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総合内科病棟マニュアル│文献リスト

 5-1 妊産婦，授乳婦への対応
参照文献 ◉

 1． Committee on Obstetric Practice. Committee Opinion No. 723：Guidelines for Diag-
nostic Imaging During Pregnancy and Lactation. Obstet Gynecol 2017；130：e210-6.

 PMID：28937575 ガイドライン
 2． Patel SJ, et al. Imaging the pregnant patient for nonobstetric conditions：algorithms 

and radiation dose considerations. Radiographics 2007；27：1705-22.
 PMID：18025513
 3． Themblay E, et al. Quality Initiatives：guidelines for use of medical imaging during 

pregnancy and lactation. Radiographics 2012；32：897-911. 
 PMID 22403117 ガイドライン
 4． Ray JG, et al. Association Between MRI Exposure During Pregnancy and Fetal and 

Childhood Outcomes. JAMA 2016；316：952-61. PMID：27599330
 5． Greer IA. CLINICAL PRACTICE. Pregnancy Complicated by Venous Thrombosis. 

N Engl J Med 2015；373：540-7. PMID：26244307
 6． 日本産科婦人科学会ほか．産婦人科診療ガイドライン─産科編 2017．CQ104-5授乳中

に使用している医薬品の児への影響について尋ねられたら？　2017：87-9.
ガイドライン

 7． 佐藤孝道ほか編．実践 妊娠と薬 第 2版─ 10,000例の相談事例とその情報．東京：じ
ほう，2010.

 8． Ystrom E, et al. Prenatal Exposure to Acetaminophen and Risk of ADHD. Pediatrics 
2017；140：e20163840. PMID：29084830

リンクページ ◉
・DailyMed＜https://dailymed.nlm.nih.gov/dailymed/index.cfm＞
・国立成育医療センター 妊娠と薬情報センター「授乳中の薬（一覧表）」＜https://www.

ncchd.go.jp/kusuri/news_med/druglist.html＞
・Drugs and Lactation Database（LactMed）＜https://toxnet.nlm.nih.gov/newtoxnet/

lactmed.htm＞

 5-2 非心臓手術における術前評価
参照文献 ◉

 1． Racz J, et al. Elective and emergency abdominal surgery in patients 90 years of age 
or older. Can J Surg 2012；55：322-8. PMID：22992421

 2． Kristensen SD, et al. 2014 ESC/ESA Guidelines on non-cardiac surgery：cardiovas-
cular assessment and management：The Joint Task Force on non-cardiac surgery：
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cardiovascular assessment and management of the European Society of Cardiology
（ESC）and the European Society of Anaesthesiology（ESA）. Eur Heart J 2014；35：
2383-431. PMID：25086026 ガイドライン

 3． Chow WB, et al. Optimal preoperative assessment of the geriatric surgical patient：
a best practices guideline from the American College of Surgeons National Surgical 
Quality Improvement Program and the American Geriatrics Society. J Am Coll 
Surg 2012；215：453-66. PMID：22917646 ガイドライン

 4． Lin HS, et al. Frailty and post-operative outcomes in older surgical patients：a sys-
tematic review. BMC Geriatr 2016；16：157. PMID：27580947

 5． Partridge JSL, et al. Randomized clinical trial of comprehensive geriatric assessment 
and optimization in vascular surgery. Br J Surg 2017；104：679-87. PMID：28198997

 6． Tonnesen H, et al. Preoperative alcoholism and postoperative morbidity. Br J Surg 
1999；86：869-74. PMID：10417555

 7． Feely MA, et al. Preoperative testing before noncardiac surgery：guidelines and 
recommendations. Am Fam Physician 2013；87：414-8.

 PMID：23547574 ガイドライン
 8． Johansson T, et al. Effectiveness of non-cardiac preoperative testing in non-cardiac 

elective surgery：a systematic review. Br J Anaesth 2013；110：926-39.
 PMID：23578861
 9． Karthikeyan G, et al. Is a pre-operative brain natriuretic peptide or N-terminal pro-

B-type natriuretic peptide measurement an independent predictor of adverse car-
diovascular outcomes within 30 days of noncardiac surgery? A systematic review 
and meta-analysis of observational studies. J Am Coll Cardiol 2009；54：1599-606.

