé, R. (2007). The influence of frequency, intensity, volume and mode of strength training on whole muscle cross-sectional area in humans. Sports Med. 37, 225–264. doi: 10. 2165/00007256-200737030-00004 
[bookmark: B48]Westing, S. H., Cresswell, A. G., and Thorstensson, A. (1991). Muscle activation during maximal voluntary eccentric and concentric knee extension. Eur. J. Appl. Physiol. Occup. Physiol. 62, 104–108. doi: 10. 1007/BF00626764 
[bookmark: B49]Wretman, C., Lionikas, A., Widegren, U., Lännergren, J., Westerblad, H., and Henriksson, J. (2001). Effects of concentric and eccentric contractions on phosphorylation of MAPK(erk1/2) and MAPK(p38) in isolated rat skeletal muscle. J. Physiol. 535(Pt 1), 155–164. doi: 10. 1111/j. 1469-7793. 2001. 00155. x 
https://assignbuster.com/eccentric-exercise-and-the-critically-ill-patient/
image1.png




image2.png
Q ASSIGN

BUSTER




