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	Protocol Step
	Comment
	Requested Change (highlight in bold)

	1.
	Entire manuscript
	In the entire manuscript, the words “in vivo”, “in vitro”, “in ovo”, and “ex ovo” are not written in italic
	Unless these words not italic on purpose, please change style to italic for all the words “in vivo”, “in vitro”, “in ovo”, and “ex ovo”

	2.
	Abstract
	Line 4 of the abstract says: “In this protocol, three methods for taking the content out of the eggshell between day 5 to 8 of incubation…”
	Please change to: “In this protocol, three methods for taking the content out of the eggshell between day 5 and 8 of incubation…”

	3.
	Introduction
	Introduction says “The CAM vessel size ranges from 10-15 µm in diameter, in the smaller capillaries of an 8-day old embryo24 to 115-136 µm…”
	Please add one extra comma: “The CAM vessel size ranges from 10-15 µm in diameter, in the smaller capillaries of an 8-day old embryo24, to 115-136 µm…”

	4.
	The note of step1.3.2.9
	Step 1.3.2.9. says “higher velocity (~160 cP)”
	Please correct to “higher viscosity (~160 cP)”

	5.
	Result section, end of first paragraph
	One space is missing in this sentence: “The heart rate of these ex ovo embryos is similar to in ovoembryos at 183 beats per minute (bpm) at day 5 up to ~208 bpm at day 830 .”
	Please add space between “in ovo” and “embryos”. Correct sentence should be: “The heart rate of these ex ovo embryos is similar to in ovo embryos at 183 beats per minute (bpm) at day 5 up to ~208 bpm at day 830 .”

	6.
	Step 2.3.2.5 and 2.3.2.5.1
	Step 2.3.2.5 has a sub-step which is called 2.3.2.5.1. This step starts with: “When this is the case, use the scissors to make an extra…”
	Please remove the sub-step 2.3.2.5.1 and add the content to step 2.3.2.5. This means that step 2.3.2.5 will be as follows: “Use a tablespoon to scoop up the cut-out membrane containing the embryo and CAM from the weighing boat. Slowly raise the spoon from the weighing boat and visually inspect whether the cut-out membrane containing the embryo and CAM are still attached to the remainder yolk sack membrane. When this is the case, use the scissors to make an extra cut. While scooping, slightly tilt the spoon to get rid of as much yolk as possible but do not let it dry out. Transfer the cut-out membrane containing the embryo and CAM to the 1 L Petri dish, submerge in the 37 °C PBS, and remove the spoon.”

	7.
	Result section, end of paragraph three
	Two spaces are missing in this sentence: “Figure 9C shows an optical image and an ultraharmonicintravascular ultrasound (IVUS) image made with a custom probe of CAM microvessels of a 6-day old embryo(26 MHz transmit and 39 and 65 MHz receive frequency).”
	Please add space between “ultraharmonic” and “intravascular” and add a space between “embryo” and “(26 MHz”. 
Correct sentence should be: “Figure 9C shows an optical image and an ultraharmonic intravascular ultrasound (IVUS) image made with a custom probe of CAM microvessels of a 6-day old embryo (26 MHz transmit and 39 and 65 MHz receive frequency).”

	8.
	Result section, paragraph four 
	Superscript seems to be missing in: “…αVβ3-antibodies …”
	Please change to: “…αVβ3-antibodies …”

	9.
	Figure 7 caption
	Caption says “1.2 (5-day old embryo) or 1.3 (5 to 6-day old embryo).”
	Please correct to “1.2 (5-day old embryo) or 1.3 (6 to 7-day old embryo).

	10.
	Figure 9 caption
	Caption says “peak negative pressure ̴300 kPa"
	The “~” sign before 300 is overlapping with the “3”. Please correct to “peak negative pressure ~300 kPa”

	11.
	Figure 10 caption
	Captions says: “Drug delivery to CAM vessel endothelial cells in 6-day old embryo.(A) Brightfield”
	Please add one space between “embryo.” And “(A)” so it reads “Drug delivery to CAM vessel endothelial cells in 6-day old embryo. (A) Brightfield”

	12.
	Figure 10 caption
	Superscript seems to be missing in: “…αVβ3- targeted…”
	Please change to: “…αVβ3- targeted…”

	13.
	Discussion section, paragraph three
	Superscript seems to be missing in: “…αVβ37…”
	Please change to: “…αVβ37…”

	14.
	Discussion section, end of paragraph 5
	Discussion says: “, for which the embryos is taken out of the eggshell at day 3 of incubation and further developed ex ovo.”
	Please correct “embryos” into “embryo” and put “ex ovo” into italics: “, for which the embryo is taken out of the eggshell at day 3 of incubation and further developed ex ovo.”

	15.
	Discussion, last sentence of paragraph 5
	Discussion says: “The methods described in this protocol could be used to grow embryos in ovo until the day of tumors grafting.”
	Please correct “tumors” into “tumor” and put “in ovo” into italics: “The methods described in this protocol could be used to grow embryos in ovo until the day of tumor grafting.”
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