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Hepatectomy together with systemic chemotherapy is the treatment of choice for patients with liver-limited colorectal metastases. Although the open approach to hepatectomy remains a standard option, there is increasing recognition of the potential advantages of laparoscopic hepatectomy. Laparoscopic approaches have become standardized and are the subject of two international consensus conferences. Major laparoscopic hepatectomy is currently being evaluated in international multi-center trials. The available data to date would indicate that there is oncological equivalence between open and laparoscopic approaches but that the latter is associated with less post-operative pain, shorter hospital stay and an earlier recovery of full function. Surgeons embarking on this approach must be experienced both in the techniques of advanced liver surgery and in laparoscopic surgery.
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Hepatic resection together with systemic chemotherapy has become the backbone of treatment for patients with liver-limited colorectal metastases (1). Over the last decades of the twentieth century, hepatic resection for colorectal liver metastases became more widely available and was associated with low operative mortality as a result of improvements in anesthetic and operative technique together with better peri-operative care (2–4). Nevertheless, open hepatectomy remains a major undertaking. Patients require invasive monitoring and typically have epidural catheters for post-operative analgesia. Surgical access to the liver for open hepatectomy involves a lengthy subcostal or bi-subcostal incision and fixed costal margin retraction. This incision is required regardless of whether a major or minor liver resection is undertaken. In turn, recovery from this surgical wound is a major feature of the post-operative period and beyond. In the early post-operative period pulmonary complications could be related to the combination of limitation of chest wall excursion as a result of intra-operative fixed costal margin retraction and a painful upper abdominal incision. Although enhanced recovery protocols are widely implemented in modern liver surgery programmes, the loss of mobility after open liver surgery may contribute to the increased risk of deep vein thrombosis and pulmonary embolism (5, 6). Post-operative liver impairment after major open hepatectomy leading to hypoalbuminaemia could contribute to wound breakdown and dehiscence (7). In the longer term, there is a risk of incisional hernia (8).

Laparoscopic gastrointestinal surgery is now widely accepted as the standard of care for procedures such as cholecystectomy with more complex procedures such as colectomy and gastrectomy also being routinely undertaken by minimal access approaches (9–11).

Thus, it is logical that the laparoscopic approach would be applied to hepatectomy. Laparoscopic liver resection has the attraction of avoiding the morbidity associated with a lengthy incision. The main reservations expressed about the adoption of the laparoscopic approach for liver surgery were related to the ability to control intra-operative hemorrhage, the risk of air embolus and whether these approaches were oncologically equivalent to their open counterparts.

The first minimal access procedure to be established in the treatment of colorectal hepatic metastases was laparoscopic left lateral sectionectomy (left hepatic lobectomy). Laparoscopically this operation follows the same procedural steps as its open counterpart. Parenchymal transection is relatively minimal and the use of vascular staplers facilitates control of left lobe inflow and outflow. This relative ease and safety of adoption led to at least one expert surgical group declaring that laparoscopy should be the standard approach for patients requiring left hepatic lobectomy and the early conclusion of the ORANGE study comparing laparoscopic to open left lateral sectionectomy on grounds of poor accrual (12, 13). However, patients with liver metastases confined to segments II and III constitute only a minority of individuals with liver involvement by metastatic colorectal cancer. The laparoscopic approach was also utilized for patients requiring resections of the readily accessible lower/anterior segments: IVb, V, and VI. The first international consensus conference on laparoscopic liver surgery in Louisville, Kentucky stated in 2008 that “currently acceptable indications for laparoscopic liver resection are patients with solitary lesions, 5 cm or less, located in liver segments 2–6. The laparoscopic approach to left lateral sectionectomy should be considered standard practice” (14). The continued professional focus on laparoscopic liver surgery for colorectal hepatic metastases led to a second consensus conference at Morioka in Japan (15). This consensus conference emphasized the need for structured training before surgeons embark on laparoscopic major hepatectomy.

