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Y aA, Patients were assessed for eligibility
YY Y Were eligible
A
AN Underwent randomization
¥ Were excluded
Y Withdrew consent
= \ Underwent randomization
in error and data were
destroyed
A
Y'Y Were assigned to the CRP-guided Y'Yy Were assigned to the usual-care
group group
AR et Received CRP point-of-care \AR - Did not receive CRP point-of-care
SStE . o X SStE Received CRP point-of-care
A Did not receive intervention Y
owing to mechanical error tocting durina the ¥ wi aftar
randomization
\ l
\ ad available data a / ad available gata at w
Had ilable data at ¢ Had ilabl ta at wk
. ad available data a / ad available gata at w
Had ilable data at wk ¢ Had ilabl ta at wk
YA Had available data 3¢ wk Had available gata at wk
Yo Had available data from the Had available data from the
i ieiar?
yy! Had@@giﬁﬂlée&ﬁgfﬁ‘ﬂ"?’fﬁ@%‘éﬁ%ﬁ Yy medlﬁgaeacegﬁarﬁ\él%\gtgtfmm %he mailed
= auestionnaires at 4 mo
A
Y& Were included in the analysis of ARA WereIncluded.in theianalysis of
antibiotic use antibiotic use
YA! Were included in the analysis of YA Were included in the analysis of
the total score on the Clinical the total score on the Clinical
COPD Questionnaire COPD Questionnaire
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Table ). Demographic and Clinical Characteristics of the Patients at Baseline.*
CRP-Guided Group Usual-Care
(N=YYQ) Group (N =
Characteristic vy Y’)
Age —yr
Mean 7V A+ 0Y AN+ Y)Y
Range Fy_q. ¥F._9QY
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Sex — no. (%)

Male

Female

No. of days with symptoms before consultation

Mean

Range

Total score on the Clinical COPD Questionnairet

Mean

Range

FEVy:FVC ratiot

Mean

Range

Percentage of predicted FEV\§

Mean

Range

Coexisting illness — no./total no. (%)

Heart failure

Coronary heart disease

Diabetes

Chronic kidney disease

Hypertension

Other chronic disease

VEY (FAA

\RANT-EIA))

7 A£0Y

YA

Y Y4Y NV

N AN

PR NY

v Yo AD

84 YHYAYY

q.9.1Y0 ¥

VEIYYO (¥4

dOIYYS

7.9

NYARE

(Vo.%

YVIYYD (ALY

YYF/YYO

(YA.Y)
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VYT (AT F

YOV (¥7.7)

V40 .
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YY+y W

VIO A

CFE Y

VXYL A

Fo ¥EY . VY

AR AR
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VAN
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Vo/¥an

(Y¥.Y)
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Smoking status — no./total no. (%)

Nonsmoker

Former smoker

Current smoker

Severity of COPD — no./total no. (%)1

Mild, GOLD stage |

Moderate, GOLD stage Il

Severe, GOLD stage IlI

Very severe, GOLD stage IV

No. of Anthonisen criteria present — no. (%)

Auscultation findings — no./total no. (%)

Crackles

Wheeze

Diminished vesicular sounds

Evidence of consolidation

Yo/YAY (VLY

Y5 O/Y A

(OAY)

I7/YAN

(YY)

YAJYVY
V.9
ay/yvy

(06¥.Y)

AY/AVY
Y.y

VY (0.Y)

\"7(\‘V.\°)
Yoo (Yo N
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ARVARR AN
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V.9
Y PY/YVA
(OA.Y)

1F/YV4

(YY.9

Yo /VAN

AR

ARRVAVY

(00.7)

Y/ A

(Y79

VYA

(V.Y

M (Yo
AA(Y Y
AR

(Y¥.N
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(0.9
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(Y0.9

AIYXY (Y.0)

Table ). (Continued.)
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Characteristic ERR-Guided Groug Usual-Care Group (N = vy \G) All Patients
(N=TY0) (N=7Y9)
Previous treatment — no./total no. (%)
Received a prescription for oral YOIV ¥ YAAIY LY (709 ¥oY/5 8
antibiotics in the past VY mo (?V_f‘) (‘f‘f_())
Use of regular inhalers before YAQ/Y ¥ \‘q./r.\‘(q;_.) dVa/F. ¢
recruitment
(40.Y) (10.9)
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Figure 2. Differential Effect of the Interven-
tions on the Use of Antibiotics during the
First 4 Weeks.