 PMID：19833258
 10． Qaseem A, et al. Risk assessment for and strategies to reduce perioperative pulmo-

nary complications for patients undergoing noncardiothoracic surgery：a guideline 
from the American College of Physicians. Ann Intern Med 2006；144：575-80.

 PMID：16618955 ガイドライン
 11． Smetana GW. Postoperative pulmonary complications：an update on risk assessment 

and reduction. Cleve Clin J Med 2009；76 Suppl 4：S60-5. PMID：19880838
 12． Friedman LS. The risk of surgery in patients with liver disease. Hepatology 1999；

29：1617-23. PMID：10347099
 13． Rai R, et al. Surgery in a patient with liver disease. J Clin Exp Hepatol 2012；2：238-

46. PMID：25755440
 14． Abbas N, et al. Perioperative Care of Patients With Liver Cirrhosis：A Review. 

Health Serv Insights 2017；10：1178632917691270. PMID：28469455
 15． Devereaux PJ, et al. Aspirin in patients undergoing noncardiac surgery. N Engl J 

Med 2014；370：1494-503. PMID：24679062
 16． Graham MM, et al. Aspirin in Patients With Previous Percutaneous Coronary Inter-

vention Undergoing Noncardiac Surgery. Ann Intern Med 2018；168：237-44.
 PMID：29132159
 17． Raval AN, et al. Management of Patients on Non-Vitamin K Antagonist Oral Anti-

coagulants in the Acute Care and Periprocedural Setting：A Scientific Statement 
From the American Heart Association. Circulation 2017；135：e604-33.

 PMID：28167634
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 18． Oprea AD, et al. Perioperative management of antiplatelet therapy. Br J Anaesth 
2013；111 Suppl 1：i3-17. PMID：24335397

 19． Banerjee S, et al. Use of Antiplatelet Therapy/DAPT for Post-PCI Patients Under-
going Noncardiac Surgery. J Am Coll Cardiol 2017；69：1861-70. PMID：28385315

 20． Valgimigli M, et al. 2017 ESC focused update on dual antiplatelet therapy in coro-
nary artery disease developed in collaboration with EACTS：The Task Force for 
dual antiplatelet therapy in coronary artery disease of the European Society of Car-
diology（ESC）and of the European Association for Cardio-Thoracic Surgery

（EACTS）. Eur Heart J 2018；39：213-60. PMID：28886622
 21． Childers CP, et al. Perioperative management of antiplatelet therapy in patients un-

dergoing non-cardiac surgery following coronary stent placement：a systematic re-
view. Syst Rev 2018；7：4. PMID：29321066

 22． Douketis JD, et al. Perioperative management of antithrombotic therapy：Anti-
thrombotic Therapy and Prevention of Thrombosis, 9th ed：American College of 
Chest Physicians Evidence-Based Clinical Practice Guidelines. Chest 2012；141（2 
Suppl）：e326S-50S. PMID：22315266 ガイドライン

 23． Mans CM, et al. Postoperative outcomes following preoperative inspiratory muscle 
training in patients undergoing cardiothoracic or upper abdominal surgery：a sys-
tematic review and meta analysis. Clin Rehabil 2015；29：426-38. PMID：25160007

 24． Dhatariya K, et al. NHS Diabetes guideline for the perioperative management of the 
adult patient with diabetes. Diabet Med 2012；29：420-33.

 PMID：22288687 ガイドライン
 25． Australian Diabetes Society. Peri-operative Diabetes Management Guidelines. July 

2012.＜https://diabetessociety.com.au/documents/PerioperativeDiabetesManage 
mentGuidelinesFINALCleanJuly2012.pdf＞ ガイドライン

 26． Coursin DB, et al. Corticosteroid supplementation for adrenal insufficiency. JAMA 
2002；287：236-40. PMID：11779267

 27． Khazen BF, et al. The use of a perioperative supra-physiological dose of glucocorti-
coid is not supported by evidence─ a systematic review. Dan Med J 2018；65：
A5488. PMID：29886882

 28． Loza E, et al. A systematic review on the optimum management of the use of meth-
otrexate in rheumatoid arthritis patients in the perioperative period to minimize pe-
rioperative morbidity and maintain disease control. Clin Exp Rheumatol 2009；27：
856-62. PMID：19917174

