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Pain Management in Metastatic Recurrent Carcinoma 
Rectum, Local and Nodal Metastasis Case
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Abstract

The heterogeneity of pain mechanisms is evident in the variable nature of cancer pain intensity and its clinical characteristics. Traditional 
classifications of pain within the cancer population involve distinguishing pain etiology, clinical characteristics related to both pain and the patient, 
pathophysiology, and the application of validated classification systems. Concepts such as breakthrough, nociceptive, neuropathic, and mixed pain 
are essential in the assessment of pain in this patient population. This case report elucidates the pain management in cancer patients, emphasizing 
its sophistication and complexity. It highlights the challenges faced by medical oncologists in administering anticancer therapy in such cases.

Introduction
In the oncological population, pain constitutes one of the 

most debilitating symptoms, affecting approximately 66% 
of cancer patients. The World Health Organization (WHO) 
established guidelines for managing cancer pain in 1986; however, 
substantial evidence indicates that cancer pain management 
often remains suboptimal. Given that cancer pain is not a 
homogeneous entity, accurate pain assessment is crucial for 
achieving satisfactory management. Cancer pain encompasses a 
wide range of conditions, each characterized by distinct aetiology, 
characteristics, and pathological mechanisms. The significance 
of adequate pain assessment and the complexity of cancer pain 
have long been emphasized. Considering the importance of pain  

 
classification in facilitating individualized assessment and tailored 
treatment strategies, several studies have attempted to develop 
a comprehensive approach to classify cancer pain over the years. 
Nonetheless, a universally accepted standardized classification 
system has yet to be established, and various cancer pain 
classification schemes are employed in both research and clinical 
settings [1-10]. 
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(Low probability of MSI H) (PDL 1-0%, NRAS MUTATION 
negative, KRAS MUTATION negative)

1.	 S/P C3DAY 15 Palliative FOLFIRI Chemotherapy 

2.	 S/P 3rd Cycle Bevacizumab 

3.	 Cycle 4 Day 15 Palliative FOLFIRI Chemotherapy

Previous history: 

1.	 NACTRT 50GY/28# (23/07/2021 to 28/08/2021) with 
Capecitabine Defaulted

2.	 Surgery:

3.	 Lap Assissted Apr (15/02/2022), MTH

•	 ypT3N0M0-stage III 

4.	 S/P 7 CYCLE ADJUVANT CAPOX CHEMOTHERAPY (LD 
21/10/2022) (30/01/2023)

History

Patient is a known case of carcinoma rectum. In admission time 
(16.06.2023) he was complaining generalized weakness, vomiting 
and body pain while he admitted for cycle 4 day 1 of FOLFIRI 
(Tables 1-5).

Table 1

On Examination

Ht-172cm, Wt-69kgs, BSA- 1.8 sqm

BP-120/70mmHg, CVS/RS- Clinically NAD, PA: Colostomy Bag+

Table 2

Investigations

Hb-10.7g/dl, TC-5060/mm3, Platelates-4.350/mm3, N-63.6%, TB-0.77mg/dl, DB-0.26mg/dl, OT/PT – 23/13U/L, Na/K/Cl- 129/4.4/105mEq/L, creati-
nine: 0.61mg/dl

Table 3:

Drugs Dose Date

TAB PERINORM 10mg 1-0-1 16.06.2023 TO 19.06.2023

TAB RIVAROXABAN 10mg 0-0-1 16.06.2023 TO 19.06.2023

TAB EMESET 8mg 1-1-1 16.06.2023 TO 19.06.2023

INJ PARACETAMOL 1mg IV Slow infusion over 30 min.SOS 16.06.2023 TO 19.06.2023

TAB TRAMADOL 50mg 1-1-1 16.06.2023 TO 19.06.2023

TAB DOLO 650mg 1-1-1-1 16.06.2023 TO 19.06.2023

SYP CREMAFFIN PLUS 30ml 1-0-1 16.06.2023 TO 19.06.2023

Table 4

On 17.06.2023 Day 1   75% DOSE

Inj GRANISET 1mg slow IV push

Inj DEXONA  12mg in 100ml NS IV push

Inj RANTAC  50mg slow IV push 

Inj ATROPINE 2cc IV slow push

Inj IRINOTECAN 250mg in 250ml 5% D IV over 2hrs

Inj LEUCOVORIN 300mg in 250ml 5% D IV over 2hrs

         (Administer Oxaliplatin and Leucovorin concurrently using 3 way extension) 