Shown is the predicted probability of anti-
biotic use for acute exacerbations of COPD
during the first 4 weeks according to the
number of Anthonisen criteria present. The
Anthonisen criteria include increased dys-
pnea, increased sputum volume, and in-
creased sputum purulence. | bars denote
95% confidence intervals.29
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The new england journal of medicine, Micheal Bretthauer,

MD,PHD, MetteKalagar,MD.
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Pancreas l Adipose tissue
Hormonal

G_:j counter-regulation response o .:»
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' Catecholamines, glucagon,
cortisol, growth hormone
Reduced insulin Incre
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lipolysis
Free fatty acids

inhibit & ‘
insulin-stimulated S

~————— Free fatty acid
glucose uptake Amino acids production
Gluconeogenesis
L ———— Glycogenolysis
Gl tput
Skeletal muscle S
» Hyperglycemia = .
Relative insulin resistance Increased glucose
| production
Mitochondrial Endothelial Immune Superoxide
injury dysfunction dysregulation generation

: Stress hyperglycemia
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Table 1
Preoperative management of patients with diabetes: use of oral antidiabetic drugs (OADs).
Ambulatory surgery Minor or major surgery Emergency surg

Metformin Do not stop Avoid taking the drug on D-1 (evening) and DO (morning) Stop
Sulfamides Do not stop Avoid taking the drug on DO (morning) Stop
Glinides Do not stop Avoid taking the drug on DO (morning) Stop
Alpha glucosidase inhibitors Do not stop Avoid taking the drug on DO (morning) Stop
DDP-4 inhibitors Do not stop Avoid taking the drug on DO (morning) Stop
SGLT2 inhibitors Do not stop Avoid taking the drug on DO (morning) Stop
GLP-1 analogues Do not stop Avoid taking the drug on DO (morning) Stop
SC insulin injection Do not stop No drug injection on morning of DO (except for TID) Stop
Personal insulin pump Do not stop Stop the personal insulin pump on arrival in the OR Stop

D-1: day before surgery; D0: day of surgery; SC: subcutaneous; T1D: type 1 diabetes.

Table 2. Oral Medication Use the Day Before and Day of Surgery

Day of Surgery if Normal Oral Intake Day of Surgery if Reduced Postoperative

Oral Medication for ~ Day Before Anticipated Same Day and Minimally Oral Intake or Extensive Surgery, Anticipated
Elective Surgery Surgery Invasive Surgery HD Changes and/or Fluid Shifts
Secretagogues Take Hold Hold

SGLT-2 Inhibitors Hold Hold Hold

Thiazolidinediones Take Take Hold

Metformin Take* Take' Hold

DPP-4 Inhibitors Take Take Take

*Hold if patient having a procedure with intravenous contrast dye administration, particularly in those with glomerular fittration rate < 45mU/min.%
DPP = dipeptidyl peptidase-4; HD = hemodynamic; SGLT = sodium glucose cotransporter-2.

An Update
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Glucose level targeted: 5a 10 mmoUL (0.9 - 1.8 g/L)

> 4

Diab: is not 2 contra-i ion to Yy surgery
Pre-anaesthetic consultation
Search for specific di indc d i (see Figure 2)
Measurement of HbA1lc blood lMl(mFigu’. n
Patient's care d ds on the of L PP
Mumber of meats Tume zchedate for zurgery What to do?
|  whatever | B Coatinue normal treatment
| Before 10 AM || -—‘lugs e after the p )
mmmtmm—m-um
4 | Between 10 and 12 AM mmmwulu-uimaor“.u-
ARter 12 AM g drug and Lght
2 See practical appendix l. J. K

Precoperative period
Fasting rules
- Unrestricted

on the

- If personal csii. maintain the csii
— Intravenous line on arrival with D10XW

—G-pillnrybloodﬂ.nmeon.rrml>|85mmolll.ﬂglu surgery postponed

- Yy blood g /2H and ultra-rapid insulin analogue according to the following sliding scale

g of the preoperative day and drug

oral drugs)