参考リンク ◉
・Post-operative Mortality Risk in Patients with Cirrhosis（肝機能低下症例における周術期
死亡率の計算）＜https://www.mayoclinic.org/medical-professionals/transplantmedicine/
calculators/post-operative-mortality-risk-in-patients-with-cirrhosis/itt-20434721＞

 5-3 漢方の活用方法と副作用
参照文献 ◉

 1． Hyde AJ, et al. Herbal medicine for management of the behavioural and psychologi-
cal symptoms of dementia（BPSD）：A systematic review and meta-analysis. J Psy-
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chopharmacol 2017；31：169-83. PMID：27899689
 2． Matsunaga S, et al. Yokukansan in the Treatment of Behavioral and Psychological 

Symptoms of Dementia：An Updated Meta-Analysis of Randomized Controlled Tri-
als. J Alzheimers Dis 2016；54：635-43. PMID：27497482

 3． Furukawa K, et al. Randomized double-blind placebo-controlled multicenter trial of 
Yokukansan for neuropsychiatric symptoms in Alzheimer’s disease. Geriatr Geron-
tol Int 2017；17：211-8. PMID：26711658

 4． Cheng CW, et al. Efficacy of a Chinese herbal proprietary medicine（Hemp Seed 
Pill）for functional constipation. Am J Gastroenterol 2011；106：120-9.

 PMID：21045817
 5． Numata T, et al. Cellular mechanism for herbal medicine Junchoto to facilitate intes-

tinal Cl -/water secretion that involves cAMP-dependent activation of CFTR. J Nat 
Med 2018；72：694-705. PMID：29569221

 6． Harada Y, et al. Mashiningan Improves Opioid-Induced Constipation in Rats by Ac-
tivating Cystic Fibrosis Transmembrane Conductance Regulator Chloride Channel. 
J Pharmacol Exp Ther 2017；362：78-84. PMID：28465373

 7． 日本消化器病学会関連研究会 慢性便秘の診断・治療研究会．慢性便秘症診療ガイドラ
イン 2017．東京：南江堂，2017. ガイドライン

 8． 熊田 卓ほか．Tj-68ツムラ芍薬甘草湯の筋痙攣（肝硬変に伴うもの）に対するプラセ
ボ対照二重盲検群間比較試験．臨医薬 1999；15：499-523．

 9． 牧 綾子ほか．ツムラ芍薬甘草湯エキス顆粒（医療用）の副作用発現頻度調査．診断と治
療 2016；104：947-58．

 10． Yoshida T, et al. The efficacy of prophylactic Shakuyaku-Kanzo-to for myalgia and 
arthralgia following carboplatin and paclitaxel combination chemotherapy for non-
small cell lung cancer. Support Care Cancer 2009, 17（3）：315-320.

 11． Ishizuka M, et al. Perioperative Administration of Traditional Japanese Herbal Medi-
cine Daikenchuto Relieves Postoperative Ileus in Patients Undergoing Surgery for 
Gastrointestinal Cancer：A Systematic Review and Meta-analysis. Anticancer Res 
2017；37：5967-74. PMID：29061775

 12． Hoshino N, et al. Daikenchuto for reducing postoperative ileus in patients undergo-
ing elective abdominal surgery. Cochrane Database Syst Rev 2018；4：CD012271. 
 PMID：29619778

 13． Mori K, et al. Preventive effect of Kampo medicine（Hangeshashin-to）against irino-
tecan-induced diarrhea in advanced non-small-cell lung cancer. Cancer Chemother 
Pharmacol 2003；51：403-6. PMID：12687289

 14． Matsuda C, et al. Double-blind, placebo-controlled, randomized phase II study of 
TJ-14（Hangeshashinto）for infusional fluorinated-pyrimidine-based colorectal can-
cer chemotherapy-induced oral mucositis. Cancer Chemother Pharmacol 2015；76：
97-103. PMID：25983022

 15． Aoyama T, et al. Double-blind, placebo-controlled, randomized phase II study of 
TJ-14（hangeshashinto）for gastric cancer chemotherapy-induced oral mucositis. 
Cancer Chemother Pharmacol 2014；73：1047-54. PMID：24652604

 16． Ohno T, et al. Rikkunshito, a traditional Japanese medicine, suppresses cisplatin-in-
duced anorexia in humans. Clin Exp Gastroenterol 2011；4：291-6. PMID：22235173