Inj 5FU 1500ml NS IV over 22hrs

On 18.06.2023

Day 1 5FU on flow 
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Inj GRANISET 1mg slow IV push

Inj DEXONA 12mg in 100ml NS IV over 30 mins

Inj RANTAC 50mg slow IV push

Inj 5FU 1500mg in 500ml NS IV over 22hrs 

On 19.06.2023

Inj 5FU on flow

Table 5

Advice In Discharge:

Tab RIVAROXABAN 10mg 0-0-1(to continue)

Tab EMESET 8mg 1-1-1 for 7 days

Tab OLEANZ 2.5mg 1-0-1 for 7 days 

Tab PERINORM 10mg 1-1-1 for 3 days 

SYP MUCAINE GEL 10ml 1-1-1 to continue 

BUVALOR PATCH 10MCG to continue (once in 7 days)

Cap BECOSULES 1-0-0 to continue 

Tab RANTAC 150mg 1-0-1 for 5 days 

Tab TRAMADOL 50mg SOS/1-1-1 if pain 

SYP CREMAFFIN PLUS 20ml 0-0-1 if required for constipation 

PIR (Pain Index Rate) Evaluation: Brief Pain Inventory 

Since 28.04.2023, the patient had been monitored regarding 
the Pain Index Rate, which was initially 8. On 16.06.2023, the 
patient continued to report abdominal pain, and the PIR fluctuated 
between 9 and 4. A prospective study involving a large cohort of 
oncological patients revealed that approximately 17% of the pain 
experienced in this population is attributable to antineoplastic 
treatment, while around 10% is due to other etiologies unrelated 
to cancer. Therefore, it is imperative to ascertain whether the pain 
experienced by oncological patients is tumor-induced, treatment-
related, or associated with other comorbidities, to ensure the 
provision of appropriate treatment [11].

Pain Assessment in Cancer Patients

Uncontrolled pain can impede healing and recovery, resulting 
in suboptimal outcomes for cancer patients. Although cancer pain 
can be effectively managed in up to 90% of cases, current evidence 
indicates that nearly half of cancer patients in developed countries 
receive inadequate pain management. The primary obstacle to 
effective cancer pain control is the insufficient assessment and 
reassessment of pain. Despite widespread recognition of this issue, 
cancer pain remains a significant concern [12-20].

The definition of cancer pain is inherently complex due to the 
intricate nature of its origins and the multifaceted influences—
biological, psychological, social, and cultural—on its perception. 
In 1972, Margo McCaffery, a registered nurse and a pioneer in 

pain management nursing, articulated pain as “whatever the 
experiencing patient says it is, and exists whenever he/she says it 
does.” This definition underscores the subjective nature of pain and 
highlights the significance of the patient’s personal experience in 
understanding pain [21-28].

Cancer pain originates from a variety of etiological factors, 
with approximately 75% of the pain directly attributable to the 
malignancy itself, while the remainder is associated with diagnostic 
procedures and therapeutic interventions. Tumors induce pain by 
compressing or invading healthy innervated tissue, instigating 
inflammation or infection, or releasing chemicals that render 
normally non-painful stimuli painful. Consequently, cancer pain is 
frequently categorized as somatic, visceral, or neuropathic in origin. 
In advanced cancer, multiple pain mechanisms often manifest 
concurrently at different sites. Each mechanism and anatomical 
site necessitates focused investigation. For instance, a patient with 
advanced cancer may experience liver capsule pain due to liver 
metastases, back pain from spinal metastases, and neuropathic 
pain resulting from systemic chemotherapy regimens. The 
management of such pain may require the use of corticosteroids, 
radiotherapy, and antiepileptics for liver, bone, and neuropathic 
pain, respectively. In such cases, pain management would be 
inadequate if each source of pain were not meticulously considered 
and assessed. The assessment of pain primarily relies on patient 
self-reporting. The most significant obstacles related to patients 
include their hesitance to disclose pain and to adhere to treatment 
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recommendations. In certain instances, patients may underreport 
pain due to various factors, such as the belief that cancer-related 
pain is inevitable and should be tolerated, concerns that reporting 
pain might detract from the focus on treating the primary disease, 
and fears that pain may indicate disease progression. It is crucial 
to recognize that cancer and pain are not synonymous, and not all 
cancer patients experience pain. Inadequate assessment of pain and 
insufficient knowledge among clinicians have been identified as 
significant barriers to effective cancer pain management. Medical 
graduates bear the ultimate responsibility for the identification, 
assessment, and treatment of patients experiencing cancer-related 
pain. Consequently, the International Association for the Study of 
Pain (IASP) has emphasized the importance of integrating pain 
management into undergraduate education and has developed a 
corresponding curriculum. Nevertheless, various studies indicate 