Inlvaopera!ive period

every hour

- llbloodglum.> louunolll.(l.om
© ultra-rapid
o if personal csii : no change

o otherwise start IV insulin infusion

Postperative period
- Resume oral intake as soon as possible

- i blood glucose < 10 mmoUL (1.8 g/L): resume precperative treatment as before (start personal csii If stopped
before surgery

-llbloodgluoooo> 10 mn\ol.lL(l oyL)xouullr--npw as and delay discharge
untit blood g n
- If blood >165 OWI.) 'qe contra-in and for Iv

12/17/2019

24 of 41

Fig. 3. Management of patients undergoing ambulatory surgery. D10EW: 10% dextrose in water : V! intravenous.

Preoperative period
* Check if recent value of HbAlc available. otherwise take blood sample for HbAlc measurement

NS

e Gp—

Capillary blood glucose on arrival in the unit
Fasting rules to apply: normal dinner on the previous day (except if gastroparesis)
Clear fluids on the morning of surgery (= 2 hours before induction

Usual doses of insulin(s) on the evening of the preoperative day with dinner

If there is no personal correction prot L add a subcul of ultra-rapid analogue if blood
glucose > 10 mmoVl/L according to the protocol described below
Capillary blood glucose before cleep and on the morning of surgery (protocol described below)

1s d

Additional capillary blood gl in the middle of the night if blood glucose < S or > 10 mmoVlL
06 0.9 18 22 3 on
st h e U } } } } t i } t i t
: 33 5 10 12 165 mmolL
Ulira-rapid insulin analogue
2wsc | 3wsc
Add only if correction not
already done by the patient

6-7 AM

Normal meal + usual doses of insulin(s)

2w sc 3wusc

IV line with D10XW 40 mL/h (+slow insulin or mixed insulin
if usual injection in the morning)

IV line
with saline
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Table 3. Day Before Surgery Insulin Regimens Based on Oral Intake Status

Glargine NPH or Lispro, Aspart, Noninsulin
or Detemir 70/30 Insulin Glulisine, Regular Injectables

Day Before Surgery

Insulin Regimens aMDose  pmDose AM Dose pmDose  amDose pPmDose aAmDose  pumDose

Normal diet until Usual 80% of usual  80% of usual 80% of usual Usual Usual Usual Usual
midnight (includes dose dose dose dose dose dose dose dose
those permitted clear
liquids until 2h before
surgery)

Bowel prep (and/or clear Usual 80% of usual 80% of usual 80% of usual Usual Usual Hold when Hold when
liquids only 12-24h dose dose dose dose dose dose starting starting
before surgery) clear liquid clear liquid

diet/bowel  diet/bowel
prep prep

NPH = neutral protamine Hagedom.

An Update
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BG—100

Correction Dose(C.D) = =

1800

Insulin sensitivity factor(ISF) =~

Increase ISF : Age > 70 ,R.F, GFR <45 , no Hx of DM

Decrease ISF: Insulin resistance ,.BMI =35, TDD=> 80,
20mg prednisolone
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Table 5. Correctional Subcutaneous Insulin Scale Day of Surgery and Postoperative Surgical Ward Care

Insulin Sensitive* Insulin Resistant"
Age>T0yr, BMI > 35kg/m2,
Blood Glucose GFR < 45ml/min, Home TDD Insulin > 80 U,
mg/dl (mM) No History of Diabetes Usual Insulin Steroids > 20mg Prednisone Daily

141-180 (7.7-10)
181-220 (10-12.2)
221-060 (12.2-14.4)
261-300 (14.4-16.6
301-350 (16.6-19.4)
351-400 (19.4-22.9)

> 400 (> 222)

3
B
5
8

ao OO B W

10
10 12

12 14

O O O & W D o

"If the patient falls into more than one insulin treatment group, choose the category with the lowest correctional dose to minimize the risk of hypoglycemia.
BMI = body mass index; GFR = glomerular filtration rate; TOD = total daily dose.