 17． Ohnishi S, et al. Additive effect of rikkunshito, an herbal medicine, on chemothera-
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py-induced nausea, vomiting, and anorexia in uterine cervical or corpus cancer pa-
tients treated with cisplatin and paclitaxel：results of a randomized phase II study

（JORTC KMP-02）. J Gynecol Oncol 2017；28：e44. PMID：28657216
 18． Harada T, et al. Rikkunshito for Preventing Chemotherapy-Induced Nausea and 

Vomiting in Lung Cancer Patients：Results from 2 Prospective, Randomized Phase 
2 Trials. Front Pharmacol 2018；8：972. PMID：29387008

 19． Kono T, et al. Goshajinkigan oxaliplatin neurotoxicity evaluation（GONE）：a phase 2, 
multicenter, randomized, doubleblind, placebocontrolled trial of goshajinkigan to pre-
vent oxaliplatininduced neuropathy. Cancer Chemother Pharmacol 2013；72：1283-
90. PMID：24121454

 20． Oki E, et al. Preventive effect of Goshajinkigan on peripheral neurotoxicity of FOL-
FOX therapy（GENIUS trial）：a placebo-controlled, double-blind, randomized phase 
III study. Int J Clin Oncol 2015；20：767-75. PMID：25627820

 21． Kuriyama A, et al. Goshajinkigan for prevention of chemotherapy-induced peripher-
al neuropathy：a systematic review and meta-analysis. Support Care Cancer 2018；
26：1051-9. PMID：29280005

 22． Hoshino N, et al. Goshajinkigan for reducing chemotherapy-induced peripheral neu-
ropathy：a systematic review and meta-analysis. Int J Clin Oncol 2018；23：434-42.

 PMID：29270698
 23． Fujita N, et al. An extract of the root of Lithospermun erythrorhison accelerates 

wound healing in diabetic mice. Biol Pharm Bull 2003；26：329-35. PMID：12612442
 24． Na-Bangchang K, et al. Exploratory, Phase II Controlled Trial of Shiunko Ointment 

Local Application Twice a Day for 4 Weeks in Ethiopian Patients with Localized 
Cutaneous Leishmaniasis. Evid Based Complement Alternat Med 2016；2016：
5984709. PMID：27195014

 25． Yoshino T, et al. Risk Factors for Pseudoaldosteronism with Rhabdomyolysis Caused 
by Consumption of Drugs Containing Licorice and Differences Between Incidence of 
These Conditions in Japan and Other Countries：Case Report and Literature Re-
view. J Altern Complement Med 2014；20：516-20. PMID：24620820

 26． Yoshino T, et al. Elevated direct bilirubin-Possible predictors for pseudoaldoster-
onism：Case-control study. Traditional and Kampo Medicine 2016；2：174-6.

 27． Komatsu A, et al. Risk factors associated with pseudoaldosteronism in patients with 
chronic hepatitis：A retrospective cohort study. Basic Clin Pharmacol Toxicol 2019；
124：607-14. PMID：30471199

 28． Ploeger B, et al. A human physiologically-based model for glycyrrhzic acid, a com-
pound subject to presystemic metabolism and enterohepatic cycling. Pharm Res 
2000；17：1516-25. PMID：11303962

推奨文献 ◉
・ 樫尾明彦．先生，漢方を鍼灸を試してみたいんですけど……患者さんにいわれて困った
ときに読む本．東京：南山堂，2015．

・ 渡辺賢治．マトリックスでわかる！漢方薬使い分けの極意．東京：南江堂，2013．
・ 樫尾明彦ほか．スーパー★ジェネラリストに必要なモダン・カンポウ クリニカル・パー
ル集＆総合医の実体験．東京：新興医学出版社，2014．

・ 日本東洋医学会 EBM 委員会．漢方薬治療エビデンスレポート 2013─402 の RCT─
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（EKAT 2013）（Evidence reports of Kampo Treatment）＜http://www.jsom.or.jp/medi-
cal/ebm/er/pdf/EKATJ2013.pdf＞

参考リンク ◉
・ 日本東洋医学会 EBM委員会．「漢方治療エビデンスレポート」＜http://www.jsom.or.jp/

medical/ebm/＞
・ 日本東洋医学会 EBM 委員会．「漢方製剤の記載を含む診療ガイドライン」＜http://

www.jsom.or.jp/medical/ebm/＞ ガイドライン

 5-4 向精神薬
参照文献 ◉

 1． Morgan K, et al. Anxiety caused by a short-life hypnotic. Br Med J（Clin Res Ed）
1982；284：942. PMID：6121606