that the subject of pain, particularly cancer pain, is currently 
insufficiently addressed in medical education [29].

The observation that certain survey respondents tend to 
both prescribe one of the available medications and determine 
the dosage, while simultaneously avoiding as-needed therapies 
to prevent patient confusion by prescribing slightly higher doses 
than those deemed effective for that type of pain, underscores a 
pronounced empiricism in the treatment of pain with opioids. This 
highlights the necessity to enhance the foundational knowledge 
of this subject and to adhere to precise and structured guidelines. 
Nevertheless, dynamic, multidimensional, and personalized 
approaches may be more suitable for tailoring therapy to the 
patient’s needs, particularly for opioid-naïve patients [29] (Figure 
1)

Figure 1: Components of Pain Interference in the Brief Pain Inventory (BPI).

This diagram illustrates the seven domains used to assess the 
degree to which pain interferes with daily functioning as measured 
by the Brief Pain Inventory. The Pain Index Rate is represented at 
the centre, indicating the overall impact of pain on an individual’s 
life. The seven interference domains include general activity, mood, 
walking ability, normal work, relations with others, sleep, and 
enjoyment of life. Each domain is rated on a 0–10 numeric scale, 
where higher scores indicate greater interference due to pain 
[30,31].

Conclusion 
Pain management can be accomplished through various 

approaches, with medication forming the cornerstone of analgesic 

therapy. In recent years, the clinical application of combining 
analgesic drugs has significantly increased. The aim of using two 
or more drugs with distinct mechanisms of action is to create a 
synergistic effect [32], which allows for effective pain relief with 
reduced dosages, thereby minimizing the severity and frequency of 
adverse effects. Currently, a wide range of drug classes effectively 
complement nonsteroidal anti-inflammatory drugs (NSAIDs), 
acetaminophen, or opioids in pain management. However, it is 
important to note that the effectiveness of a drug combination is 
contingent upon the specific type of pain being addressed (acute/
chronic, inflammatory, neuropathic, cancer). For instance, opioids 
are often combined with acetaminophen or NSAIDs for the clinical 
treatment of both acute and chronic pain. Similarly, the combination 
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of NSAIDs and acetaminophen is administered to alleviate pain in 
patients. Ultimately, these combinations help limit the medication 
doses a patient receives. Nevertheless, not all combinations of 
opioids with NSAIDs, opioids with acetaminophen, or NSAIDs 
with acetaminophen are clinically effective in every situation. 
For example, pairing weak opioids like dextropropoxyphene 
with acetaminophen does not significantly enhance pain relief 
compared to using acetaminophen alone [33]. Administering 
rectal acetaminophen in conjunction with ibuprofen does not 
enhance pain relief following an adenoidectomy in the immediate 
postoperative phase compared to using either medication on its own 
[34]. Similarly, while combining codeine with paracetamol offers 
additional pain relief, it may also lead to increased occurrences of 
nausea, dizziness, vomiting, and constipation [35]. Consequently, 
it is essential to experimentally or clinically assess various other 
combinations of analgesic agents to understand their potential 
clinical applications.

Medical oncologists recognize both the advantages and potential 
risks associated with combination therapies for pain management. 
They are also aware that NSAIDs may produce significant 
adverse effects when used concurrently with other commonly 
prescribed medications, such as anticoagulants, corticosteroids, 
and antihypertensive agents. Even so, the complexity of cancer 
patients’ status particularly among those in metastasis cases of 
disease who experience severe pain often requires the prudent use 
of these therapeutic combinations to achieve adequate comfort and 
symptom relief, accompanied by close monitoring and vigilance. 
Ultimately, providing patients with clear and comprehensive 
guidance on the safe and appropriate use of analgesic combinations 
remains essential.