An Update
13 S sslizul Insulin Drip 51 b o 5i8 J 28 VL 43 oS 550 o

Table 6. Variable Rate Continuous Insulin Infusion

BG Decreased from Previous BG Decreased from Previous

If BG Increased from Previous Measurement by Less Than Measurement by Greater Than
BG mg/dl (mM) Measurement 30mg/di 30mg/di
> 241 (13.9) Increase rate by 3 U/h Increase rate by 3 U/h No change in rate
211-240(11.7-13.4) Increase rate by 2 U/h Increase rate by 2 U/h No change in rate
181-210 (10-11.7) Increase rate by 1 U/h Increase rate by 1 U/h No change in rate
141-180 (7.8-10) No change in rate No change in rate No change in rate
110-140 (6.1-7.8) No change in rate Decrease rate by 2 U/h Hold insulin infusion

100-109 (5.5-6.1) . Hold insulin infusion
Recheck BG hourly
Restart infusion at 2 the previous infusion rate if BG > 180mg/dl (10mM)
. Hold insulin infusion
Check BG every 30 minutes until BG > 100mg/di (5.5mM)
Resume BG checks every hour
Restart infusion at 2 the previous infusion rate if BG > 180mg/dl (10mM)
70 (3.9) or lower If BG = 50-70 (2.8-3.9mM),
1. Give 25mlI D50
2. Repeat BG checks every 30 min until BG > 100 mg/d! (5.5 mM)
If BG < 50mg/dl (2.8 mM),
1. Give 50mI D50
2. Repeat BG every 15min until > 70mg/dl (3.9mM)
3. When BG > 70mg/dl, check BG every 30min until > 100 mg/dl (5.5mM). Repeat SOml
D50 dose if BG < 50mg/dl a second time and start D10 infusion
4. After BG > 100mg/dl (5.5 mM), resume hourly BG check
Restart infusion at 2 the previous infusion rate if BG > 180 mg/d! (10mM)

71-99 (3.9-5.5)

RN DN

Perioperative target blood glucose (BG) 140 to 180 mg/dl (7.8 to 10mM).
1. 1f BG > 180mg/dl (10mM), start insulin infusion.

2. Consider bolus dose (BG - 100/40).

3. Start rate at BG/100 = U/h.

4. Check BG hourly and correct per table.

D10 = 10% dextrose solution;: DS0 = 50% dextrose solution.
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Table 7. Postoperative Surgical Ward Insulin for Type 2 Diabetics on Oral Agents at Home

Total Daily Dose

Insulin Resistant

Total Daily Dose BMI > 35kg/m?,

Insulin Sensitive* Total Daily Dose Steroids > 20mg

Type of Insulin Age > 70 yr, GFR < 45ml/min Insulin Usual Prednisone Daily

NPO/Poor Oral Intake/Clear  Basal (glargine/detemir)  0.1-0.15U-kg™'-day" 0.2-025U-kg™'-day”’ 0.3U-kg™'-day’
Liquid Diet
USE BASAL PLUS REGIMEN Correctional (rapid acting)  Treat BG > 180mg/dl (10mM) using correctional calculation or table 5

Normal Oral Intake Basal (glargine/detemir)  0.1-0.15U-kg™' -day'  0.2-025U-kg™'-day"’ 03U-kg'-day"’
At Meals

USE BASAL BOLUS Prandial (rapid acting) ~ 0.1-0.15U kg™ -day™  0.2-0.25U-kg™'-day”’ 0.3U-kg'-day
REGIMEN Correctional (rapid acting)  yreat BG > 180 mg/dl (10mM) using correctional calculation or table 5

If the patient falls into more than one insulin treatment group, choose the category with the lowest insulin dose to minimize the risk of hypoglycemia.
BG = blood glucose; BMI = body mass index; GFR = glomerular filtration rate; NPO = nothing by mouth.
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EMERGENCY SURGERY l | ELECTIVE SURGERY

* Ascertain timing and amountof last * Follow preoperative oral hypoglycemic
basal/prandial dose of insulinand/or and/orinsulin guidelines for day before and
oral hypoglycemics day of surgery

= Check BG pre-operatively; treat per = Check BG in pre-operative area; treat per
recommendationsbelow recommendations below