In terms of enhancing the body of evidence for laparoscopic hepatectomy for colorectal liver metastases after the Morioka consensus OSLO-COMET is a landmark study (16, 17). In this study 280 patients with resectable liver metastases from colorectal cancer were randomly assigned to undergo laparoscopic (n = 133) or open (n = 147) parenchyma-sparing liver resection. The postoperative complication rate was 19% in the laparoscopic surgery group and 31% in the open-surgery group (12% points difference [95% confidence interval 1.67–21.8; P = 0.021]). The postoperative hospital stay was shorter for laparoscopic surgery (53 vs. 96 h, P < 0.001), whereas there were no differences in blood loss, operation time or in clear resection margins. Mortality at 90 days did not differ significantly between the laparoscopic (0 patients) and open groups (1 patient). The authors concluded that for patients undergoing parenchyma-sparing liver resection for colorectal hepatic metastases, laparoscopic surgery was associated with significantly fewer postoperative complications compared to open surgery (16). The conclusions of OSLO-COMET are supported by the findings of a systematic review of the published literature of laparoscopic liver resection which reported outcome in 9,527 procedures (18). This review reported 37 deaths (mortality rate 0.4%) and in comparison to open surgery there were fewer complications, less blood loss, and a shorter hospital stay.

At this stage in the evolution of laparoscopic hepatectomy, evidence is still lacking on the safety of laparoscopic major hepatectomy for colorectal hepatic metastases and also on the feasibility of the laparoscopic approach for tumors in the right posterior sector and/or the segments close to the hepatic venous outflow (VIII and IVa). Two large, international, multi-center studies ORANGE II Plus (laparoscopic compared to open right hepatectomy), and ORANGE segments (laparoscopic compared to open hepatectomy for tumors involving any of segments VII, VIII, and/or IVa) are due to report soon and may influence the treatment landscape (19, 20). The current role of laparoscopic liver surgery is also well-summarized in detail in the Southampton consensus guidelines (21).

So, what then is the current state of the art as applied to laparoscopic hepatectomy for colorectal liver metastases? In overview, disease staging and assessment of patients for surgery is as it was for open surgery. Peri-operative preparation is simpler than in patients undergoing open surgery as the need for epidural analgesia can be avoided and thus patients can be mobilized immediately after surgery. There is evidence of less post-operative pain, shorter hospital stay, and earlier return to full function together with oncological equivalence. The rationale underlying hepatic resection itself has also evolved from an era where classical anatomical segmental hepatectomy was favored to the current understanding that the cancer biology of metastases is arguably best served by a parenchyma-preserving resection, ensuring complete resection (R0). Laparoscopic hepatectomy should maintain this approach.

Laparoscopic hepatectomy utilizes the principles established in the open hepatectomy era: liver mobilization and control of inflow and outflow are key components of safe laparoscopic liver surgery. In terms of mobilization of the liver, use of the left lateral decubitus position facilitates mobilization of the right lobe from the vena cava under direct vision. If required, the hepatocaval ligament can be dissected and divided (typically with a vascular stapler) and the right hepatic vein can be controlled extra-hepatically. An intracorporeal “snugger” can be safely placed around the structures of the hepatoduodenal ligament to facilitate the Pringle maneuver. Given the loss of tactile feedback, laparoscopic intra-operative ultrasonography remains critically important for confirming the location of lesions, excluding disease in the future remnant liver and in identifying inflow/outflow structures in the planned transection line.

Hepatic parenchymal transection at laparoscopic hepatectomy can be undertaken using the ultrasonic suction aspirator (CUSA excel, Valleylab, Boulder, Colorado) or using an energy device coupled with vascular staplers. This approach permits control of the major hepatic veins within the liver parenchyma. Pneumoperitoneum may facilitate haemostasis. It is important to assess the transection surface without pneumoperitoneum at the end of transection.

Thus, it can be said that laparoscopic hepatectomy is now part of the treatment portfolio for patients with colorectal hepatic metastases. Other technical evolutions of hepatic surgery for colorectal liver metastases such as associating ligation of the portal vein with liver resection (ALPPS) remain to be fully evaluated in the laparoscopic context (22).

Important questions remain about training in laparoscopic hepatectomy. In this context it is noteworthy that the OSLO-COMET authors had undertaken some 400 laparoscopic liver resections before embarking on their study. Thus, laparoscopic major hepatectomy requires the experienced liver anesthetic and surgical skills of the open era but also demands additional facility with laparoscopic mobilization, parenchymal transection, and haemostasis.