Acknowledgement
The authors express their deepest gratitude to the Faculty 

of Pharmacy, M.S. Ramaiah University of Applied Science, all the 
nursing staff, and resident doctors of M.S. Ramaiah Medical College 
Hospital for their incredible cooperation.

Conflict of Interest

None.

References
1.	 Van den Beuken-van MH, Hochstenbach LM, Joosten EA, Tjan-Heijnen 

VC, Janssen DJ, et al. (2016) Update on Prevalence of Pain in Patients 
with Cancer: Systematic Review and Meta-Analysis. J Pain Symptom 
Manag 51(6): 1070-1090. 

2.	 World Health Organization (1986) Cancer Pain Relief; World Health 
Organization: Geneva Switzerland 1986.

3.	 Kwon JH (2014) Overcoming Barriers in Cancer Pain Management. J Clin 
Oncol 32(16): 1727-1733.

4.	 Greco MT, Roberto A, Corli O, Deandrea S, Bandieri E, et al. (2014) 
Quality of Cancer Pain Management: An Update of a Systematic Review 
of Undertreatment of Patients with Cancer. J Clin Oncol 32(36): 4149-
4154. 

5.	 Reis-Pina P, Lawlor PG, Barbosa A (2017) Adequacy of Cancer-Related 
Pain Management and Predictors of Undertreatment at Referral to a 
Pain Clinic. J Pain Res 10: 2097-2107.

6.	 Foley KM (1987) Pain syndromes in patients with cancer. In Cancer Pain; 
Swerdlow M, Ventafridda V, Eds, Springer: Dordrecht, The Netherlands: 
45-54.

7.	 Bonica JJ (1954) The Management of Pain. Am J Med Sci 227: 593.

8.	 Twycross R (1997) Cancer Pain Classification. Acta Anaesthesiol Scand 
41: 141-145.

9.	 Hjermstad MJ, Fainsinger R, Kaasa S, European Palliative Care Research 
Collaborative (EPCRC) (2009) Assessment and Classification of Cancer 
Pain. Curr Opin Support Palliat Care 3(1): 24-30.

10.	Bennett MI, Kaasa S, Barke A, Korwisi B, Rief W, et al. (2019) The IASP 
Classification of Chronic Pain for ICD-11: Chronic Cancer-Related Pain. 
Pain 60(1): 38-44.

11.	Grond S, Zech D, Diefenbach C, Radbruch L, Lehmann KA, et al. (1996) 
Assessment of Cancer Pain: A Prospective Evaluation in 2266 Cancer 
Patients Referred to a Pain Service. Pain 64(1): 107-114.

12.	Kaasa S, Apolone G, Klepstad P, Loge JH, Hjermstad MJ, et al. (2011) 
Expert Conference on Cancer Pain Assessment and Classification—The 
Need for International Consensus: Working Proposals on International 
Standards. BMJ Support Palliat Care 1 (3): 281-287.

13.	Hanna M, Zylicz Z (2013) Cancer pain. London: Springer.

14.	Marcus DA (2011) Epidemiology of cancer pain. Curr Pain Headache Rep 
15(4): 231-234.

15.	Sheinfeld Gorin S, Krebs P, Badr H, Janke EA, Jim HS, et al. (2012) Meta-
analysis of psychosocial interventions to reduce pain in patients with 
cancer. J Clin Oncol 30(5): 539-547. 

16.	Nersesyan H, Slavin KV (2007) Current approach to cancer pain 
management: Availability and implications of different treatment 
options. Ther Clin Risk Manag 3(3): 381-400. 

17.	Vargas-Schaffer G (2010) Is the WHO analgesic ladder still valid? Twenty-
four years of experience. Can Fam Physician. 56(6): 514-517. Portenoy 
RK (2011) Treatment of cancer pain. Lancet 377(9784): 2236- 2247.

18.	Peacock S, Patel S (2008) Cultural Influences on Pain. Rev Pain 1(2): 6-9.

19.	McCaffery M, Ferrell BR (1997) Nurses’ knowledge of pain assessment 
and management: how much progress have we made? J Pain Symptom 
Manage 14(3): 175-188. 

20.	Saunders C (2001) The evolution of palliative care. J R Soc Med 94(9): 
430-432. 10 Ong CK, Forbes D (2005) Embracing Cicely Saunders’s 
concept of total pain. BMJ 331(7516): 576. 