 2． Wagner AK, et al. Benzodiazepine use and hip fractures in the elderly：who is at 
greatest risk? Arch Intern Med 2004；164：1567-72. PMID：15277291

 3． Sun GQ, et al. Benzodiazepines or related drugs and risk of pneumonia：A systemat-
ic review and meta-analysis. Int J Geriatr Psychiatry 2019；34：513-21.

 PMID：30623504
 4． Hampton LM, et al. Emergency department visits by adults for psychiatric medica-

tion adverse events. JAMA Psychiatry 2014；71：1006-14. PMID：25006837
 5． Glass J, et al. Sedative hypnotics in older people with insomnia：meta-analysis of 

risks and benefits. BMJ 2005；331：1169. PMID：16284208
 6． Weich S, et al. Effect of anxiolytic and hypnotic drug prescriptions on mortality haz-

ards：retrospective cohort study. BMJ 2014；348：g1996. PMID：24647164
 7． 冨田真幸ほか．薬物療法 抗不安薬．臨精医 2006；35（増刊）：354-67.
 8． Yasui-Furukori N, et al. Terbinafine increases the plasma concentration of parox-

etine after a single oral administration of paroxetine in healthy subjects. Eur J Clin 
Pharmacol 2007；63：51-6. PMID：17124578

 9． Buckley NA, et al. Serotonin syndrome. BMJ 2014；348：g1626. PMID：24554467
 10． Beach SR, et al. Meta-analysis of selective serotonin reuptake inhibitor-associated 

QTc prolongation. J Clin Psychiatry 2014；75：e441-9. PMID：24922496
 11． Birks JS, et al. Donepezil for dementia due to Alzheimer’s disease. Cochrane Data-

base Syst Rev 2018；6：CD001190. PMID：29923184
 12． Matsunaga S, et al. Cholinesterase Inhibitors for Lewy Body Disorders：A Meta-

Analysis. Int J Neuropsychopharmacol 2015；19：pyv086. PMID：26221005
 13． Stinton C, et al. Pharmacological Management of Lewy Body Dementia：A System-

atic Review and Meta-Analysis. Am J Psychiatry 2015；172：731-42.
 PMID：26085043
 14． 日本神経学会．認知症疾患診療ガイドライン 2017．各論 第 7章 Lewy小体型認知症．

＜https://www.neurology-jp.org/guidelinem/degl/degl_2017_07.pdf＞ ガイドライン

 15． McShane R, et al. Memantine for dementia. Cochrane Database Syst Rev 2019；3：
CD003154. PMID：30891742

 16． Farrimond LE, et al. Memantine and cholinesterase inhibitor combination therapy 
for Alzheimer’s disease：a systematic review. BMJ Open 2012；2. PMID：22689908

http://www.jsom.or.jp/medical/ebm/er/pdf/EKATJ2013.pdf
http://www.jsom.or.jp/medical/ebm/
http://www.jsom.or.jp/medical/ebm/
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 17． Ray WA, et al. Atypical antipsychotic drugs and the risk of sudden cardiac death. N 
Engl J Med 2009；360：225-35. PMID：19144938

 18． Gill SS, et al. Antipsychotic drug use and mortality in older adults with dementia. 
Ann Intern Med 2007；146：775-86. PMID：17548409

 19． Inada T, et al. Extrapyramidal symptom profiles in Japanese patients with schizo-
phrenia treated with olanzapine or haloperidol. Schizophr Res 2002；57：227-38.