Looking to the future, it seems likely that the advantages in tissue handling in minimal access surgery seen with robotic approaches may make this the technique of choice for laparoscopic major hepatectomy.

In summary laparoscopic hepatectomy for colorectal hepatic metastases is a mainstream treatment. The available data to date would indicate that there is oncological equivalence between open and laparoscopic approaches but that the latter is associated with less post-operative pain, shorter hospital stay, and an earlier recovery of full function. Surgeons embarking on this approach must be experienced both in the techniques of advanced liver surgery and in laparoscopic surgery. Although it is likely that both patient and clinician preference will drive continued development in laparoscopic surgery at the present time questions remain about the benefits of this technique when applied to major right-sided hepatectomy and also to liver resection for posterior/superior hepatic segments.

AUTHOR CONTRIBUTIONS

AJS, SJ, and AKS were all involved in the design and structure of the manuscript. AKS formulated the idea and cited the majority of the references.

FUNDING

Funding has been secured through a grant and invited editorial.

REFERENCES

 1. Siriwardena AK, Mason JM, Mullamitha S, Hancock HC, Jegatheeswaran S. Management of colorectal cancer presenting with synchronous liver metastases. Nat Rev Clin Oncol. (2014) 8:446–59. doi: 10.1038/nrclinonc.2014.90

 2. De Andrade JP, Warner SG, Fong Y. Treatment of metastatic colorectal cancer: innovations in surgical techniques. J Surg Oncol. (2019) 119:653–9. doi: 10.1002/jso.25418

 3. Cloyd JM, Mizuno T, Kawaguchi Y, Lillemoe HA, Karagkounis G, Omichi K, et al. Comprehensive complication index validates improved outcomes over time despite increased complexity in 3707 consecutive hepatectomies. Ann Surg. (2018). doi: 10.1097/SLA.0000000000003043. [Epub ahead of print].

 4. Omichi K, Shindoh J, Cloyd JM, Mizuno T, Chun YS, Conrad C, et al. Liver resection is justified for patients with bilateral multiple colorectal liver metastases: a propensity-score-matched analysis. Eur J Surg Oncol. (2018) 44:122–9. doi: 10.1016/j.ejso.2017.11.006

 5. Melloul E, Hübner M, Scott M, Snowden C, Prentis J, Dejong CH, et al. Guidelines for perioperative care for liver surgery: enhanced recovery after surgery (ERAS) society recommendations. World J Surg. (2016) 40:2425–40. doi: 10.1007/s00268-016-3700-1

 6. Baltatzis M, Low R, Stathakis P, Sheen AJ, Siriwardena AK, Jamdar S. Efficacy and safety of pharmacological venous thromboembolism prophylaxis following liver resection: a systematic review and meta-analysis. HPB. (2017) 19:289–96. doi: 10.1016/j.hpb.2017.01.002

 7. Rahbari NN, Garden OJ, Padbury R, Brooke-Smith M, Crawford M, Adam R, et al. Posthepatectomy liver failure: a definition and grading by the International Study Group of Liver Surgery (ISGLS). Surgery. (2011) 149:713–24. doi: 10.1016/j.surg.2010.10.001

 8. Nilsson JH, Strandberg Holka P, Sturesson C. Incisional hernia after open resections for colorectal liver metastases - incidence and risk factors. HPB. (2016) 18:436–41. doi: 10.1016/j.hpb.2016.02.001

 9. Wakabayashi G, Iwashita Y, Hibi T, Takada T, Strasberg SM, Asbun HJ, et al. Tokyo Guidelines 2018: surgical management of acute cholecystitis: safe steps in laparoscopic cholecystectomy for acute cholecystitis (with videos). J Hepatobiliary Pancreat Sci. (2018) 25:73–86. doi: 10.1002/jhbp.517

 10. Lorenzon L, Biondi A, Carus T, Dziki A, Espin E, Figueiredo N, et al. Achieving high quality standards in laparoscopic colon resection for cancer: a Delphi consensus-based position paper. Eur J Surg Oncol. (2018) 44:469–83. doi: 10.1016/j.ejso.2018.01.091