21.	Brunjes GB (2010) Spiritual pain and suffering. Asian Pac J Cancer Prev 
11 (Suppl 1): 31-36. 

22.	von Gunten CF (2011) Pathophysiology of pain in cancer. J Pediatr 
Hematol Oncol 33 (Suppl 1): S12-8.

23.	Regan JM, Peng P (2000) Neurophysiology of cancer pain. Cancer Control 
7(2): 111-119. 

24.	Raphael J, Hester J, Ahmedzai S, Barrie J, Farqhuar-Smith P, et al. (2010) 
Cancer pain: part 2: physical, interventional and complimentary 
therapies; management in the community; acute, treatment-related 
and complex cancer pain: a perspective from the British Pain Society 
endorsed by the UK Association of Palliative Medicine and the Royal 
College of General Practitioners. Pain Med 11(6): 872-896. 

25.	Caraceni A (2001) Evaluation and assessment of cancer pain and cancer 
pain treatment. Acta Anaesthesiol Scand. 45(9): 1067-1075. 

https://pubmed.ncbi.nlm.nih.gov/27112310/
https://pubmed.ncbi.nlm.nih.gov/27112310/
https://pubmed.ncbi.nlm.nih.gov/27112310/
https://pubmed.ncbi.nlm.nih.gov/27112310/
https://pubmed.ncbi.nlm.nih.gov/24799490/
https://pubmed.ncbi.nlm.nih.gov/24799490/
https://pubmed.ncbi.nlm.nih.gov/25403222/
https://pubmed.ncbi.nlm.nih.gov/25403222/
https://pubmed.ncbi.nlm.nih.gov/25403222/
https://pubmed.ncbi.nlm.nih.gov/25403222/
https://pubmed.ncbi.nlm.nih.gov/28919809/
https://pubmed.ncbi.nlm.nih.gov/28919809/
https://pubmed.ncbi.nlm.nih.gov/28919809/
https://pubmed.ncbi.nlm.nih.gov/9061097/
https://pubmed.ncbi.nlm.nih.gov/9061097/
https://pubmed.ncbi.nlm.nih.gov/19365158/
https://pubmed.ncbi.nlm.nih.gov/19365158/
https://pubmed.ncbi.nlm.nih.gov/19365158/
https://pubmed.ncbi.nlm.nih.gov/30586069/
https://pubmed.ncbi.nlm.nih.gov/30586069/
https://pubmed.ncbi.nlm.nih.gov/30586069/
https://pubmed.ncbi.nlm.nih.gov/8867252/
https://pubmed.ncbi.nlm.nih.gov/8867252/
https://pubmed.ncbi.nlm.nih.gov/8867252/
https://pubmed.ncbi.nlm.nih.gov/24653469/
https://pubmed.ncbi.nlm.nih.gov/24653469/
https://pubmed.ncbi.nlm.nih.gov/24653469/
https://pubmed.ncbi.nlm.nih.gov/24653469/
https://pubmed.ncbi.nlm.nih.gov/21556709/
https://pubmed.ncbi.nlm.nih.gov/21556709/
https://pubmed.ncbi.nlm.nih.gov/22253460/
https://pubmed.ncbi.nlm.nih.gov/22253460/
https://pubmed.ncbi.nlm.nih.gov/22253460/
https://pmc.ncbi.nlm.nih.gov/articles/PMC2386360/
https://pmc.ncbi.nlm.nih.gov/articles/PMC2386360/
https://pmc.ncbi.nlm.nih.gov/articles/PMC2386360/
https://pubmed.ncbi.nlm.nih.gov/26525084/
https://pubmed.ncbi.nlm.nih.gov/9291704/
https://pubmed.ncbi.nlm.nih.gov/9291704/
https://pubmed.ncbi.nlm.nih.gov/9291704/
https://pubmed.ncbi.nlm.nih.gov/21448028/
https://pubmed.ncbi.nlm.nih.gov/21448028/
https://pubmed.ncbi.nlm.nih.gov/10783815/
https://pubmed.ncbi.nlm.nih.gov/10783815/
https://pubmed.ncbi.nlm.nih.gov/20456069/
https://pubmed.ncbi.nlm.nih.gov/20456069/
https://pubmed.ncbi.nlm.nih.gov/20456069/
https://pubmed.ncbi.nlm.nih.gov/20456069/
https://pubmed.ncbi.nlm.nih.gov/20456069/
https://pubmed.ncbi.nlm.nih.gov/20456069/
https://pubmed.ncbi.nlm.nih.gov/11683654/
https://pubmed.ncbi.nlm.nih.gov/11683654/