* Criticallylll? BG poorly controlled at home?
* Anticipated hemodynamicchanges, large

YES volume/temperature shifts?
* Durationof OR time > 4 hours?
}NO
CONTINUOUS IV INSULIN INFUSION SUBCUTANEOUS INSULIN DOSING
e Check BG hourly in OR/PACU * Check BG in OR/PACU q2h
* Start variablerate insulin infusion when * TreatBG > 180mg/dL (do not dose more
BG > 180mg/dL frequently than q2h)

* Follow insulin infusion algorithm * Follow SC dosing scale

e For BG < 70mg/dL, stop insulin therapy. Treat with D50 bolus (25mL) or start D10 infusion
* For BG < SOmg/dL, stop insulintherapy. Treat with D50 bolus (SOmL)
* Re-check BG q15min until BG > 70mg/dL

* If BG > 180mg/dL, resume SC insulin using more sensitive scale or infusion at % previous rate

Fig. 2. Pre- and intraoperative testing and treatment algorithm (intravenous or subcutaneous insulin). BG = blood glucose;
D10 = dextrose 10% solution; DS0 = dextrose 50% solution; IV = intravenous; OR = operating room; PACU = postanesthesia
care unit; g15min = every 15min; SC = subcutaneous. BG 180mg/dl = 10mM; BG 70mg/dl = 3.9mM, BG 50mg/dl = 2.8 mM.
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Table 14.1—Insulin dosing for enteral/parenteral feedings

Situation

Basal/nutritional Correctional

Continuous enteral feedings

Bolus enteral feedings

Parenteral feedings

Continue prior basal or, if none, calculate from TDD or  SQ regular insulin every 6 h or rapid-acting insulin
consider 5 units NPH/detemir every 12 h or 10 units  every 4 h for hyperglycemia
glargine/degludec daily

Nutritional: regular insulin every 6 h or rapid-acting insulin
every 4 h, starting with 1 unit per 10-15 g of
carbohydrate; adjust daily

Continue prior basal or, if none, calculate from TDD jor  SQ regular insulin every 6 h or rapid-acting insulin
consider 5 units NPH/detemir every 12 h or 10 units  every 4 h for hyperglycemia
glargine/degludec daily

Nutritional: give regular insulin or rapid-acting insulin SQ
before each feeding, starting with 1 unit per 10-15 g of
carbohydrate; adjust daily

Add regularinsulin to TPN IV solution, starting with 1unit SQ regular insulin every 6 h or rapid-acting insulin
per 10 g of carbohydrate; adjust daily every 4 h for hyperglycemia

IV, intravenous; SQ, subcutaneous; TDD, total daily dose; TPN, total parenteral nutrition.

il 3 doder b o Olasls 51 ey 5 0Lty SUI 51 LS el 0 Ol el 6

Glucose level targeted: 4.4 mmoVUL — 7.8 mmoUL (0.8 g/L — 1.4 g/L)

Maintain insulin treatment unchanged. usual daily doses

Cervical
ripening
Risk of ketoacidosis if personal
- G o ek -
insulin withdrawn
- 2 = - DI10XW and IV insulin if blood
DI10XW and IV insulin D10XW and IV insulin glucose > 7.8 mmol/L (1.4 g/L)
Labour room if personal insulin p P pped: tr ition to IV insulin (or the pati
may prefer maintaining the personal pump)
” v: 1V insulin until discharge from PACU

See liaison form (Diabetologist/Maternity unit/Patient)

- Resume treatment with

subcutaneous insulin

according to medical

prescription
No
No

Before meals (target < 1.5 g/l) and before sleep (target < 1.8 g/L) Before measls (larget < 1.1 g/L)

Yes Yes
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Table,Overview of the Therapeutic Options Used in Antiphospholipid Syndrome Pregnancy