 PMID：12223254
 20． Muench J, et al. Adverse effects of antipsychotic medications. Am Fam Physician 

2010；81：617-22. PMID：20187598
 21． Stroup TS, et al. Management of common adverse effects of antipsychotic medica-

tions. World Psychiatry 2018；17：341-56. PMID：30192094
 22． Poyurovsky M. Acute antipsychotic-induced akathisia revisited. Br J Psychiatry 

2010；196：89-91. PMID：20118449
 23． Boyer EW, et al. The serotonin syndrome. N Engl J Med 2005；352：1112-20.
 PMID：15784664
 24． Sim SS, et al. Ocular Flutter in the Serotonin Syndrome. N Engl J Med 2016；375：

e38. PMID：27806222
 25． Perry PJ, et al. Serotonin syndrome vs neuroleptic malignant syndrome：a contrast 

of causes, diagnoses, and management. Ann Clin Psychiatry 2012；24：155-62.
 PMID：22563571
 26． 西嶋康一．セロトニン症候群．日臨 2012；70：616-9.
 27． Huang V, et al. Risk of serotonin syndrome with concomitant administration of line-

zolid and serotonin agonists. Pharmacotherapy 2006；26：1784-93. PMID：17125439
 28． Dunkley EJ, et al. The Hunter Serotonin Toxicity Criteria：simple and accurate di-

agnostic decision rules for serotonin toxicity. QJM 2003；96：635-42. PMID：12925718
 29． Ables AZ, et al. Prevention, recognition, and management of serotonin syndrome. 

Am Fam Physician 2010；81：1139-42. PMID：20433130
 30． 厚生労働省．重篤副作用疾患別対応マニュアル．セロトニン症候群．平成 22年 3月． 

＜http://www.mhlw.go.jp/topics/2006/11/dl/tp1122-1j13.pdf＞
 31． 助川鶴平．抗精神病薬多剤投与の是正に向けて．精神誌 2012；114：696-701.

 5-5 輸血学
参照文献 ◉

 1． 米村雄士ほか．科学的根拠に基づいた赤血球製剤の使用ガイドライン（改訂第 2版）．
日輸血細胞治療会誌 2018；64：688-99.＜https://minds.jcqhc.or.jp/docs/gl_pdf/
G0001196/4/red_blood_cell_products.pdf＞ ガイドライン

 2． Carson JL, et al. Clinical Practice Guidelines From the AABB：Red Blood Cell 
Transfusion Thresholds and Storage. JAMA 2016；316：2025-35.

 PMID：27732721 ガイドライン
 3． 高見昭吉ほか．科学的根拠に基づいた血小板製剤の使用ガイドライン：2019年改訂版．
日輸血細胞治療会誌 2019；65：544-61．＜https://www.jstage.jst.go.jp/article/
jjtc/65/3/65_544/_pdf/-char/ja＞ ガイドライン

 4． Kaufman RM, et al. Platelet transfusion：a clinical practice guideline from the 
AABB. Ann Intern Med 2015；162：205-13. PMID：25383671 ガイドライン

https://www.jstage.jst.go.jp/article/jjtc/64/6/64_688/_pdf/-char/ja
https://www.jstage.jst.go.jp/article/jjtc/65/3/65_544/_pdf/-char/ja
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 5． Estcourt LJ, et al. Guidelines for the use of platelet transfusions. Br J Haematol 
2017；176：365-94. PMID：28009056 ガイドライン

 6． 日本輸血・細胞治療学会．洗浄・置換血小板の適応およびその調剤の指針（Version 
Ⅴ）2016年 4月 27日改定 .＜http://yuketsu.jstmct.or.jp/wp-content/uploads/2016/0
5/96cdc072ad4370a5c012729b39e465cb.pdf＞

 7． 石田 明．洗浄・置換血小板の特徴と適応．日輸血細胞治療会誌 2018：64：8-15.
＜https://www.jstage.jst.go.jp/article/jjtc/64/1/64_8/_pdf/-char/ja＞

 8． 松下 正ほか．科学的根拠に基づいた新鮮凍結血漿（FFP）の使用ガイドライン［改訂第
2版］．日輸血細胞治療会誌 2019；65：525-37.＜https://www.jstage.jst.go.jp/article/
jjtc/65/3/65_525/_pdf/-char/ja＞ ガイドライン

 9． Roback JD, et al. Evidence-based practice guidelines for plasma transfusion. Trans-
fusion 2010；50：1227-39. PMID：20345562 ガイドライン

 10． Green L, et al. British Society of Haematology Guidelines on the spectrum of fresh 
frozen plasma and cryoprecipitate products：their handling and use in various pa-
tient groups in the absence of major bleeding. Br J Haematol 2018；181：54-67.

 PMID：29527654 ガイドライン
 11． Holland LL, et al. Fresh frozen plasma is ineffective for correcting minimally elevat-
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