 11. Best LM, Mughal M, Gurusamy KS. Laparoscopic versus open gastrectomy for gastric cancer. Cochrane Database Syst Rev. (2016) 3:CD011389. doi: 10.1002/14651858.CD011389.pub2

 12. Chang S, Laurent A, Tayar C, Karoui M, Cherqui D. Laparoscopy as a routine approach for left lateral sectionectomy. Br J Surg. (2007) 94:58–63. doi: 10.1002/bjs.5562

 13. Wong-Lun-Hing EM, van Dam RM, van Breukelen GJ, Tanis PJ, Ratti F, van Hillegersberg R, et al. Randomized clinical trial of open versus laparoscopic left lateral hepatic sectionectomy within an enhanced recovery after surgery programme (ORANGE II study). Br J Surg. (2017) 104:525–35. doi: 10.1002/bjs.10438

 14. Buell JF, Cherqui D, Geller DA, O'Rourke N, Iannitti D, Dagher I, et al. The international position on laparoscopic liver surgery: the louisville statement, 2008. Ann Surg. (2009) 250:825–30. doi: 10.1097/SLA.0b013e3181b3b2d8

 15. Wakabayashi G, Cherqui D, Geller DA, Buell JF, Kaneko H, Han HS, et al. Recommendations for laparoscopic liver resection: a report from the second international consensus conference held in Morioka. Ann Surg. (2015) 261:619–29. doi: 10.1097/SLA.0000000000001184

 16. Fretland ÅA, Dagenborg VJ, Bjørnelv GMW, Kazaryan AM, Kristiansen R, Fagerland MW, et al. Laparoscopic versus open resection for colorectal liver metastases: the OSLO-COMET randomized controlled trial. Ann Surg. (2018) 267:199–207. doi: 10.1097/SLA.0000000000002353

 17. Chan AKC, Jamdar S, Sheen AJ, Siriwardena AK. The OSLO-COMET randomized controlled trial of laparoscopic versus open resection for colorectal liver metastases. Ann Surg. (2018) 268:e69. doi: 10.1097/SLA.0000000000002640

 18. Ciria R, Cherqui D, Geller DA, Briceno J, Wakabayashi G. Comparative short-term benefits of laparoscopic liver resection: 9000 cases and climbing. Ann Surg. (2016) 263:761–77. doi: 10.1097/SLA.0000000000001413

 19. Hillegersberg ORANGE, II PLUS – Trial: Open versus Laparoscopic Hemihepatectomy,. Available online at: https://Clinicaltrials.gov/ct2/show/NCT01441856

 20. Hillegersberg ORANGE, SEGMENTS: Open versus Laparoscopic Parenchyma Preserving Postero-Superior Liver Segment Resection,. Available online at: https://Clinicaltrials.gov/ct2/show/NCT03270917

 21. Abu Hilal M, Aldrighetti L, Dagher I, Edwin B, Troisi RI, Alikhanov R, et al. The southampton consensus guidelines for laparoscopic liver surgery: from indication to implementation. Ann Surg. (2018)268:11–8. doi: 10.1097/SLA.0000000000002524

 22. Ferko A, Vojtko M, Adámik M, Laca L, Sudeková D, Šuteková D, et al. Totally laparoscopic ALPPS: bilobar procedure with preservation of the S3 portobiliary triad. Ann Surg Oncol. (2019) 26:291. doi: 10.1245/s10434-018-6930-7

Conflict of Interest Statement: AJS, SJ, and AKS have received hospitality from BOWA (Tubingen, Germany). AJS serves as a consultant to Medtronic and Baxter UK.

The reviewers AG-W and ZS and the handling Editor declared their shared affiliation.

Copyright © 2019 Sheen, Jamdar and Siriwardena. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/cover.jpg
, frontiers
in Oncology

Laparoscopic Hepatectomy for
Colorectal Liver Metastases: The
Current State of the Art









OPS/images/crossmark.jpg
©

2

i

|





OPS/images/logo.jpg
, frontiers
in Oncology