Safety In breat-
Drug Use Evidence Safety In pregnancy | ..o
ng
Aspirin Reduction of fetal loss No randomized controlled trisis of aspirin Wil cross the placenta; Does enter brosst
75-100 mg daily from conception for preventing VTE human data inconsistent, milk, but at low
until = 36 weeks gestation Prevention of eclampsia but risk is likely low doses; should be
Some evidence for aspirin use in improving sate
Antiplatelet offect pregnancy outcomes, specifically Some first-trimester analyses
duction in rates of p have shown small increased
risk of gastroschisis
Wartarin Not ded in pregnancy uniess Teratogenic bet 8-12 woeks of Toratogenic Not excreted in
Discontinue as soon as preg- LMWH may be less effective (0., gestation; switch to LMWH before 8 breast milk
nancy is prosthetic heart valves) wesks of gestation
Untractionated heparin (UFH) | May be used in event of massive Most studies using UFH have been super- Safe NdWh
puimonary embolism seded by studies using LMWH. breast mikk
if rapid reversal of anticoagulation is
needed during peripartum period or
operative procedures
LMWH Drug of choice for women on warfarin, Evidenoce for it role in preventing first- Does not cross placenta Does enter breast
women who have had VTE or arterial L loss j ial’ milk, but of little
thrombosis during pregnancy concem dus to low
with previous pregnancy plications, or bicavailability
women who require thromboprophylass
Steroids(e.g.,p Little evid for benefit in APS; used Minimal evidence of therapeutic banefit Cleft palate reported with Low concentrations
in i thrombocylopen iatod firsi-trimester use in breast mik
with APS or SLE Benefit outweighed by its adverse effects
{e.g. prosclampeis, gestationsl diab
p d risk of p daiverioe)
Intravenous immunogiobuiins | Used in a amall number of women with No additional benefit when added to con- Crosses pla after 30 is
APS as therapy for itant, i ional therapy with ASA and LMWH weeks of gestation
mediated thrombocytopenia
Hydroxychloroquine Used when women have coaxisting SLE Mild antithrombotic affects No reports of fetal toxicity Considered safe
despite excretion in
(Hca) Decreased risk of congenital heart block in breast mik
women on HCAQ in case-controlied atudies
Plasmapheresis :opgrwd for ireatment of catastrophic Limited to cese reporis Rarely used in pragnancy Unknown
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Figure 1: Recruited and recruiting trials in management of malignant pleural effusion
Ag=silver. TUS=thoracic vltrasound. *Recruiting trials.
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- Talc installation

Figure 2: Suggested management pathway for malignant pleural effusion (adapted from Feller-Kopman and
colleagues’®)
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Inter i Comp Trial design Single or Primaryoutcome  Numberof Status Date
multicentre objective participants complete

TAPPS (ISRCTN47845793)  Medical th opy Small-borechest  Randomised, Multicentre Rate of pleurodesis 330 Completed October 2017

and talc poudrage drain and talc non-blinded failure

plevrodesis

SWIFT (NCT02649894) Sliver nitrate eluting  Standard IPC Randomised Multicentre Pleurodesis rates 118 Completed April 2018

catheter single blinded
OPTIMUM IPCand talc Chestdrain (small  Randomised Multi Health-related 142 Recruiting
(ISRCTN15503522) pleurodesis bore) and talc non-blinded quality of life

pleurodesis
MESOTRAP (NCT03412357) VAT-PD Standard IPC Randomised, Multi Breathl 38 Recruiting
non-blinded
AMPLE-3 IPCalone (no VATS pleurodesi Randomised, Multi Requi for 160 Recruiting
(ACTRN12618001013257)  pleurodesis) non-blinded ipsilateral pleural
procedure

RAPID (NCT03325192) IPC with IPCwithplaccbo  Randomised, Single centre Time to catheter 72 Recruiting

iodopovidone double blinded removal
SIMPLE (ISRCTN16441661) Thoracic ultrasound  Talc pleurodesi Randomised, Multi Length of hospital 344 Recruiting

beforeand aftertalc  withnothoracic  non-blinded stay
TACTIC (Awaited) Thoracoscopy, talc Thoracoscopyand  Randomised, Multicentre Need for further 150 Dueto start

poudrage, and IPC poudrage with non-blinded pleural interventions 2019-2020

with outpatient admission fora over 3 months after

management chest drain randomisation

IPC=indwelling pleural catheter. VATS =video-assisted thoracoscopic surgery. VAT-PD=video-assisted th pic partial pl y or d
Table: Current trials i igating g of malig pleural effusi
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