Am J Biomed Sci & Res

American Journal of Biomedical Science & Research

Copyright© Batoul Barari Tajani

210

26.	(1993) Cancer pain assessment and treatment curriculum guidelines. 
Ad Hoc Committee on Cancer Pain of the American Society of Clinical 
Oncology. Support Care Cancer 1(2): 67-73. 

27.	Deandrea S, Montanari M, Moja L, Apolone G (2008) Prevalence of 
undertreatment in cancer pain A review of published literature. Ann 
Oncol 19(12): 1985-1991. 

28.	Weinstein SM, Romanus D, Lepisto EM, Reyes-Gibby C, Cleeland C, et al. 
(2004) Documentation of pain in comprehensive cancer centers in the 
United States: a preliminary analysis. J Natl Compr Canc Netw 2(2): 173-
180. 

29.	Tajani BB, Maheswari E, Maka VV, Nair AS (2025) Pain Assessment in the 
Oncological Population.

30.	Cleeland CS, Ryan KM (1994) Pain assessment: global use of the Brief 
Pain Inventory. Ann Acad Med Singapore 23(2): 129-138.

31.	Cleeland CS (1989) Measurement of pain by subjective report. In: 
Chapman CR, Loeser JD, editors Advances in Pain Research and Therapy, 

Volume 12: Issues in Pain Measurement. New York: Raven Press 391-
403.

32.	RJ Tallarida (2001) Drug synergism: its detection and applications, 
Journal of Pharmacology and Experimental Therapeutics 298(3): 865-
872.

33.	Li Wan Po, W Y Zhang (1997) Systematic overview of co proxamol 
to assess analgesic effects of addition of dextro propoxyphene to 
paracetamol, British Medical Journal 315(7122): 1565-1571.

34.	H Viitanen, N Tuominen, H V¨a¨ar¨aniemi, E Nikanne, P Annila (2003) 
Analgesic efficacy of rectal acetaminophen and ibuprofen alone or in 
combination for paediatric day-case adenoidectomy. British Journal of 
Anaesthesia 91(3): 363-367.

35.	P Kjaersgaard-Andersen, A Nafei, O Skov, Frank Madsen, Henrik M 
Andersen, et al. (1990) Codeine plus paracetamol versus paracetamol in 
longer-term treatment of chronic pain due to osteoarthritis of the hip. A 
randomised, double-blind, multi-centre study Pain 43(3): 309-318.

https://pubmed.ncbi.nlm.nih.gov/18632721/
https://pubmed.ncbi.nlm.nih.gov/18632721/
https://pubmed.ncbi.nlm.nih.gov/18632721/
https://pubmed.ncbi.nlm.nih.gov/19777706/
https://pubmed.ncbi.nlm.nih.gov/19777706/
https://pubmed.ncbi.nlm.nih.gov/19777706/
https://pubmed.ncbi.nlm.nih.gov/19777706/
https://pubmed.ncbi.nlm.nih.gov/8080219/
https://pubmed.ncbi.nlm.nih.gov/8080219/
https://pubmed.ncbi.nlm.nih.gov/11504778/
https://pubmed.ncbi.nlm.nih.gov/11504778/
https://pubmed.ncbi.nlm.nih.gov/11504778/
https://pubmed.ncbi.nlm.nih.gov/9437273/
https://pubmed.ncbi.nlm.nih.gov/9437273/
https://pubmed.ncbi.nlm.nih.gov/9437273/
https://pubmed.ncbi.nlm.nih.gov/12925475/
https://pubmed.ncbi.nlm.nih.gov/12925475/
https://pubmed.ncbi.nlm.nih.gov/12925475/
https://pubmed.ncbi.nlm.nih.gov/12925475/
https://pubmed.ncbi.nlm.nih.gov/2293142/
https://pubmed.ncbi.nlm.nih.gov/2293142/
https://pubmed.ncbi.nlm.nih.gov/2293142/
https://pubmed.ncbi.nlm.nih.gov/2293142/

